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Prungmous lesion (Hodghin's)  Prurigmous lesions or prango hike

pipules often sigmf. Hodgkin's disesse The pruntus 1s mtense,

seriteling denudes the apices of the pipules lewing them rd
bleeding, and infected

Scalp nadules m  lymphosircom: Lymphosarcom1 may  be

suggeested by Iesions that also occur n leukemiy wnd Hodghins dis

ease  Varous sized red blush or shin colored specific nodules
which tend to tegress spontaneoush mwv be numerous
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INTRODUCTION

rl.‘ms +oLUME 15 the sumemation of more than 15 years of study
and effort 1 a puticular field of medicine  To the careful
student as well as to the casual rexder it will be cbwious that
matestal so comprehensnely gathered carefully eyaluited

lously d d ghly studied can only be
the result of a long penod of gestation nourished by keen m
terest constant search vast evpenence and mfinite patience
By viitue of trmmng background and study of a vast amouat
of climical matersal Doctor Bluefarb 15 extraordininly fitted for
the task of wnting The Cutancous Manfestations of the Malig
nant Lymphomas  This book 1 which the contents far exceed
the promuse of the title contams a discussion of treatment as
well as other aspects of the lymphomas gathered from the spec
trum of the most rare to the most frequent eutancous many

festations of these tisenses as desonbed 1o the earhest to the
most recent hterature

The cutaneous mamfestations of this Ixrge group of diseases
which vary so widely both locally and systermcally suggest
fundamental differences in the underlying mechamsm of cause
wd effect However ome 1s impressed by certamn similanties
ind common denominttors which suggest that this group of
isenses at present only hnked nosologically may eventually
be tied together by a common etiology  Indeed upon perusal
of this book one 15 so impressed by thus abservation that he 15
tempted to assume the slin to be capable of an even more
tined form of response to similar stimul than 1 ordmanly
eredited to this organ

This s olume will serve to emphasize Doctor Bluefarb s teach
ing that the shin often sercs to Teflect the changes in ¥he mter
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v Mahgnant Lymphomas

nal milicu of the body, particulirly changes m the reticuloendo
thelial organs  Thus, the shin scrves

To hold, as’t were, the murror up to niture”

StrveN O Scuwarrz, M D

Director Hematology CCH and

the Hehtoen Institute for

Medienl Research of the Cook County Hospital



PREFACE

Txm oL, The Cutancous Mamfestations of the Malg
naant Lymphomas, 1s another 1n the senes of monographs on
the manifestations of the i hehal system
In thus volome The Mal Lymph mycosis bung;

Hodgkms disease and lymphosarcom e included  Because
thus sertes 1s devoted primanly to the cutaneous aspects of
these diseases we have not attempted a datmle"d study of the

vanous forms of lymph The of the
ymphosarcomas 15 best left to the cytologists  The cutaneons
f of lymph 1 are lly the same n

the vanious forms
It 15 obvious that the most outstanding contribution which
could be made to this field of medicine would be the discovery
of the cause of these discases However since this essential
fact 1s not apparent at this ime thete may be some construe
tne 1alue m colleching and correlating representatn e examples
of the festations and ob tons on the na
tural hustory of these discases These facts may be of some
dagnostic md and more important may possibly suggest new
methods of wpproach to the clanfication of the heretofore ob
seure knowledge regarding the ongim and chnienl course of
tvmphomatous diseases
The cutaneous manifestations associated with diseases of the
loendothelal 5ystem animportant ink between
the fields of dermatology and internil mediewme  Tn wany
wmstances the cutaneous features are the first discermble signs
«f disease thus permiting a diagnosis to be made before
tmphadenoputhy splenomegaly hepatomegly or chnges
the peripherat blood picture become apparent
‘h;ﬂh\:-‘ :hn 15 an exeellent structure for study of reticuloendo
vstem diseases simee all gradations of 1y olvement From

Te
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x Malignant Lymphomas

bemgn tumors, such as hustiocy toma, to mahigrant tumors, such
as lymphosarcoma, may be demonstrated  The shin 15 also an
excellent site for research regarding the cause of these diseases
n determuung which agents are capable of sttmulating the
reticuloendothehal system

Among the many who have arded me m preparmng these
volumes, I am most indebted to Arthur C Curtis, M D for hus
valuable suggestions, constant encouragement and for reading
the manuscript and to Herbert Rattner, M D for reading the
manuseript I am appreciative to Steven O Schwartz, M D,
who 15 singularly qualified to wnte the wtroduction to this
volume I am also indebted to Miss Sophe Price of the Med:-
cal Labrary Staff, Northwestern University Medrcal School, for
venfying the bibhiography, and to Miss Maude Walsh, Medwead
Photagrapher, Northwestern Unnersity Medical School, for
preparing the photormerographs

SMB
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PART ONE

MYCOSIS FUNGOIDES
GRANULOMA FUNGOIDES






DEFINITION

Di\ms!s FUNGOIDES 15 an uncommon chrome fatal disease of
the reticuloendothelial system of the shin which may result i
secondary mnvolvement of the lymph nodes and intemal organs
Clucally the disease 15 mamfested by three stages 1)
etythema or eczema 2) mfiltration Lichemfication and plague
formation and 3) tumors  Prunitus 15 usually present i the
fist twostages  Ech stage has 4 variable morphologic picture
and may be present for months or years although certan
phases of the disease may never occur  The tumors tend to
uleerate and the disease wtumately causes death



II.
SYNONYMS

1) Granuloma Fungotdes (Auspitz—1883)

2) Granuloma Sarcomatodes (Naether)

3) Inflammatory Fungoid Neoplasm (Geber and Duhring—
1879)

4) Ulcerative Scrofuloderma (Van Harlingen)

5) Eczema Tuberculatum (Wilson—1875)

6) Fibroma Fungoides (Tubury Fox—1873)

7) Lymphoderma Perniciosa (Kaposi—1885)

8) Sarcomatosis Generahis {Kaposi—1886)

9) Lymphadéme Cutanée (Gillot—1869, Vidal-1851)

10) Multiple Sarcoma of the Shin (Hyde)

11) Lichen Hypertroplque ( Hardy~1861)

12) Multiple Fungoid Papillomatous Tumors (Kobner—

1864)
13) Dermo-Linfoadenoma Fungode (di Anmcis~1882)



118
HISTORY

In 1806 Albert (2a) described a 56 year old man with “une
eruption furfuricee” which was follaved by small smooth
pamless nodules of brown or normal sk color present on
various parts of the body  Forty of these nodules mvolved the
face and successwvely molved the axillae groms popliteal
fossae serotum and muer aspects of the thighs  The tumors

were sessile and  secreted a greenish ichorous humor”  The
shin was markedt: ble foll toughing and involu
tion of the nodules  Vesicles and bullae occasionally appered

The uleers which followed nonhealing tumors were pamful
and emaciation diarthea hyperpyrexia and hectic fever re
sulted 1n death five years after onset of the disese  There was
no autopsy  The ddlustration plate although well produced
does not show the tumor surface clearly but 1t was un
doubtedly rew and granulating  The largest tumor greater
thma walnut”in size was present on the left cheek another
half this size involved the chin and a third was situated on the
upper hip while several small growths apparently covered by
normal skin were scattered over the nose fo ehead and cheel
Ahbert stated that the tumors resembled “mushrooms™ {*Des
\fonlles ™ “Morchella esculenta  or those known as “aganes™)
tut did not state whether this stmlanty was m size color
shape consistency or rapidity of growth He regarded the
condition as a form of vaws and 1n 1814 (3b) named 1t “pan
fungoide” with the Latin synonym Frambesia Mycoydes  He
did not believe he was desciibing, a new disease but thought
the case remarkable because of the occurrence of a tropieal
disease 1 a Frenchman who had never been aw ay from
Europe  This disease is st knmwn as Pian Yaws Frambesia
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SYNONYMS

1) Granuloma Fungowdes { Auspitz~1885)

2) Granuloma Sarcomatodes (Naether)

3) Inflammatory Fungoid Neoplasm ( Geber and Dubring—

1879)

4) Ulceratwv e Serofuloderma (Van Harlingen)

5) Eczem Tuberculatum (Wilson~1875)

6) Fibroma Fungades { Talbury Fox—~1873)

7) Lymphodermia Permciosa (Kaposi—1885)

8) Sarcomatosts Generahs {Kaposi—1856)

9) Lymphadéme Cutanée (Gillot—1869 Vidal-1881}
10) Muluple Sarcomn of the Shin (Hyde)

11) Lichen Hypertrophigue { Hardy—1861)

12) Multple Fungord Papillomatous Tumors (Kobner—

1864)
13) Dermo-Linfoadenoma Fungorde (dr Amicis—1882)



Mycosts Fungowdes 9

tionnel de fixer wreyocablement les trois especes sunantes” \
frambesioides wlentical with “pan” or yaws M fongoide
and \ syphilodes with which he identified the Scottish
Sibbens  The antomical aspect of Alberts disevse 13 a

3

Ong nal case of mveas s fungordes deseribed by Al bert (.

grinuloma i the terminolo;
sembles not only yaws but lu

2a)

P recognized by Alibert
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m the Dutch East Indies, Amboyna, Moluceas, Gumnea Coast
and among Negroes  the West Inches and elsewhere

In 1832 Alibert (2¢) renimed the disease “my cosis” hecause
of the “mushroom-like” appearance of the tumors but did not

AERTD e

v

1 Jean Lows Albert (Centenare de L1 Fatulte de Medeome de
Paas, 1794-1814, Par le Dr A Corhen Pans, 1896)

intend to suggest fungt as the causative agent  He then put his
previously described cases mn the group Dermatoses Vero
loses’, a group which mncluded only two “genera’ sypiniis and

mycosts  Of the latter genus he writes “it nous semble ra



Mycosts Fungordes 1

to granulation tissue  Further advances were made m Ger
many by Paltauf (2631} who demonstrated secondary mvolve
ment of internal organs although be beheved that the diseise
first affected the skin T first called 1t o form of \)_"ND‘\OS'AY
coma but later fn a publication with Zumbusch (263e) based
on studues of two necropsies concinded that there was no rela
tionshp with 1 and d el 1on with the
mfectious granulomas

The ﬁrstgAmencan report was by Duhring (91) 10 1879 He
considered the disease to be an mflammatory new growth but
did not beheve s case to be the same as those descnibed by
ffardy (147) Bazmn (17a) or Kobner (187a) However he
considered it to be i the same category as those reported by
Hebra (149) n 1872 and m 1874 He bebieved Ins case should
be differentiated from those reported by Gillot (128) and
Ranvier (286) nd pathologically he considered the lestons to
be mflammatory m the early stages but later assuming the ap
pearance of sarcoma  Hertzmann studied Duhmngs case
histolomeally and regarded it as sarcoma  Other Amencans
who contributed to this subject 1n the late 19th century were
Morrow {247) Hyde and Montgomery (162) Tilden (334)
Blane (34) and Stelwagon (321)

In Italy & Amias (83) first desenbed a case in 1882 and
Stuhovenkoff (327) veported the first Russian case m 1859
Dunng this same penod haposi (176b) classified the disease
m the category of general sarcomas

A second form of mycosis fungoides was desertbed by Vidal
wnd Brocq (346c) n 1883 namely mycoss fungoides
demblee” This type presents only the tumor stage and the
first two stages do not occur It 15 our mpression that this
designation 1 a musnomer since these cases are nearly always

Ivmphosarcoma (Bluefarb  35b) a subject discussed more
fuily under Pathogenesis {V}

A third form of the disease the “ervthrodersma” form was
desc tbed by Hallopeau (145a) in 1892 This condihon we
tho believe 15 not my coss fungoides but a climeal manifesta
tian of exther chrome by mphocy tic leukemi Hodgkin s disease
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Knowledge of the histologic structure of mycosis fungoides
was acvanced by the research of Ranvier (286) and Hebra
(149)  In 1869 Gallot (128), m a thests mspired Jargely by the
work of Bazin {17a) and Ranwier (286), concluded that the
disease was due to the dexelopment of reticular lymphaid tissue
w the sk and, therefore, a cutaneons mamfestation of the
lymphowd diathesss  He called the condition lymphadéme
cutanée’

Chnical hnowledge of mycosis fungmdes was adianced In
Bazmn (17a2) who, mn 1851, observed three cases m which he
recogmzed all manfcstwtions and the three stages in the course
of the disease He recogmzed mycosis fungordes to be a
makhgnant conditton distinet from carcinoma  The credtt for
defimng this diserse as a specsal mordnd process belongs hrgely
to Bazin since he defined the particulwr type of leston and
named 1t Mycosts Fungoides”  He differentiated the disease
from syphilis but, unable to classify it, created the term ‘dt
athesis fungoidique”  Later, however, he beheved 1t to be a
form of Jeprosy and described several cases as “Jepreandigene ”
In 1876 Bazmz (17b) agun contributed to the clncal know]l
edge with his classic description of the different phises of
mycosis fungardes, although he accepted the Iy mphodermata
theory with some resen attons

Further studies by Bané (15) Debove (77) Demange (81)
Desnos (84), Galliard (119) Landouzy (194) and others
confirmed the rescirch of Gilot (128) and Ranvier (286)
Vidal (346a) regided 1t 1s a disease sur GINERIS one patho
logicilly midway between Iy mphadente and sarcoma

While earlv studies of this disease were made by the French
cise reports began to appear in other countries  In Englind
Tilbury Fou (113) deseribed “Fibromn fungoides” 1 1873 and
Wilsen (364) Eczemn tuberculatum” i 1875

The first German report was by Kobner (1871) i 186 who
after studymg four cises independently advanced the theory
of an mflammatory granulation tumor  He deseribed the
disease as “papillom itous fungmd tumors of the skin” which he
concluded were nflimmatory and pointed ont the resemblance



v
ETIOLOGY

A Sexand Age

\ycosis fungordes appears to affect men more often than
women although the sex predisposition 15 very shight  Sequeira
(311b) found 37 8 per cent were women 1n a senies of 74 cases
and Gerwrg (127) reported 38 per cent women among 602
patents In analyzing 719 cases Herte and Socha (150) re
ported that the dusease occurred in 255 women (43 3G per cent)
of the 388 cases 1n which the sev was given  Lapiere (197a)
noted an equal sex ratio and Thompson (332b) believed both
seves to be equally affected Howeser m these studies no
distinction was made between the classicdl  erythroderma” or
“demblee” types of mycosis fungmdes We have therefore
classified the type of disease present in 427 cases in the litera

ture which had sufficient data 10 be ncluded in a statistical
study

TABLE I
Sex Inatoence
Numbe
Type Cae Men  PaCent  Women  Per Cent
Class ea} 308 177 575 3 425
D Emblee 84 59 03 25 297
Crthroderma 3% % 43 9 257

The age at onset 15 vanable the “d emblec™ type having beea
reported in an might month old infant by Serra et al {313) and
T fate as the age of 86 years by Troxell (310) ma patient Who
first Tevcloped symptoms at 81 years of ige  The occurrence
m adalescence hay been reported by Gastou and Sabareanu
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or lymphosarcoma A more detaled discussion appears under
Pathogenesis (V)

Auspitz (11) adyocated designating thyy disease “granujomn
fungoides " rather than mycosis fungordes  This name would
be preferable, since there 1s agreement that a mycotic element
15 not the causative agent, even though the etiology 1s shill not
known Kein (179b) stated that since this misleading term,
mycosts fungowdes, has been in use more than 100 years 1t
should be corrected, as the condition 15 not mycotie and, with
present day wradintion therapy, the lesions seldom fungate
He noted that the term appears only m dermatologic hterature
and the dermatologist should, therefore, be condemned for
continumng its use, without, at Jeast, a quahfyng adjective In
my opimon, the term granuloma fungades 1s a more appropn
ate designation for this condition  However, the term mjcosts
fungoides 1s retuned throughout this publication sice it hs
preference because of continued usage



\lycosis Fungowdes 15

TABLE IV
Averace Duratio (Years)
Average for
Type et Women Type
Class cal 8 46 8 63 8 55
T Emblee 3 33 324
Erythroderma 547 91 729

Although there are many reports 1n the older hterature con
cerning the longevity of the parents of many mycosis fungoides
patients Pernet (271a) was the first to record this fact A
patient reported by Fraser (114a) had such a family hustory
Thas observation however does nat appear to be m accord
with the experience of prescat day observers

B Occurrence mn the Young

The majonity of reports of mycosis fungomdes occurring m
young persons describe the “demblee” type and are un
doubtedly cases of lympt 1

An exght month old girl who developed the d emblee” type
donng the frsk few days of hife was deseribed by Serra et al
{313) Another case of this type reported by Decrop et al
{78b) was m a 12 year old child who developed a tumor in

the dorsal lumbar region  This tumor which mvolved the
spue  and duced parapl

P ly to
Toentgenotherapy

OLeary et al (238e) presented a man who first developed
« lesian in the nght grom at 12 years of age At the age of
2t vears lesions appeared at the wanst, wd at fricton
potnts on the back  Five ot six years before exarmination at
49 years of age the lesions had begun to ncrense markedly i
number  He was abo found to have diabetes mellitus and
multiple thyrmd adenomas for whach he had had a thyrmdec
tomy  Rocntgenogram of the thorax revealed mfiltration of
the left lung  There were 15 per cent eosmophils in the pe
ripheral blaod and Tustol mimation of an mf) d

%
taneous plaque showed a polymorphous mfiltrate apd epithelinl
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(123) 1n a 15 year old gul, by Serem (312) n a 16 year old
gul and by Vollmer (347) 1 2 17 year old girl

The average age at onset, according to Thomson (332b), 15
45 years  In tabulating 427 cases, we found the average age,
when classified according to types, to be somewhat older

TABLF 11
AvPRAGE AGE (YEARS)

Average Age

Type Aen W omen for Tope
Classical 516 475 49 4
“D’I'mblee” 509 47 6 492
“Frythroderma’™ 52 @ 57 3 54 &

TABLL 111

AGF ACCORDING TO DECADES
Type Classical * D Lmblee Erythroderma
Age
Group Men Women Total Men 1omen Total en Vomen Total
¢ 9 o o 0 [ 1 1 0 o 0
10 19 2 3 5 2 1 3 [ a 4
20 29 7 14 21 2 3 L 1 ¢ 1
30 39 22 22 44 g 2 10 5 [} 5
40-49 38 28 66 16 4 20 5 4 2
50-59 49 k) 86 6 6 12 7 1 8
6069 35 20 55 12 6 18 4 2 6
70 79 17 6 23 4 1 5 4 b 5
80 89 2 0 2 4 0 4 0 o o

Ponlsen (278) found the duration of illness, prior to admus
sion to the hosptal, vaned from one to seven years, although
m one case the duration w1s from 12 to 15 yewrs, among the
six fatal cises  Our average durihon when classified accord

ing to type, was as follaws
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TABLE DY
Averace DuraTioN {YEARS)
farage fo
Type Men 18 omen Type
Class cal 8 46 863 8 55
D Emblee 315 IR 324
Erythroderma 5 47 91 1

Although there are many reports in the older hterature con
cermng the longewnty of the parents of many mycosis fongoides
pabents Pemet (271a) was the first to record this fact A
patient reported by Fraser (114a) had such a famly history
This ohservation however does not appear to be m accord
with the expenence of present day observers

B Occurrence in the Young

The majority of reporty of mycosis fungodes occurring 1
young persans desenbe the “demblee” type and are un
Joubtedly cases of lympt

An eight month old girl who developed the “d emblee™ type
durng the first few days of hfe was described by Serra et al
(313)  Another case of thus type reported by Decrop et al
(78b} was in a 12 vear old chuld who developed a tumor 1
the dorsal lumbar regon  This tumor whach mvolved the
spae and duced paraph ponded favorably to
roentgenotherapy

Olears et al (2x8¢) presented 1 man who fiyst developed
4 lesion 10 the nght gron ot 12 years of age At the age of
24 years lesions appeared at the wast and at frction
powts gn the back  Five ot six years before examination 1t
49 vears of age the lesions had begun to increse markedly
number He was o found to have diabetes melltus and
multiple thyroid adenomys fo3 which he had hag 5 thyradee
tomy  Roentgenotram of the thorax revealed mfltration of
zhe. left lang  There were 15 per cent easinank le w atn
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(123) 1 a 15 yerr old gul, by Serem: (312) 1 a 16 year old
irl and by Vollmer (347) m a 17 year old girl

The average age at onset, according to Thomson (332b), 1s
45 yews  In tabulating 427 cases, we found the average age,
when classified according ta types, to be somew hat older

TABLE I
AVFRAGE ACE (YFARS)

Average Age

Type Men U omen for Type

Classical 516 475 49 4

“D Lmblec” 509 476 492

“Frythroderma ’ 520 573 54 6

TABLT 111
AGE ACCORDING TO DECADES

Tope Classical D Emblee Frythroderma
dge
Group  Men Women Total Ven Women Total Ven DWomen Total
o9 0 [ 0 0 1 1 [ 0 [
10 19 2 3 5 2 H 3 0 0 4
20 29 7 14 21 2 3 5 1 0 t
30 30 22 22 44 8 2 10 5 0 5
4039 38 28 66 16 4 20 5 4 9
50 59 49 37 86 © 6 12 7 1 8
6069 35 20 55 12 6 18 4 2 o
70 79 17 6 23 4 1 5 4 1 5
80 8% 2 0 2 4 o 4 o o i

Poulsen (278) found the duration of illness, prior to admis
sion to the hospital, saried from one to seven years although
n one case the duration was from 12 to 15 years among the
six fatal cases  Our average durition when elassified accord

g ta type, was as follows
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TABLE IV
Averace Duration (Years)
Average for
Type e W omen Type
Class cal 8 46 8 63 855
D Emblec 315 332 324
Ervihroderma 547 91 729

Although there are many reports in the older literature con
cerming the longevity of the parents of many mycosis fungmdes
patients Pernet (271a) was the first to record this fact A
patient reported by Fraser (114a) had such a family hustory
This observation however does not appear to be m accord
with the expenence of present day obsesvers

B Occurrence m the Young

The majonty of reports of mycosis fungoides occurnag in
young persons describe the “demblee” type and are un
doubtedly cases of lymph

An eight tmouth old gul who developed the demblee” type
dunng the Brst few days of hfe was described by Serra et ol
{313)  Another case of this type reported by Decrop et al
(78h) was 1 a 12 year old child who developed a tumor 1n
the dorsal lumbar region This tumor which mvolved the
spme and  produced )t ponded fivorably to
roentgenotherapy

O lLeary ef ol (258¢) presented 1 man who first developed
4 lesion in the nght grom at 12 years of age At the age of
2 years lesions appeared at the waist and at fnction
pomnts on the back  Five or six years before exapunation at
48 years of age the lesions had begun to mcrease markedly m
number  He was also found to have diabetes mellitus and
muitiple thyrond adenomas for which he had had a thyroidec
tomy  Roentgenogram of the thorax revealed mBltration of
the left Jung  There were 15 per cent eosmophils 1n the pe
ripheral hload and tustol wntion of an mAl d cu

1}
taneous plague showed a polymorphons mfiltrate and epithelnl
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(123) m a 15 year old girl, by Screm (312) 1n a 16 year old
gul and by Vollmer (347) 1n a 17 year old gul

The average age at onset, according to Thomson (332b), 15
45 yeuws  In tabulating 427 cases, we found the average age,
when classified according to types to be somewhat older

TABLE I
\yvFRACF AcE (YEARS)
Average Age
Type Aen ¥ amen Jor Tipe

Classical 516 47 5 49 4

“D Lmblee’ 509 47 6 492

“Frythroderma” 520 573 54 6

TABLF I
AGE \ccorpINg To DEGADES

Dpe Classical “D Emblee Frythrodern a
Age
Group Men Tiomen Total Men Tiomen Total Men Viomen Tolal
[ 0 0 0 o ! 1 0 0 0
10-19 2 3 5 2 1 3 0 L] [
20 29 7 14 21 2 3 5 1 o 1
30 39 22 22 44 8 2 10 5 0 5
40-49 38 28 66 16 4 20 5 4 9
50 59 49 37 86 6 6 12 7 1 8
6069 35 20 55 12 6 18 4 2 6
70 79 17 6 23 4 1 5 4 1 5
80 89 2 0 2 4 ¢ 4 o 0 [

Poulsen (278) found the duration of illness, prior to admis
sion to the hospatal, varied from one to seven years, although
1 one case the duration was from 12 to 15 years, among the
si¢ fatal cases  Our average duration when classified accord

tng to type, was as follows
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sis There were charactenistically circinate and grate lesions
on the trunk thighs nd arms which were scaling, macular
and shghtly pruntic
The case of a 40 year old woman who presented the pre

mycotic and mfltratn e stages of mycosts fungodes from the
anset of the disease 16 years previoush, was reported by
Traub (3382) She had first developed a lazge ervthematous
plaque on one side of the face which was followed by hizhhy
mfiltrative lestons which had been present constanth,  Dowm-
ing {89) desenbed a 30 year old man who first developed a
“faling” cutaneous lesion on the jaw which appeared at
uregulir mtenals  One year later an elliptical red patch
which was studded with munute nodules appeared on the
chest. The cutaneous surface m thus area was at frst most but
Tater the mpples became pamful and then fissured and tender
However these svmptoms disappeared wathm a few weeks and
the shin became a network. of geographue patches which ap
peared intermttenth  The hands fect and fleshy portions of
the buttocks were not affected and there was only moderate
ol ement of the chest and bach, while the abdommal area
Was most sexerely imohed.

Rovacs (190) reported an 15 vear old gul who had mycosss
fungordes for seven vears Roentgenogram revealed “mycosis
fungoides of the lungs” and autopsy confirmed this findmg A
30year old Negro who had mycosis fungodes for one year was
descnbed by Strobel and Hazen (326 case 2) Portnoys
(2’6 case 2) patient was a 17 year old boy who had mycosis
fungoides “d emblee” for one month  Serem (312) described
216 year old gir} who had the demblee” type for two and
one haif years before her dewth A 15 yer old gul was de
senbed by Gastow and Sabareanu (123)

The impression remains that the majority of patients in the
first two decades of hfe have the “demblec” type  In our
opmion these cises represent a form of lymphosarcomn or

tarch Hodglins dieise and should be included in these
categories rither than with mycosty fungoides
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changes consistent with ewly myvcosis fungordes  Michelson
(237) noted that all the cutincous lesions present 1 this
ptient were round or oval and stated that round lestons occur
2most constantly m premy cotic my cosss fungordes wlule Imeu
lesions seldom oceur in this stage

A 13 year old girl with universal alopecia was deseribed by
Giovinmnt (130)  The sealp aalliy pubie eyebrow and
eyelash har fell out ripidly one week after severe influenzy
Eczematous premycotic cutineous lestons most marked on
the upper thorn appeired si months Iater  Histologic ex
amin2tion revealed cellular infiltration around the hur follicles
and cutineous glinds with hypertrophy and relavation of the
annular fiber bundles jommg the hur follicles present mn the
areas most imvolved by totil alopecin  In the e huwing
premycotic lesions the cellultr infiltrition was more abundant
and was stretched nto the upper cutis  She died from pul
monary tubereulosis ten years after the cutaneous symptoms
appeared but Grov inmni w1s unable to determine whether the
cutineous mhltration followed the alopecit or the mycosts
fungordes

Vollmer (347) described 1 17 vear old grl who presented
symmetnienl mfiltrted plhiques on the hands fect knees and
elbows wluch were severely pruntic especially at mght A 17
year old boy whose cutineous lesions were considered to be
“eczema for eight years before he developed fungating
nodules up to seven cms 1 drmeter on the nght leg was
reported bv \Markowtz (234)  The ense of 1 19 vear old gurl
who hid eczemitous Ike cutincous lestons for four months
before they bectme typicil mycosts fungordes tumors was de
sertbed by van Runchelen (345) A 20 year old woman re
ported by Qunn (283) hid fungord tumors imvolung all
cutineous areas except the pilmy wd soles wineh hid been
present for one year An eczemitoid eruption had first ap
peared three years before the ripid devclopment of fungord
lesions following the mjection of sihrsan  The 25 yeur old
man presented by Klwder (1841) had cutaneous lesions since
the age of 14 years w hich had been considered to he parapsorit
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ss There were charictenstically ciremate and gyvrate Jesions
oo the trunk thughs and arms which were scalmg macular
and shghtly pruntie

The case of a 40 year old woman who presented the pre
myeotic and infiltratn e stages of mycosis fungoides from the
onset of the disease 16 years previously, was seporred by
Teaub (3381)  She had first developed a Jirge erytheronions
plaque on one side of the face wiich was Followed by lghly
whltzate lesions which had been present constantly Dowvn
g, (89) described 4 30 year old man who hrst developed a
“falane” cutancous lesion on the Jaw which appeared gt
wregular wtervals  One year later an elliptical red patch
shich was studded with minute nodules appeared on the
chest The cutaneous surface in this wrea s at first moist but
kater the mpples became pamful and then fissured and render
However these symptoms disappearcd within a few weehs and
“the sk became a network of geogriphee patches which ap
geared wiermuttently” The hands feet and fleshy portions of
the buttocks were wot affected and there was only moderate
muolverment of the chest and bick while the abdommal area
Was most severely mvolved

Rovacs (190) reported an 18 year old girl who had m) cosis
fungordes for seven yews Roentgenogram revealed “mycoss
iungoldes of the Jungs and autopsy confirmed this finding A
303 er old Negeo who had my cosss fungordes for one year was
d‘,’f’“’e‘l by Strobel and Hazen (326 case 2) Portnoys
(%6 case 2) patient was a 17 year old bov who had avcosis
funardes “demblec” for one month  Serens {312} described
Z"Mhsen old girl who hid the demblee” type for two and

e half years before her death A 15 year old gl was de
scribed by Gastow ing Sabareanu (123)
ﬁr?;\?p{“s"’" remans that the mayonsty of patients  the
opmion :h::des of fife hive the “d emblee type In our
rarey Hodghxf;fl:, represent a form of lymphosarcoma or

ar seise and should be mcluded in these
€gonies rather than with mycosis fungodes
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C  Famibal Incidence

A famhial sneidence 15 not rare m the lymphomn leukem
group of disenses  There are numerous reports of familial leu
hemin as desenbed by J G Cameron (55) Sanger (301)
Brugger (50) 1nd others Familial Hodghin s disease has been
revieved by Arkin (5) who deseribed mediastin1l Hodgkins
disese occurring an 1 father son and nephew  The occurrence
m twins w s reported by Peacocke (269) 1 4 brother and
sister and i two brothers by Braun (45)

The only stance of familinl mycosis fungordes was de
scribed by O ] Cmeron (56) m 1 mother and daghter  This
cise had previously been reported by hemn (1792) The 45
yeu old mother had intermuttent severe generahzed pruntus
for six yewurs associrted with an aren of redness on the left
thugh The entire cutaneous surfice ws diffusely ery themntous
and sealy with many poorly defined areas of thichening nd
mny wfiltrated arens of vanous size and shape which tended
to be crrcular dull red and extensnely excornted  She had
mild superficial lymphadenopathy aud hepatosplenomegly
and 7 per cent eosinophils 1n the penipheral blood  The disease
followed a ty peal course nd she died nme months after onset
She had 14 chuddren onky two of whom were hving the others
baving died from intercurrent mfections shortly after birth
At the time of her death 1 22 yewr old dwmghter who was
appently i subjectine good health developed prurstus
Seven vears later she presented 1 marked generahized mter
muttent pruntus md an oval patch of dermatstis which had
been present on the side of the nech for one vear This Iesion
gradually merewsed to hlf dollu s1ze and was mtensely pra
rtic The shin hd become uneversally reddened and seahy dur
g the previous few weeks and the pruntus increasingly sesere
She had superfictal lymphadenop ithy and splenomegnly

This Itter pitient was reported by Wale (362¢) when she
was 34 years of 1ge  The disease hud progressed slowly until
numerous fiit semilunar lestons (deprgmented areas at sites
of previous lesions) had 1ppeared one year before which 1
valuted followng roentgenotherapy  Autopsy exrmnation de
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senbed by Wile and Rnerler (362d), disclosed advinced
Iymphomatous mvolvement of the pernortic and medtistin il
lymph nodes and neoplistic lymphord mfiltration the
3 3 fat and tgsue  Seattered lymph
infiltrates some one cm 1n duameter were present in the lungs
The broncmal ond nfripulmome lymph nodes mading
through the capsule mto the mediistmum showed Iymphom ¢
tous transformation  "There w s im olvemnent of the diaphrigm
and extensive changes mn the spleen with imyolvement of the
capsule while the Iner showed wmfiltrition 1n the portal arens
Histologic diagnosis of the shin was “lymphoblistoma cutis
There w 1s marked lymphaid nfiltration thout the blaod vessels
nd 1ceessory i the subpapillary layer of
the corum and extensne accumulations of histiocytes con
taiming granules of brown prgment were present 1 the cutis
The cells of the neoplasm were of undifferentiated lymphoid
type Some lymph nodes which hid undergone extensne
Iymphomatous transformation showed httle destruction of the
wsual architecture  An unusual charactenistic of the neoplism

Was its with extens) fil of phl
also an

and
m the bone marrow
Wile and Rnerler commented thit this patient had never had

Large fungating tumars such as occurred 1n her mother despite
h

the develop of d mfiltrative
A few small nontender elevations

of il

plaques from time to time
hag apperred however on the legs and shoulders but they
“ere never larger than 5 to 7 mms 10 divmeter

Lapowsks (1981 case 2) reported a 42 year old man with

classical mycoss fungowdes of 15 years duration whose father
hud died of leukemia

D Occurrence n the Negro

The largest senes of Negro patients having  cutaneous
disedses was reported by Hazen (148a) who studied 11729
Tonsecutie cases not including syphibs  He found only nine
cses of mycosis fungodes 1n this group which led to the
Tnpression that thiy diease occurred less frequenth 1n Negroes
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Inastudy 12 years later, Hazen (148b) found 14 (0 1 per cent)
were Negroes and concluded that, although the disease was
somewhat Iess frequent 1n Negroes, st was not as uncommon as
was formerly belteved

The frequency of mycosis fungoides 1n the white race was
reported by Pollitzer (2754, b) to be 003 per cent and by
Crocher (71a) to be 0 24 per cent

Among 359 patients having dermatological diseases, Sigel
(317) found 48 per cent to be Negroes There were seven
cases of mycosis fungoides m this group, four of whom were
white and three Negro  He gave detailed reports of the three
Negroes and concluded that the lustologic and clinical fea-
tures of mycosis fungordes were the same m both races He
cited a number of dermatologists who beheved the disease to
be less common in the Negro At the Cook County Hospital
i Chicago, where there are more than 45 per cent Negro
patients, we have found there 1s an equal frequency of my cosis
fungoides i the Negro and white race

It was also beheved, n the past, that Negro women were
more frequently affected than Negro men, according to Hazen
(148b), while m the wlite race the incidence 1s lugher m men
than m women, as reported by Crocher (71a) This observa-
tion appears to be correct for pattents hung classical my cosis
‘We noted the following incidence among 39 Negro

fungordes
patients
TABLL V
Incipence v THE Negro Racr
Trpe Ver 3 omen Total Cases
Classical 14 20 34
“0 Tmblee 4 [} 4
1 0 1

“Erythroderma

Although there 15 agreement that the mamfestations of
mycosis fungordes are the same 1n both races, there are reports
of unusual features m Negroes Strobel and Hazen (326

case 2) described cutaneous lesions resembling ery thema muit:
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forme 1n ope cast  Ebert and Slepyans (93¢) pwent had
purpura and Weidmn wd Gilman (352b) reported + pitient
who hud leg uleers  Urticant occurring enther s the pumary
Tesion or during the course of the disease w1s noted by Wolf
{369} Warthewmer (359) and Guy and Amshel (144)
Tromne §raies were also desenbed by Guy mnd Amshel and
Wettheimer s pitunt hid cutancous lesions which rescmbled
hypertrophic hichen plnus - Defintte tumors developed in these
areas

The first report of mycosis fungoides oecurring, i a Negro
wan that of Strobel and Hazen (326) 1n 1911 However they
statedt that Bloodgood (36) had previowly observed such 2
cwe Since then this ocenrrence has bren described by others
weludmg Beerman and Thomis (19) Bell (21) Cross (72)
Ebert (931) Ebert and Otsuka (95b) R € Jamieson {170)
Rennedy et al (160} Lanless (201) Mtchell wnd Scull {243b
<) \etherton (231) “acholas (253) Olwer (259¢ e) Quern
£252) Rattner ind Rothn (287) and Wess (334)

Case Report A 63 vear oll Negro first developed fine
buwps  om the dorsum of the left foot one vear previonsly
This eruption spread to imvolve the left leg two weeks hter

WP 3
3 Mucoas fungodes in a ey

o (e
4 Mecons fung ndes i 1 Neary (e Peporth

e {case report)
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and, the following weel, the nght foot nd leg becme sim-
Iarh nvolved  Duning the nest few months similar lesions
appewed on the forearms, arms, trunk and face  Although
some of the lesions disippeared spontaneoush, new lesions
appeired  The eruption was prantic, prrticulwly when he was
warm  One ver after onset of these lesions, thick patches”
wppeared on the left forewrm which gradually became general
1zed  There were filtrated lesions seattered wrregululy on
the trunk and extremities and near the left exr  On exmina-
tion, he presented a generahzed pipulwr eruption, which
tended to follow the lines of cleavage, on the back and neck
Some of the papules corlesced to form hy perprgmented patches
most of which were raised mfiltrated and rreqularly shaped
The lesions were slighth scahv ind there was 2 crusted lesion
on the extensor surfice of the nght arm  There was moderate
Inperkeritosis of the plintar surfaces of bath feet which was
mast marked at the borders  There was fissunng, pitcaluh
of the great toes  He had moderite cervical and aulln
Iymphadenopithy  The hemogram res ealed 5,900 white blood
cells per cu mm, with 64 per cent polvmorphonucleus 12
per cent lvmphoevtes, 13 per cent band forms 10 per cent
monocytes and 1 per cent cosinophls  Tstologie eximmition
of 4 cutineous lesion showed mycoss fungodes

Other evamples of micosts funcodes 1 Negraes are
ilustrated

L. Trauma

Most cises of myveosts fungoides in wieeh trauma 1s men
tioned as an important factor are of the “d emblee’ type and
n my opuon, are instinces of lymphosircoma  These mitial
cutancous patches of mycosis fungoides are probably the pn-
mary lesions which Hallopeau and Leredde (145)) called the
chincre of the disease” and are frequenth misdiignosed
Audrv (10) believed thit earhy exession of a solitary tumor
would be curatne

The development of mycosis fungoides following an msect
Iate w 1s reported by Eller ind Rei (9Sh) who stated that the
bite my possibh hwe been merehy comeidental  The patient
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deserhed by Howles and Connell (138) de\clop]ed\nr‘ln acute
exacerbation of cutaneous lesions followmg 1 hn;z etZ‘ u tond
Rueche (292} reported 1 35 year old man who e(:: {er
@ycosts fungoides “d emblee” following .m.’m)m) " e it
mn and Montgomen (132) descrbed 1 B2 vewr (31'\ wom
«ho hid inqured her knee three vers pres 1owly 1ere W s

3

\Mucoss fungordes m a Negro

0o purmanent discomfort from s miurs but following another
myurs ¢y this same arca 18 months Iiter she developed an
wercgudarfy outlmed weer an the deft tibidd region which prosed
to b myveosis fungodes  Crocker {71e) reported a patient
who duseDiped prolonged sappiration n the head of the vhiy
wd hmphngitis followin 1 knee ey One veur Iiter
oy cosss fungonles appe s
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Owen-Jones (264) described a patient who developed cellu-
htis at the site of a drainage wound the sccond week after
surgery for a perforated duodenal ulcer.  Thes lesion gradualh
spread to resemble an uleerated granuloma but the laparotomy

6  \veosss fungodes m a Negro

wound was not moled Histologic exammation revealed
my cosis fungordes and death occurred ten months later  The
patient reported by Behaegel (20) developed what was be
lieved to be a solar dermatitis w hich had reappeared on exposed
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My cos s fungo des n a Negro
8 Mycosis fungo des m a Negro

cutaneous wers for five successne summers  An mfiltrated
Teswon then appeared on the face which proved to be myeosts
fugodes  The final ditgnosss was “premycotic urticanal der
matitis provoled by suplight”

It would apperr that trauma 1s an wmportant factor only
the “demblee” type of the dusease and 15 not of major conse
quence wn. classical mycosts fungaides
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I. Sites of Involvement

There are several studies on the predominint sites of
volvement i mycosis fungoides  In a senes of 13 cises Poul
sen (278) found sic patients had localization m the seapulr
region (one on the left and five on the right side) while the
face, trunk, and proximal ares of the extremties were the next
m frequency  Gates (123) reported 45 cases of mycosis
fungoides hing the following sites of i olvement

Site of First Cutaneous Tumor Regions Inzoled

Intire Fetrem Fare Futrem
Heal Trunk  Body thes Head Trunk Body Hees
4 7 1 6 14 19 14 22

Among 214 cases studied by Heite and Sochi (150), the
sites of mvolvement wre found to be

No Sex
Localt ation ten i omen Giten Total
Fntire body 25 17 3 45
One site 77 63 12 152
9 8 0 17

More than one ate

Of these cases, the specific site of unvolvement was hsted in

152
Per Per Ao Sex
Lec It ation \er Cert Women Cent  Cuen  Totd
Head and Neck
Head 2 28 4 68 1 7
Nech 15 21 17 29 5 37
Chest 4 56 4 68 1 9
Trunk
Abdomen 3 42 6 10 0 9
Upper back G 85 4 68 2 12
Lower back and nates 7 99 4 68 0 1
Groin genitalia and anus 5 71 o o 0 5
No details grven 6 4 [ 10
Extrenities . 5 s o4 R 1
1
Ueper 18 25 4 15 25 4 3 36

Lower
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Aemnnrr the renorted cases having a specific dﬁsigLna:u::x of
S T Eallag

[ABLF VI
SiTES OF PRIMARY INVOLVEMENT
Site of Tatalioment Classical D Emblee”  **Erythrolerma”
Head and neck 28 27 5
Upper extremities 51 14 2
Lower extremitics 85 18 3
Trunk 93 2 3
Crural gental region 5 5 1
Aore than one site 55 4 18

G. Expenmental Observations

Several imestigators have reported the apparently successful
transmussion of mycosts fungaides to rabluts and guinea pigs
but on the whole these results have not proved to be entirely
comneing

In 95 expeniments, Zurhelle (378) was able to produce
tumors suggestine of mycosis fungordes 1n two gumnea pigs
Further pissages from the ammals frequently, but not invan
ably, produced patholomeal changes and death, although the
findings were not typical of mycosis fungoides In two m-
stances, pure cultures of a small gram negative bacillus were
obtamed which produced faily ly, local infil
and ultimately pulmonary, hepatic and splemc nodules n
guinea pigs  Although these results concurred with the find
ings of Bodin and Chevrel (40}, Zurhelle stressed the fact that
they were mconclusi e since, m no mstance, was true mycosts
fungoides produced

Brunwer {51a by descnibed the results of subcutaneous
tnjechions mto guinea pigs of diseased spleme tissue from a
patient having mycosis fungoides  The inoculated animals de-
sddoped nodules dentical to those present 1n the patient, m

the Iner spleen and 1nner side of the sternum, mine weehs
Ater the injection
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F, Sttes of Involvement

There are several studics on the predommnant sites of m
volvement in mycosis fungmdes  In a senies of 13 cses, Poul
sen (278) found sy patients had localization in the scapular
region (one on the left and five on the neht side) while the
face, trunk, and proximal areas of the extremuties were the next
m frequency  Gates (123) reported 45 cases of mycosis
fungordes having the follow ing sites of sy oly ement

Sute of First Cutaneous Tumor Regrons Intolved

Entire Ixtrem Futire Eatrem
Head  Trunk  Body thies Head Trunk Body e
6 14 19 14 22

4 7 1
Among 214 cases studied by Hete and Sochy (150), the
sttes of myolvement were found to be

Vo Sex
Locali-ation en Wamen Guen Lotal
Fntire body 25 17 3 45
One site 77 63 12 152
9 8 0 17

More than one site
Of these cases, the specific site of 1mvolvement was listed

152
Per DPer Mo Sex
Leealt atton Ven Cert Wonen Cent  Guen  Tota

Iiead and Neck
Head 2 28 4 68 1
Neck 152t 17 29 5 37
Chest 4 56 4 68 1 9
Trunk
Abdarten 3 42 & 10 o 2
Upper back 6 85 4 68 2 12
Lower back and nates 7 99 4 68 o 11
Groin genitalia and anus 5 71 0 0 0 5
No details grven 6 4 o 10
Extremuties
Upper nm o1ss 5 84 O 16
18 254 15 254 3 36

Lower
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and these reachions m mice 1t would faver a tovic or virus
etology 1 mycoss fungoides rather than a mabgnant cell
tumor

¥ Occurrence 1 Ansmals

uth and Brumann (367) described multiple cutaneous
nodules and snternal organ wmvoliement m a dog  These
lessons composed of pleomorphte granulation tissue were
wentical to thase present in human bemgs with mycosis fun
goldes  Hafstra (157) reported cutancous tumors affecting
teo cans  The first ammal was gven cetomhd mternally
which resulted 10 healng four weeks later but no nstologic
studies were done  The second 1mmal was giver potassium
jodide wternally but did not wmprove wnd hnvang become
cwheene was Mtled three weehs later A diagnoss of mycosss
fungmdes was established by lustologie exumipation

1 Lymphodernna Permeiosa

Lymyphodermia permeosy was fint deseribed and nmed by
Rapost {1764} 1 1885 He described a 39 year old man wha
had a partly dilfused partly localized scaling moist intensely
pruntic eczem of sic manths dutition  Daffuse soft swelling
and thichemng of the affected areas gradually ippeared fol
towed by cutaneous and subcutaneous nodules which were 1n
part uleerated  There was vmphadenopathy  splenomegaly
and pallor while “shapeless nodular thickenings” i ohved the
fice eary forehead hps thorax and amms  An absolute m
¢rease of the penpherl white blood cells (125000 per cu
mm } occurred and the Jeuhemia cavsed death  Autopsy re-
vOled the spleen to be four times normal size and the sternal
vertehral metatusel wd long bone marrow were grayish m
color “from the excess of white blood celly  Leuterme nod
wes were found m the pleura lungs and cutis  Becanse of

the twmor formation Sequerrt and Panton {31le) considered
this case ta be mycosts fungardes

" -

Paltanf (265b) regarded dus condition to be o vanety of
macoss § with g d d. mid t
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Experimental observations were conducted over a period of
mne years by Stratton (325a). He deseribed a 50 year old
woman who had an mtensely pruntic, polymorphous cutineous
eruption  These crescentic lestons, which resembled erythema
multiforme, plague Like lesions and psorasiform lesions, were
present for seven veurs before the development of tumars
She died two years after the tumors appeared and autopsy re
vealed generalized eutaneous my cosis fungomdes and cutaneous
mfiltration of the breast and kidneys Experimental studies
conststed of grafting one portion of a nonuleerated cutaneous
nodule under the skin of four mice and two gumnea prgs  All
results were negative  The other portion was emulsified with
saline solution and moculted into tubes contaming bram broth
and Siabarouds solution, but none viclded growth Blood
plate inoculation resulted m a growth of bacillus proteus and
bacillus coh within 24 hours  Tlus emulsion was then mjected
mtrapertoncally mnto three mice and intracerebrilly into three
others Ten months Iiter, two mice (one mjected mtrapen-
toneally, one mntracercbrally ) showed evidence of leuhemic m
filtration of some organs, particularly the hner and spleen
Mouse to mouse transfer, for three pissiges, was done for 1
three year pertod and chorio allintoic membranes were mnocu
lated
The results of sunilar tr nsfers of tissue from three other
patients was liter reported by Stratton (325b)  Transfer was
done 1n the first case at an ady anced stage of the disease shortly
before the patient’s death  He stated that all antmal inoculr
tions were negatnve at the time of the report  In the second
case, an emulston of the tissue was mjected mto the bram of
srx mice and nto the peritoneil cwaty of another s Thirteen
months Intcr, one bram mjected mouse died and the liver was
found to be five times normnl size while the spleen was 20
times the normal size  Histologicalls, thesc organs reveiled
nfiltrations similar to those present n mycosis fungoides as
noted 1n hus previous studies (3231)  Stratton concluded that
1m view of the reactions produced in three out of four cases
should a correlation cust between human mycosis fungordes
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PATHOGENESIS

Txm paTioGENESIS 0f mycoss fungordes appears to be one of
the most perplexing problems i med) ts nosologue status
1s far from settled and there 15 no complete agreement as to
the proper name for the condition  The present chissifiecation
of mycosts fungowdes as one of the Jymphomas places it m a
group of vague mamk of loendothelint
systen disease not readily clasmfiable  Another confusmng
aspect 15 whether or not mycosis fungoides should be con
sidered as a disease sw1 genens or merely as a ehmcal mam
festahon of lenkemi Hodghms disease or lymphosarcoma
The source of confusion probibly Yies an the smproper classt

fication of cases namely the inclusion of myveosis fongoudes
demblec” (Vidal and Broeg  346¢) and the “ervthroderma
{Hallope s 145a) types of mycosis fungoides with the classy
caf {Alihert) form of mycosss fungodes  In my opuon (38h)
the demblee” type 1s nearly always Jympbosarcoma except m
very rare ewes n which it 15 the pnmary lesion of Hodghmns
diseast { hanere fyrophogranulomateanx? whale the “enythro
derma form 1s a mantfestation of erther lymphoct tie leyhem
Hodghins diseasc or lymphosarcomy  The classieal farm de

seribed by Alibert 1s the onh form schich constitntes true
mycosss fungodes

This supposition s 3 disagreement with
Symmers {¥3le) theory that mycons fungodes 15 2 chmeal
and pithologic non-tustent | favor Robb Smuths 1293)
apman that “Through all the varymg accounts one gans the
tmpression there 15 a distinet climeal entity With 1 changtenstic
tustologry and that 1f really enhcal absert atton ind Tustalogy
were apphied to these disarders (retienloses ) myeosts fungmdes

i
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ons tumors and heheved st to he related to mycoss fungardes
rather thin dentsical with Jenhemn cutis This opimon was
concurred by Aret (7a)  Lamphodermia permciosa 1s hsted
as ¢ synonym of mycosis fungoides 1w Stelwagon’s (321) tent
hook

The present consensus 1s tht Kaposts ongnil case was one
of leuhemin cutss assocsated wath chrome hmphacy e leukemz
and not mycosis fungordes It » mierestig that with modern
hematologie 1l drrgnostic methods, mphodermny permcosa 1s
pever considered in 2 dugnosis  The term lymphodermn
pernteost 1s no longer moluded m dermatologiedl hteratare
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Tm; paTioceNEsts of mycosis fungoides appears to be one of
the most perpleng problems m d Tts )| status
1s far from settled and there 15 no complete agreement as to
the proper name for the condition  The present classification
of mycoss fungoides as one of the lymphomas places 1t 1 a
group of vague f of reticul
system dusease, not readdly classifiable  Another confusing
aspect 15 whether or not mycosis fungoides should be con-
sidered as a disease sw generis or merely as A claical mam-
festation of leukemia, Hodghin's disease or lymphosarcoma
The source of canfusian probably Les in the waproper classt
fication of cases, namely, the mclusion of mycosis fungodes
“dumblee” (Vidal and Brocq 346c) and the “erythroderma”
(Hallopean  113a) types of mycosis fungoides with the clisst
cal (Ahbert) form of mycosis fungmdes  In my opmon (38b)
he “demblee” type » nearly abways Jymphosarcoma except in
very rare eases n which 1t 15 the primary lesion of Hodglan's
disease (chancre lymphogranulomateaux), while the “erythro
derma” form 13 a mnfestation of esther lyrphacytic lewbemuy,
Hodghms diseise or lymphosarcoma  The clssienl form, de
scrbed by Alibert 1s the only form which constitutes tyue
mycoss fi des  This sup ismd
Svmmers (33le) theary that mycous
nd pathologic non evstent

with
fungoxdes o5 a chneal
1 favor Robb Smuth's (293)
opimon that “Through all the varying accounts one gamns the
impression there is a distinet chinical entity with a char wtersstic
fustology and that 1f seally entical ohsen ation and lustology
were apphied to these tisordlers | Noses) my cosis ¥ d

31
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aus tumors and badieved st to be rddated to mycosis fangodes
rather tha dostiod with lonhomin eutis This opaon we
coneurred by Arst (71) 1 vmphoderma perniciosa s hsked
1§ Usynonym of mycosts fungardes 1 Steln agons (321) test
hook

The present conscusus 1s that Kiposts onginal eise was one
of leukerr 2 cutis 1ssociited with chronte Iy mphocy e Jeukemtt
wnd not mycosis fungodes It 15 mteresting thit wath modern
hematologie 1l drignostic mcthods hmphodermiy permciost i
never cousidercd 1n 2 dognoss The term lymphodermin
peratctost 1s no longer ncluded n dermatologieal hterture
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The acceptance of mycosn fungoudes as a specihe db'c.xsx
. oL eatae

The hlS!O‘OélC picture 15 specific, according to Jaffé (168),
who deseribed the cutaneous changes 1n the cutis as mfiltra
tons of great cellular polymorplnsm and very nich m eosmo
phikic Jeuhocytes  He found large, sound cells with a delicate
cytoplasm and round, oval or irregularly shaped nucler showing
a distinct chromatin net, to be present n all three stages but
most marked m the tumor stage  There were also gant cells,
often with a vacuolated cytoplwm and up ta twenty nucler
He believed the most charactenstic elements to be the large
cells with deheate cytoplism which form the bulk of cells m
the tumor-like nodes

The large mycoss cells, as desertbed by Jafi¢ (168}, ave very
vulnerable the cytoplasm melting down “as af 1t would be
washed away, white the nucles shrink, become pyknotie and
assume izare shapes * This great vulnerability of the cells,
he stated explans the often ramd spontaneous regression of
the lesions  When the nodes breal, through the epridermus and
become ulcerated, secondary mfections may obscure the char
actenistic picture

The mycosis cells ongmate locally, accarding to Jaffe (168},
and since they frequently occur about blood vessels 1 the
carhier stages, & genetic relationship to adventitial and pen-
adventitial hustiocytes has often been considered In hus
opinon  afthough the majonty of large cells develop from
focal hustiocs tes, fbrocytes may also undergo a similar trans-
formation

The string histologic featurcs of typical mycosis fungordes
were descnibed by Highman (156b) as distinct epidermal
changes similr to those present m chronic eczema, namely,
vesiculation,  spongiosss, hyperkeratosis, pirakeratosss and
acanthonis  He desenbed the most significant findings, present
x{n the papiilary body and upper layers of the contm n the

orm of an snfiltration which, if typical, Teft no doubt as to the
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would stind out even more certamly as 2 discise wath a char
ctenistic natural lustory and pathology

A Nosology

L McCarthy (2241) aptly said that \Mycosss fungodes
passes through so many different stages and shows so many
phases of exch stage that 1t 1s not surprising that it ma simulite
very closely 1 large group of disexses it one time or another ”

A better understanding of the s rious ctiologieal interpreta
tions of my costs fungordes may be found 1 res tewing some of
the pertment Iiterature  Although mycosis fungoides 15 1
comparaitinely rare disewe it has nevertheless resulted m
dnverse opiions regirding ats exict nosologic stitus which
according to Fraser (1141), ean be expluncd by onc of mine
follow g views

1) Granuloma (Auspitz 11 Kobmer 187t b \acLeod
329 Ommshy and Montgomery 26Id Stelwagon 321)

2) Cutaneous form of lymphadenom (Gillot 128 Ranvier
286)

3) Lymphosarcomt (Fruer 114h ¢ Hemmngson 152
Kemm 1791 Mayr 236a b Pitauf 2651 Siredey  318)

4} A condhtion Inlf way between grinulomn ind swcomt
(Radheh  285)

5) A lymphemic or leukemic vmphomatosts (Pardec nd
Zat  266)

6) Sarcomi engrifted on previous dermatoses such 1s
psornsis or eczemt (Rapost  176¢c)

7) Last phase of 1 scnes of dermatoses such as pitynsis
rose1 1nd paripsorisis {Broeq  48b)

8) Lymphomn of the shin (Strobel ind Hizen  326)

9) Cutaneous mumfestition of systemic diseise of touc
ongm such as Hodghmn's disc 1se or lymphosircomn (Gates
125 Symmers 3311 Grdrat 118)

To this List may be added

10) Reticuloendothehal system discase (Berger and Vallee
96 Cottm 69 Grynfdtt cf al 143 Herzberg ind Ucher
schar 155 Jaffe 168 Zoon 1376)



ncosis Fungotdes 33

dependent on the type of leuhemic cells present they are
usually lymphocvtes or more rarely granulocytes This m
Rltrwon 1s deeper thin 1n mycosis tungoides 1t 1 found m
pemvaseulir foer related to the position of the Iymphatic sprces
ind appears 1s 4 continuous sheet if the focr are fused while
the papillary and subpapill iry iy ers are not usually mnvolved
Two bypotheses to explain the presence of the cells have been
advanced migration from the blood stream or local develop
ment from the reticuloendothelal svstem  The epidermal
hnges are those of the dermatoses simulhted althongh there
a1t mo sigmBewt chinges m nodules or tumors other than
mechamenl stretching or narrowing  The important histologue
charactenstics of leakemia eutss are the depth of the mfiltration
and the true lymphoeytic or grannlocytic type of cell The
site of the infiltrition a5 well s the epuderml changes in
Hodghins disease 1re essentiilly the same 1 those of leukemia
However the infiltritions are strongly sugpestive of 1 lymph
node wnd when Stenberg Reed cefls are also present the
microscopie picture 1> charactenstic . Cutineous lesions of
hmphosarcoma show the tistory of lymphos wcoma and re
semble no othcr condition

Svmmers {331c) expresscd the opmion that mycosis
fungoides 1s 1 nonevistent disease tview supported by Berman
{29) and m1ny pathologists Why his tlus view been accepted
generally by most pathologists nd some dermtologists® It 1s
primanly due to the fact that dermatologists have misled the
pithologist  The current dermatologic conception is that
myveosts fungodes m1y begin i one of three forms 1) the
dissical type which undergoes three typical stages namely
th premyeotic mhiltritine nd tumor stages 2) the “erythro
dermu tvpe and 3) mycosis fungowdes “d emblee” 1In our
apiian Wi mor practical to ehminate those c1ses designated
1 “enthrodirmy or “d emblec” at the onset and confine one s
conception of myveosts funzoides to the classical type rather
than to desenbe the discase as “nonexistent ™ The dembice”

{om!.ls nearly alwavs a mamfestation of fymphosarcoma 1t 15
from P 0 ti and i
Y




34 Mahgnant Lymphomas

diagnosis  However, 1t 1s not always typieal and “Heremn lies
the hernel of the problem as to the mter-relationship of the
Iymphodermas” \When this nfiltration 15 charactenistic, 1t
no way suggests leukema, Hodghin's disease, or any other
related condition, nor does 1t resemble any vanety of sarcomt
It consists of a great vanety of cells  elongated, aircular, some
with deep staming nuclet, others piler, lymphocytes, often
plasma cells, many mitotic figures, and a peculiar multinucle
ated cell A shght degree of varation 1s found at different
stages of the lesions  Mitosis 1s more evident duning the perod
of development At the height of devclopment, there 15 a
shght degree of cellular destruction, which accounts for the
temporary stabihzition of the fullh matured lesions During
the period of mvolution there 1s a progressnely mcreasing
amount of cell granulation and detritus with a decrease, to the
vamshing pont, m Karyohinesis A mrcroscopte dignoss 1
not possible during the final stage but can always be made n
the first two stages  If these features are not present after
repeated examnation of several lesions from different areas at
different stages of growth and dechne, the disease 1s not
mycosis fungordes even though the chmeal diagnosis may be
mycosis fungodes, according to Highman  His description of
the Justology of mycosis fungowdes applies equilly well to the
prefungoid (premycotic) and fungod stages, the mference 15
that no prefungoid stage custs when stricthy nterpreted, ex-
cept as a chuical picture  He emphasized that from the onset
mycosis fungoides 15 alw ays mycosis fungordes histogenetically,
although the Instologic picture cannot be recognized at the
inception because the characterstic anatomic features of the
disease have not asserted themsehves at that stage  Therefore
the diagnosis of mivcous fungordes cannot always be made
mucroscopically or grossly and m these cases only constant
obseryation will lcad to the correct divgnosis

In describing the differences between mycoss fungodes
lenkerma cutis, Hodghms disease and lymphesarcomy, on a
lustological basis, Ighman (156b) gue the essential ponts

of diagnosis  The charactenstic filtr ibon leukemit cutis 15
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dependent on the type of Teukemic cells present "‘1‘_;? are
usually lymphoeytes or more rarely  grinulocytes 15 10
fltration 1s deeper thin m mycosis fungowdes at 1s found 1n
pernvaseultr foc related to the posthon of the lymphatic spaces
wnd ppears 1s a continuons sheet 1f the foct re fused while
tt e papillary and subpapilt iry Iy ers are not usunlly involved
Two hypotheses to exphun the presence of the cells have been
advanced migration from the Blood stream or local develop
ment from the reticuloendothelint system  The epidermal
changes re those of the dermatoses simulated althoush there
are no sigmficwnt chinges m nodules or tumors other than
mechamenl stretchung or narrowing  The important histologie
chwactenstics of leuherma cutis are the depth of the infiltrition
wd the true lymphoeyhic or granulocytic type of cell  The
site of the infiltration s well as the epidermal changes 1n
Hodghmns disease are essentially the same 1 those of leukemia
However the mfiltritons Are strongly suggestive of 1 lymph
node nd when Sternherg Reed cells ire also present the
microscopic picture 15 charetensie  Cutaneous lesions of
Iimphosarcoma show the istory of hvmphosarcomt nd re
semble no other condition
Svmmers  (33le) expressed the opmmon that mycoss
f des 15 2 nor nt disese aview supp d by Berman
(29) and m 1y pathologists Why has this view been accepted
generally by most patholo ists ind some dermatologists? It 1s
primartly due to the fict thit dermatologists have misled the
pathologst  The current dermatologic conception 15 that
mycosis fungordes may begin i one of theee forms 1) the
classicil type winch undergoes three typical stages namely
the premycotic nfiltrative and tumor stages 2) the “ervthro-
dermy tvpe and 3) mycons fungoides “demblee” In our
nion atas more practicdl to ehmin e those cases designated
15 ersthrodenma” or “d emblec” at the onset and confine one s
conception of mycoss fungoides to the classical type rather
than 1o deseribe the disease as *nonevistent” The “d emblee”
form 15 nearly alwavs a mamfestation of lymphosarcoma 1t 15
Ivmphosarcoma from inception to termination and occasionally
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it may be the primry leston of Hodghins disease (chancre
lymphogranulomatewx) The erythroderma form may on
the other hand be either 1 chimenl mamfestation of Hodghms
disesse  chrome lymphocytic leukemit or Iymphosarcoma
There are no substintinted reports of cases having the chimeal
picture of erythrodermn or the demblee type showing post
mortem findings of mycosis fungmdes  Neather of these forms
should be considered mycosis fungoides only the classicl
(Alibert) type should be considered true mycosts fungoides
In further evaluating this theory let us examme the following
“demblec cases

In 1885 Vidal and Brocq (346¢) described a pitient having
cutwneous tumors which began 15 nodules  Although the
diserse mamfested nerther a prumycobic nor n mfiltratne
stage 1t was cilled mycosis fungordes d emblee  despite the
fact that Siredey (318) pathologist 1t the Panis Hospital re
ported 1t to be histologically lymphosireoma

In attempling to mterpret mycosis fungoides s 2 vanety of
Iymphosarcomt Fraser (114b) described 1 woman who de
veloped swelling and 1 nodular mass on the anhle following
mjury  He commented that this wis 1 c1e which m ats chint
cal aspeets throughout its whole course w 1s 1 strught forward
my cosis fungoides and w 1s so diignosed by several competent
dermatologists  In its mode of onset with tumor formation
and the absence of 1ny history of = so called premycotic der
matoses we hive 1 perfect picture of that virety of the disease
first described by Vidal md Brocq 1s mycosis fungoides
tumeurs d emblee  His second caise report 15 too vague for
evaluation but smnce there w 1s no premycotic stage preceding
the tumor development 1t would probibly be classed with the
demblee type The third patient developed 1 crreular ulcer
ative lesion on the wrist following traumt 2 chmeal picture of
the demblee type but histologiclly lymphosarcomi

Unilateral mvolvement hmted to one or 1 few tumors oc
curnng 1 the demblee form appears to be 2 more highly
malignant type of lymphosircoma thin the so cilled 1nverse
type m which tumors are tollowed by erythemitous and i
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Gitrated lesions  ‘There are reports of unilateral mvfol;iement

0 W N,
n a patient hay ng the prunary lesrmn of ﬁ:e/‘cefilf., 2‘\“ \g
1

In our opuion alt erythroderma” cases are either leukema
Hodgkins disease or lymphosarcoma from the onset  We have
been unable to find any authentic report of the “erythro
derma” type of myeosss fungodes whuch did not prove to be
chrome lymphocytie leukemia Hodgkins disease or Iympho-
sarcoma on postmottem examnation

Symmers (331c) described a patent with exfoliative derma
titis and a white blood cell count of 164000 per cu mm as
case of “mycosis fungoides ” although this patient had lympho
ytic leukemic erythroderma  The most frequent cutaneous
mamfestation of the so called “lymphoblastomas” 1s a persistent
scaling erythroderma according to Wile (362b) Two of Tus
patients having, erythroderma had chronie lymphoeytic lew
kemit one had Hodghuns diease and one lymphosarcom:
Two patients in Gates (125) senies had exfolative dermatitis
and although the clmcal diagnosis was mycosis fungoides
tstological examination showed seirhous Hodgkins disease
A patient with (hmeal exfobatne dermatiss found to have
i(ﬁodr};ms disease at autopsy was reported by Vontgomery
(2434

Although the French dermatologist Alibert was the first to
desenbe mycosis fungordes 1t would appear that his com
patrots V1dal and Brocq and Hallopeau have confused the

subject by weluding the “demblec” and erythrodermn forms
with mycons fungodes

B Tel hup of Mycosis Fungod

the Leukepna Lymphoma Group
Hodghins Duscase A relationship between mycasis fung

ordes and Hodghin's disease was suggested 55 early as 1872 by

to Other Diseases of
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Ranvier (286) Zicgler (374) also expressed the opimon that
mycous tungordes was & cutaneous form of Hodghin's disease,
a relationshup perpetuated by others (Berger and Vallée 26,
Bowen 43, Chevallier and Bernard. 62, Paltauf 263c, Strobel
and Hazen 326, Wechselmann 351), It cannot be demed
that 1 certamn cases having both cutaneous and mternal organ
mvolsement cither dingnosts would be justified, as pomted out
by Goldsmth (136h). Howeyer, this fact seems to prove the
limitations of the means of diagnosss rather than the identity
of the two diseases, according to Wertheim and Smith (358)
This resemblance 1s evident, how e er, beeause the parent tissue
of the two diseases 15 the reticuloendothchal system

Through the work of Arndt (6b) and Arzt (7b), these two
diseases were separated and classified as distinct entihes Al
though a climeal and pathological simlanty ewsts between
these two discases, as evidenced by the comparatie tables of
Strobel and Hazen {326), my costs fungoides i ols es primartly
the reticuloendothelial system of the skin, while Hodghin's
disease affects primanly the Iymph nodes In classical
mycosts fungoides, eczematoid, sharply defined erythematous
lestons having the listology of the disease are an early symp-
tom and precede the tumor formation  The difficulty in chni-
cal and histological differentiation of these two discases was
illustrated by Fraser (114a) who concluded they were different
diseases caused by agents which under certam conditions,
could shmulate the tissues to very similar reactions

An important diagnostic pomt appears to be the age of the
pitient  Mycosss fungodes occurnmg under the age of 10
years was reported only once m a patient deseribed by Serra
et al (313) and only about a dozen cases oceurring under the
age of 20 years could be found i the literature  Numerous
reports of Hodghin's disease affecting children can be found
mn the hiterature  Most cases of mycosis fungordes oceurning
in children were of the “d’emblee” type and, therefore, were
probably lymphosarcoma or Hodghin' discase

Mycosis fungodes mvariably affects the shin Regronal or
generalized lymphidenopathy, with or without specific husto-
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logic chinges occurs 1 ming clses whereis Hodghins dis
case ffects pnmanly the retiealum of the hematopmetic or
gns mmely the lymph nodes spleen and Iner  Cutuneous
Testons of Hodgkns disewse ¢ chissified as speafie (méltn
uons nodules and nlcers) wnd nonspeetfic or tovic (gencralized
pruntus with or without hichemficition and p

papular vesicubwr and urticwnal eruptions  purpura herpes
zoster and exfoliatn e dermatitis or generalized erythroderma))
The cutmeous lesions of the nonspeeafic type present no char
wtenstic wpperance wd the order of ther appearance does
not suggest 1 subdision nto different stages  The Tistologic
picturc of the nonspearfic lesions 13 not duignostic since there
15 usually 0o typical infiltration  The correct dixgnasis cn be
mde only by study of the history clinical mamfestations and
Tustologic ¢ximination of the Iymph nodes wnd mvolved skin
The blood picture 15 usually normal however n eosmophilia
of more than 10 pes eaatas usually more sugoestve of mycosis
fungoides lthough cosinophihia 1s not 4 constant feature of
this diserst  In many cases of mycosis fungodes eosinophuls
were not found althouph counts as hagh s 95 per cent were
recorded by Wills and Hadfield (163c)

We observed one patient who had ulcerated cutaneous
nodules wiich were reported to be mycosis fungowdes on
histologie exymination  The diagnosis at autopsy  however
was Hodghins discase  The cutaneous serial sections were
then reexamined 1nd two shides reveled Stemberg Reed cells
charactenstie of Hodahins diseise

A 2¢vewr old mwn reported by Wile and Stiles (362e) had
2 generifized prunitic eruption numerous excorted papules
wd hnewr lesions 1 well 1s nodules 1nd plaques Histological
tummation of 1 hmph node revested Hoduhims isease  Js
1t not passible that this pabient did not hwe mycosis fungordes
:l(\ any lm\; and thit the condition w15 Hodghins disease from
ir:‘q:‘:\‘x‘ m::m‘f‘“‘;‘ ppulyr ind lincar excortations are a

manifestation of Hodalhins diseise whereas

excartated lesions are scddom present 1 mycosis fungmdes
spite of the intense pruntus
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9 Ulcerated nodules of my cosis fungoides (Bluefrb and Schwartz
Arch Dermat , Teb 1936)

Thiee cases of sairrhous Hodghiny disease, chimeally diag-
nosed as mycosis fungordes, were reported mn Gates” (123)
series  In a review of these cases 1t 1s apparent that the first
two patients had esfohative dermatitis, and the disease should
not have been considered as mycosis fungordes smce, m our
opmion, exfolittne dermatitis does not occur m this disease
The third patrent mn this senies had specific cutaneous Hodghmn's
disease, the histology of the cutancous tumor and the lymph
nodes revealed serrrhous Hodghin's disease

A close relationship between leukemta, Hodghin's disease
and mycosis fungordes was illustrated m Montgomery's (2451)
patient who had exfolutne dermatiis  The white blood cell
count was 20,000 per cu mm, with 60 per cent lymphocytes,
and a dingnosis of leuhemia was made although Iistologic ex-
ammation of a lymph node revealed typical Hodghm's disease
The cutaneous lesions had undergone 1 olution and no lestons
appeared for a peniod of two years when numerous discrete
plaques, presenting many elimical features of mycosis fungordes
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developed  Although the cutaneous mamfestations were those
of exfoliatnve desmatitis the diagnoss of Hodghins dasease was
confirmed at autopsy
A case of Hodghan s disease wath erythroderma reported by
Duprdin and Van der Mewren (92) had been previously diag
nosed as mycos:s fungoides  The skan was pruntic wath areas
of hichemfied eczema on the erythroderma with sclerobie pig
mented areas resulting from roentgenotherapy  This diffuse
o preceded phadenopathy and
Tistologie examination of an mngunal lymph node revealed
Hodghns disease while the cutaneous picture symulited
mycosis fungoides
“Two cases of mycosis fungoides mdistmgushable from
Hodghins disease” were reported by Coldsmith (136b)  The
first patient was a 79 year old man whose only cutancous
Tesions were tumors chimeally charactenstic of mycosts fung
oides "demblec™ At autopsy the skin heart liver pancreas
fudneys adrenal glands bones and spleen were found to be
msohed On histol all nf d areas np
peared umiform m the organs studied  Reticulum cells were
the most numerous and mutotic figures werc present The
second pitient was 2 48 year old man whose skun had always
been dry and pronounced sealing had been present for the
preceding 12 years  There was universal redness scalmess
thickening and looseness of the shin 1n some areas A rased
purple lesion 76 by 25 ems  was present on one forearm nd
1 few aval tumors were present on other parts of the body
Chmeally this case conformed to the “ery theaderma” type of
Hallopean nd Besmer but hustologically there was also a
mirked umif in the nf! d areas although the cell
types were more numerous  Retieulum cells with Jarge nucley
predominited but were wwually larger than those found 10 the
frst cse  There were also numerous larger cells some with a
sc:;]nslc nueleus but the majority were typieal of Sternberg, Reed

In a commrtie study of mycoss fungordes and Hodglins
disese Lapiere (197h) concluded that the o diseases were
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9 Ulcerated nodules of my coss fungordes (Bluefarb and Schwartz
Arch Dermat , Feb 1936)

Three cases of scrrrhous Hodghmn's disease, chnically diag-
nosed as mycosis fungoides, were reported i Gates” (125)
series  In a review of these cases 1t 1s apparent that the first
two patients had exfolatrve dermatitis, and the disease should
not have been considered as mycosis fungordes since, m our
opmion, exfohatine dermatitis does not occur 1 this disease
The third pitient m this senies had specific cutaneous Hodghin's
isease, the histology of the cutaneous tumor and the lymph
nodes revealed sarrhous Hodghn's disease

A close relationship between leuhemn, Hodghin's disease
and my cosis fungordes was illustrated m Montgomery’s (245a)
patient who had exfolntive dermaiis  The white blood cell
connt was 20,000 per cu mm, with 60 per cent lymphocytes,
and a diagnosis of leukema was made although histologic ex-
ammation of a lymph node revealed tvpical Hodghin's disease
The cutaneous lesions had undergone involution and no lesions
appeared for a pertod of two years, when numerous discrete
plaques, presenting many chnical features of mycosis fungordes
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kermic lymphomas of the lungs shan bver spleen and mtestines
In our optmon this pitient might well hwe had both specific
\nd nonspecsic cutancous lesions of leukemia but not mycoss
fungoides

A 42 year old man reported by Frisec (114c), had an
eczematond dermatitis which was followed by infiltrated
erythematous plaques in the dermis Two years later lympha
denopithy nd generihzed ulceriting cutancous and subcu
tancous nodules appeared wnd shortly before death spleno
megah and a lympt Tewk Blood picture developed

Bormans (20} patient was 1 §7 year old womwn who had a
red seily pruntic cutaneous eruption of five years duration
which first appe wred under the left breast but gradually spread
to mvolsc the anterior part of the thors upper and lower
extremities and the face  Atautopsy the slan was dry smooth
shiny and of a unnersal brown color with some scalmg  The
scalp and eyebrow har was almost enturely absent but there
was no loss of hair m the Tallary or pubic regions A wadely
distributed eruption of reddish purple macules from 1 mm to
1 em 1n size was most marked on the upper thorat while a
deep sharply defined uleer 11 by 7 ems in size having a dry
base was present on the Jeft Lreast  There was discrete
Iymphdenopathy myohing the aallry cervieal and inguinal
nodes  Bonc mirrow smprints showed grinulocytes m various
stages of development 1w abund, of Iymphocy and
occasion! immature ivmphocytes of reticular ongin similar to
those present mn the shin  This diffuse macular eruption was
sunilar to that seen 10 some forms of leukemia according to

Berman  The pathologic dignosis in this case was lenkemie
reticuioendotheliosts

The loukermas we esscattalhy different from mycosis fung
oudes i thit leukemic processes always remam a proliferation
«f lahoostes while the lesions of mveosis fungoides may
Qantually resemble “grinuliton tissue " as emphasized by
Paltauf and Zumbusch {265¢) o better summary to ths
question Cin be found than the simple facts so well set forth
by fichmm (1361 B) e sud that o disease resembling
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separate entities and that neither develops into the other In
my opinjon Hodghin's disease and mycosis fungoides are dif-
ferent discises wlich are, m all probability, caused by simlar
agents which, under certan conditions, cin stimulite the
tissues to similar clinieal reactions

A pattent having prunginons, eczematous cutaneous plagues
on the lower extrenities was presented by Aihan (241a)  The
chnieal diignosis was mycosts fungoides  Cervieal lympht
denopathy and cutaneous lesions of Hodghin's disease then
appeared and the pahent died On histologic examimation
at autopsy, the cutancous lesions showed hypertrophic endo
thehal eells of the expillaries connectine tissue cells wath ev
tremely large nucler and many lymphocytes This picture w s
regarded as charactenstic of my cosis fungordes until exammy
tion of the typical Hodghm's lesions i the cenvical lymph
nodes indicated the two lestons were probibly the sime
Milinn mentioned another patient who had the sime type o
cutaneous Jesions  He stated that he was convinced that these
teo diseases are morphologically mseparable until the cwst
tine agents of the diseases 1s known Howeser, m discussing
these cases Caulliau (54) evpressed a different opimon  He
believed that the cutaneous lesions m these two diseases are
alike i only one respect the response of the histiocy tes, while
the gint cells, infiltration, sclerosts and macrophages are
ike 1 no respect

Leukerna  Cutancous tumors clmically indistinguishable
from those present in mycosis fungordes have been described
m many ciwses of leuhemit eutis  The chissic evmple of
Iymphodermin permciosa reported by Kapost (176:), m 1
pitient with chronic lymphocy tic leukemin was misdiagnosed
as mycosis fungoides by miny miestiitors (see Lympho
dermi1 Permciosn)

The first report of this assocrition was made by Pardee and
Zeit (266) The anitomical diignoses an therr case were
1ymphocy tic Teukemit with marked hvperplsia of the splecn
and the cervicdl willwy ingunal meds wtinil  bronchinl
cchac, mesenteric and retroperitaneal lymph nodes nd leu-
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of mycosss fungordes described by Bowen (43) appears to
ndicate the condition was sircoma since pathologists did not
istinguish between round cell and lymphosarcomn at the time
of s report  ‘The primary growth 1n one patient aceurred 1n
the testis following mjury The distrbution and character of
the cells which were descnibed 2s being, present m the “lower
part of the conum” and composed mawmly of “numerous small
tound cells” would indicate a sircoma

Tound cell sarcoma of Sbroblastic ongn is rare, according
to Fraser (114b) who considered the cases described by
Gottheil (138) and Brekey (47) 4s probable examples of
Limphotarcoma  Breakeys case was reported as one of my
costs fundordes but autopsy revealed sarcomatosis {lympho
sarcam or small round cell sarcoma) of the skin with secondar
growths m the tonsils lungs and the cervical axillary and
cubital Iymph nodes

Agwn this confusion eusts because the “d emblee” type was
not separated from the classical form of mycosss fungoides
The “d etblee” form 15 practically lways lymphosarcoma from
its inception wherens the classical form 1s not lymphosarcoma

although there mav occsionally be 1 close Tustopathological
resemblince

10 Mycosis funpoides “d emblee™

11 Close up of Wustration 10
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mycosis fungoides, but having the blood findings of leulemia is
never mycosis fungerdes but 15 leukemra A disease resembling
mycosts fungoides, but having the histologic lymph node
changes of Hodghin's disease 1s not mycoss fungordes but
Hodghin’s disease This same reasoming also applies to
lymphosarcoma  One must also consider a possibihty men
tioned by Robb-Smuth (293), namely, that the leukemic blood
picture in reticulum cell diseases 1s an epiphenomenon

Lymphosarcoma.  Mamy 1nvestigators, mcluding Ewmg
(100) and Fraser (114c), have considered mycosis fungoides
to be a reticulum cell lymphosarcomt  From a purely chneal
standpomt, Fraser (114b) reported lus case as mycosis fung
oides, as 1t 15 deseribed 1n dermatological hterature, but on a
pathological basss, this case should be clrssified as lymphosar
coma Careful lustologic study of ct lesions n both
the early and Jate stages were made m tlus case, and the pic
ture of the lestons, barely visible grossly, was rdentical with
that of the fully developed tumors The majonty of the cells
were of a umform type, of round or spherordal shape, and
three to four tumes as Inrge as normal lymphocytes  The pic
ture was that of a new growth from the start, according to
Fraser

Robb Smuth (293) ponted out that although an infrequent
case of mycosis fungoides may become reticulosarcoma, this
does not prove the primary neoplastic nature of mycosis
fungoides He stated that it may be difficult to “distinguish
between 2 progressive hyperplastic condition and a blastom1
Though 1t 1s uncommon, many rcticuloses do undergo sarco
matous changes and there 1s 1o reason why my cosis fungordes
should not occasion lly undergo such a change ”

Mycosis fungoides with the histopathologic picture of round
cell sarcom2 was described 1 Ormsby and Montgomery's
(261d) textbook A simular cise reported by Gottherl (135),
was mycosts fungordes climeally, but at autopsy all the organs
were found to be studded with lesions which were stologr-

cally round cell sarcoma
The climeal lustory and course of the disease 1 two cases
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the different aspects of mycosis fungowdes acts selectively on
the rebcwloendothelial system and 15 capable of provoking the
dsffuse and generalized picture of the systerme form, as well
as hed Tocahized 12 has gamed mereas-
my, support

Flarer (107) Juded that mycosis fungmdes, whether
nflammatory or neoplastic, 1s a discase of the reticuloendo-
thelial system probably mcluding that of the mtemnal organs
and bhones  He helieved the cutaneous and blood changes to
Tie secondary, and some evidence of systemuc hyperplasia of
the reticuloendathelial tissue must be present 1f 4 dragnosis of
mycoss fungoides 15 to be made  On the other hand, the
majonty of mvestigators, mcludmg Thomson (332b), are of
the opinton that the primary and specific involvement ocours
m the reticuloendothelial tissue of the dermis, whule visceral
imvolvement 1s secondary and less severe

Many imestigators agree that there 15 a close relationship
between vanous lymphomatous diseases and certan alhed
dermutoses (Kam 1793, Wile  362b, Montgomery  243a,
Wile and Stles  362e, \ontgomery nd Burkhart 9245d,
Bldndge and Awe 12, Mallory 232, Loveman 219,
Warthin 349b)  Until the time when there 1s concluswve proof
of a neoplstic. bemgn, nflammatory or fectious etiology of
these diseases 1t 1s 1mportint to differentiate the conditions
whenever possible A rational system of classification of

mycosts fungoudes depends upon the discovery of the etologic
tactors

DIk o 1

Neopl
versus P

The pthologae nature of the diseise 1 another major ques-
tion «ncountered i reviewmg mycosss fungoides  There 1s

considerable disigreement as to wWhether mycosts fungmdes
should be fered an

ot 2 mal
neoplasm  There e three theories concermng the nature of

these festons 1) snflammatory 10 their essentral nature from
W ginmng t6 end, 2} imnflammatory from erly stages and later
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-
2 BAET
12 Patient (lustrition 10) follow g 1oentgenotherypn
13 Pitient (llustrition 10) followmmg rountgenotherpy

Case Report A 48 vear old Negio had nodulwr cutneous
lesions on the face of 30 months durtion  These lesions en
lrged beeune pruntic ind had spread to myvolie the entirc
cutrneous surfice during the previous six months  The tumor
misses on the fice ppeired necrotic nd ulcerited while the
Irge mduiated phques md nodules on the trunk showed
ersthemitous purple  ciscolorition He hid  generalized
Iy mphadenopaths and splenomegil Histologie exinunation
of \ cutwcous nodule and 2 lymph nade reveiled Iymphoswr
coma

C  The Reticulocndothelial System

The generally wecepted theory 1t the present time 1s that
my cosis fungoides 1s 1 disc 1sc of the reticuloendothelial system
The hemtologic obsers itions 1n three cises of mycosis fung
oides were described by Cottim (69) from studies of the sk
penpherl bload sternil bone marrow  nd imprints of lvmph
nodes  md  cutineous  tumors  Retreulolnstiocytic cells
(Ferritas tarmmology) were demonstrited m the blood and
m lymph node ind shin tumor mmprints with the [y Grun
wild Giemst stuming techme  Cottini therefore considered
mycosis fungotdes 1s 1 disc 1a¢ of the reticuloendothelinl system
and presented convinaing photogranhic evidence of the 1m

prnts  His theory that the unknown factor responsible for
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the different nspects of mycosis fungoides acts selectively on
the reticuloendothehal system and 15 cipable of provoking the
diffuse and gener thzed picture of the systeme form as & ell
as ibed locahized f has gained meres
g, suppoct

1!l”hrge‘: {107) concluded that mycosis fungodes whether
mflammatory or neoplastic 1s a disense of the reticuloendo
theli1l system probably including that of the nternal organs
apd bones  He believed the cutaneous 1nd blood changes to
he secondwry and some evidence of systemic hyperplasia of
the reticuloendothehal tissue must be present if 4 disgnosis of
mycosts fungordes 15 to be made  On the other bnnd the
majority of mvestigators including Thomson (332h), are of
the opimon that the primary and specific 1vol ement occurs
1 the retieuloendathehal tissue of the dermus while visceril
1 obement 15 secondary and less sev ere

Many mveshgators agree that there 1 2 close Telationship
between vnous lymphomatous diseases and certam alhed
dermatoses (heim 1791 Wile 362b \Montgomery 2451
Whlc and Stles 362c Montgomery and Burkhart 2454
Bdndge and Awe 12 Afaflory 2327 Loveman 219
Warthin 349%)  Untid the time when there 1s conclustve proof
of a neoplastic bemgn nflammatory or fectious etiology of
these diseases 1t 15 important to differentiate the condihions
whinever possible A ratomal system of classficvon of
mconts fungatdes depends upon the dhiscovery of the etiologic

{1ctors

D Infectious Granvloma versus Neoplasm

The pathologic niture of the disese 1s another major ques
fion encountered n reviewing mycosis fungmdes  ‘There 15
considerabh disaprecment as to whether mycosis fungoides

should be considered an mfectious granuloma or a mahgnany
15 concerning the nature of

acoplem There are three theor:
nlbm lestons 1y inflammatory 1n their essentiil nature from
heginming to end 2) 1nfl wmmatory from enrly stages nd later
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transformed 1nto a4 neoplastic process, and 3) the lesions are
neoplastic from beginning to end

The appearance of granulomatous cutaneous Jesions during
the course of the disease led Unna (344), Ormsby ct al (261c),
MacLeod {229) and others to beheve the possible etiologic
agent to be infectous However, extensive bacterrologic
studies by Herbert Fox (111) failed to demonstrate a defimte
etiologic orgamsm although eperimental work m ammal
pissage of the disease, done by Stratton (323a, b), indicate
that the infectious theory should not be discounted This
fectious theory was formerly accepted by most observers but
n recent years the neoplastic etiology 15 more generally ac
cepted However, at the present ttme many are returming to
the nfectious theory and Werth (357) believed the mfiltrating
agent to be of the virus group A cytotropic virus with an
affimty for the mesenchyme, 1s mentioned by Paltiwf wmd
Zumbusch (263e) as a possible causative agent

Several theories regarding the pathogenesis are mentioned
by Niethammer (255) who, m reviewing the hterature, found
the myjonity of i estigntors regarded the process as mfectious
He obtawed a stramn of streptococer, partly m pure culture
from mycosis fungoides The antigens produced with these
strains gave positn e complement fixation with two serums from
mycosis fungordes  These stramns fuled to show demonstrable
pathogenmicaty m erther rabbits or gumea pigs, however, pomt
g to no definite ctiologic sigmficance 1 this disese  An
apparently successful attempt was made by Zurhelle (378) to
reproduce this diseise evperimentally n rabbits and gumel
pigs  However he later found these results were vitited by
the presence of either Bacterum parathyphosum B” or
*Corynebacterium pseudotuberculosis 7 both of which were
found to ciuse sumlar chinges n different ammals

The long duration of five to 20 years, or even 40 years, does
not indicate a malignant ongin of mycosis fungordes, accord
ing to Montgomery (245¢) Thu 1s also true in some cases of
Hodghm's disease and he believed that many cases of
lymphoma paticulirly mycosis fungoides and possibly cu
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taneous Hodghins disease may begm as a bemgn 1nﬂan::1:!n
t s and as a result of chrome untation eventua
oy procts § eriod of months or years
a true mahgnant disease only after 2 p hal noo
Ths 15 comparable to the trinsitions of bemgn ep1! teel e
plasms and precancerous dermatoses :nto malignant ep
omas as reported by Montgomery (245h) a .

1t should be borne in mind that mahignant tumors Ao Mo
necessanly exclude an fectious etology 1t 1s known ll‘\)at
certain tumors in ammals such as bird sarcoma and ribbit

apilomas have proved to be of mfectious ongin .
’ ?! was pointed (l:ul by Montgomery and Burkhart (245d) }t]h:;:
any chronic d or bemgn infl ) process whici
develops as a result of chronie wetation may eventuate m
malignant Tymphom after months or years and this fact was
reemphasized by Blucfarb and Webster (38g) It was demon
strated by Fischer Wasels (106) that 1 hemgn or infectious
process may through chronic writation esentuate 1 epithe
lioma while other examples of this change are chromc leg
ulcers leuhoplalua, syphilitic lesions and others It must be
noted however that this phenomenon oecurs only rarely

Tlus controverss regarding the malignant versus the granu
lomatous etiology of lymphom ke cutneous diseases 1s re
flected n the articles of Liechts {211) and Eichler and Rott
mann (97)  On the basis of the histology of early and small
tusions Tiechts was convinced that the process was granulo-
Matous at first and that large-celled mGltrations with many
mitoses destructive growth infiltration and perforition of the
blood vessel walls were merely expressions of a late ficulatne
wsumption of malignant charactersstics  The mahgnant et
ology expressed ehiefly by Ewing (100) and Fraser (114b) in
the United States 1 demed by Exchler and Rottmann (97)
Thes muntained that there 1y o evidence that the ongmal
sutwneous miltrations or the alleged metastatic sisceral tumors
are reticulum cefl sarcoma They are of the opinion that the
1ntire process is that of a specific infectious granuloma
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E  Summary

Mycosis fungoides 1 disc e of the reticuloendothelial sys
tam s desenibed as occurring in one of three forms  the clisst
el (Ahbert) type the demblee form and the “erythrodermt”
form It 1s my opmon that only the classical (Alibert) type
shauld be considered mycosts fungoides since this condition
follows 1 distinctne nitaral chimeal course beginming with
chrome cczant or an eczematord dermatitis (premycotic
stige) followed by the nfiltrati e stage and finally progressing
to cutwmcous tumors  The duration of the disease from the
premycotie to the tumor stige may be very long  Ths long
duration 15 not charaeteristic of any other so called “lympho
blastomatous discise  In view of the typicil chmeal course
and the charetenstic lnstologic picture 1t 1s suggested that
clssical my costs fungoides should be clissified ns 1 disense s
~eneris and not be mceluded in the lymphoblstoma dumping
ground

The condition deseribed as the  demblee” form 1s not
mycosts fungodes  This type 1s usually lymphosarcoma or
accastonilly the primary mamfestation of Hodghins disease
for 1t hs the spcaific histologic picture of erther lymphosar
comn or Hodghmn s disease

The condition deseribed ns the  ery throderm” form 1s never
mycosts fungoides but 1s * mamfestation of chronie lymphocy tic
lcukemin Hodghin's diseise or Iymphosircoma

Even though there myy be 1 possible relitionship between
ccrtun conditions m this group 1nd evcn though an etiologictl
reliionship my eventunlly be proved 1t appears to be m
correct wnd misleading at the present time to chissify this en
tire group of diseases 15 lymphoblstomas  inasmuch s eich
presents 1 distinetn e chmeal ind histologie preture

Through usige the term mycosis fungoides has become 1
agmfeint chmieil entity to the dermtologist nd for this
reason should be retunad with reference however only to
clissterl mycosis fungordes

Until we have 1 better underst inding, of the ctiology of the
various lymphomis 1t appexrs best to chissify these diseases
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as separate but related entities  Any rifional system of clssie
fication must depend upon the discovery of the etiological
factors  Until that time, clissical mycoms fungmdes (Alihert)
should be considered as a disease su1 generts



VI
PATHOLOGY

Tm: raTROLGGY of mycosis fungoides has been described m
detail by Poulsen (278), Galloway and MacLeod (120),
Knowles (186), Montgomery (245¢), Gans (121), Kytle (193)
and Winer (365)

The pathological picture can be desenibed m two defimte
histologic diistons, one, the premn cotic stage, the other the
tumor stage

A. Premycotic Stage

Epidermis. The epidermal changes are secondan, and con-
sist of acanthosis (thickening of the prickle cell layer) and
micro abscesses of Pautrier which are filled with lymphocytes
and monocytic cells  These cellular nests are seen around the
pilosebaceous openings, on the sides of the glands, and may
leak out mto the gland cavity There 1s also Liguefaction
necrosts of the basal cells and, m cases where sciliness 15 &
marked feature, nucler persist in the most superficial layers of
the stratum corneum  The presence of mter-epithelial edema
gives nise to the formation of reticular spaces and results 1
elongation of the rete pegs

Cutis The imtial changes oceur m the cormm  Apparently
the process begins with dilatation of the subpapillary blood
vessels and cellular mfltration surroundimg these vessels The
characteristic cellulir mfiltration 1s seen first m the subpapil
lary layer of the cutis, then extends mto the papillae and
laterally nto the upper corum At first the cellular infiltra
ton 15 outside the blood vessels, surrounding the hur folhcles
sebaceous glands, hair muscles and coil gland ducts while
here and there, independent of these structures, the infiltratson

52
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PATHOLOGY

Tm: PATHOLOGY of mycosis fungordes has been described in
detarl by Poulsen (278), Galloway and MacLeod (120),
Knowles (186), Montgomery (245¢), Gans (121), Kyrle (193)
and Winer (363)

The pathological picture can be deseribed m two definite
histologie divisions, one, the premyveotic stage, the other the
tumor stage

A.  Premycotic Stage

Epudermis. The epidermal changes are secondary and con
stst of acanthosis (thichemng of the prickle cell layer) and
micro-abscesses of Pautrer which are filled with lymphocytes
and monocytic cells  These cellulir nests are seen around the
prlosebaccons openings, on the sides of the glands, and may
leakh out into the gland cavity There 1s also lLiquefaction
necrosis of the basal cells and, m cases where scalmess 15 2
marked feature, nucler persist 1n the most superficial Inyers of
the stratum corneum  The presence of mter-epithelial edema
gives nise to the formation of retreular spaces and results m
clongation of the rete pegs

Cutis. The mtial changes occur 1n the corium  Apparently
the process begins with dilatation of the subpapillarv blood
vessels and cellular infiltration swroundime these vessels  The
charactenistic cellular nfiltration 15 seen first i the subppil-
lary layer of the cutis, then extends wnto the papillac and
Iaterally into the upper corium At first the cellular nfiltra-
tion 1s outside the blood vessels, surrounding the hur folhicles,
sebaceous glands, hair muscles, and codl gland ducts, while
here and there, independent of these structures, the mfltration
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VI
PATHOLOGY

'I‘m. PATHOLOCY of mycosis fungoides has been descnbed i
detail by Poulsen (278), Galloway and MacLeod (120),
Knowles (186), Montgomery (245¢), Gans (121}, Kysle (193)
and Winer (363)

The pathological picture can be deseribed m two defimite
Iustologic divisions, onc the premscotic stage, the other the
tumor stage

A. Premycotic Stage

Epidermis. The epidermal changes are secondars and con
sist of acanthosts (thickening of the prckle cell layer) and
micro-abscesses of Pautnier which are filled with lymphocytes
and monocs tic cells  These cellular nests are seen around the
pilosebaceous openings, on the sides of the glands, and may
leak out mto the gland cauty  There 15 also hquefaction
necrosis of the basal cells and, in cases where scaliness 1s a
marked feature, nuclet persist m the most superfictal layers of
the stratum corneum  The presence of mter-epithehal edema
gnes nise to the formation of reticular spices and results in
elongation of the rete pegs

Cuns. The imhal changes occur an the corum  Apparently
the process begins with dilatation of the subpapillany blood
vessels and cellular wfiltration surrounding these vessels  The
charactenistic cellular mfiltration 15 seen first m the subpapil-
Jary layer of the cutis, then extends mto the papillac and
lnterally mnto the upper cormm At first the cellular mfiltra
tion 15 outstde the blood vessels, surrounding the hur follicles,
sebaceous glands, hair muscles, and coil gland ducts, while
here and there, independent of these structures, the infiltration
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15 Dilttation of subpapsllny Llood sessels wnd beginming celln
lar mfiitration around these vessels
14 Chersctenistic wiltration m the subgaprlary Iayer of the cutss
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spreads dlong the hmphatic spiees between the conectye
tissue bundles  Although the nfiltration 1s first found around
the blood vessels, it does nat necessarily anise from them The
blood vessels in the papallac and n all portions of the corum
hecome dilated, filled with blood, and gn c the tumors a tense,
cushion-like consistency  The mfiltration gradually becomes
more diffuse and massise and may mvade the vessel walls and
cnter the lumen, resulting in both difated and obhterated
vessels

The mfiltrating cells and the extraordmary diversity of the
cells of the mfltrate, namely, polymorphonuclear neutrophils,
eosiophils, plasma cells, connectine tissue cells, phagoeyte
histiocy tes, nests of reticuloendothelial cells, and pyvhnotic and
fragmentmg nucler, are the most striking lustolome features
This enormous degree of polymorplusm of the cells was aptly
desersbed as a “cell museum by Unni (344) Zoon (376}
stated that the polymorphous picture 1s so typical that it 15
mpossible not to recognize this discise  Hematologsts would
classify thus stage of mycosts fungordes as @ complex reticulum
cell proliferatrion because of its polycellular nature  The nu-
clear changes result from 1ntense hquefaction necrosss, which
causes the cytoplasm of the prolferating cubss cells to have a
“washed out” appearance, and 1s charactenstic of mjycosis
funzgordes  In this phue Gans (121), Ormsby and Mont-
gomery (261d) and McCafferty and Machacek (222) stressed
the pyknotic nucles, karyorrheus and phagocytosss of pig
mented granular elements of debris  There 1s also a tendency
to clumping ot the reticulum cells to form pseudogant cells
which are readily differentrated from Sternberg-Reed cells of
Hodghw's disease by the nucler and nucleoh

Jaffé (168) empt 1 the of eosmophihc leuko
cytes in thus stage, but Poulsen (278} dd not consrder eosmo-
phila to be of importance since 1t was mfrequent in her sertes
of cases  Nevertheless, cosmoplulia 1s an mportant diagnostic
pomnt and may be present in any stage, although it 15 more
frequent 1n the tumor stage The mare malignant the my cosis
fungordes, the fewer the number of eosmophils
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20 Cellulwr mltration outside the blood vessels
21 Cell mistum  (Bluefarh and Stewberg  Ann Int Med
Feb 195%)
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Unna (344) was one of several observers to note that the
filtration was confined to the upper one third of the corum
Howeser, the mfiltration may extend to the epidermrs and may
even enter the epidermis  (See Nlustrations 96 & 27) Al
though i the early lesions the mfiltrate 15 confined to the
upper one-third of the conium, 1t may, as the disease advances,
spread to the deepest parts of the corum, around the coil
glands, and may even mmade the subcutaneous areolar tissue
As the premycotic stage progresses, the cellular deposit be
comes more abundant, according to Knowles (186) The cells
show a distinct tendency to a ma hnear ar
both parallel to the shin surface in the subpapullary layer and
with the rete pegs  The cellular infiltration tends to fill all the
subpaplary portion of the corium and the papillae are filled
with new cells  Meanw lule, the mterpapillary spaces have be
come narrowed by broadening of the rete pegs, which tend,
paticularly i the lower portion, to be mvaded by celluhr
masses, as the tumor stage 1s reached  The connectne tissue
and elastic fibers are less essdent, and the connective tissue
appears wasted, resulting in closely packed cells present m the
meshes of fine retculum

B. Tumor Stage

Lpidermus. The cellular outhnes are frequently obscured by
edema of the basal cell layer and canmot be clearly distin
guished  The elongated and broadened rete pegs now tend to
run together,® and form a more or less contimuous thickened
layer with practically no papillary mvagimations excepting
where, here and there, a thi prichle cell layer projection 15
present below the confluent bisal cell layer  As the tumor
stage adrances the widened and contmued rete pegs become
thinner from pressure of the cell masses, which sohdly £il the
subpapiliary portion of the corum  All layers of the epidermis,
particularly the rete which was previously marhedly hyper
trophied, become compressed and thmner as pressure of the

¢ See Nustration 23
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22 Papillae filled with new cells
23 Broadenmg of the rete pegs
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Unna (344) was one of several observers to note thit the
miiltration was confined to the upper one-third of the corum
However, the mfiltration may extend to the epidermis and may
even enter the eprdermis  (See llustrations 26 & 27) Al
though in the early lesions the mfltrate 15 confined to the
upper one-third of the corium, it may, as the discase advances
spread to the deepest parts of the corium, around the col
glands, and may even imvade the subcutaneous areolar tissue
As the premycotic stage progresses, the cellular deposit be
comes more abundant, according to Knowles (186) The cells
show a distinct tendency to a massing, linear arrangement,
both parallel to the shin surface m the subppillary Iyer and
with the rete pegs  The cellular mfiltration tends to fill 2l the
subpapilliry portion of the corum and the papille are filled
with new cells  Meanwhule, the interpapillary spaces have be
come narrowed by broadening of the rete pegs, which tend
putcularly m the lower portion, to be mvaded by cellular
masses, as the tumor stage 1s reached  The connective tissue
and elastic fibers arc less evident, and the connective tissue
appears wasted, resulting 1n closely packed cells present m the
meshes of fine rebiculum

B. Tumor Stage

Lpudermis. The cellular outhnes are frequently obscured by
edema of the basal cell layer and cannot be clearly distin-
guished  The elongated and broadened rete pegs now tend to
run together,® and form a more or less contmuous thichened
layer with practically no ppillwy mvagmations eveeptng
where, here and there, a thin prickle cell layer projection 15
present below the confluent busal cell Iyyer  As the tumor
stage advances the widened and contmued rete pegs become
thinner from pressure of the cell masses, wlich soldly fill the
subpapillary portion of the corium All layers of the epidermus,

ularly the rete which was previously markedly hyper-

partic
r as pressure of the

trophied, become compressed and thinnel

° See Illustration 23



Mycosts Fungotdes 61

infltrate mcreses and the epidermal covenag 1s ceventually de
stroyed with resulting, wleeratnve tomors Rarely, the entirt
prderms 15 invaded obscurng the onthnes of the ¢prdermis
Cutis The predommant cell in this stage 1s the charactenstic
reticulum cell or “mycotic” cell which is large ov al and hs
a granudar basophihe cytoplasm wswally with a single nuclens
which stuns Jess deeply than other purts of the cell  The
nucleus 15 esident by its more deeply stuncd nuclewr mem
brane and by showimg one or more nucleoh  Palt wf (265¢)
believed these cells to be charictensstic of mycosts fungoides
Fraser (1142} was of the opwion thit the cssential mycotic
cell 15 of mesenchymal ongin and Klemperer (185) described
it as an embryonal cell  According to Weidman (352a) the
stologie findings mehente that these cells e denved from
the endothelum of the small blood vessels  Swelling of the
cells within thie vessel so alter them that after migration nto
ussues they ©m no longer be cilled endothehial cells  Laprere
(197b) and Margarot et al (233) stated that these cells ong
nate from histiacytes of penvscular tissue  The eytoplasm m
these cells enlarges and becomes more granular while the
chromatin m the nuclens becomes urequlir  Thus one can
reconcile the {requent cbsernttion of phitocytie cells together
with the plasma cells which e considered more mature forms
af the histiacytes  The prescnce of reticulum matotic fgures
mdiertes another of the multiphasic possibnlities of reticulum
prohferation This charactenstic finding has ¢sed confusion
?}Yll;l n’!ul‘h?d fl;n 2 gross grouping of “lvmphoblastoma” rather
n a classificaty
Merston . Jafe (165) behesed ol iy o
s nsually ongmate
from the local lushocyte and occasiomilly from the fbrocyte
.::1;:: :re present i alf stages but most marked 1n the tumor
Thus mycosis fungoides 1s
o5 f the s vy e amd Vo (28 oy el
cluded that the mahgnant reticutum cell e (365) con
the myeotie cell found Mstologically ﬁ.iy"si‘ﬁl“ Z::sl ‘::h
eafled an “undifferentitted blast celf” by Downey (88} “,}?f,
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24 Closel piched cells present m the vessels of fine reticulum
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\nfiltrate mereases and the eprdermal covermg is es entutlly de-
drosed wath resulting ulceratne tumars  Rarely, the entire
eprdermis 15 invaded obscuring the outlmes of the epidermus
Cutis The predominnt cell in this stage s the charactenstic
reticulum cell or mycohc” cell which 1s large, ov al and has
a granular basophilic cytoplasm wsually with a smgle nucleus
whnch stans less deeply than other parts of the cell  The
muddens 1 evdent by ity more deephy statmed nuclear mem
brane and by showmg one or more nucleol:  Paltauf (265¢)
believed these cells to be ct istic of mycosys F
Fraser (114a) w1s of the opimon that the essential myeotic
cell 1s of ) 1 ongn and Klemp (185) described
it as an embryonal cell  According to Weidman (352a), the
tustologie fiadings mdicate that these celly e denved from
the endothelum of the small blood vessels  Swelling of the
cells within the vessel so alter them that after migration nto
tissues they can 10 longer be called endothelial cells  Lapiere
{197b) and Margwot et al {233) stated that these cells ong:
nate from hushiocy tes of pernasculir tssue  The cytoplasm m
these cells enlarges and becomes more granular, while the
chromatin in the nuclens becomes wregular Thus one cwn
reconcle the frequent obsers ation of phagocy tic cells together
with the plasma cells which ate considered more mature forms

of the histocytes  The presence of reticnlum mutotie figures
dicates another of the multip 1 !

h ol

probiferation This charactenistic l‘md:ng has caused confusion
and resulted m a gross groupmg of “lvmphoblistoma” rather
thw a classification of the seyeral types of rcticulum pro
bferation  Jaffe (168) believed these cells usually orginate
[mr(n the local hustiocy te and occasionally from the fibrocyte
.::1;g :rc present 1n all stages but most macked m the tumor

Thus mycosis fungoides 15 described 1s 1 retieuloendothely

as1s of the skin by Berger and Vallee (2
26 =
cluded that the makhgnnt reti i <l 15 sy

culum cell 1s synonymous with
“ﬁT' H;)CO\lc cell found histologically Th;sy samy:lce\l :va:
called m “undifferentinted bBlast cell” by Downey (88) who
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26 Imasion of
27  Close up of illustration 26
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studied cellular smprints from a typreal mveosis fungodes
turnar

n addition to mycotic cells there are wwally mnumerable
eosnophils distributed wrregularly throughout the imfltrate and
\n the lumen of the capillanes ~ Although eosmopluls are not
always present as mentoned previously a great number of
these cells are fatrly duagnostic of mycosis fungodes and they
oceur in relatwon to the blood eosmophilia - §mall lymphocytes
are not abundant

According to Poulsen (278) this whole picture gallerv of
cells lies witiup a network the nature of which had been a sub
1ect of much d Ithough the French mtery
appears to be the most comprehensible In early fetal hie
vanous elements of the blood are formed by unspeaified
mesenchymal cells scattered abont 1n the orgimism while later
thus activity 15 assigned to the specific blood producing organs
Aceorting to this theory a remnant of these mesenchymal cells
forms the pensthelium of the blood vessels which constitutes
part of the reticuloendothelial system  From these cells all the
various blood cells as well as the fixed connectne tssue cells
ongmate  In response to some unhnown novious agent they
would become cells encountered m the polymorphous picture
charactenistic of mycosis fungoides This would explam the
predomnance of one type of cell m some cases while dufferent
cell types are present 1 the other cases These cells attam
thewr haghest degree of development in the so-called “myeotic
cells  According to this theory there 15 no 1nvasion of cells
from the blood vessels but rather A local transformation of
one cell form into another This view 1s 1n conflict with the
presaing conception of ongin des elopment wd mutual rela
tion of the blood cells 1n keeping with which we must assume
that the mbltrations consist of cells ongmating from the blood
with the exception of proliferating local retsculum elements

The actne by perplasia of connective tissue cells evident at
Birst in the conum 15 farrly charactensstic of the disease  Suly

sequently these cells break down and form the disintegrated
mass previmsly, desembnd wmd ere 1

“tYendency int the hasr
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Invasion of the epidermis by the cellulir mfilirate
27  Close up of lustration 26

26



Mycosts Fungodes 63

clls connectne bissut cells phsm eelly few Tymphocy tes
varymg, numbers of polymorphonuclew Tenkocytes and typical
mycotie cells

2) The superficial location of the mfiltrite in the cutts par
tien]wly 1 the ewly stages

3} The fine or coarse deeply stuming granules which are
remams of degenerated nucler md the eosmophilic granules
which are Temaums of protophasm of degenerated cells

4) Inct of mf§ cells (lvmphoblists or mono
cytes) withm the epidermus the so called Puutmers qbscesses "

5) The merewe of xttiee Bbers {mtterfusern) im A\ three
stages

C  MHistologic Differential Diagnosis
Thsstol

Wy mycoss fungotdes must be d from
all granulomy puticolarly tubereulosis syphilis reticulum
cell lymphosarcoma leuhemt2 nnd Hodgkms disease of the
shan

Syphilitic grinulomn 15 charicterized by an icrease n
plasm cells and the greatest cellubw infiltration 1s present
around dilated blood vessels while cell prohferation 1s less
polymorphous than in mveous fungodes  The charactenstic
cell crenation nd frymentition present 1 mycosis fungodes
does not oceur 1 syphilitic gramulom

Tuberculous grinulomy 1s composed munlv of lymphocytes
epitheliod and gaing cells wd the cellul e composition 15 even
fess polymorphous thn thit of syphihtic granulome There
are grant cells with centr1l ciseous degeneration which are
not present i mycons fungoides  The collagenous bundles
disapper warly 1 tubereulous granulomy while Sbrous tissue

diintegrites nd disappears at 1 very Inte stage 1n mycosis
tungodes

Histolomeally  rcteulum el lymphas weoma 35 still con
Fused wath mycoas Tungodes 1nd many mveshgators includ
g Winer {38} und Friser (114b) beheved the tumor stage

of mycosis fungoides to he sumlar to reticulum cell vmpho-
sarcomyy
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folheles to be destroyed  Pathologteal changes m appirenth
normal shin have been deseribed by Strobel and Hazen (326)
mnd Leredde (207)  Gallonay and MacLeod (120) found
neither destruction nor an increase of collagen i the ewh
stages of the disease but found the collagen to have a hiso
philic reaction with a tendeney to disintegration n the Iater
stages  There 1s a definite mercase of reticufum mtterfasern

28 Inerewse of mttaifsern or lattice fibers

or lattice fibers n all stages of the dise st as well us prolifers
tion of the endothchal eclls lung the blood vessels of the
cutts  These facts would appear to warrant the assumplion
that mycosts fungotdes 1 a discase of the reticnloendotheht
syatem 1t was the opmion of Woltram (370) that a dagnosts
of myconn fungordes can be made by the prestnce of a poly-
morphic mfiltration and the presence of the lattice fbers

The pertinent histologie findings 1m mycosts fungordes may
be listed as

1} A polymerphous vanegated infiltratc mn the cutis con
sisting of pumerous cosinophils, lymphoblasts, fibroblsts, mast



Vi
SYMPTOMS

M\Cosls fungordes was formerly believed to occur in one of
three types 1) Clussical {Albert and Bazin) 2) “Erythro
derma” (Hallopeau and Besmer) and 3) Tumor demble=
{Vidal and Brocq))

A Classical Mycosts Fungoides

The imtial stages of mycosis fungoides are not indicative of
the grave fatal outcome because of the insidious onset of the
diease  The classical form develops 1n three stages premny
cotic infiltrative and tumor formation  There may be an mter
val of weeks or years between the development of these stages
although one stage mav supervene imperceptibly into the
other or the different stages may overlap one another

1 Premycotic Stage (Eczematous Stage of Rapos) The
prodromal symptoms may be fever and joint pams Lapuere
{197a) stressed the occurrence of fever 1 an early mmportant
symptom He stated that these symptoms are most frequent
n young persons 1 whom the disease deselops rapidly with

and “rt Pt Wertheim and Smith
{158) described a patient who developed a remittent fever
during the last few weeks of iliness which lasted for seven
days with a mne day imtersal between  The fever comneided
with acute nf: i and d of en
targed Iymph nodes and it was assumed that secondary amva
sion of these nodes by pyogemic bactena caused the fever

Pruritus which may be the wtial or only symptom may
precede the premy cohe eruption by as long as ten years ‘This
prunitus usually generalized 15 often described as “persistent
wnd mtolerible” and 15 not reheved by any form of therapy

87
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The granuloma always onginates m the deeper Iy ers of the
skin m leukemn or Hodghan's disease with cutaneous myvolse
ment It 1s usnally at the junction of the reticular Javer and
the subeutaneous tissue 1n the form of perwvascular sheaths of
Iy mphocy tes and never reaches the epidermis, bemng separated
from 1t by a narrow zone of connectine tissue  The vessels of
the cutis are markedly edematous m leukemia cutrs, accordng
to Neham (250), with actne diapedesis from the vessels, and
the adjoiming cutis 15 infiltrated with lymphocy tes which follow
the lymph spaces, radiate along the vessels and nise to the shin
surface along hair follicles and sweat ducts Neham believed
this mfiltration to be purely leuhocytic and the marked fived
cell prohferation, mitosis or imperfect gant cell formation
found in my costs fungodes, were not present  Leredde (207)
stated that leuhamiy may, at times, simulate my costs fungoides
lustologically, although his histologic studies revealed only
lymphocrtes  This was also the finding of Pardee and Zeit
(266) who described therr case as one of mycosis fungmdes
The noteworthy observation thit mitosis 15 not present in
leukemia cutis s been made by Pinhus (274), Neham (250),
Nicolau (254) and Oertel (257)

The plisma cells, frequently found m the early stages, nd
less frequently m the tumor stage of mycosis fungmdes, are
not present m leukemia, according to Paltawf (265¢) Ina
case of granulocytic leuken, reported by Rolleston and Fox
(294), the cellulwr nfiltratton 1 ohving the nuddle and lower
corwum rather than the upper corum consisted of lymphocytes
and polymorphonuclear leukocytes located prmanly around
blood vessels from which they appeired to be exuded rither
than produced m situ

The nuclear and pratoplasmic detritus present m mycosts
fungordes 15 never found in Hodghmns disease  Although the
typical Sternberg Reed cells my be difficult to find n a single
Tistologic section, the cells can be found 1 sernl sections an
all cases of true Jodghins dise wse of the shin
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SYMPTOMS

chosw fungoides was formerly believed to occur m one of
three types 1) Classical (Alibert and Bazin) 2) “Erythro

derma” {Hallopeau and Besmer) and 3) Tumor demble~

(Vadal and Brocq}

A Classical Mycosis Fungoides

The mitial stages of mycosis fangodes are not indicative of
the grave fatal outcome because of the mnsidious onset of the
discase  The classical form develops m three stages premy
cotie wnfiltratis e and tumor formition  There may be an inter
val of weeks or years between the development of these stages
although one stage may supervene imperceptibly mto the
ofher or the different stages may overlap one another

1 Premycohc Stage (Ec.ematous Stage of Kapos:) The
prodromal symptoms m1y be fever and joint pams Laprere
{197a} stressed the occurrence of fever As an early wmportant
symptom  He stated that these symptoms are most frequent
m young perssn“s m whom the disease deselops rapidly with

and “5t t

P ymp Wertheimm and Smith
(338) described a patent who developed a remittent fever
during the last few weeks of illness which lasted for seven

days with a mne day mterval between The fever comncided
with acute infl

and of en
larged lymph nodes and 1t was assumed that secondary mva

10n of these nodes by pyogenic bactena capsed the fever
Pruntus which may be the mital or only symptom may

precede the premycotic eruption by as long as ten years This

pruritus usuath g lized 15 often described as

a0d mtolerible”™ and 15 not relieved by anv form of therapy
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The granuloma always originates m the deeper layers of the
shin 10 Jeukemia or Hodghin's disease with cutancous myohe
ment  Itss usually af the junction of the retieular Twer and
the subcutancous tissue 1n the form of pernvascular sheaths of
lymphocy tes and never reaches the epidermis, bemg separated
from 1t by a narrow zone of connective tissue  The vessels of
the cubis are markedly edematous 1 lenhemua cutis, accordmg
to Neham (250}, with actne diapedesis from the vessels, and
the adjomning cutis 15 infiltrated with lymphocs tes which follow
the lymph spaces, radiate along the vessels and nise to the skin
surface along hair follicles and sweat ducts  Neham heleved
this mfiltration to be purely leuhocytic and the marhed fived
cell prohferation, mitesis or imperfect grant cell formition
found 1n mycosis fungordes, were nat present  Leredde (207)
stated that leukenua may, at times, simulate m costs fungordes
Instologically, although his lustologie studies revealed only
lymphocytes  This was also the finding of Pardee and Zent
(266) who descnibed theiwr case as one of mycosis fungordes
The noteworthy observation that mtosts 15 not present 1n
feukema cutrs has been made by Pmhus {274), Neham (2301,
Nicolau (234) and Oertel (257)

The plwsma cells, frequently found n the early stages, and
less frequently n the tumor stage of mycosn fungodes, are
not present m lenkemia, according to Paltauf (265¢) In 2
case of granulocytic leukemua, reported by Rolleston and Fou
(294), the cellular nfiltration, i olving the middle and lower
corium rather than the upper conum consisted of lymphocytes
and polymorphonuclear leukoeytes located primanly around
blood vessels from which they appearcd ta be evuded rather
than produced 1n situ

The nuclear and protoplismic detritus present m m)costs
fungordes 1s never found m Hodgh's disease  Although the
typical Sternberg-Reed cells may be difficult to find in a sgle
Tustologe section, the cells can be found m sernl sections
all cases of true Hodghin's disease of the skin
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Its seversty 1 frequently out ot all proportion to any visible
cutancous changes and 1s regarded as a valuable dagnostic id
m ecarly stages of the dusease  Howeser, its prescnce 1s not
constant - Prurttus 1s usually the predomm nt symptom dunng
the entire course of the disease but there are occastoml reports
of patients who did not have pruntus - Stokes (322) desenld
such a case and stated that the premcotic stage could con
tmue for years without appreciable pruntus smee this 1s a
“Inghly mdnidual symptom dependmg on the threshold of
uritability of the patient’s ners ous system quite as much as on
his shin ™ Frasers (I14a) patient presented the unusuil
chmeal features of pruntus for three vears, without demon
strable cutaneous chantes  This mode of onsct 15 mentioned
by Sequena (311D) whaose pitient developed tumors :mmedt
ately after a Jong period of prunitus, thus omittmg the so cilled
prem) cotic stage

The cutancous eruption m thrs stige 15 described as poh-
morphic with an meredible multiplicity of phenomena Al
though syphilis hs been termed the great mitator m derm
tology, this deseniption applies equilly well to mycosis fung-
ardes  Many dermatologic possthilities often occur m 2
single case  ephemeral aythemas urticans, hemorrhage
(O'Leary et al  258h Gordon 137, Goechermn and Mont-
gomery 132), bullae, psotiasiform, c1vsipelad, trrchophyton
Iike and eczematous types of eruptions  The cutancous surf ice
may show onls fine scaling, there may be arcas of thickened
exfolation or crusted aggregations hiing pmpomnt oozmg
All transitions between simple transitory ery thema with local
1zed flat o1 macular lestons of various sizes ate possthlc  The
first manifestations of the disease are transitony, with complete
evanescence, usually leaving no «vidence of having heen pres-
ent  Parapsonasis-like ty pes usuilly present a more sohd
appearance and develop as superficial flat papules In the
early stages, the lesions tend to crop out from a single focus of
the disease, advancing peripherally with central healing  They
begin with curved and arcular efflorescences simuliting the
intact erythematous scaling the oozing aspect of the disense,
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33  Erythematous premycotic lesions

that of these bemgn conditions  The multiple sharp margins
more prominent 1 the foreground are yellowish red 1n color

and oceasionally prgmentation 15 a strking charctenstic of the
early stage

Casc Report A 69 year oid woman frst developed a dry
scaly cutaneo s eruption wheh dd not improve with treat
ment Fve years later 2 4 cm cutanecus leswn appeared on
the nght s de of the back which was removed s rgically healed
well an | roentgenotherapy was g ven to ths aret  Ho vever
a panless elevated lesion soon appeared in the left supra
clavcular regon apd became ulcerated On examination
there was a general zed dry patchy scaling shghtly pruntie
cttineos eruption  Some of the les ons were shghtly erythe
mator s and some were st ghily 1ased mfiltrated plaques A
crusted les on was present m the left supraclvyenlar region
Smafl lymph nodes vere present in the ax llae nd larger lymph
nodes 1w both ingunal regions  The ) ver was palpable

The fact that these earlv eruptions do not exactly correspond
10 1y common cutaneous disease 1s a valuable diagnostic axd
The d of these wsually nclude
miermediate ” “eczematord ™ “hichenoid ™ “psoriasiform” and
envthrodermal ™ Leswons described as raised pad Whe
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32 Ulcerited bullous premcotic lesions

or s 1 fleeting erythema which simulates 1 superfictal tr1
chophytosis  The ippearance of thickened sciles the spon
taneous course and healing without ser formation simulates
psoniasis and makes the differentral diagnosts from superfictal
scaling dermatoses difficult  However the color differs from



Mycosts Fungoides n

N
O s sk orAN AL b
ARG I

T G N

. N o
o g S Toe¥ ey
b % T FYARLN
~1§\ R
IS [N
I s N
Tseozs TN L \
- ey Lew NN
. * A
. -:f < LN
Mot O W
R
PYRR N
fae % SN W,
< ~

33 Enthematous premycotic lesions

that of these Y emgn conditions  The multiple sharp margins
wmore promunent mn the foreground are yellowsh red m color

and occanionally pigmentation 1 a strihing charactenstic of the
eatly stage

Case Report A 69 year od woman first developed a dry
sealy cutaneaus eruption which d @ nat improve with treat
ment  Fre years later a4 em cutaneons Jesion appeated on
the nght side of the back which was removed surgically healed
well and yoentgenotherapy was gven to this area  However
a panless elevated lesion soon appeared m the left supra
clavjeular vegon and became ulcerated  On exammnation
there was a generalized dry patchy scahng shghtly prontie
cutaneous eruption  Some of the les ons were sl ghtly erythe
mato 1s and some were sl ghtly raised mhltrated plaques A
crusted lesian was present m the left supridavicular region
Small vinph nodes wese present n the anillze and larger lymph
nodes 1n both inguma) regons  The liver was palpable

The fact that these early eruptions do not exactly correspopd
to any common cutaneous disease is a valuable diagnosue ad
:ﬂxe numerous desenptions of these eruptions usualls nclude
Jntermediate” 4" “heh » “psonasform  and
erythroderml™  Lesions described 1s ruised pad Mhe 1
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34 Scib wd crusted prpulir Jesiors of te premcot ¢ stige

(erse report)
Scaly uwd crusted prpulir lesors of e premycate stige
{cse rep 1t}

35

36 Ulcerited tumor in the left clwviculir region (c1se rep rt)

fltrited erythematous persistent patches usuilly cresentic
or discord but ocewsion:lly completely circulr e frequently
pathognomonic  They appetr 1s smull red prpules m the
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37 Cireular dise or ning formaton
38 Cirevdar dise or ring formation
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formation of nings or circular discs tending to form round or
aval sheets with well defined borders  The lesions vary from
2 cems to 15 or more ems and myy colesce and form gyrite
figures with areas of normal shin betw een the lesions, produc
ing a very striking cutaneous picture

39 Conlesung of nngs forming gyrate figures

The pipules sometimes resemble urticiria psoriisis, €€26ma
or psorasiform parakeratosis, and are at first transitory but
later become persistent  The most common premy cotic erup
tion 15 the eczematous type swhich usunlly appears as small
round plagque resembling arcumscribed psornsiform para
eratosis {Lapiere  197a} which develops mto a plaque of
Jocalized neurodermattis  The plaque may be present for
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several years may disappewr with local therapy or 11y Tecur
5t wother ste  The long duration of mtense pruritus md
peogressive nfiltration all tend to Arouse suspiCon CONCETNING
the lesions which vary from yellow and red to reddish violet
w color with a shightly scaling surface Lichenfication and
eczematization due to the mtense pruntus may be secondary
mamfestations  This imtial lestan was e1fled the primary fesion
or “chanere of imnoculation” by Hallopetu and Bureau (143d)
This leston shows a predilection for the back of the trunk

- %

~
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40 Psoress form tvpe of mycos s fungordles

espectally the scapular regiony althoncly other areas of mvolve
ment hue becn reposted  Lesions on the legs arms nd
buttach were described by Sequewra (311b) the forearm by
Stowers (3’41 b) the leg by Breakev (47) the thugh In
Towle (17) Post wd Limeoln (277) wd QLeay 22 ol
(235} left flank by Olner md Bluefarh (2591 left hap b
Orhel {260} the extcrnal mafleolns by Ullmann (343) th)c
abdominal wall by Crocker (71b) the eyehd by Dubremlh
L 5)0)2 ﬂ;c scalp by Lavmion (202) and the back by O'Leary
m;m(n.‘.ﬁh) n a woman who was two and one half months

Other types of lesions which mav be present dunng the
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formation of rings or aircular discs tending to form round or
oval sheets with well defined borders The lesions vary from
2 ems to 15 or more ems nd may coilesce and form gyrate
figures with arens of norml shin between the lesions prodie
g 2 very stnhing cutneous picture

39 Coiesang of rings formmng gmyrite figures

The pipules sometimes resemble urticiry psornsis eczem?
or psornisiform parikeritosis and are at first transitory but
Jater become persistent  The most common premy cotic erup
tion 1s the cczemtous type which usuilly appears as v smil
round plague resembling circumsenbed psorsiform  para
Leratoss (Lapiere  1971) which develops nto 2 phque of

locthzed neurodermatiis  The phgue may be present for
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42 Macows funec wdes of the left flanl

pramcotic stige e ted of purphsh macules wd urticana
Patches of wregular ontlme suggestng, seborrhete derm ititis
were mentioned by Wise (368h) others suggesting psornsis
wre reported by \heseher (239) and Bermstan and Gold
berger (30} These putches may present 1 hichenaid oozmg,
or cnsted surface but e rirddy pustutar and mav involve any
partion of the bods as wll as the fice nech and cxtremities
The piims and soles 1re usually spared and the lesions tend to
be more marked over the lower half of the body  The lesions
become thich and infiltrated forming round hrd patches of
varyng shades of red disapper wd recur in the same
aress leaving pigmentaws changes which e more or less
permanent  The concave border of these lesions 15 a charac
tenstic finding wath app wently norml shin penetriting con
vexly into the premycotic wers  They are often aircinate or
gvrate and miy result in central atrophie depressions  The
sutface 1s promment smooth and shimng as a result of orh
cular patches with marked edematous mfitrations of the
corum A zoruform distbution as reported by Blum and
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41 P! que resembling locilize 1 reursdermat trs
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Alycosis Fungordes

45 Lesion on buttock showing concave border
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Lanos (39), 1s rare ° The constnt scritching and rubbing
modify the cczematous lesions although there e no sertch
marks m spite of the mtense pruritus  The serh surfice and
cezemtous lesions simuhiting weeping eczemn are present in

43 Lesions of mycosis fungordes le v ing pigmentition
44  Lesions of mycosts fungoides lewmng pigmentition

sslets surrounded bv nerm il ppermgshin. € G Lane (1932)
was of the opmion thit spontineous mvolution occastonally

occurs 1nd he described pitients w ho had become resistant to

-
* See Ilustration 42
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Leston on buttock showing concave border
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roentgenotherapy  Although therapy was discontinued lesions
continued to appear and disappear without further treatment
e desenibed another patient whose lesions progressed slowh
@ hand-like formation, of finger-breadth width, across the
side of the chest, leaving apparently normal shin, until the
borders of the lesions finally merged A patient who had
numerous cutancous lesions resembling o fived eruption was
reported by Chargn (60)

Flat bullae, wluch beecome impetigmous from mfection, of
spontancous bullae, 1n cases having rapid ey olution, may ap
pear sccondanly  Generalized bullous lesions, sunulating
pemphigus, wlich appeared i the termimnal stages of the
disease, were deseribed by Goceherman and Montgomery
(132)  The bullous lesions of myeosis fungoides must be
differentiated from those attnbuted to 10dides, as n the fatal
case reparted by Eller and Fox (951), as well as from bullous
lestons which probably result from multiple, malignant ep-
thehal prohferations of epidermal structures, as descrnbed by
Goecherman and Montgomeny (132), Ketron and Goodmn
(161) and Montgomery (245¢)

Patients having bullae resembling pemphigus were reported
by Curtis ¢t al (73b), Hallopeau and Ralliet {145k}, Kapost
(176b), Remes (290), and Wills (3632) A 30 year old
woman, described by Lortat-Jacob aud Le Gramn 21, had
polvcyclie, non prungmous, pamful cutancous lesions which
were followed by bullous ulcers  Bullous lesions were also
noted by Musso (249) A 19 ycar old woman who developed
bullous lesions over large hehenified areas was reported by
Scquerra (311b)  The lesions, which appeared on the thigh
rapidly spread to the buttocks, thighs, arms, and back, and
became pigmented  Post and Lincoln (277) reported a patient
having bullous cutancous lesions on the palms and soles

Oceasionally bullous lesions which occur 1 erops m the
mterval of the premycotie cruption  resemble dermatits
herpetiforms - Sequewras (311h) patient a 64 your old man.
had urticarial and papulovesicular lesions on the trunk and
evirermties which resembled dermatiis’ herpetiformus alls
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and HadBeld s (363¢) panent a3l yewr old man had urticanal,
vesteular pigmented cutaneous lesions which resembled derma
tis herpetiformus  Premy cotic lesions resembling dermatitis
herpetiformys were also described by Pernet {20h) wd
Pringle (280c case 4) .

A 5% year old woman reported by O Leary et al (258f) de
eloped pruntus and erythumn of the arms and neck fve years
previously which was follawed by a bullous eruption on the
ankles  Thickemng and exudition of the skan of the legs
thighs and abdomen appewed ten months previously Al
though the pruntos had decreised the skin had not been en
turely clear since the onset Hemogram revealed eosinophilia
and monoeytoss the sedimenttion rute was 30 mms in one
hour (Westergren)  Histologie exammation of 1 cutineous
Tesion from the back show ed m) cosis fungmdes while 1 cutane
aus abdammat lesion revealed eczematoid dermatitis

A patient having bullous lesions which were mstaken for

higus by several comp dermatologusts was deseribed
by Garb and Wise (122) The bullous lesions appeared 1n
infiltrated nodules and plaques as well as on ciimeally normal
shin Thev beheved bullous and vesicular lesions to be ex
tremely rare m mycosts fungowdes but occaswonally occurred
because of mterference with cireulation of lymph thus causing
secondary “wet” lesions as opposed to the “dry” pnimary
lesions  For example Wase and Eller (368k) described bullous
lesions occurnng 1 association with kaposis sarcoma wlich
' ordinanly 1 “Ony” eruption  These secondary eluments are
cwsed by blockage of the flow of lymph

A 67 vear old man with bullous lesians on the palms and
sales s 1s desenbed by Wise (38%h)  The lesions were mults
ferm ind symmetrical consisting of thin walled vesicles and
bullze some diended some Saccid and ruptured and plaques
and superficial discosd patches  The areas not svolved i this
process appeared normal  There was marked mvolyement of
!')w f)le-mn;l surfaces and the entire scalp was studded with “pea
‘f; g (]x:j;'l‘w s;’n.- hemonthigie Tan crusted areas  The vesiiles

d fiest appe wed on the sealp face nech and
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upper brck but had spread to mvoh e the trunk and limbs dur
ing the preceding two months The bullae usually developed
i the center of plagues and superfical patches, and vaned
from “pea to cherry” size, although some were the size of 3
*small egg” and contaned clear fmd  Thev were farh firm
at the onset but later collapsed and ruptured, leaving raw,
denuded areas, some hemorrhagic

In descnibing the premycotic stage, Ormsby and Mont
gomery (261d) stated i their textbook that vesicles or bullae
are occasionally present and they had obsers ed annular lesions
some s esicular or bullous, 1n patients having mjy cosis fungodes
A woman with generahzed mycosis fungordes who had few
small bullae on the abdomen was presented by O'Leary ¢t d
(258h)  Belot (23) cited the case of a 69 ver old man who
had one bulla on the wrist and who had at one time bullac
on the corneas Wile and Knerler (362d) reported the occur
rence of mycosis fungoides m mother and daughter The
daughter had vesiculation of the palms and soles at the onset
and later the eruption became widespread to imohe the face
and nech Lortat Jacob and Le Gramn (217) described 2 36
year old man who had bullous ulcerative lesions of cyche or
polycychic arrangement It 1s stated m Jadassohn's (167)
posthumous work, that bullae similar to those which occur 1
pemphigus and dermatitis herpetiformus rarelv occur in mycosis
fungoides It 1s not stated 1n the aforementioned reports, ex
ccpt by Ormsby (261a), whether the bullae arose from the m
filtrated mycosis fungoides lesions Garb and Wise (122)
believed 1t may be justifiably assumed that the bullae are m
dependent lesions nd do not anse from the active plhques and
patches  Thes could find no lustologic descriptions o photo
micrographs showing as m their case the presence of bullae
arsing from the lesions of mycosis fungoides  The designation
mycosts fungoides bullosa 1s suggested as bemng appheable to
their case n preference to mycosis fungoides with bullous
lesions, 1n analogy to Iichen plus bullosus, lupus erythem
tosus bullosus and erythem1 multiforme bullosum

The patient descibed by Trimble (339a) had prefungoid
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festons consisting of scaling and mfiltrated pitches for 1 pmm}
of 35 yeus  Gate et of (124a) reported a patient who hid
premy cotic ervthema under the Jesions of crustaceous seabues
A patient described by Scheer (304) had myeosis fungoides
which was obscured by the chmesl picture of licherfied
eczema A patient reported by Levine {209) had 2 condition
which was diatmosed as pruntus of pregnancy but postpartum
she developed tvpical mycoss fungmdes
The duration of this primary stage appears to vary consider
abh  Although it 1s wsualls present from two to fve years, it
1s pecasionally reported to be very tranment  On t}:e other
hand temporary may this
penod  considerably  Both Davies (73) and OQ'Donovan
1256b} described patients who apparently had the disease for
ahout Wyears A 78 year old man presented by Lyons {2207
had many large uregularly shaped lesions on the trunk and
7 Jarly the lower The lesions
were shghtly elevated sharply mwrgmated and infiltrated
some formng large plaques and patches A mass the size of
+“hens exn " was present on the nght thigh  The cutaneous

eruption of a dull pink color was extremely prunhe He
nproved with herapy and the d; of mycosts
£ 1

was proved histologically  This patient had been
treated by Abramowitz (1a) ten years previously and by G
H Fox (110) before that  The duration of the disease was
therfore approumately 30 years

2 Infiltratice Stage The first stage or eczematous cu
taneous lesions do not alwavs ovcur in mycosss fungoides  The
disease mas begn with lesions of the nfltratne stage  The
tanetated erupticns of the premyvcotic stage dually sub
wde while the ifiltrations mcrease with bnel red patches of
cushion like consistency having a tense shiny surface and are
wanalar of verrucows 3 generabized mbltrative form with
hchenod papules was descnbed by Rattner and Rodsn {287)

There 15 a reddssh blue halo cutnde the pe

re ripheral sfitrated
propagation” zane indicating the extent of the process The

appearance and location of the elements change rapidly dur




82 Mahgnant Lymphomas

upper back but had spread to v olve the trunk and hmbs dur
g the preceding two maonths  The bullze usually deseloped
m the center of plaques and superfiual patches, and vaned
from “pea to cherny” size, although some were the size of a
“small egg” and contamed clear fltnd  They were faly firm
at the onset but later collipsed and ruptured, leaving raw,
denuded arens, some hemorrhagie

In deseribung the premycotic stage, Ormsby and Mont
gomery (261d) stated in their testbook that vesicles or bullae
are occasionally present and they had observed annular lesions
some vesicular or bullous, in patients having my cosis fungoides
A woman with generalized mycosis fungordes who had a fen
smill bullae on the abdomen was presented by O Leary et al
(258h) Belot (23) aited the case of a 69 vear old man who
had one bulln on the wrist and who had, at one tume, bullae
on the corneas  \Wile and Knerler (362d) reported the occur
rence of mycosis fungordes in mother and daughter The
daughter had vesiculation of the palms and soles at the onset
and Iater the eruption becime widespread to mmolve the face
and neck  Lortat-Jacob and Le Gramn (217) descersbed a 36
year old man who hid bullous ulceratne lesions of cychic or
polycyche arrangement Tt 1s stated m Jadassohn’s (167)
posthumous work that bullae stmltr to those which occur n
pempligus and dermatitis herpetiforms rarelv occur m mjycosis
fungoides Tt 15 not stated i the aforementioned reports, ¢
cept by Ormsby (261a), whether the bullae arose from the
filtrated mycosss fungovdes lestons  Garb and Wise (1226)
beliesed 1t m.y be qustifiably assumed that the bullae are 1
dependent lesions and do not arise from the active plagues and
patches  They could find no histologie descriptions or photo
nicrographs showing as m their case the presence of bulhe
ansing from the lesions of mycosis fungoides  The designahion
mycosis fungordes hullosa 15 sugested as beng applicible to
therr case 1 preference to mycoms fungodes wath bullous
lestons, 1 analogy to hehen planus bullosus, lupus erythem
tosus bullosus and erythem1 multiforme bullosum

The patient described by Trimble (339) had prefungord
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Jesons copsssting of scahing and mfiltrated patches for 2 period
(f 2o years Gite ef al (124a) reported a patient who had
premyeote ervihema under the lesions of crusticeous scabres
1 patient described by Scheer (304) had mycosis fungodes
which was obscured by the chimeal picture of Iichemfied
eczema A patient reported by Levine (209) had 2 condition
which was diagnosed as pruritus of preg but postpartum
she developed typical mycosis fungordes
The duration of this pumry stage "ppears to vary consider
ably  Although 1t 15 wually present from two to five years it
15 oecassonafly reported to be very transent  On the other
hand temporary spontaneons remissions may lengthen ths
peniod considerably  Both Davies (75) and O Donovin
(236h) desenbed patients who apparently had the disexse for
ihout 30 years A 78yeur o}d mn presented by Lyons (220)
had many large uregularh shaped lesions on the trunk and
bt 1y the lower The lesions
were shghtly elevated sharply margimted and infltrated
some forming lrge pliques and patches A mass the size of
1 “hens egg " was present on the nght thigh  The cutaneous
cruption of a dull pmk color was extremely prurite He
7 d with therapy and the d: of mycosis
f des was proved histologieally  This patient had been
treated by Abramowitz (1a) ten years previously and by G
H Tox (110) before thit  The duration of the disease was
therefore approuimately 30 years
2 Inflirative Stage  The first stage or eczematous (u
tancous fesions do not always occur 1n my cosis fungordes  The
discase my begin wath lesions of the wfiltrative stage  The
v rtegated pticns of the premycotic stage Jually sub
side while the infiltrations increase with brck red ptches of
cushion ke consistency having a tense shuny susface and are
granular or verrucous A genertized infltrative form wath
lichenoid papules was descnbed by Rattner and Rodia (287)
Tlerewsa 3 ddish blue halo outside the peripheral infiltrated
Propagation” zone mdicatmg the extent of the process The
PP wranee and location of the clements change rapidly dur
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mg this stage, large, flat, smooth mfiltrations may become ex-
tensive ulcerations within a few days  New infiltrations ap
pear, while the old ones disappear leaving either no trace
pigmentation or, rarely, atrophy. This was demonstrated
Fraser’s (114a) patient who had one lesion which was a com

46  Infiluatne stige conssting of putches of cushion-like consist
ency

47 Infiltratise stage consisting of patches of cushion ke consist
ency

plete elevated ring  This lesion disappeared m less than one
weeh when another lesion of the same t pe appeared m another
site  The lesions often substde mn the centcr while the margins
remain and gradually umte to gyrate, serpiginous patterns
as n the case reported by Olner and Bluefarb (259f) There
may be loss of hair i the mfiltrated area as well as n areas
not mvohed A diagnostic point sometimes overlooked m this
stage 1s the vanation i the amount of thickemng and infiltra-
tion 1n different patches or different areas of the same patcn
This 1s well shown m the arcmate plaques where one portion
may not be raised above the cutaneous surface while another
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45 1 filt tve <tage cons st ng of patctes of cush on 1ke consist

ency (close up)
wea may be distinetly inbltrated and rased  Objective signs
of prur tus are t5aally not present scratch marks are seldom
prescnt *

Chee Tl trato 1)
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49 Infiltrative stage with begmnng uleerition
50 Infiltrative stige with beginnmng uleeration

Lapiere (1971) desenibed the el wstic infiltration as hawving ?
specal sensition when squeezed which an exammer who
find felt the condition previously would recogmze  The center
of the plrques 1s sometimes ppillomatous or verrucous
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A 63 year obd wommn whose anly cunnoousl lcsiz:\cs 1:’\:?;
erencous phiq es nd nodnles widely dlsper;‘( ;)n e
extremties was reported by Asel et al (8) Shebwd m’c(‘“‘
mately 15 well dem wreated firm  envthemoatous erm

emere—r—

31 Infiltrat

stage with b \!

rouchly arcular plagues and nodules Milan and Penns
{11} patient had vermcons and hyperkeratone lesions  Two
simlar cases were desenbed by Jeanselme and Burmer (172}
who commented on the scaraity of reports of hypertrophsc and
serracous lesions m mycosis fungoides  The verrucous lesions
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49 Infiltritne stige with begmning ulceration
50 Infiltritive stige with beginming ulceration

Lapiere (1971) desenibed the elshic infiltrition as having 2
spectal sensition when s 1 which n evaminer who
had felt the condibion previously would recogmze  The center

of the plhques 1s sometimes pipillom2tous or verrucous




\ycosis Fungoules 89

uround the mpples wd arcolr  Thomson's (3321) patient w1y
239 year old woman whe develaped an overgrowth of the left
areola and mpple thiee years previously and sumlar changes
occurred in the night breast nune months Iater  This conchtion
remained unchanged for two yews A diagnosis of Pagets
sarcoma was made and a mid indefimte cutaneous eraption
of the arms and legs was attnbuted to eroderma  Histologie
exumimtion at that time w1s not dignostic of mycosis

53 \egetitne and hyperkertonc les ong

fantoides  Fifteen months 1ter
eruption sath 1shnds of apparen
the abdomen and a typical red s

The fesions m the infiltvats

a marked pruntic inflirated
thy normal shan appeared on
caling eruption on the scalp

ymohed mouth fesions are rar,

¢ The na
discolired and misshapen an oot become thick

d are sometimes shed Generat
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m all three of these cases were covered wath thiek, large, ad
herent scales and were sometimes dry and fissured and, at
times, ulcerated with a scrous discharge In addition to the
verrucous lestons, these patients also had other mamfestabons
of mycosis fungordes  Reich and Bonse (289a) also emph
sized the vegetating and hyperheratotic lestons  Their patient

52 Gyrate and serpiginous lesions

was a 51 year old woman who hid cutaneous lesions of ten
years duration wlich had been diagnosed and treated as
psonasis  Vegetating and hyperkeratotic lesions were present
1n the ankle regions and on the feet  We have also obsery eda
patient who had vegetatne hyperkeratotic lesions

Morris (246) reported a 28 year old woman who had un
usual cutaneous mamfestations of this stage of mycosis fung
ordes There was mtense pigmentation and mrhed mfiltration
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was reported by Abrwmosatz (1e) 1o wsn had pritptsm but
no niery ons system 1m ohvement was \pparent

Accordmg to Wise (368f) sclerodermt dermatomyositys
and “lymphomtord  disease 1re sometimes present 1m the same
pitient and he beheved tht How wd Fous {112b) patient
would present All these e tures 1f he Ined long enou gh

8 Tumor Stage This stage develops pmd\nllz_‘ through

to Lapiere (187a) Should the lesion appear suddenly on
norml shin this wonld bu the true “demblee type

On palpation of n infiltrated lesion winch will develop nto
vtumor the sensation 15 that of a subcutancous nodule  These
nodules are churactenstic of mycosts fungoides ecording to
Wickhum (361)

Nodulyr tumars often merge wto larger lobulated deeply
furrowed tumors which we of a dull red color soft hemi
spherienl and hwe « nodulwr surface These nodules have 1
broad bisc md my become fungating from constriction of
the hse  The face hick wnd proaml parts of the extrermties
e common sites of Jocthization while involvement of the scalp
e The mtict tumor are not punfid bot the ulcerted
ones are wsually extreraely pamful

Sequerrt (311h) stated that he had never ohsersed mycosis
fungoides 1 2 Palish patient Tloweser we have observed
scha cse

Case Report 4 41 verr old Polish man fint developed red
spots 2 ms n sye on the distal portions of the lower arms
B aars prevtowsd These lesions tended to fade duning

o we vt appered on the back arms and legs
There was w0 usvolcment of the areas distal to the wrists and
ankles or af the fie The size of the Jesions wereased and
occrsinally dichirged a serous flmd  Panless nonpruntic
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1zed lvmphadenopathy my oceur dunng this stage and fre
quently excornitton blood crusts, shght hehemfication and
pyogene mfection occur

A 56 year old mm, reported by Gougerot and Burmer (139¢),
developed mntense diffuse umform pigmentation following the
erythema of a premycotte lesion  The lesions, which first ap
peared on the hands and feet, sprend to molve the extremuties
and abdomen and were cwtremely pruntie, erythemato
squamous, and mfiltrated  There was a diffuse umform brown
1sh pigmentation and a generalized lymphadenopathn

The majority of patients having herpes zoster assoented with
mycosis fungoides have the so called * d'emblee” form of the
discise  Cases of this type were described by Bluefarb and
Morris (38¢), Semon (309) and Poulien (278) Newmn
(252) reported a 59 yeir old women who hid a generalized
eczematoid dermatibis and plaques, wlich were histologiealh
mycosis fungordes  The eruption cleared followmg mtrogen
mustard therapy but herpes zoster appeared on the night
scapuly and breast  Roentgenogram of the spine revealed
compression of the fourth dorsal vertebra  Morrow (247)
reported a 54 year old man who developed an estensne zoster
pectoralis on the Jeft aide following arsenotherapy (Fowler's
solutton)  There was mtemse burming pun  preceding and
accompinymg the zoster, and neuralgie paun persisted long
after complete imolution and cicatrizition of the vesicuhr
lesions  The redness and scaliness of the mycotic patches, on
which the zoster deoveloped, was not affected by the process
Hard, nodulwr devations appewred along the hnes of zoster
distrzbution sex eral months later

Atrophy mav occasionilly follow the eutancous lesions and
usually occurs on the lower (xtiemtics as described by
Ormshy and \Montgomery (261d) and Kandler (183) How-
ever, Wise (3681) stated I mycosts fungoides true atrophy
of the shin with aguctte pyer wrmkling 1s not hnown to
oceur, even n the end stages of the malady

A 58 year old man who had mycosts fungordes for 14 verrs
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was reported by Alrmowitz (1e) e abo hnd priymsm but
0o nerous system im ol ement way appirent

According to Wise (368} sclerodermy  dermatomyositis
and “hmphomatoid” dise 1se are sometimes present ;n thes \m(i
patient and he believed thit How wd Fovs (112b) pateen!
would present all these fetures if he In «d long enough

3 Tumor Stage This stage develops gradunlly through
the appe wance of tumors only m infltrited lestons The tumor
usually appears first 1t the border of an old phque of whltra
tion and rarely occurs 1 1 recent are1 of infiltration according
to Lapiere (197a)  Should the lesion appear suddenly on
normal shan this would be the true demblee type

On palption of w wnfiltrited lesion which will develop nto
1tumor the sensation is that of a subeutineous nodule  These
nodules we chanctenistic of mycosts fungodes according to
Wackham (361)

Nodulir tumors often merge o larger lobulated deeply
furrowed twmors which are of a dull red color soft hiem
sphenical and have 1 nodulir surface  These nodules have
browd bise wd muy become fungting from constriction of
the bise  The fice hick and provimal purts of the extremities
wre common sites of oc iz 1tion while imvolvement of the scilp
wriwe The mtct tumors e not punful but the ulcerated
ones aee usuilly extremely panful

Sequerra (311h) stated that he had neyver obsened mycosis
fungmdes n 1 Polish patient  However we have observed
sach a case

Cast Report A 11 veir old Polish man fiest developed “red
spats 2 ams i osize on the distal portiuns of the lower arms
o vears previousls  These lesions tended to fade during
warm wothte and became more pronounced m cod weather
This wire mtensely printic ind were aggrwated by swetting
Onc vcar after the pperrince of these lesions thev began 1
mereas mommbcr and appeared on the back arms and Tegs

There was w0 mvolsement of the areas distal to the wrsts and
ikles or of the face  The swze of the Yesions mereased and
aecas onally

discharged a serous Bmd  Pamless nonpruntic
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ulcerating tumors then appeared 1n the axillae, on the arms and
at the waist  Although the tumors healed spontaneously,
leaving white scars two or three sumilar lesions would appear
m the same welv He hid bilateral axilliry and mgumal
lymphadenopathy  On exammition there were dry, scalng
areas of lichemficition with nodulir mfltration and 02 to 40
em tumors, manv of which were ulcerated, on the chest, back
abdomen, buttocks and extremities but the exposed arets of
the hands and fice were not imolved
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54 “Micosss fungoides with begmnmg tumor formaton (case
report)
55 Mscosts fungoides with begmnmng tumor formation {case
report) (Bluefarb and Schwartz Arch Dermat, Feb 1956)

‘The tumors are discrete and localized at the onset but m
crease rapidly m size and number, each tumor bemg round or
oval 1 shipe The center 15 sometimes depressed, suggestng
lobulation and, more rarely, 1t becomes pedunculated  When
confluence takes place, the appemance 15 described as “more
hideous than that of any other vegetating growth of the skin”

The tumors are soft and semi fluid 1n consistency with a
“ymous coloration and interstiial hemorrhage may result m
a darh color suggesting melanotic caremom  The tumors may
retrogress and disappear 1n any stage of development Usually

® See Mlustrations 10 and 11
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curs
no evidence of their prestote Ieﬁ\:\i\;s and sc:;: tis;\l{x:r n]ce:‘x"E
lecrate ey may ho
only when the tumors ul
bll)):\'nlsh pigmented macules and there 15 alopeaia of bury
surfaces

- ‘(\\:‘\v@

98 \eoss fungy bs w th begnnmng tumor formation (case
report)

In the hst stage the tumors may disintegrate dumussh
size and disappear with a pigmented atrophie sear remaming
The tumors may also clear i the center and progress penpher
ally forming rings and cicles  The majonity however become
o ted wd secomdomly wievied  These max he large
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round ulcers with a sloughing buse which are maded by
pyogenic organisms and cause severe toxemia which results
in the exhaustion preceding death

Trauma and frichon are common causes of ulceration and
result i superficial erosions  The nodules often soften m the
center, fluctuate and finally ulcerate leaving crater-shaped

!

- I SR

37 Uleers with slouching base m a termim] stage
uleers with ragged margins covered with shreds of tissue  The
uleers usually extend only to the subcutaneous tissue, rarely to
the bone  The general health of the patient declines duning
this period and there 1s usually drarrhea, cachenin and fever
The tumors are desertbed by Poulsen (278) as bemg from
“cherry to half orange 1t size and the color fiom duk red to
black, with a lobulated, tomato like appearance of semctren
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lar or polycvehic shape  As many as 3000 turaors were p;‘esent
10 one patient  In the uleeratne stage lymphadenopathy re
sults from secondary mfection  The temperature is usually
porml or subfebrile but 1s rarely septic The skin round the
tumors may be norml but if extension occurs a crop of dark
red smooth warty, arcumscabed Jesions appear according ta
Hallopean and feanselme (145g)

Soft elstic tumors which disappeir under pressure were
Jescribed by hapos: (176¢  case 1) and hobmer (187b  case
1) Auspitz (11) reported a patient with early nodules which
were of bnght red color and of a gelatine Iike transparency
Some cases present large areas of diffuse cutaneous mfltration
which are thickened and of board like hardness with no pl
Ahility  The surfice 1s dark or viclet red uneven and nodu
lated  Such mohcment of the abdomen was desenibed by
Kaposi (176c  cise 5) md hobner (167h cwse 2) whie
Gillot (128) reported this involvement of the left breast

Although the premvcotic lesions are lughly prunhc, the
tumors are not pruritic  Rothman (293) obsers ed that pruntus
was present s long as there was 4 defense reaction of the skin
aganst the deposition of foreign cells  The pruntus subsided
after the miltrating tumor had become established and started
unlimuted growth

A 59 veur old womn reported by Camphell (57) had an
wrex of rod wregular hypertrophie granultion extending from
the glibella to the upper lip and from the center of each cheeh
actoss the fice  The normal configurition of the face was
completely abscured the neht nins was entirely occluded and
the Teft one purtialiy occluded by the process  \[ilbrade (240)
deseribed a 48 vear old woman who had tumors on 2 general
wed trophie shin

The finil stase of the disense 15 the uleerihion of the tumors

nd indie ites that death is immunent The shia aver the tumors
beenmes tnder ind the center hecomes uleerated At first

the bise ennsists of dewr bricht red granulation hissue but it
soan devclons mto 4 purilent et s 2 result of secondary
miectitn The vlcer wsnilh extends only to the subcutancons
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round uleers with 1 sloughing base which we mvded by
progame orgimsms ind Cuse scvere tovemiy which results
m the chhwistion precedimg deth

Trumt wd frichion e common cwses of uleerttion and
rosult m superfienal crosions  The nodules often soften m the
center fluctuite and fimdh uleerite ko nwme crater shaped

57 Ul ars wath shuch g brse m 2 termmnal stage

ulcers with rigacd margins covered with shreds of tissue The
ulcas usutlly extend only to the subeutincous tissue rireh to
the bone  The genertl health of the pitient declines dunng
ths pertod md there 1s usudly diarhey eches nd fever
The tumors we deseribed by Poulsen (278) 1w bang from
cherry to half ornge 1 s1z¢ nd the calor from dark red to
blick with viohulited tomato hke 1ppeirince of senuairctt
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A T

58 Ulceration of a nodule

and eyelash hair was entirely absent and there was alopecia of
the scalp which w as ol ed by many nodular lewions covered
with crusts and scales  There was a feud purulent discharge
of the face and scalp lesions especially upon pressure of the
egetating lesions of the forehead The entire cutaneous sur
face of the face including the eyehds and ears was thick and
Licherufied  There were nodules and numerous wolet red
shirply demarcated dry mbltrated plaques on the trunk some
thesize of a“pm  The shin of the gemtahia and surrounding
weas was reld weeping and edematous  There were several
nodutar infil onthee and an infil d uleera

tive lesion on the anteror region of the left thigh  Gross and
hastofogic ev
i

ammation of an avilary lymph node suggested an
v rather than a neop process  The dignosis
was dermatopatiue Ivmphadenitis  However the duration of
the eruption  severe pruntus  eczematous recurrences and
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tissue  The ulcerated nodules are similar to those present m
the ulceratnve type of Hodghin’s disease, accordmg to Durand
etal (93)

Infiltratton and nodules occurring on the face are character
istic This leonine appearance simulates that of nodulu
leprosy  There are comparatively few reports of mycosts
fungoides with leonine facies  Standard dermatological text
books give Iittle or no description of this type of v olvement
According to Abramowitz and Kanee (1d), leonme factes
occur in the second stage when there 1s mfiltration of the
cutaneous lesions as well as in the terminal stage of the disease

The first report of this condition was by Kobner (1871) m
1864 He described a 40 year old woman with frimbes2 like
lesions on the face, trunk and etremities  The histologic pic
ture was mycosts fungoides A 60 year old man who had
tumors of the face, swelling of the face and eyelids and lesions
on the body, was reported by Demange (81) Histologic &
ammation indicated my cosis fungoides or Hodghm's disease 4
37 year old man, observed by Galliard (119), had lesions on
the trunk and on the face where deep folds and ndges pro
duced a leonine appearance  Ehrmann’s (96) patient also had
lesions on the trunh and leonine factes Facial lesions simili
to those present m nodular leprosy were described by De Crop
and Salle (781) m a 50 ye1r old man who hived 1n North Afrie
Lesions on the body were charactenstic of mveosis fungordes
and this diagnosis was confirmed histologically A 59 year
oldmn reported by Berggrecn (27), had histologically proved
mycosts fungoides of 12 yews duration  Nodular nfiltrations
of the fice appeared during the list year of hfe resulting
leomne facies Pautriers (268d) patient was a 67 yewr old
man with leontisis of the fuce produced by lrge hard m
filtrated tumors

Abramowitz and Kanee (1d) reported a 46 year old mwn
who hd numerous, “marble sized > nodular filtrations on the
forehend eyebrows eyelids and cheeks which produced 2
leonme facies There were filiform and papillomntous vegett
tions superimposed on the nodular mfiltritions The evebrow
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patient described by Galloway and MacLeod (120) However,
the womn reported by A Jamieson (169) did not ymprave
following two attacks of erysipelas A 63 year old man, re-
ported by Louste et al (218), had alopecia areata and a
severe febnle disease, d d as & dng, poly itis,
which was followed by the rapid deselopment of plaques and
tumors which had histologie ¢hinges *rnging from ordmary
mflammation to mycosis fungoides ™

Haghman (156¢) observed one patient for five or six years
apd dunng the Lut month of hfe an exanthem resembling
aretnite toue erythema suggestng toxemia, appeared  The
remns of these lesions appenred to be the statting point of
new mycobie Jesions, which ultimatelv became volurmnous At
antopsy, the viscer v ere abo found to be nddied with tumors.
Buschle ¢t al (53) deseribed a 50 year old woman who had
paralysis of the nght ude of the face and nght arm  Bouvier
et al (42) reported a piient who had paraplegia resulting

from an epidural mycoss fungoides nodule 1n the vertebral
el

Duning the tumor stage the pitient becomes anemic and
wasted and devdlops anorexa, dyspepsia, diurrher msomnin
wd depression  The pruntus, and intoication from secondary
mfection causes general exhaustion and death, unless intercur-
rent disease such as pnenmona, results 1n earlier expiration

§ Cutancous Appendages Halm  Lossy of the hatr may
result from scratching It becomes thin and butle, although 1
genertd afopecit seldom occwrs  Generahzed alopecit was
obsered at the onset of the disease by Laprere (197a)
Ormshy and \Montgomery (261d) stated that varying degrees
of alopecia have been noted A 50 veur old woman, reported
by Wise (368F) had loss of the scalp hur six months before
the cutaneous lestons on the body begwn to spread  He be
heved thus alopecia to be 4 wsual cecurrence A 96 year old

woman, reported by Gior antimi (130), had a umversal alopeenn
areita ding the devel

and
the 83 year old mn described by Louste ot al (218) also h:d
alopecin areata

of mycosis f;
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nodultr lesions were dingnostic of clissicil mycosis fangordes
The nodules were surmounted by papilloma hike eles tions
The lcomne ficies wis unusual the authors believed and
resulted from the nodulr infiltr ttions on the face which threw
the skin into folds such s those present 1n leprosy

4 General Symptoms A duly fever of an extreme and
debilitating degrec may be present wnd simulate the Pel
Ebstem type of fever curve present in Hodghms disese  The
importance of fever 1s 1 symptom of mycosis fungoudes w
stressed by Lapiere (1971)  An ntermttent fever with read
mngs suggestive of malrn or septicenit was present m the
patient reported by Post and Lincoln (277)

General symptoms which occurred m Poulsens (278) pa
tients were weight Joss nd mght sweats i some cases
diarrhet in two 2 hemorrhagic condition 1n one and arternl
hemorrhage from wn nlcer ited tumor 1n one c1se

A severe tovic stite wns described by Winer (365 case 3)
n one patient which he attnibuted to the tendency of mycosis
fungoides to “resolve itself ind melt wway  This phenomenon
Uso occurs m cises which issume neoplastic chiractenstics
with i oh ement of internal organs wnd regional lymph nodes
and 1 those having replicement of norm1l structure by neo
plistic processes contuning numerous mitotic figures

Unusual manifestations due to mternal organ i olvement
have been described Hemuplegit w1 reported by Brand
wemer (44) epileptiform seizures by Pringle (280b) hemo
phila by Quinquiud (284) and dullness and pleuntic fric
tion probably ciused by « pulmoniry growth was mentioned
by Sequeir1 {311b)

Disapperince of the tumors following mtercurrent disese
has occurred in several patients Ahberts (2b) patient hd
regression of the tumors following erysipelts A similar cise
was described by Bazin (171) although Funk (117) was of
the opnion that this patient hid Kapost s sarcoma The tumors
disappenred during the course of fitil pneumonia m 4 patient
described by Pringle (2801)  Temporary mmpros ement of the
cutaneous Jesions occurred during an attack of nfluenza m 2
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patient described by Galloway and MaeLeod (120)  Howeser
the womn reported by A Jamieson (169) did not improve
following two attachs of erysipels A 63 yeir old man re
ported by Louste ef ol (218) had alopean areata and
severe febrle disease dngnosed 1 descending polyneuntis
which was follow.ed by the rapid development of phques and
tumors which had histolagic changes “rmging from prdinary
mflammtion to mycosis fungoides

Highman (156¢) observed one patient for five or six years
and duting the Lt month of bfe W exanthem resembling
arenate tovie erythemy suggesung iovemi Apperaed The
remuns of these lesions appeared to be the stirting pomt of
new mycotic lestons which ulm wtely became volurmnous At
autopsy the viscery were 1o found to be niddled with tumors
Buschle ef al (53) deseribed a 50 year old woman who had
paralysis of the night side of the face and nght avrm  Bowser
ot al (42) reported 1 pitient who had pariplegit resultng
from n eprduril mcosis fungordes nodule m the vertebral
el

Dunng the tumor stige the pinent becomes wmeme nd
wisted wd develops woreva dyspepsit diurher msomni
and depression  The prunitus and itoxieation from secondary
wfection causes general exhustion nd death nnless mtercur
rent diserse such 1s pneumoma results w earhier expiration

5 Cutaneous Appendages Hax Loss of the hawr may
result from scratching It becomes thin and bnttle although o
generit alopeent seldom occurs  Generalized lopecia was
observed at the onsct of the disease by Lapiere (197a)
Ormsby and \ontgomery (2614} stated that varyng degrees
;’f ‘\Ii)pec“ hue been noted A 50 vear old woman reported
!);w “‘;in(( 3,?5( : I:\;‘d loss vi:‘E the scalp hur six months before
e esions on the body begn to spread He be
wor s alopecta to be 1 usual oconrrence A 26 year ald
v c::n x;m;i bt)h :}::;v.\nlmm {130) had a unnversal alopecia

evelopment of mycosis fungowdes and

the 83 year old man d,
~lopeen areata n described by Louste et al (218) also had
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nodular lestons were dignostic of clissical mycosis fungordes
The nodules were surmounted by papillomt ke elevations
The leonme facies was unusual, the authors beheved, wnd
resulted from the nodular infiltrations on the face which threw
the shin mto folds such as those present m leprosy

4. General Symptoms A daly fever of an eitreme and
debilitating degree m1y be present and simulite the Pel
Ebstein type of fever curve present in Hodghm's disewse  The
importance of fever as a symptom of mycosis fungoides wis
stressed by Lapiére (1974)  An intermittent fever, with rend
ngs suggestrve of malariy or septicemn, was present m the
patient reported by Post and Lincoln (277)

General symptoms which occurred in Poulsen’s (278) p1
tients were  weight loss and might sweats 1 some ctses
dharrhea m two, a * hemorrhgie condition” 1n one, and arternl
hemorrhage from an uleerated tumor i one case

A severe touc state was described by Winer (365 case 3)
m one patient which he attributed to the tendency of mycosis
fungmdes to “resolve atself and melt away © This phenomenon
also occurs m cases which assume neoplastic charactenstics
with 1nvolsement of mtermil organs and regional lvmph nodes
and m those having replicement of normal structure by neo-
plastic processes contuning numerous mitohic figures

Unusual manifestations due to mternil organ imohement
have been described  Hemplegi: was reported by Brand
wemer (44), epileptiform seizures by Prmgle (280b), hemo
philit by Quinquaud (284) and dullness and pleuntic fric-
tion probably caused by a pulmonary growth, was mentioned
by Sequewra (311b)

Disappearance of the tumors following mtercurrent disetse
s occurred m several pitients  Alibert’s (2b) patient had
regression of the tumors following erysipehis A sumlr case
was described by Bazin (17a) although Funk (117) was of
the opinion that this patient hid K post s s ircoma The tumors
disappeared during the course of fatal pnecumoma m a patient
described by Pringle (2801)  Temporary improsement of the
cutaneous lesions occurred during an attack of wfluenza n a
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the soft palate was reported by Corbett (66) who believed
mucous membrane mvohement to be rare n Mycosis
fungomdes

A 56 year old woman who had olvement of the tongue
was reported by Tolman (338) F P Me Carthy (223) stated
that Hlustrations of tongue lesions occurnng 1m Mycosis fung
oides appear n d 1 1 and oral med testbooks
He obsersed mouth Jesions wiuch were msed nodular and
95 by 30 cms m sze  u one patient, the dorsum of the
tongue was white suggesting a secondary leuhoplakic reaction
A patient having mycosis fungoides of the pharynx occurnng
simultancausly with scleroderma svas desertbed by Chendpan
(61)

Invohvement of the mucous mermbranes appears to be ex
tremely rare 1n the reported cases of mycosis fungoides It
our mnpression that these cases ate all instances of lympho-~
sarcoma

7 Loboratory Findings a  Prrorurrar Broop  ‘There 1s
no charactenstic blood picture any stage of mycosss fung
odes  Oceasionally there may be an anemia and the red
blood cell sed; rate {s d

In revievang the Lterature Howles and Connell (158) found
that penpheral blood changes ™Y or M1y not peehT 1D Mycoss
fungodes  Althoush the majonty of patents have no blood
bmormahty early m the disease some devclop these changes
tfer in the course of mycoss fungoxles  Poulsen (978) re
ported the lowest hemoglobin to be 75 per pent falla

1) L philia Although blond s
stant fetture a inding of more than 10 pm: cent :‘sos':::);hxcl?:s
siRgeste of mycons fungoles  The number of eosimophils
vanes greath muny reports ndieate no easmophuls while a
pitient reporied by Brunaver {$1a) had 70 per cent

Amang: the reported cases of mycosis fungoides which men
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Naws  No nul deformity results from mycosis fungoides
However the nuls become pohished s 1 result of rubbing 1nd
are occasionlly transversedy stpped  Garb (122b) was the
first to note blchish pigmented honzontal ptches at the junc
tion of the nul plites with the frec border of the nuls  How
cver, this patient hd recaned antimontals which ma have
cused this pigmentation

SWEATING A sweating ensis occurmng, With an evcerbt
tion of pruntus sometimes occurs according to Hallope w and
Jeanselme (145f) A patient who had absence of sweahing was
reported by Levin (2081)  In this ease st was not possible to
wdentify the sweat glnds hutologienlly lthough they hnd
been demonsteated s months previoush  He believed this
condition to be duc to rocntzenotherpy and not to mycosis
fungoides  Cannon (581) w1s of the opmion that the absence
of sweating was due to trophy from roentgenotheripy sinee
st had occurred 1n two of lus patients following this treatment

6 Mucous Membranes  Lesions of the mucous membranes
we extremely rare but may occur 1 mycosts fungoides
Wertheim and Smath (358) described 1 patient whose tonee
was bulky nd imdurited the gums swollen md the hard and
soft pilatcs mfbltrated md uleerited  Berggreen (27} m 1
study of 48 patients hning micosis fungmdes found three t0
hue mucous membrine mvohement White patches and
superficinl uleers affectmg the tongue buceal and pharynged
mucous membrines were desentbed by Hallopeau and Weil
(145m) A patient hwing stmilar lesions who was unable to
wgest sohd food becuse of pun of the bucetl ewity wnd
tongue was reported by Sequerry (311b) A pitient humg
progressne gngrene of the hard pilite was desenbed by
Hallopew md Jenseime (1431)  Brewhey s (47) panent had
deposits m the tongue tonsil and 1 the viscert Oral imolve
ment wns 1lso reported by Curtis ef al (73b)

The tonsils m1y be tumorous or diffusely hypertrophied A
tumor of the sunratonsillar fossa was reported by Hallopewn
nd Tenselme (1451) A woman who had difficulty 1n sw al
Towng hecuse of 1 small rounded tumor on the free edge of
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the reticuloendothiebial response 15 diffused and the mfiltrate
3 ' the Yympt The 4 m thewr
more | phie ymp! 4
case wis hased on the widespre1d 1ntense reticulosis marked
polymorphue celhular infiltrate clumpug, of endotheltal cells
and the presence of Pautriers abscesses  The numerous p?(),
o 1 phils and fewer P
was not charactenstie but the histologe fentures were typical
of mycosts fungotdes
2) \onocytosss  The perpheral bload monocytoss was be
heved by \ontgomery (245c) to be suggestive of a reticula
endothela} ongm of mycosss fungoides  andler (183) re
ported 1 patient having 27 per cent monocvtes  He did not
believe this finding to he uncommon since up to §0 per cent
monocytosis has been recorded
3} Lymplocytasns  Penpheral blood lymphocytosis may be
1 termmnal mamfestation of mycosis fungowdes A patient hav
ing 51 per cent lymphocytes i the penpheral blood was
described hy \Woringer and Renard {(371h)  The Iymohocyte
count & d and the eruption 1y d follow
mg, roentgenotheripy  Duverne et al (94) described a patient
who had a premycotic erythemn for which arsemic and
py were d A fatal agevy Y
developed followng treatment and could not be contralled by
massn ¢ doses of pemeillin
b Bose Mamnow  The bone murow changes m 11
panents having varions stages of mycosss Inngoides were re
posted by Lapure and De Weerdt (197d) who found the hone
marrow to have 1 reticuloendothelal reaction  The g
of reticuloendotheb il colls  monoblasts  lymphacvtes and
asma cels vanied from five to ten  In four cases they ex
ceeded 10 per cent whnle there were 20 per cent the Tughest
connt moneease Santoranm (302} described simlar Bndings
m four cases  Lamiére and De Weerdt reported hyperplasia of
the erythrocytes which they befieved were due to cutapeous
;Z::‘;‘:"exx“;i:x ’-‘T“’}S‘ of ":‘\ cosis fungavdes  One of ther
philic gmmdocﬂv: 51&1 oo of mtwrthan of peutro.
n merease of cosmophils in the sternal
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tioned peripheral blood eosmophils, we found the average m
adence to be from o to 9 per cent

Eovmophiha 15 a frequent occurrence m cutaneous dhse ses
assocrated with severe prunitus It oceurs 1 about 15 per cent
of Hodghin's disease patients and 15 frequently persistent 1n

TABIT VII
PrrienrraL Broon Fosinoruiia

( teerage)

Per Cent
Iipe Fosmophils
Classical 9 32
*D Emblee * 419
*“Frythroderma 6 40

pempligus and dermatitis herpetiformis  \Wintrobe (366)
stated that the degree of eosmophiha parallels the extent of
cutancous ol ement 1 any disease  However, the signif
cance of peripheral blood eosinophilia m any cutaneous disease
15 not hnown, according to Weidmn (352a) and Lews and
Cormia (210)

Cutancous granulomas having Ingh tissue eosmophilia and
reticuloendothehosis were designated by Weidman (352a) as
eosiophilic granuloma of the shin” which he subdivided mnto
idiopithie and symptomatic the latter denoting the new en-
tity  In the 1diopathic group, 1t 1s well known that there may
be a high tissue cosmophiha m Hodghm’s disese, and there
may be a ligh peripheral blood cosmmophilia i mycosis fung-
oides according to L McCarthy (224a)

Irgang and Ultmnn (163) described a 45 year old Negro
who had both tissue and penpheral blood eosmophiha  He
had a generalized, moderately pruntie, cutaneous eruption for
four years and 58 per cent peripheral blood eosinophilia - They
stated that either lymphoma or eosinophihic granuloma of the
shin should be constdered 1n patients having tissue eosnophuliy
with a reticuloendothelial reaction  The reticulosis 1s localized
and penivascular m eosmophthe granulomz of the shin wlile
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the reticuloendothelial response 1s diffusedd and the fltrate
more polymorphic n the wmphomis  The diagnosis 10 thewr
case ws based on the widesprend ntense reticulosis marked
polymorphue cellular infiltrate clumpiag of endothehal cells
and the presence of Pautner s abscesses  The numerous p(ily“
i | tuls and fewer ler P
w .xsrno\ chiractenistic but the hustologie fetures were typieal
af mycosis fungordes
) \onocytosis The peripheral blood monocytosis was be
Teved by Montgomery {243¢) Yo be suggeshve of 2 retieulo-
endotheflial ongn of mycoss fungoides  Kandler (183) re
ported a patient hiving 27 per cent monoevtes  He did not
believe fhus inding to be uncommon unce up to 60 per cent
monoeytosts has been recorded
3) Lymphocytosts  Penipheral blood lymphocy tosis may be
a terminal i3 of mycoms § des A patent hav
mg 51 per cent lymphocytes m the peripheral blood was
descnibed by Wormger and Renwed (371h)  The Iymphocyte
comnt d and the eruphion g 4 follow
ing toentgenotherapy  Duverne ef al (94) described a patient
w«ho had 1 premycotic erythema for which arseme and
were tered A fatal aprnul
developed folfowing treatment 1nd coul
massive doses of peneslhin
Bowt. \Mameow  The bone mamow changes m 11
batients having vanous stages of mycosis fungedes were re-
parted by Lapicre and De Weerdt (197d) who found the bone
marrow 1o have a rebedloendothell reaction The percentage
of reticufoendothelil cells  monohlsts lymphocytes and
plasma cells saned from fre to ten  In four cuses they ex
coeded 10 per cent while there were 20 fier cent the tghest
count mome exie Sntornmt {30%) deseribed simlar findings
:: c{n;n :h\svs tL'xpl;m n!’l: De Weerdt reported hyperplasia of
m“ml') mrxo (:[ ;‘l hich e\s c{ heheved were due to cutaneous
Daticnts cxhboied 3 it ity nosdes One of therr
philic granulocytes  An mnm;' 198 of mutoration of neatro-
e of cosimophils 1n the sternal

1d not be controlled by
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59  Mycoss fungodes (chmieal dignosis)  Bronchogeme car
cinoma found at autopsy

bone marrow with or without penpheral blood eosmophilua
was dsonoted  They had gbserved this disassocy ation between
blood 1nd sternil bone marrow i Hodghins disense  Their
conclusion was that the reticuloendothehal reaction of the
sternal bone marrow ws typical in mycosts fungoides lthoogh
this reiction w15 not consistent ind untl proved that it evsts
only 1 mycoss fungordes should not be considered specific
for this disewse  They also noted an mconstant eosmophilit
ar with blood cosmophiha an mhibition m the transformahon
of met1my elocy tes to neutrophilic leuhocytes and disturbances
m the mituration of red blood cells

A high proportion of reticuloendothelial system cells and a
few hishoeytes charactenistic of mycosis fungoides were pres
ent i s1¢ of the cases reported by Tzanck ef ol (342) How
ever Laptere and De Weerdt (197d) were unable to demon
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60 \iycosis fungoides (chincal diagnosis)

Bronchogenic car
amoma found at autopsy

strate these histiocytes 1 studying bone marrow smears 1 six
cases  They concluded thit 1) thev were unable to confirm
the presence of 4 reticulocndothelial rexction 2) there was a
shght increase m eosmophilia 3} nlthough present in some
cases the cosinophilta was not persistent 4) several cases
showed degeneratinve and at 1 lymphocytie cells and 5)
the changes obsen ed were not speaific for my cosis fungodes
According to the present consensus the bone marrow does

nct revenl a speaific preture of mycosts fungoides according to
Tiller wd Smonthy (335
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¢ Biocurwucal Exanvinarions  In studying the blood
protem levels of mycosis fungoides patients, Amorat et al (3)
found the albumm-globulin ratio to be farly high as a result of
hy peralbuminemia and hy poglobultnemi  Among the separate
globulin fractions, they found the gamma globulins to be 1
creased while the alpha and beta globulns were frequenth
dimimshed

d  BasaL Merasoric Rate  The patent reported by
Senear et al (310c) had a 35 plus basal metabolic rate  Lynch
(221) commented thit ths elevated metabolic rate 1s observed
frequently 1n leuhemii, sometimes as an early symptom

8. Allergy. According to Rosenthal (297), nppm\mmel\
80 per cent of mycosis fungoides patients hune a positne
tuberculin allergy reiwctton A more detuled discussion of
thus allergic aspect 1s included in Chapter IV

B The “Erythroderma” Form

This condition 1s sometimes described as the “homme rouge”
or femme rouge’ strge of mycoss fungowdes This so cilled
“erythroderm,” or diffuse form of mycosts fungodes was first
described by Hallopew and Besmer (145¢) The symptoms,
entirely different from those of classical mycosis fungoides
consist of an uncharactenstic, unnersil exfohatne dermatitis
occurring as the only mamfestation of the disease  This erup
tion 15 frequently preceded by pruritus, it develops rapidh on
previously normal shin and eventuates m tumor formation
However, we believe thit, histopathologrcally  these cases are
exther lymphocy tic leuhemia, Hodghm's disease, reticulum cell
hmphosircom or some other form of maligntney, and are
not mycosis fungoides

The erythroderma 1s associated with peeling of the shin and
vanes from bran like scales to large lamellar flakes according
to Poulsen (278) There 1s usually severe pruritus and thicken-
ine of the shin cusing form ihon of large folds resulting from
diffuse cutaneous infiltration which 1s particulrly marked on
the trunk (cutis laxa)  Because of the intense pruntus and
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underlying systemic pathology Iymphndenopathy 15 frequent
and the course 15 rapidly fatal
The lostons were described by Sequeira (311b) as red or
wiolet colored dry plagues which occasion 1lly develop imto fine
scales and primanly involve the flevures although umversal
myolvement may occur Trophic changes such as nlopeciy
of the affected areas and nail mvolement may occur when
cutancous edema and lymphadenopathy are present  Super
Besal ulcers and “white patchies” may occasionally mvolve the
hips and buceal mucos1  Nodules and tumors subsequently
develop but the characteristic tumors have not alw ys 1ppe wed
at the time of death 1n some enses
Although the “erythroderma” type mv precede the develop
ment of tumors by several years it Ty abo follow thewr 1p
pearince accordmg to Hallopew 1nd Besnler (143¢) Us
ually there 15 a gridual generahzation of the eruption and
there 15 normal skin between the cutwneous folds as well as
thickening of the shin which 1s comaident with the erythema
in some areas the eruption may be papulir it miy be pg
mented there may be a hair in the center of each papule or 1t
my be centrally depressed  They described the eruption s
always severely pruntic And marked seritching crusing ex
an hy result m lymphad ithy  The
enythroderma may improve leaving arets of pale shin - There
1s occisionally pallor 1n the awllary and mpple areas or tn
angular areas of normal shin may he present
Lapicre (1971} desenbed two forms of this “erythroderma”
type  The acutc form lwsting from three to five years eventu
ates 1n the chronic form 1n which cachexia develops  This
acute form consists of generalized pruritus  followed by
(‘r)lh(‘mn::ms sealng whach s at first superfiaal but Inter be
comes d resulting i lized erythroderma  The
Pruntus increnses in sevenity and 1 pumiry plaque deseribed
:cl::lcc\‘t‘:“m ll)n(w;l].\lion of Hallopew ™ my oceasionally
eeneratized :r)" r‘::l( erma dln the chrome form there 1s 2
Tresent T\\t‘r)s\i‘n " m‘-mi\ and 1ress of normal skin are seldom
s dark red to violet 1n color which becomes
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more mtense durmg peniods of cnses when pruntus sweat
g and chulls occur, 1s well s fever, Jsting for severil hours
which my appear several imes duly for 1+ number of dys
The fever then subsides the disese becomes mictive and
abundant Inminted desquamation occurs

In certun nreas the cutancous nodules may be prlpable a
factor which Wickham (361) considered pathognomonic of
the diseise  The cutincous folds and ndges cwsed by the
wnfiltritron are not present i other erythrodermas iccording
to Besmer (317) and Brocq (481)

The charactenistic picture of ficial myol ement consists of
large almost leonme features ind occasionally a4 “drw n” look
resuling 1n 1 mask like pperance  An cctropion appev
ance m1y result from retriction of the evelids and the con
junctinae may be mjected  The sealp and body hur myy dis
appear almost completely while the remaming hur 18 broken
and brittle  The palms 1nd soles are hyperheratotic Scratch
g results 1 ulceration and secondary mnfection although no
visible scratch marks are appwent  Superfieinl Iymphadenop-
athy occurs m the termmal stage of the disense and tumors
may appear  Although the absence of pruritus appeus to be
rare m this form of the disexse Rosenthal (297) described 1
patient who did not hwe prurnitus

A 48 yeur old woman who hid 1 initial erythroderma and
well defined atrophic evolution mn some cutineous areas Was
described by Watrm (350) A 66 year old man who presented
1 nonprunitic  genertlized premycotic erythroderm which
tended to become itrophic and form nodules 1t the onset w3s
reported by Gougerot ind Blum (139b)

A patient having  lymphndenotic ery throdermin (duffuse
Iymphadenos:s of the shin) wis described by Amdt (61 )
Histologically the mfiltration which was purely Iymphocytic
ivolved the middle and lower dermis  Encept for dilated
blood v essels and edem of the papillary portion of the conum
these reas appeared to be normal

The lustologic picture may vary according to the specific
disease present  Changes found m Hodghuins disease lympho
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eytic leuhemin or lymphosarcoma may be present  Howerer a
few general obserations concermng this condition would n
clude the following  Chinges of a aif
fuse more or less crcumsenbed infiltrihion may be found in
the upper layers of the dermss papiilie and subpapiliy por
tion of the corum  The blood \essels are dilated and the cellu
Tar mfl 15 ph proliferated con
nective tissue cells mAS! cc\ls and p\gment cells while plasma
cells are not present

Panents having the charactenstic symptoms of this conds
tion have also been described by Buber (14) Dawvis (76)
Finnerud (1052) Howard Fov {112¢) Tilbury Fox (113)
Graham Lattle (140} Hughes (161) Kogo; (188) Mac Kay
and Boyd (227) Olwer (239b) Sibley (316) and Wise (368e)

C  Tumor “D Emblee” Type

This form of the disease which we believe to be lympho
sarcom rather than mvcons fungoides was first deseribed by
Yudal and Brocq (348c)  Among 40 case reports having ade
quate data we found 33 patients were men and seven were

TABLL VIIL

Stres oF Inyorvesent oF Mvcosis Funcomes D Ewsies

Aumber Total
Se of Cases Cates
Head
Face "
Sealp ?
Trunk 5
Chest >
Gron 1
Audlary fold 1
Abdomen 1
Back predominantly scapular area [ 6
Fxtremtes 1
Upper 7
Lower

B wacke s
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women The average age of the men was 60 years and 62 vears
m women The youngest men, both 32 years of age, were re-
ported by Iclaramunt (163) and Audry (10) The oldest man
83 ycars of age, was deseribed by Wills (363b)  The women
were from 36 to 66 ycars of age  However, three very young
pitients hnve been reported  An cight month old gl who
developed tumors “d’emblee” during the first few dus of lfe
was described by Serra ef al (313). A 12 year old gul who
had pairaplegia due to a tumor n the dorsolumbar region, n
volumg the spme, was reported by Decrop et al (78b), and
Serent's (312) patient was a 16 year old gl who died two and
one-half years after she developed the ‘d'emblee” form

Sites of Involtement. The areas of insolvement, n order of
frequency, appear to be the extremties, head, back and trunk

Trauma. Some degrec of trauma has frequently been de-
scribed m the “d’emblee” form  The dey elopment of this con
dition follow g an nsect bite was reported by Livingood and
Scully (214a) A 39 year old mn who was bitten hy an msect
on the dorsal surface of the right forearm was descrihed bt
Eller and Remn (95b)  This area, which was mtensely pruntic
was scratched contmualls and became inflammed and edema-
tous within 2 few davs & crenmscribed, indurated, puinful
7 by 6 cm tumor, then appeared n this area and was con
sidered to be a “carbuncle ™ The lesion was mncised but con
tamed no pus and the tumor was then removed three weeks
Iater Histolomic exammation revealed a chrome, suppuratn€
mflimmatory reaction and infiltration of the cohs and subcuts
with polymorphonuclear leuhocytes and round cells Three
weeks later a nonpruntic eruption appeared on the face and
became generalized within two diys  There were numerous,
bright red, soft, 5 by 15 mm papules and nodules i olving the
face and neck and a 9 by 11 em ulcerated, granulomatous
lesion, which extended down to the muscle my olving the nght
forearm It was stated, however, that the msect bite may have
been comeidental to the development of the “d’emblee” tumor

Among the many reports of the “d'emblee” form following
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inpry were two eases described by Frser (114b)  The first
patient (case 1) was 158 year old woman who hinad jured her
leg six or seven years previously  The leg became edematous
one month after this mjury and numerous brown macules and
small nodules appeired on varous cutineous surfaces of the
body These lesions disappeared and recurred dunng the fol
lowing tw o years when they began to increase i size and some
uleerated  Histologic studies of the cutaneous tumors tonsils
mesentery omentum kidney capsules and mesentenc and
bronchial lymph nodes at autopsy all revealed typical lympho
sicoma  The second patient {c1se 3) 142 year old man had
injured Tus wrist seven years previowsly  During the succeed
ng vears this sime et hid been mjured repeatedly and the
shin became rough scaly and muhedly pruntic A 2 em
warty growth ransed 5 mms above the surfice of the skin
then developed above the volir aspect of the left wnist  Histo
logic examinition was suggeshive of mycosis fungoides but
exammation of the entire lesion revealed lymphosarcoma

The patient deseribed by Crocker (711) had received a knee
injuty which resulted 1n prolonged suppuration of the head of
the tibia He then develaped lesions of mycosis fungoides on
the scalp and upper chest  Mc Val et al (223) reported a
43 year old mn who recerved a bruse m the nght temporal
region which continued to wereise 1 size  Several weeks
later tumors appered at the vertex of the scalp and over the
parictal bone  Eventually the entire hody became mvolved
with tumors and he died A 48 year old man who had recen ed
along deep scalp wound w1 presented by Sequeira {311b)
A nodule which grew to walnut™ size during the next 13
months soon appeared at the site of injury  One year later
the entire scalp was covered with tumors  There was an 8 by
105 s granulating tumor at the vertex of the scalp and var

ous sized uleeriting, fungating tumors imvolved the chest and
hack. There had been no evidence of 1 premycotic eruption
n this cse

Raecke (292) desenbed o 53 year old man who had injured
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women The average age of the men w.as 60 y ears and 62 years
mwomen The youngest men, both 32 years of age, werere
ported by Iclaramunt (163) and Audry (10)  The oldest man
83 vears of age, was described by Wills (363b)  The women
were from 56 to 66 vears of age  However, three very yount
pattents hwe been reported  An eight month old girl who
developed tumors “d emblee” during the first few duys of e
was deseribed by Serra ef al (313) A 12 year old gul who
had paraplegia due to a tumor 1n the dorsolumbar region 1
vohung the spine, was reported by Decrop et al (76b) and
Serent’s (312) patient was a 16 vear old girl who died twoand
one hf years after she des eloped the “d’emblee” form

Sites of Involtement The arcas of i olvement 1 order of
frequency, appear to be the extrenuties hexd, back and truoh

Trauma Some degree of trauma his frequently been de-
scribed n the *d’emblee” form  The des elopment of this con
dition follow g an mnsect bite was reported by Lavingood and
Sculls (2141) A 39 year old mn who was bitten by an msect
on the dorsil surface of the night forearm was described by
Eller and Rem (98b) This wer which was mtensely pranti€
w1 scratched contmunlly and becime wfl immed and edema
tous within a few diys A arcumsersbed mdurated, punful
7 by 6 em tumor, then appeared m this are1 and was con
sidered to be a “carbuncle  The lesion was mesed but con
tuned no pus and the tumor w1s then removed three weeks
Iiter IMistolomie exammtion revealed a chrome, suppurtin®
inflammatory reaction nd mfilirition of the cutis and subcubis
with polvmorphonuclear leukoeytes and round cells Three
weeks later 1 nonpruntic eruption appeired on the face and
became generalized within two dus  There were numerous
bright red soft 5by 15 mm papules and nodules iy ohmg the
face and nech and a 9 by 11 em ulcerated granulomitous
lesion, which extended down to the muscle, mv olving the nght
forearm It was stated however that the isect Dite may have
been comncrdental to the development of the “d emblee’ tumor

Among the many reports of the ‘d emblee” form following
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apdly " As early as 1900 Brocq (4%2) stated that this
“d emblee” type is closcly related to tymphosarcoma of the shin

Eosinophibia 15 wsually present m this form of the disease
winch has no premonttory signs or symptoms Pruntus usually
occurs and ane or sever 1l tumors des elop on apparently normal
sun Poulsen (278) helieved that these primary” tumors were
more stable and creumseribed and tended to ulcerate 1 con
trast 10 the my cobic tumors which appear 1n the terminl stages
of classical mycosis fungodes A smgle tumor miy be the
sole mamfestation of the “d emblee” type for many years or
occasionally thronghout life

However snce these cases described as mycosis fungordes
“demblee” are actually a locahzed form of lymp
they should be so designated and not be mcluded with my cosis
fungordes an opinion shared by Fraser (114b) ‘Montgomery
(215c) and Olver (2591) Al six cises of the “demblee”
form studied by Fuhs (118) proved te have the lustologic
structure of lymphosarcoma and Favre (102) stated that all
cses of this type which he had studied showed a lymphosarco
matous structure

Andrews {4) desenbed a 74 yoir old man who developed a

75 cm cutancous lesion in the lower left abdominal quadrant
This lesion healed letely foll

amne years later a prurl
P 6§

14 py but
tic eruption consisting of erythematous
d patches ap d on the legs and
thighs  An 80 year old man seported by Dore (86a) first
deseloped 1 “carbuncle” shich was followed by 2 cutaneous
eruphion imolvng the trunk nd extremibies  This eruption
had been present for ane year ind Dore beheved the ongml
fesion was 4 my cotic tumor preceding the cutaneous lesions A
4 year old man wha developed tumors prior to the Ppremy cotic
cruption was desenbed by Dubrewlh (90 He figst developed
a small crusted cutmeous plaque on the eyehd and three
months Iater o weeping crusted, pruntic eruptidn appeared
i the axilla nose and upper ip  Bennett (23) reported a 59
v old ma wha had injured Ins log five years previously
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the bickof lusherd A plum sized swelling occurred wheh
gridunlly beeime firm elstic and I id red 1 color and caused
lopecia an this area  This lesion which mereased to “palm”
s1ize w1s depressed n the center ind covered with brown
sciles but did not ulcerate The mucous membrmes were
lso imvolved and uleerating tumors were present on the hard
pltte  Autopsy disclosed lesions m the dura mater hdney
wdrenal glinds ind retroperitonel Iy mph nodes which showed
the same histologie structure s the scalp tumors
Chntcal Features  The charctenstic features of the
demblce form were described by Vidal and Brocq (346c) in
1885 They stited The lesions 1re much more circumseribed,
do not have the charactensties of the precedmg types never
e generihized »f they are multiple form sometimes one of
more tumors wlich are well defined and of 1 fixed charicter
One does not obsers e the premy cotic or mfltritn e stage  This
form 1s 1 much more grave type nd cases end fatally very

demblee proved to be Iympl osarcom?

61 \lycosis fungordes
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64 Macoss fin goides demblee proved to be lvmphosarcoma
65 Muooss fungoides demblee proved to be Ivmphosarcoma

Athougls tlus lesion hcaled well a raised red lesion appeared
atth ¢ same st six months hater - Erythematous lesions having
shet tlv rancd borders ind atrophie centers subsequently yp
pered id tere was o frge fungiting necrotic ulcer on the

titdash  Crabam Lattle (140) and Wetssenbach et al (355)
hnd desctibed stmlar cases
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Micosis fungordes demblee  proved to be lvmphosircomt
\Mycosis fungordes damblce  proved to be Ismphosircom
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61 \fycasis fungos les demblee proved to be lvmphosarcoma
6> “\lic s fungo des demblee” praved to be lvmphosarcoma

Although this lesion hiealed well a rused red lesion appeared

ut the samc site six months later  Erythematous lesions having

stattly rused Lorders nd atropliuc centers subsequently ap
peved ind there was a hirge fungting necrotic uleer on the

Lfttugh  Criham Lattle (140) and Weissenbach et al (353)
hue desenibed similar cases
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“Mycosis fungoides demblee proved to be lvmphosarcoma
“Mycosts fungoides demblee proved to be 1y mphos wcom?
(Bluefarb and Schwartz  Arch Dermat Feb 1936)

66
67
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There are repotts of an unusunl type of the tumor “d ‘emblee"
form in which there was a ¢ and rapid d t
of multiple mfltrated plagues that soon dev eloped 1nfo tumors
which became more numerous than the infiltrated lesions
Thus wneommon type was described by Cornbleet (67a) ma 74
year old man who had no premycotic Jesions or praritus  He
first developed mushrooming tumors on the night wrist and
postersar Yrur Yine and scveral virous sized sharply outhned
mfiltrated plaques with begnning tumor development  ap
peared near the sclp lesion and on the left ear lobe

The appearance of a solitary twmor which mcreases 1n size
and becomes ulcerated appears to be the most frequent
“demblee” form desenbed  Simlar tumors usually appear
some weeks or months after the ongmil lesion  The following
case 15 dlustratin € of this form

Case Report  (See Hlustration 42 ) A 44 year old woman
Grst developed a cutaneous lesion on the left flank which 1n
crewsed to 10 by 18 ems i size dunng the followmg eight
months A tumor then developed on the nght flank and a
satellife lesion appeared on the left flank  These nonpruntic
ksions were ervthematous nodular and tended to ulcerate
In some areas the border of the lesion was serpyginous and
some lesions tended to heal spontaneausty

Hallopean and Leredde (1433} desenbed the primary or
mtial lesion of mycosis fungoides as the chancre of the
disease comparable to the prnmary lesion of syphilis” A 32
veur ofd man who had des cloped a small tumer on the back six
months previously was desenibed by Audry (10)  The tumor
was exaised and there had been no recurrence nearly four years
lattr The “chanere” of mycosts fungoides 1s usnally a discrete
lesion but surgical exaiston 15 not always curatne A patient
deseribed by Dore (86b) had exersion of the pamary lesion
but mycosis fungordes occurred 20 years later  Bamber (13)
reported a 66 vear old woman who Brst dey eloped a *lump” on

the buttock which was exaised  Ten years Later 4 Jarger round
o b vamen ko, wrvemed wdyaeent to Yne scar trom the
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66  Mycosis fungoides demblee proved to be Iy mphosarcom1
67  Mycosis fungoides demblee proved to be I\mpllos’\rmmT
(Bluefarb and Schwartz Arch Dermat Feb 1936)
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36 yoir old mm who first deseloped 2 “bost like lesion in the
Iit grom six or eight weeks previgusly  Tlns leston grew to
“plum” s1z¢ and was followed by 1 generalized cutaneous erup
tion consisting of nearly cweuhr tumors  Another patient
(216 cvse 2) a17 year old hoy had a cutaneous nadule over
the upper end of the sterhum of one months duration  This
leston was at first pink 1t color but one week later the color
deepened and the size mereased At thiy time similar non
pruntic pamless nodules begm to develop on ll areas of the
body except the sealp arms and soles and underwent the
same chinges 1s the onggnal sternal tumor  The lesions were
most numerous on the chest and lower abdomen with a few on
the legs nd he showed mirhed dysprier A 63 yeur old man
who had 1 4 ems rased ulcerited lesion 1t the base of the
nglt thumb of three manths duration was reported by Cipol
{ira (B4} Tlus lesion dhsappenrcd follow ing roentgenotherapy
but sely enyth and infl d patches developed n
1unious areas pirhicularly on the bands forewrms feet 1nd Jegs
foe weeks Lter  Pnce (279} presented a 39 vear old man
who had pamful erythemtons fluctnating edemn of the dorsal
surface of the nght forewrm for two months  The lesion was
considered to be a “carbuncle” but ncimon revealed 1t to he
i rone Thus wonad ulecrated and + gent rlized erythematous
cruption: consisting, of “split pea to “walnut” sized nodules de
stloped  Hustologac studies of these nodules wnd the onginal
tamor rivcaled lymphoswecoma A sl case 1n which the
fesions were localized to one foot Was desenbed by Senew
¢3101) and fllope w wd Dawnille (145¢) reported a patient
with cutancous tumors i olng only the face 1nd ews Hallo
peat ind Roch' s (1451) patient had tumor formation myely
0, aimost the entite fae and to some extent the scalp
dition to an eczemtoid dermatitis of one and  Three pahents
who had cutineons iy olsement hnnted! to the legs as well s
atvpiead mamfestitions of the dise e wore reported by Olwer
21 A 63 vear ofd man deseptved by Brochet (49) first
devel e 1 subestinemts nodule on the Tp followed by sim
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previous leston, appeared A woman, described by Evans ef al
(99), developed mirked enlargement of both breists which
were of a “doughy ™ consistency  The shin of the nght breast
appeared to have “diffuse careinom itous iny ol ement” and was
of an orange red color A 56 year old womm reported b
Pautrier and Wornger (265g), developed the prnn lesion
on the chin and Iclaramunt (163) desenibed a 32 e oldmm
who had a sohtary tumor on the chest which had been present
for six months

A 38 vear old man who had no evidence of a pruntic derma
tatrs prior to the development of a “pea’ sized, blush nodule on
the back, was described by Wile (362a)  Ths lesion, present
for 14 months, had grown rapdh and scieral smaller lesions
appeared 1n the surrounding cutancous arcas  Sweitzer {330
described & 69 year old man who had several pamless v
cutaneous nodules on the antertor surface of the left thigh
which had been present for one vear A 60 year old pitient
reported by Bas ef al (16), had deseloped a nndular lesion
m the nght palin two vears previously  The lesions then be
came generalized and ulceration of the nght tonsi) occurred
However, listologic esammation of the lesions reveile

Quero (282) desenbed a Netro who hd
L, trunk and

even

Jeerated

Ivmphosarcoma
numerous fungoid tumors of the scalp face, nec
evtremities, which had begun as a tumor “d emblee” s
vears before A 72 vear old mwn who first des eloped an uleer
ated tumor of the night thigh was reported In Bouvier ct @
(42) This tumor regressed spontaneoush but another deep
hvpodermic tumor developed at the border of this tumor and
still another, having a fungosd center, appeared later Small
discrete, nonmfiltrated, nonpruritic, parakeratotic plques ap
peared around the umbihical plque and evolved into tumors
withm a few days time  Radiculitrs of the dorsal are and 2
flacerd paraplegia occurred before death At autopsy, 4V
extradural tumor, which compressed the bone marros, was
found ta have similar ustologre charactenstics to the cutane-
ous tumor on the thigh  Portnov (276  case 1) described A
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shw 1o aght of 10 cases m winch wtopsy was pusformed

Qceastonally viseeral Istons re detected durng Wi A
thourh they rarely cause symptoms there my be albumnuna
abstructive undice {as described by Goldsmith  1361), dis
comfrt xewftng, from hepatomegaily or splenomegaly os
tamors of the mouth which interfere with digestion and speech
floweser, these are ¢ e el complications

These conclusions however we munly true for the “eryth
toderma” wnd  demblee” forms  This wwvolvement 15 not

cammon although it mas pccur i clssienl { Alibert) mycosis
fungmdes

65 Nodules 1} roughout the lungs

,nj“’xf' '{";X" Aodes  Lymphadenopathy 1s reported to oceur
Yrmph nodcsm{r Cl‘ﬂnt of all cases of mycosss fupgesdes  The
with a nﬂrm.x)‘l e & elastic wmdolent and freels movable
oth thenms 1 o o

ey mm;‘““"’ that have been ardhanced regarding this Jymph
P ement.are robably correct  The first attnbutes the
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lar nodules mvolving the hip and achulles tendon of the nght
leg  Sumilar cases have been reported by Besmer and Hallo
peau (31b), Kreibich (191), Matherbe (230), ODonovan
(256a) and Strobel and Hazen (326)

D. Internal Organ Involvement

All cases having mternal organ involvement reported up to
1909 were reviened by Paltauf (265b) He concluded that
mternal organ myolvement 15 rare and this view 1s concurred
by others, mcluding Ormsby et al (26lc), Montgomery
(245a), Mac Leod (229) and Unna (344) However, Liecht
(211) collected 22 authentic cases of internal organ mohe-
ment which were reported from 1895 to 1927, and added tvo
additional cases He concluded that Paltauf's dictum was
erroncous  Tlis agam proves that a difference of opimon 13
due to the fact that no distinction was made between the 110
ous types of the discase  Taber (101) reported a cse of m
ternal organ 1 ol ement without cutaneous lesions

Among 42 cases reported between 1928 and 1938, Berman
(29) found 18 hsted complete autopsy findings  OF thest, 16
patients had mternal organ mvol ement, while 1n one case this
mvolyement was not detcrmned and m another it was 1ot
given He found the spleen, Iner and lungs to be the orgns
most frequently involhed, while there was mtestmil mob e
ment 1 five, and adrenal gland mvohement m four c5¢
Berm in concluded tht mternal organ mvoly ement 15 the ru‘;‘
rather than the exception, and the prevailling optmon that such
m olvement 15 rare 1s based upon mcomplete ev idence

Visceral manifestations are usually described in the “ery thro
derma’ and “d’emblee” cases which come ta autopsy  The shin
and Iymph nodes are most often mvols ed, with the Tungs, l;“'f
and spleen next m frequencs  There 15 less frequent 1m0 he
ment of the mtestines, adrenal glands, testes and nerous 513
tem, while mvaliement of the tonsils, pancreas, ludnC\’SI
pharyny, parotid gland and heart 1s rare  Curlis ot }“e
(73b) found mnoliement of structures other thwm th
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skin in aght of 10 cases 1 winch autopsy was pcrformed

Occasionlly visceral lesions are detected duning hfe Al
though they rarely cause symptoms, there may be albuminurna,
obstructive jaundice (as described by Goldsmuth  1362), dis
comfort resultmg from hep. ly or spk Ly, or
tumors of the mouth which interfere with digestion and speech
However, these are rare clincal comphications

These conclusions, hawerer, are mamnly true for the  eryth
roderma” and “demblee’ forms This imvolvement 1s not
common, athough 1t may oceur 1n clissical (Alihert) mveosis
fangoides

68 Nodules throughout the lungs

L. Lymph Nodes,
m about 50 per cent
lymph nodes are fip
with a normal oy erly

Bath theones thay h,
node inyoh ement are

Lymphadenopathy 15 reported to oceur
of all cases of mycosis fungoides  The
m, elustic, indolent, and freelv movable
mg san

ave been advanced regarding this lymph
probably correct  The frst attributes the
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Inr nodules v olving the hup ind achilles tendon of the nglt
leg  Stmular eases hive heen reported by Besnier nd Hallo
peau (31b) Kreibich (191) Malherbe (230) O Donovan
(2561) d Strobel and Hazen (326)

D Intern1l Organ Imvolyement

All eases having internal organ involvement reported up to
1909 were reviewed by Paltwf (265b) He concluded that
mternal organ mvolvement 15 rare and this view 15 concurred
by others mcluding Ormsby et al (26lc) Montgomery
(2451) \Mac Leod (229) and Unmr (344) However Liecht
(211) collected 22 authentic cases of mnternal organ mvohe
ment which were reported from 1895 to 1927 and added two
additional eases  He concluded that Paltwfs dictum was
erroneous  This ygun proves that 4 difference of opmion 15
due to the fact that no distinction w 15 made between theran
ous types of the disexse  Faber (101) reported 1 case of m
ternal organ mvolvement without cutaneous lesions

Among 42 cses reported between 1928 and 1938 Berman
(29) found 18 hsted complete wtopsy findings  Of these 16
patients had mternal organ involvement while m one cise this
involvement was not determmed and in another it w1s not
given  He found the spleen Iner and lungs to be the orgs
most frequently msolved while there w1s mtestinal mobe
ment 1 five nd wrent ghind molement m four c1ses
Berm n concluded that internal org n iy ol ement 15 the rule
rither than the exception ind the pres uling opmon that such
mvolvement 15 rire 1s bised upon meomplete evidence

1 seer 1l mantfestations are usually described m the erythro
dermt nd demblee cies which come to wtopsy  The skin
wnd Iymph nodes e most often involved with the fungs Inver
and spleen next m frequency  There 1s less frequent mvolve
ment of the mtestmes adrenal glinds testes ind nersous 53§
tem while mvolvement of the tonsils pancreis kidneys
pharyny pirotid glind and heart 15 rwe Curtis et al
(73b) found mvoliement of structures other than the
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changes are churactenstic m tht apices remain Ire¢ n{\ "
end markedly different than the picture seen n tuberculosis
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h1  Idar stredbings m the lungs (Blurfarb and Steinberg, Ann
Int \fed Feb 1932}

Dituled rocntgenologic chinges i mycoss fungodes were
ft desenbed by Ruzmitsky {3923 who rermed them “spechied
strealings”™ or “imp! ed streshings  He ceposted 1 patient who
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regional Iymphadenopathy to a simple hyperplasit resulting
from secondary entancous changes and the secand theory holds
that the lymphadenopithy 15 independent of secondary cu
tancous changes and should be interpreted as my coss fungordes
of the lymph nodes

Numerous cases having Iymph node s oh ement have been
desenbed  One patient, reported by Paltauf and Zumbusch
(265¢ case 1) had ingminal and avillary Iy mphadenopathy and
another (case 2) had cervical, bronchinl, retropentonel and
mesenteric Jymphadenopithy as well as myolement of the
nodes of the lulus of the hver and the spleen  Eght of Berg-
green’s (27) 48 patients had lymph node 1 olvement  Other
cases having this 1 ok ement were deseribed by Bluefarb and
Steinberg (35f), Breaky (47), Godel (131), Hallopew and
Jeanselme (145h), H (152), Mac Kay and Boyd
(227), Pautnier et al (268f), Post and Lincoln (277), Swmeh
and Feuereisen (300), Wertheim and Sruth (338), Zrhon and
Falkenstem (372) and Zinck (375)

2. Lungs The first report of lung ol ement 1 mjcosis
fungordes was that of Breakey (47) m 1902 Werth (357)
found that 31 cases of myvcosis fungordes, m which chest
roentgenogram findings were deseribed, were reparted up to
1940 The majonty of these reports indicated merely “streak
ng” of accentuated hilar markings were present He de
sertbed two addition patrents i whom roentgenograms e
vealed enlargement of the hilar shadows with hnpear and
spotty shadows estending from these regions into the hungs
Reexamination, one year later revealed accentuation of these
signs 1 both cases  Because the picture resembled Boeck’s
sarcoid, tumor material was 1pjected into gumea pros and
rabbats, but all results were negatne  Werth summanzed the
typical roentgenogram findings 1 mycosis fungordes as fol
lows “The lesions begin with hular enlargement, wluch 1s not
charactenistic, followed by spreading of the affection along the
blood vessels, and mamfested roentgenologically by eresed
streakmgs  Later tumorous cltinges occur smll nodules ap
pear along the vessels and bronchi sa that the picture resembles
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umoma or Jymphangitis cwcinomatose  These
m tht apices remun free until the
a tuberculosis

ronchopnet
hanges are characterisuc
nd, mathedly different than the picture seen u

€9 Tlar “streikings m the lungs (Bluel d Stewberg Ann
s (Bl
(Blue L\x)b and Stewb A

Dy
ﬁmi;:;‘;lh:;‘ ;"?;““‘“E-"U changes 1 mycosis fungoides were
streahings” by huzmtsly (192) who termed them speckled
5™ or “implied streakings 7 He reported a patient who
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evidenced no clinical lang un olvement but rocntgenogram re-
svealed changes similar to those which ocenr in Boeck’s sarcoid
Two other patients had marked Jung mvohement In these
cases, there was a shadow over the Jung area and there was
accentuation of the bronclual tube shadows  The aprces were
clear and there was no evidence of mflammatory change The
von Puquet test was negative  Gredfenstein’s (142) report
represents the most complete description of roentgenogram
findings published up to 1937 s case was the first pubish-d
with roentgenograms and the changes were desenbed as
“Many almost round coassely spechled shadows,” and these
findings were canfirmed at autopsy  Two patients who had
extensne visceral mohement were desenbed m g detaled
report by Paltauf and Zumbusch (285¢)  Myeoss { meades
tumors were present in the lungs m both patients Koraes
(190) described an 18 year old gul who deseloped mycosi
fungoides at 11 vears of age  In additron to severe cntancous
ol ement, there were typscal lesions m both lugs - Thoe
leslons were present on roentgenograms fve manths hefore
death and the dragnosis was confirmed at autopsy
Among 48 cases of mycoss tungordes, Baggreen (20
two having plewal mohement and twe with Jung mohe
ment .\ pattent who had mycosts tungordes sath metastases
as polymorphous cell sucoma and lung unolvement, was 1o
ported by Hemumungson (152)  Arzts (7h) pitient prt‘smﬂi’d
pulmonary mamtestations on roentgenograns winch wese 1
terpreted as mveosss fungodes nodules A 17 year old boy
wha developed a cataneous nadule over the upper part of the
sternum one month previously, was reported by Portnoy (276)
This lesion was at fitst prk m color but one week later the
calor deepened and 1t mereased m size  Sumlar Jesions which
underwent the same changes, appeared over the entire bods
except for the arms, scalp and soles  Vasses which were
demonstrated m the lungs were presumed to be secondary
deposits The disease, m this case, ran a raprdly fatal course
How les and Conuell's (158) patient had diffusely distrbuted
nodules on the surfaces of both lung lobes  The larger nodules,

found
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4 ¢ms 10 dwmeter were deep red 1n color vasenlar 1;1(1 ;/u)’
inable Histologic e ximination at wtopsy rucaledlledll‘n[.,
and cutaneous lesions to have wdentical structure  The no! udar
formation which invaded the lungs did not cause complete de
struction of the alveolar wall such as that usually present ‘:n
mahgnant growths but apperred to infiltrate wnd widen the
mteralvenlar spaces  tutopsy on Godels (131) patient A

~

-

Histologeal evidence of mveoss fungoides of the lungs (Blye
farb and Stemberg, Ann Int Med Feb 1952)

39 yerr old man revealed myeot

tic lesions 1n the lungs pleura
mediastmum tricheal mucost

epicudium soft palate skeleta]
museles and fymph nodes Paltwf wnd Scherber {263d) de

senibed mycotie mfiltriton of the Jung, heirt walls of the
stomach and uterus md nght oculomotor tngeminal and
femorlnerves i 1topsy examination of 1 30 \ ear old woman
Pulnoniry innolvement was also descrihed by Curtss et af
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evidenced no chmeal lung mw alvement but roentgenogram re.
vealed changes similar to those which nccur in BaecNs sarcoud
Two ather patients had marked lung umnolvement  In these
cases there was a shadow over the lung area and there sas
accentuation of the hronchial tube shadows The apiees were
clear and there was no evtdence of inflimmator change The
von Pirquet test was negatne  Gredensten’s {142) report
represents the most complete description of roentgenogram
findings published up to 1937 Hus case was the first published
with roentgenograms and the changes were desembed a5
“Many almost round coarsely spechled shadows,” and th s
fincings were confirmed at autopsy  Two patients who had
extensive visceral mvolvement were deseribed m a detatled
report by Paltauf and Zumbuseh (265¢) \lvcosms {ingodes
tumors were present m the Iungs m Dbnth patients Kovics
(190} deseribed an 18 vear old airl who developed mncosts
fungowdes at 11 vears of age  In addihon to severe cutaneous
Imolement, there were tumeal lesions m both s These
lestons were prescat on roentgienograms five montls befose
death and the dagnosis was confirmed at autopsy

Among 45 cases of my cosis tungodes, Berggreen (27) found
two having pleural imvoh anent and two with lung mohe
ment A patient who had mycosts fungordes with metistases
as polymorphous cell sarcomt and g ol ement, was re-
ported by Henyninason (152)  Arzts (Th) pitient presuﬂed
pu[mmmr\ mmifestations on roentgenograms which were m
terpreted as mycosss fungoides nodules A 17 vear old boy
who developed a cutaneous nodule over the upper part of the
sternum oue month previously was reported by Portnoy (276}
Thus leston was at first piok 1w color but one weck later the
color deepened and 1t increased 1 size  Sumlar Iesions, which
underwent the same changes, appeared over the entire body
except for the arms, scalp and soles  \lasses which were
demonstrated n the lungs were presumed to be secondan
deposits  The disease, 1n tlns case, ran a rapidh fatal course

Howles and Connell s (158) patient had diffusels distributed
nodules on the surfaces of both lung lobes  The lireer nodules,
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(73h) Coccharmum nd  Montgomery  (132)  Coldsmith
(136b) M Ry wind Boyd (227) Post wd 1 incoln {277}
Winer (363) wnd Zinck (375)

Romm (295) described @ pitient m whom Tustologiel ex
amuntion of the lung nodulcs revealed the méltrite to leso
dense that the Jung structure w1s not recogmzble  This case
1s siular to one described by Bluefarb wnd Stemberg (38f
e1se 3) who review ed the pulmon iry mumfesttions of mycosts
fungoides nd deseribed four patients hwang this im ol ement
Ther first patient 2 54 vear old mwn Ind cuteous lestons
for four or fve vaurs  One week before doth he developed
progressne generilized jundice cervical ind wallary lymph
wdenopathy appeared diffuse subcut ineous hemorrhages most
marked on the wms wd fore wms occurred nd the seilp wd
evebrow hur almost completely disippewed  Roentgenogrim
of the chest rexcaled bihter - soft nodular infiltrates compat
ble with specific pulmonary mfiltrites  \utopsy reverled my
cosis fungordes primary m the shin with i olvement of the
Iungs Incr testes stomach ind bhdder mucosy spleen p
crets and bone muwrow  The second prtient 1 58 vewr old
mw hid 2 cutncous eruption of 13 months duration
Roentgenogram of the chest revealed pulmonary mfiltration
Autopsy disclosed gencralized myveosis fungordes of the shin
Iner lung drenal glind and Ivmph nodes s well as multiple
bemign polyposis of the descending colon and adenocremom?
of the descending colon  The third patient 151 vear old mn
had devcloped prurtus of the back 14 years prestously Chest
rocntgenogrims disclosed nere 1sed markings of the Tung fields
and mereised nfiltration of the pulmonary fields  Autops)
revealed imv ol ement of the lungs Iner lvmph nodes nd shin
The fourth pitient 1 33 yer old man liad psornsis for 30
years  Pigmentition and mfiltrited phques hnd apperred m
the psorntic lesions durmng the past 18 months  Chest
roentgenogrims reveiled merewsed density which was nter
preted 15 possible mycosis fungoides mfiltrates Marhed i
proyement demonstrted roentgenologacally occurred follow
mg mitrogen must wd nd ridioactine phosphorus theripy
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Unna (344) found that the lungs while appeaning normal
maucroscopiclly, showed marhed pernasculir chanzes on
nmucroscopic examnition  He considered these changes to
represent cairh mycosts fungoides and Bennek (24) confirmed
this finding i other orgms These mereased pernascular
chnges apperr 1s “mereased streahings ™ vccordmg to Werth
(357)  Pernasculunty 1 the mitial symptom of orgmc my
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"3 \lycosis fungoides of the lungs (Bluefirb ind Stenberg
Int Mcd Fcb 1952)

costs fungordes ws first demonstrated by Paltwf (265¢) It

h1s been established thit pulmoniry 1 olyement 15 my bl
associited with generalized lymph node i olement  There
fore the path of mfection mm bLe ssumed to be that the m
fectious 1gent enters the blood strem through either the shin
lungs or other orzws nd 1s Tetuned 1 the lvmph nodes
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Thns mfectious agent does not enter the lungs until there 15 1
“brenkdown of the hilar lymph nodes These opintons are
confirmed by the fact fhnt ail cases exubnt a clear halar swell
ing and the apparent beginumg ot fung mvolvement 15 ob
served near the hilus according to Martenstem (233)  The
pul y L 1 mycosis § des closcly pirallels
that observed in Boeck s sarcoid and there 15 a positive anergy
to the tuberculin test m both disewses  (See Immunologic
Reactions Chapter IV )

8 Lwer and Spleen There are numerous reports of m
volvement of both the hver and spleen occurring in mycosis
fungodes 2s m the cases deseribed by Bluefarb and Stemberg
(38f cse 1) Curtis ot al (73b) Paltauf and Zumbusch
(263¢ case 2) Samek and Feueretsen (300) Wertheim and
Senith (358) and by Zakon and Frlkensten (372)

Patients having involvement of the Iner were reported by
Berggreen (27) Bluefarth wnd Stemberg (38f case 2) Curtis
et al (73b), Godel (131 cnse 2) Hallopean and Jeanselme
(143h) Mac hay and Boyd (227) Pautner ct al (268f) and
by Winer (363 cnse 1)

4 CGastromtestinal Tract  Althongh mucons membrane 1
yohement is rare in mycosts fungosdes such cises hive ocen
sionally been reported

Breahey (47) wnd Lamsecker (2000 described mycosis
fungoules of the tongue and an illustration of tus mvolvement
appears in Mae hee and Cipollaro s (228¢) textbook  Involve
ment of the tongue was reported by Curtis ¢f al {73b)

The soft palate was invobved 1n the cases reported by Auspitz
(11) Curtss ct-al {73b) Godel (131 cvse 1) Hallopew and
Jeanselme (145h) and Poulien (278} Imvolvement of the

tonsil # is deseribed bv Paltwt (265¢ P
o (daemeed | { } nd Paltauf nd Zum

Lausecher {200} and Post ind Lancoln {277} reported n
volvement of the esophagus and the patienty desenbed by
G:w'cLCrman and Montgomery (132) Pultwf and Scherber
(265d) and Paltauf and Zumbusch (265 ¢ 1se 1) had wvolve
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ment of the stomach  The patient reported by Romn (293)
had a nen-eroded infiltration of the gastric mucosa which wis
histologcally 1dentical to those present in the corium of the
shin,  Kapost's (176b) patient had involvement of the duo-
denum.  Weidmann (333) reported a patient who died from
perttonitis following perforation of a mycosis fungoides lesion

74 Mycosis fungodes of the Irge intestine

of the stomach Branscheid (46) described a 30 year ald mn
who developed mycosis fungoides lesions of the mouth, gums,
tongue and larymy, although cutancous lesions or pruntus nes t.‘r
appeared The condition was believed to be “stomatitis
ulcerosa” but, four years later, esophagoscopy disclosed three
ulcers wlich had caused the retrosternal pamn on swallowing,
and the lustology of these lesions suggested mycosis fungoides
He also had maxllary lymphadenopathy At autopsy there
was a large uleer below the cardia and ulceration of the cecum
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One of Bluefarb and Stewnbergs (38f case 1) patients had n
volvement of the stomich mucost wd large intestine In
volvement of the pancreas and appendix w1 reported by
Curhis et al (73b)

5 Nervous System A patient having lesions involving the
grev and white matter of both cerebral hemispheres was de
seribed by Breahey (47)  Both Rieche {202) and hobmer
(187b) reported msolvement of the dura mater Meningeal
mvohvement w1s desenbed by Pautner et al (268f) and n
volvement of the chorod plexus by Hemmungson (152)
Tnvohvement of the nght oculomotor tngermnal and femoral
nerves was reported by Paltauf and Scherber (263d) The
patient reported by Aub et al (9) had associated facial paraly
s1s and deafness

A 33 year old man who had wvolvement of the braw and
cranial nerves was described by Moncorps and Borger (244)
The cutaneous lesions had been present for six and one half
months and the neurologic symptoms occurred five months
later  Symptoms referable to practically all cramal nerves as
well as symptoms indicatwe of incrensed cramial pressure

U ly occurred  Histol stuches at autopsy s
closed infiltrating eellular tissue stmilir to that of the cutaneous
lesions present 1n the p1a in the region of the corpora quad

nigemina and left caudate nucleus 1n both gasserian ganglions
and 1 all cramal nerves

Brandwemers (44) patient was a 50 year old man who had
mycoss fungoides for 30 years before he developed night sided
hemiplegia  His head and eyes deflected to the night but no
Babinska sin was eficited and needle pricks were felt on both
sides of the body  Autopsy disclosed nodular masses of “hazel
nut” to “apple” size distributed in the bram substance which
were conndered o be mycosis fungoides metastasis from the
skin afong the course of the blood vessels and therefore of
hematogeneous ongin  The tistologie structure of the bram
tumors nd cutancous lesions was the same both having n
fltration around the blood vessels  Brandweer behered the
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absence of reticulum resulted from a separation of preeusting
connectnne tissue fibers in the corum  Curtis ef ol (73b)
reported mvolvement of the dura mater

6. Kidneys. Kidney mmoliement s been reported by
Curtis et al (73b), Goldsmuth (136a), Pautner et al (265f)
Rieche (292) and Winer (365 case 1) Involsement of the
corter and medulla of both kidneys was deseribed by MacKas
and Boyd (227) Post and Lincoln (277) teported mohe
ment of the left ureter and Paltwf’s (265c) patient had i
volvement of the bladder One patient desertbed by Bluefarh
and Stemberg (38f case 1) and ane reported by Curtis et al
(73b), had 1 olvement of the bladder mucosa

7. Heart and Great Vessels. Imolement of the heatt
occurred m the patients deseribed by Arzt (7h  case 1), Curtis
etal (73b), Godel (131 case 1), Goldsrmth (1361), Hemmng
son (152), Paltauf and Scherber (265d), Pautner ¢t al (268f)
and Zinck (375)

Paltauf and Zumbusch (263¢) reported a ptient who had
extensny e visceral 1 ol ement, marked infiltration of the blood
vessel walls and a tendency toward carly necrosns of the m
filtrates  Pautrier et al (263f) reported mvolvement of the
walls of the blood vessels and heart my ol ement  Curtis ¢ af
(73b) reported mvolvement of the aorta

8 Other Internal Organ Intoltement. Patients having 1t
solvement of the testiddes were deseribed by Bluefub and
Stemberg (38f casc 1), Clrale (63), Curtis et al (73b), and
Paltauf and Scherber (265d)  Imokement of the uterus W18
described by Paltauf and Scherbar (265d) and of the vagmt
by Kobner (187b) and of the bicasts by Goechermin and
Montgomery (132)

Bluefarb and Stenberg (38f case 2) Goldsmith (1361)
Pye-Smuth (2811 nd Zinck (375) have desenibed miolvement
of the adrenal glands

Involvement of the sheletil musclature was reported by
Curhis ef al (73b) Godel (131) and of the 1hopsoas muscle by
Hemmingson (152) and Post and Lincoln (277) Kapost
(176b) and Paltwuf (263¢) deseribed skeletal mvolvement
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Curtis et al (73b) reported 1nvolvement of the daphragm A
patient having, mvolvement of the pelvis with spontancous
fracture was described by Reich and Bonse (289b)  'There
were areas of P Ho nstol
of 2 lymph node rev ealed reticulom cell sarcoma

A patent reported by Hemmngson (152) wd one by
Curtis e @b {73b) had tmohvement of the thysod gland and
Bluefarb and Stemberg s (38 case 1) patient as well as one

reported by Curtis t al (73b) had wvolvement of the bone
TRAITOW

E  Assouation with Other Diseases

1 G The. 0 of and
fymphom- 1s not common and the simultaneous occusrence of
cartnoma and mycoss fungmdes 15 especially rare

Tordan and Areschewa (U74) described 38 post mortem ex
amn shions of patients hving mycosis fungoides and found no
mstince of associated caranoma  Prior to our report of hwo
cates (Bluefarh et al 38d) we werc bl to find only exght
previously reported cases having this wsoattion  However
sinee tnt tme Yaree wddinonal ests hrive been deserived one
by Garb wnd Fields (122¢) one by Livingood et af (214b)
and another by Brunsting et al (52)

The patient desenbed by Garb wd Fields (122c) was a 67
vewr old man who had mycosis fungoides for 31 years He
then devdoped w nlcerated tumor above the night knee which
ws found to br a prickle cell epithelioma on histologacal ex
ammation  The pitient presented by Livingood et al {214h)
was a 69 vewr old egress who had a pruntic cutaneous erup
tion for 38 vears  She had devcloped an adenacarciomn Bve
sears previoush for winch mastectomy was performed  The

fallow g, year the prustus hecame severe and arefbane e
gven T

hove

Taave - et s Woms consisted of scaly shightly
mhiltrated vound nd ovesd plaques snvolving the greater
porhon of the body particularly the trunl.  The patient pre
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sented by Brunsting e al (52) w s 1 68 year old man who had
mycosts fungordes adenociremoms and poikilodermy - The
mycosis fungowdes of 51 years durition had appered whente
w1s 17 yeurs of age  The pnmin cutaneous lesion had oc
curred on the thigh 1nd w1 present for ten yers before the
generlized dissemination with multiple lesions oceurred At
the age of 68 years surgery was performed for n adenocarct
nomn of the rect i sigmoid At the time of prescntation he also
hid porthiloderma Roentgenotherapy  the onhy treitment he
had recaned Ind been admmistered svmptomibeilh when
wmdicated  Aub ¢t al (9) described 1 pitient who dev cloped
basl el etremomas epidermond cwenoma nd 1 temporny
leukemi: during the 14 y ears he had my cosis fungoides

Two cises of this wssocition were described by Bluefub
ctal (38d) The first patient 1 42 yeir old womn first de
veloped 1 cutaneous eruption fise vers previously which con
sisted of oval and round maculo pipulir squamous lesions
wluch were discrete and sharply margmated and i ohved both
breasts ind buttochs A dingnosis of paripsoriisis W1s mde
and the eruption showed definite improycment followmng &
posure to sunhight but never completely dxsﬂppmred She
WS gived neo u‘sp]nen'\mlne m 1p]|1rsL’n and bismuth mjechions
for 1 28 month period wd 600 000 units of pemeilln durhy for
ten davs for Inte latent syphilis - St vears Jter she recen &
roentgenotherpy for carcmom of the cenvin Two yeus after
this theripy she had developed two shghtly elev ated en
thematous well demarcited soft shghtly sciling lesions 1 the
left wallv which were 3 by 5 ind 15 by 25 cms m <i2¢
There were oyl shghtly rused nuldh erythemitous soft
finely sciling lesions 2 to 4 ems n size scattered over the
trunk  An wregnluly shaped § cm  leston with shghth
atrophic retrieulited deprgmentation and eczematous distl
mirgins hwing crusted erosions w1 present on the mednl
aspect of the left leg ind ankle  Anoval 4 by 6ems eny them
atous shghtly nfiltrated Tesion covered with loosely attached
thin scales was present rbove the left malleolus  Histologic

evammation of these cutineous lesions reyealed mycosis fun
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gordes  The milignant cervical lesion had healed completely1
The second patient was a 58 year old man who hnd a genera
1zed acute cutaneous eruption of 13 months’ duration, and
marked edem of the face and extremities  Some of the lesions
were superficial, erythematous, sealy plaques, some of which
were wfilirated others were “rubbery,” deep seated nodules,
from 103 oms in sze  There was a generahzed lymphade-
nopathy, most marked m the avillze  He died 20 days after
hosputal admassion  The anatormcal diagnoses, at autopsy, in
cluding histologie findings, were 1) generalized mycosts fung
odes of the shin hver, lung 1drenal gland and lymph nodes,
2) multiple bemgn polyposis of the descending colon, and 3}
adenocarcinoma of the descending colon
After a thorough study of the terture, Beermin and
Thoms (19) found that mycosis fungoides 1s very rarely asso
uated with other dieases  They desenibed a Negress who was
apparently m good health untl seven yews of age when she
developed an acute episode of chills fever and coma whach
lasted for 12 hours and was followed by red scaly cutaneous
lesions which first appered on the face and later beewme
generabized  Scaling, was most marked dunng cold weather
and there were no remussions at any time  She developed
pleunsy at 14 years and pneumomia at 15 years of age  When
she was 32 years old a bilaternl salpingo oophorectomy was
performed because of a multilocultr nght ovarian cyst and two
vears later she developed a fetal adenoma of the nght lohe of
the thyreid gland wath early hyperplistic goter  Three years
titer carcinomn of the uterme cavity was treated. by amputation
and uradation but no recurrence was apparent 15 and 18
vears fater A di of congemtal ichthyosiform erythro
derma of Brocq was confirmed  One vear later o 12 pound
wtenne tomor was temoved surgically  Sixteen years later,
she had develaped verrucowd hyperheratone patches on the
cxtrermities and an indurted uleerative Jesion on the left side
of the mouth which was with regtonat I D
‘\‘l;\:l‘ ,n’g\\cse ,lesmm which had heen present for two years
lawed by similar uleerative tumor masses 1ny olving the
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sented by Bransting et al (52) w15 1 68 year old mm who had
mycosts fungordes denocircinomt and porthiledermy The
mj costs fungordes of 51 years duration had appeired whenle
w1s I7 years of age  The primany cutaneous lesion had oc
curred on the thigh ind w1s present for ten years before the
generthized disscmmation with multiple lesions occurred At
the nige of 6 yeurs surgery was performed for 1n Adenocarct
nomn of the rectilsigmard At the time of presentation he also
hd poikiloderm Roentgenotheripy the only treitment he
had rceened hid been admmstered symptomtieatly when
mdicated  Aub ef al (9) described 2 patient who deseloped
hasal cell errcimomas eprdermord caremomn nd t temporary
Icuhemit during the 14 years he had my cosis fungordes

Two cises of this associntion were descnibed by Bluefarb
etal (38d) The first patient 1 42 year old womn first de-
vcloped 1 cutincous eruption five years previously which con
sisted of oval and round maculo papulir squamous lestons
which were discrete ind sharply margmated and imvobed both
breists wnd huttocks A dingnosis of piripsonasis was mde
and the eruption showed defimte mmproyement following ev
posure to sunlight but never completely disippetred She
W 15 ginen neoarsphentmine mapharsen and ismuth injections
for 1 25 month period wnd 600 000 umts of pemalln duly for
ten dyys for Inte Itent svplubs  8n yenrs later she recened
rocntgenotherapy for carcinoma of the cervin Two yers after
this therpy she had developed two shahth elevated en
themtous well demrcated soft shghtly scaling lestons m the
left wuallv which were 3 by 5 and 15 by 25 ems n size
There were ovl shghtly rused mildly enthematous soft
fincly sciling lesions 2 to 4 ems m size scattered over the
trunh  An wregululy shaped 8 em lesion with shehth
atrophic reticulited depigmentation nd eczematous distil
margins having crusted erosions w1 present on the mednl
aspect of the left leg and ankle  An oyl 4 by 6 cms erythem
atous shghtly mfiltrated lesion covered wath loosely attached
thin scales was present hove the left malleolus  Histologie
examination of these cutineous lesions revealed mycosis fun
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of the cervix may have induced the rectal lesion They hd no
evidence erther for or agamst this possibibty

The problem of multiple pnmary malignant tumors was
sumeyed 1 the study of Warren nd Gites (348)  However
Beerman and Thomas (18) stated that no case like thewrs was
noted by these mvestigators nor did they offer any s1bs£§c!‘cry
explanation beyond lied predisp or P »
to account for multiple tumors It 15 interesting that two to
four per cent of all tumor patients are found ta have muluple
prmary mahignant tumors (two or more) of the sume or
different embryonal ougin  The question of whether the
presence of one pnmary focus of cncer prevents or predispases
to another facus of malignancy hag been the subject of much
speculation  Although some as Peller 1nd Stephenson (270}
helieved that the mtentional production of curable cutaneous
caranoma by irmtations which are not carcinogeme to internal
organs may prevent carcmoma of the internal organs others
as Warren wd Gates (348) cited convincing evidence that
this 1s not alwavs the cise  On the contrary  eancer of the skn
1s more frequently associnted with multiple cancer thin would
be expected on the bty of chance 1lone  Becrman and
Thomas (19) stated that although they could offer no real ex
planation for this findmg 1t does however suggest the neces
sity for a complete survey of every patient presenting an es
tablished mahgnant lesion (eg of the skin) for other foct of
neoplastic change (ef, gastrointestnl tract genitourmary
tract and other organs)  This 1s mercly emphasts of the dictum
that 1 person with onc «mbryonal or developmental defect 1s
Iikely to possess others 1ccording to Beerman and Thomas

A 58 year old woman who hid a cutaneous eruption of the

breasts back chest upper abdomen and pubic region of three
months duration was presented by Skeer (319) The erup-
tion consisted of numerous round nd oval erythematous
Tesions shehtly infiltrated with fine scales and were of varying
shides of red The stologic diagnosis was mycosis fun
wodes  In addition she hnd diabetes mellitus generalized
srteriosclcrosis nd cremnoma of the sigmoid colon near the
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forehead and medial aspeet of the left thigh and smmilar pan

ful ufeers on the chin and upper hp  Histologic exammation
of a Jesion from the Jeft side of the mouth revealed marked
pseudocpitheliomatons  hyperplasta near the margin of the
uleerated surface and a multiphcity of cell types i the corm
The lnstologie features were those of mycosis fungoudes  How

ever, 1t was not settled whether the congemtal schthy osiform
erythroderma had been premycotic mueosts fungoides from
the onset, smee no Iustological studies had been done during
this phase of the disease  Subsequent Iistologic exunnation
of a lesion from the forchead showed pscudoeptheliomatous
hyperplasia and a multiform type of mfltrate m the cormm
with numerous eosmopluls — Three vears lter she had de
veloped dharrhea and weight loss and 2 10 em, easily bleedmg
fungating “canhflow er-ike” adenocaremoma, winch arose from
the posterior rectal wall, was demonstrated on proctoscome
exammition  An abdommopermeal resection was done and 1
large locally extending cawrcinoma with extension to the pen
rectal kmplh nodcs was 1emoved  The followmg veu she d
developed swellmg of the legs, particulrly at mght Histologre
studies of the mguma! Iymph nodes revcaled prohferatie €0
dotheliosis but no caremoma cells were noted and roentgeno
gram revealed metastatic mfiltration of the lngs She then

developed dyvspnea, congh  weahkness and anorexn The
wngmnal mph nodes and liver were pilpable and there \;‘IS
he

a generalized scalv rchthyosform cutaneous eruphion
died of cardhac Fulure and autopsy revealed bilatcral pleurtl
(fFusion metastatic carcinom of both lungs the Iner and van
ous lymph nodes  Histologic exammation of the shin disclosed
a chronie dermatitis with hyperplasia of the epithelim and
acute and chrome mflammation of the scalp, with uleeratson
These autopsy listologic sections were beheved to show onl
flammatory changes probibly due to response to roentgeno-
therapy, and none of the chrractenstics of mycosis Fungoides
Beerm n and Thomas stated that the successive occurrence of
scemmgly ndependent foa of eremoma (cervin and rectum),
10 ths case, rased the question of whether previous rradiation
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Hughes {161} reported 1 68 year old min who first de
\eloped red scily pitches on the front of the legs extending,
from yust below the knees to 25 cms Above the ankles  This
eruption which was markedly pruntic gradually spread to
the trunk hmbs scalp and face so that s months later he
appeared to hune 1 severe exfolitive dermatitis  He was im
proved after one months hospitalization although the pruntus
continued at mght and the skin remained reddened with are1s
of small scaly patches on the trunk  Three months later he de
veloped a nodule on the back of the left hind which wns re
ported to be epithelioma on histolagical exarmmation  Later
subcutaneous nodules appeared on the backs of both hands and
forearms hich gradually increased to the size of “marbles ”
One month later the pruntus recurred but treatment with vita
mins anthistarmunes and a course of dimercaprol resulted m
mmprorement There was no longer scaling of the shin and the
prunitus disippeared although the redness and induration re
mained

Jessner (173} descnibed a patient having mycosis fungordes
assoctated with carcinomn of the rectum  In reviewing 136
cises of mycosis fungowdes reported i the hterature Jordan
wd Areschewn (174) found 38 cases termnated fatally  Death
was due to cichexts tn 10 probable roentgen ray dymage n 10
metastises to mternal organs 1n four lung heart brun or

d gland 1 m five disesse
one and from unstated causes i eight cases It 15 notew orthy
tht in none of these cases was carcoma the cwse of death
Thes (174 case 2) reported an 83 year old man who hd 1
s il cell carcinoma and mycosss fungoides

2 Lupus Ergthematosus  The assocation of lupus erythe
masus nd myeosss fungoides his been desershed although
this combintion of diseases 1s unusual  Thrones (333) paent
x;‘;“\ -::S";L;\‘:]nld wom ;n who had Jupus ery thematosus for
ST e s e

teported by Becker (18) and
Costclios (63) patient was also 154 yearaldman The woman
desenbed by Feit (104) had these two disenses for five and
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splemic flevure with mtussception  The resected portion of the
tumor revealed adenocarcinoma on lstologte study

Among 13 patients reported by Poulsen (278), two had
cutaneous carcinoma 1n addition to mycosis fungordes  Hynes
and Wmntrup (160) reported squamous cell carcinomn of the
face sn a patient wath mycosts fungoides  Porhiloderma atro-
phicans vasculare with changes of my cosis fungoides, bastl cell
epithelloma and squamous cell epitheliom: were present m a
patient reported by Leavell ef al (203)

Gold (133) reported a 75 year old man who had becn under
observation for 11 years He was onginally treated for car-
cmoma of the scrotum by surgical exerston and subsequently
nght ingunal lymphadenepathy was treated surgecally and
with deep roentgenotherapy  There was no evidence of re
currence eight years later when left mgum !l Iy mphadenop ithy
accurred but this did not prove to be carcinomatous  Howeser,
ane year later he developed a red cutaneous cruption on both
legs which soon spread to involve the arms and bach  The m-
vohed arcas bled freely with the shghtest trauma  This erup-
tion had decreased somewht 1 the year following onset and
some previously imohed cutancous areas appeared narmal
At tius tme he presented symmetncal, well circumscribed
deep red, nomndurated and shightly scaly plaques  The Jestons
on the trunk were devoid of scales and there were areas of
normal shin withm the imohed areas He had a mahed
rachodermatitis of the right ingumnal regron  An area over the
left forearm had not ymproved with superficial roentgeno
therapy  On Mistologic exammation the epudermus showed
Ioose hy perkeratosis and patchy parakeratosis with atrophs of
the malpighian layer  There was a dense infiltrate Iy g imme-
chately under the epidermus and extending along the blood
vessels consisting of large and small round cells plasmi cells,
polymurphonuclcnrs and numerons mononuclears and poly-
nuclear reticulum cells A few mutohic figures were present
The stroma of the infiltrate was provided by argentophul fbers
The histology was characteristic of mycosss fungordes
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Lughes (161} reported 1 68 year ofd mn who fiest de
\e:o;:d mg sm{) pK:tchcs on the front of the legs extending
from fust below the knees to 25 ems 1bove the ankles This
cruption which was markedly pruntic gradually spread to
the truph hmbs scalp and face so that six months later he

£1 o aTarm tte Havas m

\elaped a nodule on the back of the left hand wiich was re
ported to be epithelioma on histological ter
subcutaneous nodules appeared an the backs of both hands and
forearms which gradually increased to the size of “marbles
One month later the pruntus recurred but treatment with vita
mms anthistamines and a course of dimercaprol resulted 1n
improvement  There was no longer scaling of the skin and the
pruritus disappeared  although the redness and induration re
mamed

Jessner (173) described 4 patient having mycosis fungordes
assocrited with carcinoma of the rectum  In reviening 136
cases of myeons fungowdes reported m the bterature Jordan
md Areschiew a {174) found 38 cases termunated fatally  Death
was due to cacheia n 10 probrble roentgen ray damage 1n 10
metistases to nternal organs in four lung heart bram or
endoenne gland complications 1n five intercurrent disease
one and from wnstated canses in exght cases It 15 noteworthy
that i none of these cases w 1s carcmoma the cause of death
Thes (174 cwe 2) reported an 83 year old man who had 1
buas1t cell carcinoma and m cosis fungordes

2 Lupus Erythematosus  The associahion of lupus erythe
matosus and mycosts fungordes has been described although
tt1s combmation of diseases 1s unusual  Theones (333} patient
W2 143 vear old womwn who had lupus erythematosus for
eight vears wnd mycosis fungodes for three vears  This asso-
clation 1n 1 54 year old man w1y reported by Becker (18) and
g::})‘:; ()&%) patient wasalo154yearold man  The woman

v Feit (104) had these tho dieases for fite and
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one-half years Hallopeau (145b) presented a patient who
hrst developed mycosis fungodes and one year later lupus
crythematosus appeared

8. Addison’s Disease. The associition of mycosis fungodes
and Addison’s disease 1s apparently rare A 50 year old woman
who had hoth these diseases was reported hy Gerne (126}
The lesions of mycosis fungoides had been present on the
shin and mucous membranes for five years She had been
treated with roentgen rays and urethane While recewving
urcthane therapy, acute Addison’s diease developed which
was assumed to be due to deposits of mycosts fungoides n the
adrenal glands

4. Kaposi's Sarcoma (Multiple Idiopathic Hemorrhagic
Sarcoma). There are few reports of the association of mycosis
fungoirdes and Kapost’s sarcomn  \Winer (365 case 4) re
ported a 76 year old woman who had both diseases and
Lapowskt’s (198b) pitient had lesions of Kapost's swcomi on
the toes and lestons of mycosis fungoides on the trunk

Lane and Greenwood (193b) desenibed a pitient who hd
typical mycosis fungoides Extensie roentgenotheripy w1s
admunstered during the tumor stage  Small, xound, dome
shaped, nonpigmented tumors then appeared on the feet
These tumas grew rapidly m size and mcreased m number so
that the toes were newrly mdistinguishable before death  These
tumors graduilly extended up the legs  While early lustologic
studies of a nodule reyvealed mycosis fungordes, the histologie
changes were later typical of Kaposr’s sarcoma, with consider-
ably less pigmentation thin 1s ordinanly present Histologic
sections, made at autopsy, disclosed the typical picture of
mycosts fungordes at one end of a nodule while the other end
revealed Kapost’s sarcoma

5. Leukemia The association of lymphocy tic Jeukerm1 and
mycosis fungoides was described by Gougerot et al 139¢) and
Dby Woringer and Malhuret (371a)  Mjycosts fungoides asso
crated with granulocytic leukemit was reported by Hudelo

et al (159)
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6 Deep Mycoses The assocuation of lymphomatous s
eases and deep mycoses his been desenbed under Hodohn's
disease (Chapter 11}

Goldman (135b) stated thit he had observed a man who hd
typreal clueat mycoss fungodes characterized by chronme
progressn e cutaneous infiltrition  Histoplasmosis was demon
strated 1t autopsy And Teexamin won of the previons cutinecus
Tustological sections revealed histoplasmosis A 46 year old
man descnbed by Garb and Miller {122d) had the tamor
stage of mycoss § d D d d cosis
was demonstrated at autopsy  They were ble o find only
two cases m the hiterature which were presumed to have this
combmiton However Gub nd Miller believed these cases
deseribed by Wermcke (336) wd Zesler (373) were com
pivble with d T I} mycosts il
and not true exumples of mycows fungoides

8

7 Psonasis  (Psonasis 18 discussed under Section F )
F Dennatoses Believed to Be Precursors of Mycosis
Fungowdes

The varions dermat »ses which have buen reported to be
precursors of mycosis fungordes melude 1) psortasis 2) para
psoriisy 3} polaladermy atrophicing visculire wd 4) con
remtal scthyosform erythraderma

1 Psoriaste Although Wl texthools wd manographs state
thit ponasiform fesions myy be prodrom of mycosis fun
tordes the question of shether paotiass M b 3 precursor of
mycosyy fungowdes 1s debatible

A patient hwing trwsformation of psonass wta mycosis
fungodes w1s reported by Howard Fox (1122) Tl patient
had chimeal psonass for 23 vears when the charicter of the
eruption chinged and was proved to be mycoss fungaides
Zombusch {377) described a patient who had an ery, tion by
heved to be pronasis for wight years which dmppmr::l [ono‘s
g chrysarobn therapy  The eruption recurred Iater and «
finally found to be mycosss fungoides  Romun ¢ 295) : ‘;
1 patient who had a cutwncous cruption of 15 )e-ars d‘c,‘:‘o:,:,,
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dragnosed as “psonasis,” which cleared follow ing Jocal therapy
Fre years later 2 similar eruption appeared “which was agam
pronounced psoriasis and again treated as such until 1t almost
completely disappeared” For the last siv years of hus illness
cutaneous wfiltrations and tumor formtions appered It was
not stated whether the premy cotic eruption was histologicalh
diagnostie of psoriasis 1 any of these cases

A 60 year old man, reported by Wise (36Sc), hid a widely
dissemmated generahized eruption of psoriasis which first ap
perred on the chest three years previously and then spreid
to ivolve nearly all parts of the body Duning a period of 30
years this eruption cleared almost entirely at times, but re
appeared at mtervals, and became widely dissemmated 18
years after onset  Followng an attack of influenz1 seven yeus
before, there was an almost complete remission which lasted for
several months  One year before the report, the cutineous
lesions became pronounced Traub (338b) commented that
this patient probably had mycosis fungodes from the onset
rather than psoriasis  MacKee (228b) stated that he doubted
whether a transformation from psonasis mto my cosis fungordes
rould occur, and 1t was well known that the prefungod stages
of mycosis fungordes m1y, for months or years, so closely re
semble such diseases as psorisis, parapsoriasis or chmeal v e
ties of eczema that climical or hustological differentiation 1s not
possible for long periods of ime  Schonberg (306) reported 1
pabient who developed my cosis fungmdes followng generalized
psor1ass of 34 years’ duration  Pruntus, not present prev 1ously
developed after mfiltrated plaques of mycosis fungoides ap
peared

The hterature on the simultaneous occurrence of psonisis
and mycosts fungordes was reviewed by \Murphy and Mont
gomery (248) who found reports of two cases of Tistologically
proved psonasis preceding mycosis fungoides and they re-
ported another case mn which the defimite histological diagnosis
of psoriasis was made mn an ewly stage of mycosis fungordes
They assumed that their patient had psorisis and mycosis
fungoides concurrently but that the conditions were not re-
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lated  Smce this report, Blucfarh and ke {35¢) reported a
patient huwmg both psomass and mycosts fungordes  We
are of the opmion that the psoriasis acted as a locus minors
reststentine for the later devel of mycosis les In
reviewing the hterature, Murphy and Montgomery {248) found
alack of agreement as to whether psonasis precedes mycosis
fungoides  Montgomery (245¢) stated that eruptions re-
sembling psonasis may occur i the early stages of mycosis
fungoides, as mentoned by Ormsby and Montgomery (261d),
and that raycosss fungordes may begm with lesions indistin
guishable from psorasts, as stated by Sutton and Sutton, Jr
(329) Hersheimer and Marbn (154) stated “In a great
number of cases the mitial effl of mycosis fung

are morphologcally so identical wath psonasis vulgans that
the diagnosts of psorsasts 1s made even m the presence of nodes
and tumors because of the spectacular morphological analogy
of the scaling lesions ™ There 15 almost uriversal agreement
that prefy d Jesions often ble psoriasis, as d
by Fraser (114a), Haghman (156b), Lindenhemn (213), Mont-
gomery (213a), Thomson (332b) and Sulzberger and Wise
{323) Most investigators include psoriasis 1n the differential
diagnoss of premycotic eruptions  There are three schools of
thought at present 1) That psoriasiform premyecotic lesions
actunlly represent mycoss fungoides i 1ts pre fungord stage,
no matter how closely they resemble psonass, cimeally or
Iustologscally (MacKee  228b), 2) \fycosis fungoides and
psoriasis may simultaneously evist in the same pabent as
separate thsenses (Murphy and \fontgomery 248, Bluefarb
and fhrke  38c), and 3) Psoriasss may develop into mycosis
fungoides {Fraser 114d, Wise 2368¢)

The 33 year old man,® reported by Bluefarb and Ihrke
{38c), had first developed psorass at three years of age
Durning the previous four or five years ulcers had occasionally
appeared in the proriatic lesions  Increased mgmentation of
the entire hody began to appear 18 months previously and a

* See Wlustrations 75 76 and 77
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75 Psornasis ind mycosis fungoides in the same patient
76 Psomasis and mycosis fungoides m the same patient (Bluefarb
and Thrke NW Quart Bull, 1952)
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diagnoss of psonasss was made Tafiltrated plaques develo‘;eg
1n the psonatic lesions and the listologic examination reveale
mycosss fungoides  He was gaven mtropen mustard therapy
for three days but the condition did not improve Leukopema
dereloped and new fungating ulceritive lesions of mycosl;
fungoides continued to appear  Flowever, there was marhe:

Peormisis and myvoosis fungoides 1 the sime patient

wprovement with  ultraviolet hght  therapy  Numerous
fung g uleeratne lesions of mycosis fungoides agam de
suloped and fhere was no mprovement wath adequate roent
fenotherapy  There had been a weght doss of 97 pounds
dunng the past fre weeks  He had a cough with expectoraton
two months previowsly, which had cleared up after ahaut one
month aswell as a peptic ulcer of three years' duration  There
was a penerahzed deep cutaneous pigmentation, somewhat
mattled and with 2 blwsh tinge but tus pigmentation did not
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differ on the exposed or em cred parts of the body  There were
psorwasiform fesions with thin, sihvery, loosely attrched scales
on an erythematous bise, with httle or no mfliration on the
extremities and trunk which were not hmited to the extensar
surfaces and were from 2 to § ems 1 size  On the forchead
trunk and extrermities there were cm, arcuby, fungating
lesions which had a heratotre surfice On the shoulders
sternocleidom istosd region, back, pehns thighs nees and
legs, particularly on the Jeft hip and right forearm, were larger
arciform, crremate, irregularly shaped, mfiltrited arews some
of which were ulcerated, exposing a purulent piok base  These
punched-out ulcers were shuply mugnated nd from 4 to §
mms deep  Examinibion of the lungs veverled soft coarse
rales over the upper one third anteriorly and postenorly Ex
amin ition of the abdomen disclosed deep tenderness about the
umbilicns  There were variocosities of the right serotum and
of both legs  Grstromtestinal rocntgenogeam . disclosed an
“Ulcer ervter 1n the stomach,” and the colon was reposted as
‘Spistic mukedly contracted’  Urine ev ummation disclosed
one to two red hlood cells and s to ten wiute blood cells per
Iigh power mignificition  Treatment consnted of ACTH 25
mg four tunes a day for four days mitrogen mustird was
given for four consecutive days one unpule i 500 co salme
Tlus treatment produced nwsea Tuo treatments with P32
were given the first of four millcunies and the secend of 429
nullicuries The cutaneous lesons did not waprore with ths
therapy  Corbisone was admimstered for 14 days, begnning
with 50 mg a day and nerersed until 200 mg a day was gnen
ou the Jast dyy  This therapy w1s helieved to hne been of
defintte benefit to the cutineous lesions and w 15 supp]emen!cl{
by ultraviolet wradintion to selected arcas all of which m
proved

Although the problum of the possibnlity of a transformation
of psonans through a mycoss fungmdes nto a mabgnmt
reticulosis has not yet been clwtfied Degos et al {80) pre
sented observations on 4 61 year old woman whom, they be
feved presentcd further evidence in Fnvor of such a transfor
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mation  Murphy and Montgomery (218) stated that the pare
caevistence of mycosts fungomdes wnd psors s does nat justify
tlie assumption thit true proniasts 15 a precursor of myecosis
i e foll cases were regarded by the mvest
gators, oF their reviewers to be mycosis fungoides preceded by
true psoriasis

TABLF IX
Dimation or Psomsirorss Erupmion Prior 1o Diaonosis o Micoss
Funcornss
Duration
Case Age [ Sears

1 Abramowitz (1a) and Wase (le) 51 r n
2 Blucfarh and lhrke (386} 33 M 30
3 Degos et of (80 6 T IS
4 Fox Howard (112a) 47 M Eld
S Fraser (114d) b ¥ 3
6 Murphy and Mongomery (248) 26 F 12
7 Roman (295} 56 F 15
8 Roswen (295) @ ¥ 8
9 Schonberg (W63 45 M 34
10 Traub (338a) 4 A 10
10 Waer (36830 30 T 15
2 (368b) S r 12
13 (368d) 50 iy 15
ALY 13680 60 A\ 30
15 Zumbsch (377

5 3
Average Duration 15 9 Years

2 Parapsortaus - As wath psomsss, there are dnergent
opinions 15 to whether parapsoniass is a precursor of mveosis
fungordes  Rusl (178b) stated that practically all cases of
paripsorinss (n pligues represent an mciplent stage of my
costs fungordes  However L McCarthy (224b) expressed the
opposite view smee W behieved the common forms of para
porusis femun ay such and do

[{ or other lympharna
(26541 teviewed 52 cases of varous types of ,p::;l;ss:af}‘?sn:

Tot eventuate n mycosis
Nt
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chffer on the exposed or coscred parts of the body  There were
psortsiform lestons with thin silvery loosely attached seiles
on 1n erythematous bise with hitle or no mfltration on the
extremities and trunk which were not hmited to the extensor
surfaces aind were from 2 to § cms m size  On the forehead
trunk and evtremities there were 2 em arculw fungating
lestons wlich had 2 keritotic surfice  On the shoulders
sternocleidom istord region back pelvrs thighs knees and
legs particularly on the left hip 1nd nght forearm were larger
rreiform ciremate arregularly shiped infiltrited areas some
of which were ulcernted exposing 2 purulent pink be  These
punched out ulcers were shuply marginited and from 4 to 8
mms deep Examunition of the lungs reveiled soft coarse
riles over the upper one third anterorly and postenorly  Ex
mmation of the abdomen disclosed deep tenderness 1bout the
umbilicus  There were variocosttres of the night scrotum ind
of both legs Gastromtestinal roentgenogram disclosed an
Ulcer crater m the stomach and the colon was reported 18
Spastic markedly contrieted  Unine exinmnation disclosed
one to two red blood cells ind si to ten whte blood cells per
high power magmficition  Treatment consisted of ACTH 23
mg four times 2 dn for four dvys mnitrogen mustud was
given for four consecutive days one ampule m 500 cc silme
This treatment produced niuser  Two treatments with P 32
were given the first of four millicuries and the second of 429
millicuries  The cutaneous lesions did not improve with this
therapy Cortisone was adminstered for 14 diys begmnmg
with 50 mg 1 day and meresed until 200 mg a4 day was gnen
on the Iist d1y  This therpy wis beheved to have been of
definite benefit to the cutineous lesions wand was supplemen“-‘d
by ultraviolet irradintion to selected areas all of winch 1m
proved
Although the problem of the possibihty of 2 transformation
of psorasis through 1 mycos:s fungoides mnto 1 mahgnant
reticulosts has mot yet been clnfied Degos et al (80) pre
sented observitions on 1 61 year old womn whom they be
heved presented furthe ev idence 1 favor of such a transfor
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TABLE N (sontorurd)
Parapsoriasis en Ploques Vycons Fungodes
Lvolstonof  Usually slow may be un  Usually appears and dis
Trupion changed after many vears appears in two 1o three
duration years  Tumor forma
ton
Pruntus Usually abwent Often preseat
Respomsc o Usually resstant  Occamon  May improse wath socnt
Therapy ally temparary improvement  genotherapy  No re
with calaferel  No sm  sponse to calaferol
provement Wish Toentecne-
therapy
TABLE NI
AMERICAN CLASSIFICATION OF PARAPSORIASIS
Gutate Type
Cheon ¢ Paxapsoriasis en goutte (Brocq}
Dexrmatitis psoriasformes padulans (Jadassohn )
Putgriass Lichenades chromca (Juliusberg)
Acate Puyriasis hchenodes et vaniol forms acuta
{Mucha Habermann)
en Plaque  Erythrod e plaque
Nanthoerythrodermie perstant
Parapsoriasis maculata
Retiform Type

Pasapsoriass | chenondes (Brocq)

Parakeratosis vanegata (Unna Polhzer Santi)
Lichen variegatus (Crocker)
{Tasform s not recornized by some 1mvestigators)

After reviewing the literature on ths subject ket (178a b)
copeluded that practically all patients with parapsonasis en
plagues have n mapsent stage of mycosis fungmdes  How
ever on the basis of hustologieal studies m a large series of
cases L \MeCarthy (221b) believed that parapsonasts guttata
and parapsonasis en plagues reman as such and do not eventu
ate 1 exther mycosis fungoides or any other }
discase Both agreed however that there 15 a close relation
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winch the diagnosis was confirmed histologically  Mamy of
these patients had been studied for a number of years but there
was no evidence of transition to mycosis fungordes or other
lymphomatous diseases However, six additional cases we e
described m which the dingnosis was paripsoriasts en plagues
chmeally but histologic exarmnition reveiled mycoss fung
odes and the disease termmated as such Ingrum (164) re
viewed parapsorrsis and suggested that pitvriasis lichenoides
15 a self-hmited disease which resolves spontaneously wnd does
not give rise to sequelie He also believed that pitynasss
Iichenoides should be included m the group of parapsonases
whereas true paripsoriisis may develop into one of the mun
types of malignant reticuloses having ~ fatal outcome

The followng table shows the essential differential diagnos
tic pomts between mycosis fungoides nd parapsonasis en
plhques

TABLE N\
DIFFERENTIAL DIAGNOSTIC POINTS BETWEEN PARAPSORIASIS AND M3COSIS
Fuvgomes

Parapsortasis en Plaques Vfycosts Fumgoides

Sutes of Usually involves legs (thighs) May imvolve the head
Involvement arms trunk  rarely the frequently the chest
head hands feet
Shape of Round or oval wsually along Annular polycyche tend
Lesions as of extrermities or parallel to clear mn center
to ribs
Borders of 1Nl defined Sharply defined
Lesions
Color of Lesions  Rose to yellowish pink Aore ervthematous
Surface of Varnish hke  slightly scal Not scahng or cowtr::
Lestons ng (thim scales) with heavy crust

scales hchenfied

Consistency of  Not nfiltrated Often infiltrated

Lesions
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mon Yype winle group one miy show A charctenstic evolu
tion ainto 1 rehiculir poikilodernuc aspect An important fusto
logic sign 15 the presence of small spaces containing one or
more lymphocytes 1 the epidermus and sometimes a band
formation which replaces the basal cell layer almost without
imterruphon  In Lapieres expenience one 1 four cases of
parapsoriasss eventuated m mycosss fungoides sometimes very
abruptly Mycosis fungordes Jesions usually occurred outside
the parapsoniatic plagues and were preceded by increased
prantus 1t was has opinion that all cases of parapsonasis are
potentially mycosis fungordes

The climeal diagnostic pomnts between parapsonasis en
plagues and early mycosts fungodes were described in detail
Ly L McCarthy (224b) He emphasized the lack of mdura
tion present in paripsonasss and the tendency of the plaques
to fade out into normal skin rather than to have the sharply
defined margims usually present 1n mycosis fungoides  How
ever m the early stages of mycoss fungodes many of the
lestons are eczematord and sometumes transitory  Although
pruntus is usually mentioned as an early and prominent symp
tom of mycosts fungoides \outgomery and Burkhart (245d)
found a number of patients who did not have this symptom
for many years  Since mycoss fungoides may remain 1 the
ewly premycotic stage for many years withowt tumor forma
ton ol bl the duration of the
Therefore in some
117 1 1

Or app

dise e 15 not a helpful dingnostic pont
ey 1ty difficult or wven b
between p tic mycosis i des and parapsoriasis en
pliques  They described the histologie changes of early my
wonts fungondes as & ing an mbltrate d of 1
multipliaity of cell types with pyknosis and karyxc."he“s of
tndivsdual cells and clumping of cells  Smee a somehat sm
lar picture with clumping of endothehal cells 15 present
wopic eczema or generalized neuradermatitis they believed
1t difficalt to distinguish between the two conditions  This
diffisention beeomes even more difficult 1 ear), mycosis
fungondes when eczematoid changes or early eyam:mo,ld
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ship between so ealled parakeratoss vanegata to porkiloderma
and mycosis fungoides  There 15 lso prachically unnersal
agreement that parapsorisis guttath does not eventuate m
mycosts fungordes or lymphoma L \McCarthy (224b) empha
sized that when 1 chimeal dingnoss of parapsonisis 1s found
to be erly mycosis fungoides on histological eximmation the
climeal diignosis 1s mvarbly m error since 1t 1s very rare for
piripsonisis en pliques to eventuate to mycosss fungodes
The patient described by Cornbleet and Schorr (67b) evemplt
fies this  In mny cases described by kel (1781 b) to illes
trate this trinsition the diagnosis was bised only on el
climeal findings  However \Montgomery and Burkhart (2454}
believed that some cases apparently begin as parapsorasis en
pliques wd eventute m mycosis fungordes  The patient de
scribed by Gougerot ind Burner (139d) had nonpruntic cu
tineous lesions for 18 years and the lustologie studies done
by Elascheff were consistent with = diagnosis of parapsonasis
en phques ind no evidence of mycosis fungordes was ppr
ent Paihilodermn like cutaneous changes occurred four vewrs
Inter and s years after the first histologic studies both the
climenl and histologie picture were typicl of mvcoss fom
gordes

Puapsornisis en pliques was believed by Lapiere ef al
(197e) not to be a premycotic disease although they con
sidered them to belong to the s1me group of diseases and to
have the sime unknown etiology  They were of the opinion
that paripsoriasts 1s hy pergeric and my costs fungoides mergic
and suggested that ther 1py should be directed agunst nlteng
these factors m order to prevent the development of mycoss
fungordes in cises of parapsoriasis en pliques or 1 curt ulmg
symptoms m n established cise  Laprere (197¢) drvrded
prapsortisis en plaques mnto three types with regud to the
volution and prognosis  These mclude cases hiwvmg 1) chm
cal symptoms nd listopathologic charactenstics of mycosis
fungordes 2) histologic mycosis fungodes nd the clmieal
course of pirapsoriisis 3) persistance of paripsonasis both
climeally and histologically  This third group 15 the most com
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man type while group one my show a chractenstie evolu
ton mto a reticular poilalodermic aspect An unportant histo
fogic sign 15 the presence of strawll spaces contumng one or
more fymphocytes m the epdurmis and sometimes a band
formation which replaces the basal cell layer almost without
wterroption  In Lapieres expenence Que 1o four cases of
parap d 1n mycosts f very
abruptly  Mycosss fungardes lesions usually occwred autside
the pasapsoratie pliques and were preceded by mereased
pruntus It was hus opinion thnt all cases of parapsoniasis e
potentially mycosis fungordes
The clmeal diagnoshie ponts between parapsosiasis en
Plagues and early mycoss fungmdes were desersbed 1 detail
by L McCarthy (224b)  He emphasized the lack of indur
twoa present 1n parapsorizsis and the tendency of the plaques
to fade out 1nto normal skin rather thin ta have the sharply
defined margins usually present in mycosis fungoides  How
ever 1 the eatly stages of mycoxs fungoides many of the
lesions are eczemato:d and sometimes transtory  Although
pruntus 15 usually mentioned as an early and promient symp-
tom of mycosis fungmdes Montgomery and Burkhart (245d)
f;:;nd a number of patients who did not have this symptom
m"“-’“)’ years  Since mycosts fungodes may remamn 1n the
y premycotic stage for many years without tumor forma
hon ul o H

pr h: the of the
disease 1s not 2 helpful diagnostic pomt Therelare 1n some

E‘:“f e]et 1 difficult or even impossible to difierentiate chmelly
Phq\xe: [’_;](’m)cohc mycoss fungoides and parapsonasis en
cosn, fon :l“ desersbed the hustalogic changes of early my
malt hc@m es as demonstrating an nfiltrate composed of 1
@ dl\ﬁ}u;;y@:]]f cell types with pyknosis and karyorthens of
¢ gete “>ﬂ::mlI clumping of cells  Since a somewhat s
atope [m"m: cluraping of endothelal cells is present n
it Gt dor generalized neurodermanitis they believed
& ferentiation :"“gmsh between the two condiions  This
fimeonles o, ecomes even more difficalt 1n ewly mycosis

when eczematosd clhanges or early eczematord
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ship between so called parakeratosis variegata to poikiloderma
and mycosis fungoides There 15 also practically umnersil
agreement that parapsoriasis guttatr does not eventuate m
my cosis fungordes or lvmphoma L McCarthy (224b) empha

sized that when a chmeal diagnosis of parapsonasis 1s found
to be early my cosis fungodes, on histological exammation the
chmicil dingnosis 1s mvanably m error, smee 1t 15 ver rre for
parapsonsis en plaques to eventuate to mycoss fungoides
The patient described by Cornbleet and Schorr (67b) exemplt

fies this  In many cases described by Keil (1781 b) to llus

trate this transition the diagnosis was based only on el
chmeal findings  Howexer, Montgomery and Burkhart (245d)
believed that some cases apparently begin s parapsoriasis en
plaques and eventuate 1n mycosis fungordes The patent de
scribed by Gougerot and Burnier (139d) had nonpruntic cu

taneous lestons for 18 years and the histologic studies done
by Elascheff, were consistent with a diagnoss of paripsoriss
en pligues and no evidence of mycosis fungoides was ppar
ent  Potkiloderm-like cutaneous changes oceurred four yeus
later and six years After the first histologic studues, both the
climical and histologic picture were typical of mycosts fun
gordes

Parapsonasis en pliques was beheved by Lapere et al
(197e) not to be a premycotic disease, although they con
sidered them to belong to the same group of diseases and to
have the sune unknown etiology  They were of the opunon
that puapsoriasts 1s hy pergeric and mycosis fungoides anergic
and suggested that therapy should be cirected agunst altermg
these factors n order to prevent the development of mycosis
fungoides m cses of parapsoriisis en plaques or n curtuhng
symptoms m an estabhshed case Lapiere (197c) dnaded
parapsoriasts en pliques mto three types with regard to the
evolution and prognosts  These melude cases having 1) chm
cal symptoms and histopithologic characteristics of mycosts
fungordes, 2) histologic mycosis fungoides and the clinieal
course of parapsoniasts 3) persistance of pirapsorasis, both
chmeally and histologically  This thurd group 1s the most com-



Mycosts Fungoudes 153

n indurated levion of the penis wd regronil hmphadenopithy
ppeared  The condition hecame generilized by metastatic
mvolvement of the abdominal nnd thorauc regions nd proved

to be lymph which d fatally 1t one year
Another patient described by Lane developed Hodghins
disease proved at autopsy five years later nd wnother de
veloped mycosis fungoides

"8 Clmeal features of potkiloderma ike change:
S In t:
mycass fungonles (Blucfarb and Sehwartz Arch D St
936

A 40 vear old man described by
y Gougerot 1nd B
(139d) had brownsh red Plaques on the lgmn]\ face a::ln;ix
remuties for 22 years  The Plaques were coy ered with deltcate

Pigmenttion atrophy and
™M1 However five years
1Ty deseloped mycosts fungordes A

telingiectases typical of porkilode;
Titer the patient had 3 fuyl
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plaques occur, smee thee plagues are often transitory, dis
appear spontancoushy and frequently do not present the histo
pithologic prcture of the disc se  Montgomen and Burkhart
concluded that parapsoriasis en pliques should not be regarded
as a “prelymphoblistomatous” disease  Parakeratosis vanegats
and parapsoriasis en plaques rarely eventuite m mycoss
fungoides or lymphomns  Histologie studies frequenthy reveal
chmeal parapsoriisis to be a lymphomatous disease  Para
psornasis guttata does not eventuite m my cons fungordes

A woman, deseribed by Bluefarl and Inrke (38c), developed
cutancous lesions of parapsonass five years before the nodules
of mycosis fungoides appeired and, subsequently, crcmom?t
of the cervin  All three diignoses were made by Justological
examration

8. Poikiloderma Atrophicans Vasculare.  Poilaloderm
atrophrcans vasculare 15 a svmptom complex which may oceut
m assoeration with many diseases, meluding anvy of the yanous
Iymphomas, and 1s not a clinical entity

The correct diagnosts of pothiloderma atrophicans vasculare
15 established by the presence of hrnght red cutaneous mark
g, telangrectasia, pigmentation, atrophy (especrlly Jocal
1zed processes on the head and trunk) adherent scaling and
smmulation of roentgen ray dermatitis

In 2 comprehensne study of this subject, Olner (259d)
pointed out that when the disese 1s observed for a sufficienthy
long period of time 1t 15 usually 1dentified as a phase of chrome
mflammatery dermatitis He deseribed a patient with circum
seribed potkilodermn Iike lestons which hiter became fil
trated and the dragnosis of mycosis fungoides was estabhished
How ever, on the first presentation of this patient Senear (310)
and Finnerud (105h) both suggested the possibilty of the
premy catic stage of mycosis fungoides

Ormsby’s patient deseribed by J E Lane (196), was a 33
vear old man who apparently had the condition since cluld
hood Two hard tumors which were excised, hd appered
on the bick two months previously Hemogram reveiled 10
per cent eosinophuls and 1 shght leukocvtosis  He dev eloped
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dermatomyositis may develop as a result of damage cansed by
the same etiologic 1gent which produced the other disease and
mycosis fungoides may also be due to noxae when occurting
with poikiloderma  Therefore O Leary beheved 1t advisable
to consider pobaloderma as 1 development resultmg from the
mfluence of various agents rather than as having a distnct
etiologc factor

The following case 15 a typical exumple of mycosis fungodes
with poikiloderma like changes

Case Report A 67 year old man first developed a patch of
dermatitis m the night inguinal egion one yetr previously  Red
patches gradually appeared on other areas until the trunk,
arms and thighs were mvolved The eruphion was marhedly
pruntic and cansisted of wregularly shaped plaques from 2
cas i diameter to one imolving half of the cutaneous surface
of the thigh The lesions were sharply aircumseribed with
Tutle or no mfiltration only a few were shightly raised and some
profusely covered with Iooselv attiched fine scales A large
envth atrophic d tel. aretinvolved
the nght axifia and several similir lesions were present on other
parts of the Lody  There were no lesions on the scalp face
mucosa hands or feet and there were a few small nontender
epitrochlenr lymph nodes

4 Congenital Ichthyonform Erythroderma  Congenital
icthyasiform erythroderma as a possible precursor of mycosss
fungordes was descnbed by Beerman and Thomas {19)
Thetr patient was 1 54 year old Negress who developed acute
chills fever and coma lastng 12 hours seven years prev
ously wiich was followed by a red scaling dermatits on the
fiec  This eruption became generalized with no remissions
and was more murked duning the winter season At 36 years
of age the uterme cen ix was amputated and wrradiation therapy
wrntanstered for carcinnm - e
hater
was m

PTE € e

wd Gve vews Jater At 51 years of age she had verrucoid
Wyperkeratotic patches on the estrempes and an wdurated
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patient having porhiloderma atrophicans vasculwre, mycoss
fungoides, basal cell epitheliom and squimous cell epithe-
lioma, was described by Leavell et al (203) Bloom (37) pre
sented @ patient wath poikiloderm1 atroplicans vasculire with
the Iustologic changes of mycosis fungoides Mjcosts fun
gowdes developing from porkiloderma which had been present
for 11 years was reported by Gaté and Michel (124b)  Uleers
and late tumors had been present for the st few months
Patients having simlar evolution of porkilodermt were de
senbed by Cuvatte (651) and Gougerot and Blum (139h)

A 39 ycar old woman who had the charactenstic Jreobr type
of poshiloderma and the histologe features of no other discse
for 14 years was desenibed by Dostrovsky and Sagher (€D
Numerous tumors then deeloped on the mvohed aress, pro
ducing a picture typreal of mycosis fungoides of the tumor
stage which was venficd histologically  Tumors contmued to
develop on all areas of the body and she died seven months
after the onsct of the tumors They alsa observed another
patient whose mtial cutancous lesions appeared to be pwa
psorwasis en plaques, later potkiloderm, but following the de
velopment of tumors, histologic studies revealed mycosts
fungordes Dostrovsky and Sigher behieyed too httle emphisis
15 given to the fact thit poikilodermy may be a symptom of
chromic mflammatory dermtosis and 1n their eise, should be
considered the mitinl or premy cotic stage of m costs fungoides
Poililodermn, hawever, m1y be the termmnl stage of numerous
dermatoses  They Deliwved that potkilodermt may represent
a particular reactionyl mechanism of the skin which mw be
stimulated by various agents which in thrs cise, was mycoss
fungoides

O'Leary (238b) was of the opmion tht the cutancous prcture
of porhiloderm atrophicans v weulire results from dmage by
various noxae to the cutaneous vascular structure and myy 10
volve decper structures than the skin Porkiloderm has heen
reported i associition w th mycosis fungoides, dissemnite d
lupus erythematosus dermitomy ositis and 1diopathic trophy
Poihiloderma, following disseminated lupus erythematosus ot
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Uit rectum entending, to the penrectib By mph nodes ws con

fiymed by an ahdominopenneal resechion Three months Jater
he had edema of the legs most marked at night and histologrc
exampation of an enlarged mgunal fymph node revealed
mepastane milration She died of curdue fature and the
autopsy revealed bilatern} pleural efflusion metastatic carct

noma of both Jungs Tver and sarous lvmph nodes

T A 1

o .
. . R -
: AR
..
N .
IR vl . R .
RO . U 3 g Y w -
~s=r 7 LR S
.. g -
N < e .
0

Thstologacal seeon of Yesions (M 79y

Since congemtal ichthyosiform erythroderma 1 a rare con
dition 1t cannat, weordiog to Beerman and Thomas (19) be
4 common premycotic lesion  However if one concedes that
congental sehthyosform erythroderma tay be a premycotic
phase of mycosis fungmdes there are many questions still
unanswered as to the exact relationship of the two processes
1) Yl all patsents with congemtal ichthyosiform erythro
derma eventually develop mycosis funzosdes 1f followed long
enouph® 2) Are the two diseases scparate entities byt based on
the sunc constitutional background®  3) Does the presence of
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v

79 Micosis fungoides with poikilodermi-hike changes

ulceratn e lesion near the mouth, assoctated with lymphadenop-
athy There weie simlar ulcerative tumor masses on the
forehead and left thigh, and p unful masses on the upper Lp
and chin  Histologte examination of a lesion near the mouth
revealed marhed pseudoepithehomatous hyperplasia and 2
multipheity of cell types i the corium, while a forehead lesion
showed the same picture as well as numerous eosinophtls
the comum  Seven months later she developed diarrhea and
weight loss, and two months later 1 dragnosis of carctnom? 0
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DIAGNOSIS AND DIFFERENTIAL
DIAGNOSIS

Tne Diacnosts of mycosts fupgordes partieulacly 1 the pre
fungoid stage may sometimes be difficult However when 2
chrome ambigy prontic 4 titis which is rebell to
ordmary treatment assumes the form of psomasis eczema
urticana or hehenoid prurigo the possitabty of mycosis fun
gmdes should be dered  Othes hve ph are
wntense pruntus without visible scratch marks the generaliza
tion of the eruption and resistance to therapy

In differentiiting mycosss fungordes from parapsoriasis a
shight fuflness ar vy of the slan "t the ¢dee 15 apparent w
mycosts fungordes while the skun 15 thrown nto folds with a
shiht depression or atrophy m parapsonasis {see Table X)

L helpful & test was desetihed bv Lereboullet (208)
He found that subcutaneous injection of 0001 cc of epineph
e 15 foflowed by hypereosinophihia  Injection of adrenaln
wll normally canse contraction of the spleen producing 2
sudden increse of erythrocytes However m mycosts fun
goudes there 1s a sudden increase of eosinophils

The dignosis of mycons fungodes 1s not Hffcodt @ the
mfiltritie or the tumor stage when hnstalogical exammation
will usunlly confrm the diagnosis  The tamors must be dif
ferenbivted from grandlomas such as syphiks  tubercalosis
Ieprosy yaws hromodermt deep fungns mfections melano-
sarcamy Raposis sircomn met statie caremoma  dermatofl
trosarcom 1 fenkemit 10d Hodghan s disease

Lenkemir eutis ymphosarcomn and Hodglans disease are
the prmepif diseses to be dlferentiated in the tamer stage
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congemtal ichthy osiform crythroderma Jead to mcreised sus
ceptiihity to mycosis fungoides® Becruse of the ranty of ths
condition, these questions cannot be answered as ¢sily under
present arcumstances as they mght be for the relationship
between mycosis fungoides and pothilodermic states, and cer
tain forms of parapsoriasis and other ery throdermas, according
to Beerman and Thomas
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DIAGNOSIS AND DIFFERENTIAL
DIAGNOSIS

Tuz Dtacnosts of mycosis fungodes partseularly n the pre
fungoid stage, may sometumes be dificult However, when a
chrome ambnguous, pruntie dermatiis which s sbellious to
ordinary treatment assumes the form of psomass, eczema,
urticana or hichenoid prurigo, the possimhty of mycosss fun-
gordes should be considered  Other suggesth ¢ phenomena are
ntense provtus sathout wisthle sesatch marks the generakhza-
tion of the etuption and resistance to therapy

{n differentiating mycosts fungesdes frem parapsoriasts, 4
shght fuliness or nsing of the skin at the edge 15 apparent m
mycosss fungosdes while the skin 15 thrown mto folds with a
shght depression or atrophy i parapsoriasts (see Table X)

3 helpful d test was desenibed by Lereboullet (206)
He found that subcutaneous mmection of 0001 cc of epmeph-
nine 15 followed by hypereosmophha  Imjection of adrenabn
will normally cause contrattian of the spleen, producing a
sudden meretse of enythroeytes However in mycosis Fun
goudes there is 1 sudden snevense of eosnophils

The dugnosts of mycous funemdes 13 not difficult in the
mfiltratne or the tumor stage when hustalogial examination
will usudh confirm the dingnosis  The tumers must be dif-
ferentted from granulomas such as syphils  tuberculosss,
Teprosy sams b d deep fungus mf , melago-
satcomn haposis sarcama melistahe carcinoma, dermatofi
brosarcomn Jeshemt: 2nd Hodghun's disease

Leukemia cutss vmphosarcoma and Hodehin's disease are
the prineipal diseases to be differentiated m the tumor stage
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congemtal rchthy osiform ervthroderm lead to wcresed sus
ceptibility to mycoss fungowdes® Becse of the ranty of this
condition these questions cannot be nsw ered as cstly under
present eircumstances s they might be for the relatonship
between my cosis fungordes and porkilodermic states and cer
tun forms of parapsortisis and other erythrodermas according
to Beermn and Thomas
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DIAGNOSIS AND DIFFERENTIAL
DIAGNOSIS

Tm: piacosts of mycosts fungoides particularly 1 the pre
Tungord stage may sometimes be iffientt  However when &
chronic ambiguous pruntic dermabbs which Js yebelhous to
ordmnary treatment assumes the form of psonasis eczema
urticana or hchenod prungo the possibility of mycoss fun
goides should be dered Other suggestive ph are
intense pruntus without visible seratch marks the generaliza
fon of the eruption and resstnce to therapy

In diferentriting mycosis fungoides from parapsoriasis a
shght fullness or nsing of the shin at the edee 15 apparent 1
mycosis fungoides while the skin 15 thrown into folds with 2
slght depression or atrophy 1n parapsorians (see Table X)

A helpful d test was desctibed b Lereboullet (206)
He found that subcutaneous injection of 0001 ce of epineph
e 15 followed by hypercosmophiha  Tnjechion of adrenahn
will normally cause contraction of the spleen producing a
sud fen wmeretse of erythrocytes However m mycosis fun
goudes there 1s a sudden increase of eostnophils

The thagnosis of mycons fungoides 15 not difficult m the
mBltratne ar the tumor stage when hustologieal eximmmation
wall usunlly confirm the disgnoss  The tumors must be dif
ferentiated from granulomas such ay syphdh  tuberculosis
Jeprosy s bromoderma deep fungus mfections melano
sarcoma Kapowis sarcoma metastatic carGinoma dermatofi
brosarcoma. leuhemia and Hodghsn s disease

Leukenua cutss lymphosarcoma apd Hodglans disease are
the principal diseses to be dsfferentiated m the tumor stage
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Hodghins disease first affects the lymph nodes and mvolves
the skin secondanily lthough there are numerous reports of
autochthonous formtion of Hodghun s disease n the sk \lv
cosis fungordes first affects the shin with secondary 1nvolement
of the lymph nodes In the tumor stage of Hodglns disease
the lustologic preture shows the typical Sternberg Reed giant
cells wheres m the comparable stage of mycosis fungordes the
mycosic cell 15 present Necrosts occurs i both condthons
but 1 more fibrinoid caseation necrosis 1s present m Hodghins
disease whereas there 1s 2 hquefaction necrosis m mycoss
fungordes  There 15 1 pronounced tendency to sclerosis m
Hodghins disease a feature seldom present m mycosts fung
odes There are characteristic cells m mycosis fungordes
large monocytes (the so called mycosic cells) which are most
frequently present i the tumor rather than in the mfltratne
stige There are more fibroblists and @ greater tendency to
fibrosts i Hodghins diserse  However defimte diagnostic
entern cwnot be de ned from the study of a smgle feature
but rather from the ¢ntire histopthologieal picture

The eharicteristic fetures of leukemr cutis are the purpunc
manifestations mvolvement of the bone marrow and perp
eral blood the leonme ficies (1 common fexture of leu
Lemi1 nd 7 rire one n mycosis fungoides) The Histologic
chractenstics of lev hemi1 cutis consist of dense cellular
filtrtions without mitotic figures and the zone of normal con
nective tissue between the epidermis and the prohfertting
cellular mfilirations

Lymphosarcoma 1s charctenized by « greater umformity of
all types and 1 band of normal cutis present between the
prohferating cells ind the epidermus  \Ntotre cells are present
1 lymphosreoma

To frcilitte the proper dignosts nd to clnfy some aspects
of this complex situation Beermn and Thomas (19) suggested
the following 1) Careful detailed records of all chmerl
events 2) repeited histologic studies at ntervils of ALL
dermatoses of obscure charicter or long diration or of un
usual resistance to tleripy  3) proloneed follow up ohser 1
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tion even after appirent and unexpected “curc” or improve-
ment, 4) careful roentgenologic studies (pulmonary, gastramn
testina), renal and bone), 5) repeated general medical and
specral examinations, 6) hematologic study by accepted
methos, meluding repeated ¢y tologic mvestsgations of blood,
bone mamrow and lymph nodes These would include the
ovidase test, special connective tissue stuns and study of the
bone marrow by the trephine method which preserves the form
and relationship of the bone marrow cells, and, if possible,
lymph node and shin impressions, and autopsy stuches of the
liver and spleen, 7) tissue culture, 8) the use of new mvestiga-
tve methods appheable to this problem from any field of
medicme, and 9) central registry of a switable center of all
such obscure dermatological cases  Correlation of the data

thns center with related centers 1 other fields (3¢, Tumor
Registry)



IX
PROGNOSIS

THE DI ERGENCY of opimion regarding the duration of life m
mycosts fungordes appears to result from grouping of the
three types which are described as mycosis fungoides  The
“d'emblec” type may be of extremely short duration, often only
a matter of weeks or months  The erythroderma  type also
appears to run a faurly rapid course  However, chssical my
cosis fungoides 1s frequently of much longer durion The
premycotic stage miy be present for miny months or yeus
while the mfiltrative stage tends to run a more rapid course
Adequate treatment, including roentgenotherapy, may result
m prolonged, useful hfe, espectally for pitients huing onh
cutancous s ol ement of the classical tvpe

Binder (33) stated that he did not beliex e the morbdity of
mycosis fungoides to be incretsing  In the past this has shown
fluctuations and, 1n his option, earlier diagnosis and the pres
ent greater hfe evpectaney probably account for the merese
m cases today Even with present day therapy, however,
Sequerra (311b) believed it impossible to do more than give
rehef of symptoms and prolong hfe The slow, pamful course
of the disease may be rendered less severe m many cses nd
the imtense agomzing pruritus miy be somewhat alleviited
Pautrier (265e) stated that a pitient, seemingly 1 good helth
may develop Irge generalized tumors and stll remun “n the
most amazing state of well bemg ” He beliey ed that one should
suspect mycosis fungowdes when this situation occurs He de
seribed the unplersint feitures of mycosis fungowdes as the
long “hornble” course and bodily disfigurement, although the
preservation of bodily function continues

Any of the vanous lvmphomatons diseases may termimite
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fatally, according to Montgomery (243c) who hsts the follow-
g from a standpoint of longewity when ms olyement is con-
fined to the shin  \ycoms fungodes, Hodghm's disease,
chrome leukemia and lymphosarcom and acute leuhemi
Although spontaneous s olution without therapy, particularly
In cases of primary cutaneous exfolitive dermattis of vanous
etiology may oceur, typical Lutapepus Or systemc tymphoma-
tous mamfestatians may occur ye s later Fraser (114b) com-
mented on the spontanevus resolution of tumors which 15
charactenstic of mycoss fungoides but bas also been observed
m other d ) of individuil
fesions has also been noted m hapost’s sarcom 1 and m Iympho-
sarcoma particularhs the reticulum cell type  Ewing (100)
referred to a patent hning reticulum cell lymphosarcoma of
the tonsi} which underwent complete resolution following re-
moval of bssue for lustologic stady but later appeared n
nother area Tins s1me spontaneous resolution occurred in a
patient obsened by Tnmble {339h) following removal of tissue
from a pumary lvmphosrcoma of the cheel A few weeks
Iiter a tumor developed n the eyebll which hid the same
Iustologue structure as the cheel. leston

A patient who hid typical clinmieal and histologic mycosis
fungmdes described by Helmke (151) was well 16 yeurs after
the lestons hd cleared completely following therapy  One
of Pautniers (268e) patients sunvived for 23 years after
toentgenotherapy  He desenbed another panent who pre
sented diagnostic difficulty in that the only climeally demon

strable fesions for a penod of 30 months were a “weeping
eczemn ™

Jordwn and Areschewa (174) d

a 1 study
of 136 cases of mycoss fungoides, from the literature and therr

own cises  This study included all eases in which there was
sufficient dita to warrant inclision  Of these cases 68 were
followed from one to five vears 38 from six to 10 years, eight
from 11 to 15 years five from 16 to 20 years one for 24 years
and one for 30 years In 15 cases the time of obeervation was
not stated  Onlv 38 pitients were followed to a fatal termina
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tion  Of these, death came as a result of cacheua m 10, prob
ably from roentgen ray damage n 10, metastases to the iternal
organs 1n four, complications occurring 1n the lungs, heart and
brain or endocrine glands m five, of mtercurrent disease m one
and of unstated causes n eight

MacKee (2281) believed the longevity of these patients to
be of interest Most patients having mycosis fungoides die
within five to ten years, some m two or three yers, although
reports of 18 or 20 year survnvals appear in the Brtish htera
ture He summanzed the lustory of 1 patient who had just
died of pneumoma  This man was first examined 17 years
previously at which time he was over 70 years of age He
presented a generalized cutineous eruption consisting of 1
filtrated pruritic pliques He had been treited for smmular
eruptions during the preceding 10 years However, these re
current eruptions hid been ewceptionally responswe to
roentgenotherapy and the generilized eruption, 17 years be
fore, was the last attack of this type  Every year or two there
after he developed two o1 three small tumos which disap
peued with a single dose of three quarter shin untt, unfiltered
rocntgen 1ays  However, dunng the last few v us the tumors
hid required two or three more erythem: doses of filtered
radintion  This patient had rem uned alve and comfortible
for about 25 years and 1t was a comparttively bemgn case
although MacKee beheved that he vould not hwe Ined for
long had 1t not been for the roentgenotherapy he recerved
These tumors had been present for at least 15 years although
patients usually die within a few weeks after the onset of the
tumor stage according to MacKee

Netherton (251) also stated that the tumor stage 15 of short
duration although there have been reports of this stage con
timung for 18 vears He described 1 woman who had scaly
pruritic lesions for erght years before the development of m
filirative lesions  Heate and Socha (150) stated that more
than 50 per cent of patients having m cosis fungordes sunne
for five years and 20 per cent live more than ten years

In reviewimng the duration of hfe i mycosts fungotdes
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Sequaara (311h) found the longest duration 35 years, was
reported by Stopford Taylor (323)  He found several reports
of 90, or more, years duration and “we all must have seen
patients who had dragged on 1 miserable eustence for five or
12 years” Among the cases which came to autopsy, he found
that pulmonary embolism was given as the cause of sudden
death 10 only one case  White and Burns (360) reported a
patient who died of septicemia which they behieved was due
to roentgenotherapy

Thomson (332b) believed the prognosts of mycosis fung
oides to be “most gloom),” and although some patients might
survive for a very long time, he was of the opmion that the
average duration was no more than 10 years after the appear
ance of the mitial symptoms  He did not believe that visceral
mfltrabion had any effect on the prognosis and, sice the
disease might contiue for many years with comparatively long
remussion penods the value of therapy w1s difficult to access



X
TREATMENT

l\lonrz vARIED theripy his undoubtedly been employed mn
mycosts fungordes than n anv other lymphomatous disease
Howcver, there 1s still no convineing evidence that any of the
therapeutic agents to be discussed hawve even temporanly re-
stored the malignant tissues 1 any pitient to a completely
normal architecture and cell distnbution according to Block
et al (35d)

The ther1py of mycosis fungordes Iike that of other lvmpho
matous diseases, may be divided into internal and external
theripy  External thernpy s usuallv of a physical nature
whercas internal treatment usually consists of chemotherapy

TABLF \II
THERAPEUTIC AGENTS
External Therapy Internal Therapy
Roentgen Rays Drugs
Radum Arsenic
Grenz Rays Nitrogen Mustards
Thoriem \ Triethylenc Melimne (TTM)
Ultravialet Light Urethane
Topical Medications Colchicine

Antimony Dernatives

Chaulmoogra Oil

Testosterone

Paraaminobenzoic Aad

Teropterin

Corticotrap n ( \CTH) and Sterowds
Other

Radicactive Isotopes

Hyperpyrevia

Symptomatic  Blood Transfus ons

166
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Although there are numerous therapeutic agents, all have
several common charactenstics which probably account for
thexr efficacy  Block and Jacobson (33a) stated that each of
these agents 1s primanly destructive to small lymphocytes and,
to a lesser extent, to erytheobl myelocytes, gr 3%
and megakaryocytes, but not to retculum cells, the basic cell
n ofl hematopoiesss  Those agents whnch affect the whole
body diffusely, such as nitrogen mustards, raioisotopes and
total body wradiation, have been clearly shown to antabat anti-
body formation as well as cellular mflammatory respanses,
according to Jacobson et al {188)

Therefore, 1t 15 apparent that the present form of therapy
for mycosis fungoides cannot be curative, since present treat-
ment 15 not directed at the basie stem cell, the reticulum cell
Therapy can do no more than control the symptoms of the
disease and, frequently, prolong bfe  Anv attempt to “burm”
out the disease 15 doomed to falure for theorehical and prac
ticaf reasons and will result in comphications more distressing
than the ongmal disense

Localized roentgen rays, mtrogen mustard or urcthane and
antimony compounds appear to be the more frequently em
ployed forms of therapy at the present time  Combinations of
therapy may also be employed  Patients having a few large,
P uleers or § g, lesions
mustard or urethane therapy
therapy

after myrogen
may be given localized roentgeno-

A External Therapy

R Roentgen Rays  Prior to 1902 the treatment of mvcosts

d ted of the of arsenie and mer
cuny but hoth drugs were found to have httle favorable mflu.
enee on the disease  Scholtz {303), 1902, was the first to
use herapy for mycosis fi des while Belot (22)
m France W A Jameson (17f) m England and Sherwell
(315) m the United States were the first to use roentenn.
therpy for this disease 1n their respeetine countries  Previous
therapy and to a gre ter extent, present therapy, fundamentally
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mvolves local or systemic roentgenotherapy plus vanous local
and systemic palliative measures for the rehef of pruntus

Roentgen rays are undoubtedly capable of modifying the
course of mycosis fungordes  Although the cutaneous lesions
may undergo mvolution follow ing local or systemic roentgeno
therapy, they eventually recur months or years later Inas
much as this therapy 15 merely pallntive, the dosage should
usually be moderate

There appear to be only two authentic case eports of
permanent “cure” follow ing roentgenotherapy ~Cannon (55b)
described a 35 year old woman who had about 300 cutaneous
nodules and tumors, a few of ‘grapefrmt size  All the lesions
disappeared following roentgenotherapy and weekly mjections
of neoarsphenamine and had not recurred 30 years luter A
woman who hind no recurrence of the lesions 22 years followmng
prolonged roentgenotherapy was reported by Lommen (216)

Although the cutaneous lesions of mycosis fungordes my
often respond spectacularly to roentgenotherapy, these results
are not permanent sice the mvolved areas are 1pt to he more
radiosensitive than the surrounding shin  Lesions which my
at first be extremely sensitive to rradintion my fimlly cese
to respond to Iirge doses and, therefore, Iirge doses are not
required for treatment The results are usually excellent with
fractionl doses Treatment consisting of 75 r weekly 15
generally advocated, particularly at the begmnmg of therpy,
to prevent possible toverma In the event generalized or
nearly generahzed irradiation 1s required the body surface 15
dnided mto three or six arens depending on the distribution of
the eruption  E1xch body area 1s treted once weekly although
no moie than one or two areas 1re treated on any onc (]‘)
The mt1tl dose 1s 38 r unfiltered radiation but after two or
three weeks of treatment this dose m1y be mncreised to 75
if necessary  If the lesions show no response to roentgeno
therapy 1t should be discontinued and other forms of therapy
mstituted It 15 usully unnecessary to use filtered radiation
excepting for the treatment of tumors smce the lesions of
mmycosts fungoides vield readily to roentgen ravs of ny qu whty
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according to Machee and Cipollaro (228¢}  They stated that
the tumors usually show complete regression following 3 sx:\g\e
exposure of filtered Jow voltage roentgen rays {500 to 550 r
1490 kv 3 to 4 mm aluminum flter 30 cm distance)  Thin
ficral plaques ul d or nonulcerated may
yx::ld completely to as ittle as 300 r low voltage roentgen rays
exther unfiltered or fltered through L mm of alumnum  The
tymph nodes and deeper lesions such a5 those v olving the
e o doses (300

to be fol
lowed in rocntgenotherapy of mycosis fungodes “In the
stages of dermatitis and superfaial mfiltration the lesions will
tespond to therapy of low voltage unfiltered rays  The formula
advised 15 as follows 6010100k 3toSma 15t0 20 am
focal shan thstwnee and oherent Sltration of the tube  The
approumate half value layer for this formula 15 1 to 15 mms of
alominum  The dosage (free ar exposure measured at the
surface of the skin) vanes from 75 to 100 r per area weekly
The mdwidual lesions respond to a total dose of 600 to 800 ¢
The areas treated are screened off to include a border of normal
shin of sppoumately 05 to 2 ems Tt must be remembered
that the amount of back seatter vanes with the half value Jayer
wd attans a maamum at a half value layer of about 04 to
06 mm of copper This value 1x usually obtaned with
Mlovoltage of 150 and a fltration equvalent to 2 to 4 mms of
Aduminum or 625 mm of copper When the voltage 15 1n
crewsed above this value the back scatter 1» decreased  This
would of course lower the skin dose for a given ar dose
Arets such as the thvrod testes and hyn regions should be
praperts shielded
Generali.ed Roentgenotherapy  Sommernlle {3204} whe
described the “show er bath” type of roentgenotherapy reported
150 year old man who had a sealy cutancous eruption on the
lower extremities associated with pruntus for one year  The
eruption then hecame generalized to mvolve the entire body
waith v mosst scaly enthematous dermatitis most marked on
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the legs  The legs and scrotal region were markedly edema
tous  Portions of the shin had a blush hue, and there were
a number of tumor masses on the trunk, some of which were
begnming to fungate The diagnosis of mycosts fungodes was
confirmed histologically  The body was divided into two large
fields, roughly representing circles of 80 ems m diameter
Therapy consisted of a hilovoltage of 200, hv1 19 distance of
200 cms, 10 r per day at the rate of 2 r per mmute to exh
area, until he had recened a total of approvimately 8001 The
general reaction was profound, but mne months after cess?
tion of therapy both the general health and the shin condition
were good  In a Iater dhscussion, Sommen ille {320b) reported
this patient to be 1 good health 13 vears later, wnd he hud
sunvaved two attacks of exfohatne dermatitis  Because of the
extremely severe reaction, he beheved this type of theripy
should be undertaken with great ere since the patent must
be ‘hit” hard enough to produce a svery sharp bload rexwction
However, the results obtamed from this form of therapy are
not notably better thn those obtuned with superfiain] roentgen
rays and the dinger of the marked anemin which follows
therapy mn the Heublein unit 1s not present

The toxic reactions which muyy follow mtensie roentgeno
therapy vary from tovic cutaneous eruptions resemblng
erythemr multiforme to agranulocytosis and dewth  When
treating generalized dermatoses, pirticulirly radiosensitne
diseases such as mycosis fungoides, a febnle rewction m3}
devclop together with a tovic dermtitis and the ongml erup
tion may become more mumfest These phenomeni miy 1€
sult from the rapid absorption of tonic materral from the w
voluting lesions  The patient reported by Duverne ef af (94)
developed a fatal agranuloevtosss following roentgenotherps
for a premycotic erythema

Cathode rays which have the syme bwlogic effect as 1 rays
have Imited penetrition into the sk depending upon the
yvoltage used, and electron energy can be locthzed to the
mpcrﬁcnl layer of the shin - The entire body mx be rradited
at one sitting without evidence of hone marrow depression or
radiation sichness m any case At 25 million elcetron volts the
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pesk romzng dose bes a3 ta 4 rar. beneath the affected s‘;l;‘\
where 1t effectn ely localizes and exerts its iologic action in the
pathologic infiltrate seen m this disease

Radwem  Tadwm 15 of hmited value in the treatment of
mycosis fungodes and 15 vsed m the mouth auditory canal
and other areas maccessible to racntgen Tays or 1 the treat
ment of aircumseribed Jesions 1n any area

Grenz Rays  The safety factor of Grenz rays makes this 1
excellent modlity for the trement of mmcosts fungodes
(Bluefarh  38a) This theripy may be repeated wath safety
when the discase becomes active following remission whereas
the amount of roentzen wradiation winch may be adrumstered
with safety 1s hited  Ralz (175) reported a 63 year old man
who had markedly pruntic generalized 1nfiltrated cutaneous
festons of mycosis fungoides  Following Grenz ray therapy,
the symptoms were completely relieved for miny months He
hehieved Grenz ravs give excellent results in cases not having
mternaf fesions or other compheations of mycosts fungoides
Despate the fact thit thi therapy s not curatne it may
lengthen the patients lfe nd there may be remissions with
out symptoms for many yewrs  Cernohiorshy (59) used Grenz
1y therpy in four c1ses of mycasn Fungoides and found there
was a fworable influence an all stages of the disese  The
sensitivity of the different climcal manifestations vaned greatly
The premycotic ervphions unproved after doses of 800 i
1000 ¢ with erther total or fractioni] radiation and Teconery
took place m four to seven weeks  The most rynd improve
ment was noted wn the wofltratwe stage which reacted to doses
of 600 to 1000 r admimstered 1 one treatment  Fractiona)
mduation could be used equally well bur would require 4
fugher total dosige Recovery required three ta s weeks
The tamor stige mamfestitions rercted only to fractional
theram 1 doses of 306 10 800 1 and 4 tot) dose of 4000 r was
;w(escm to ahtun good results while reconeny togk place m
‘::1;‘:2:2!\ “lrlcks "[Plbe“ke‘ﬂl that successful treatment of
ened L of 1 umors . Relapses could not be pre

gen riv or Grenz ray therapy were used
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Thorttnn X Thonum X therapy was whvocated by Rusd
(299) who stated I believe thit the local applictton «f
thorium X is the tretment of choice until tumors develop then
A\ riys we necessary  Thormum N keeps the patients relatnely
comfortable 1nd can be applied with ewse and safety to ex
tensive nd patchy lestons without the rishs nssocited with
X r1y exposure over 1 wide area

A patient who had recened httle henefit from roentgeno-
theripy was desenbed by Green (141)  Thorum \ was then
used 1n doses of 2000 umts i 1sopropy | aleohol punted on
small affected aren of skin weekly for siv ipphettions The
erythemn appeared to clear following the first apphication while
the prunitus was completely rebeved ind continued in abey
ance even After some relipse n the erythemn  After mam
weehs without treatment the yealy erytherna and pruritus ¢
curred  Intrivenous thorum X 100 umts i sihine ws fhen
given weekly, for 12 weeks with some relief of the wrtation
and some of the erythemn dummshed  Although the dffer
ential blood counts were norml before during nd after trext
ment Green was reluctant to contimue ths therpy  Thorm
X 2000 umts 1 ssoprops | alcohol was then resumed af & cehhy
mtervals for 12 wecks apphed to the entire left half of the
back and on two square patches on the front of the trunk The
erythem and wmtation agmn disappered and the shin 2P
peared normal - Four weeks Inter the two squares on the front
of the trunk were not erythematous and the prurstus w1s co
pletely relieved  There way shight erythemy involving the sule
of the back to which thormm X had been appled but there
w1is no evidence of mntation  Greens second patient w15
treated with mntravenous myections of thormum \ 100 un ts 1
salme weekly for 12 weeks  The srritation subsided consider
1bly for the first few duys following ench mection but the
dermatitis and tumors Were not benefitted  The blood studies
were normnl before wnd after each treatment  However this
therapy w 1s not continued md thonum \ 2000 umts 1 150
propyl alcohol wis then punted on controlled arcas of the
body once weekly for 12 weehs  The erythemn and exfolntion
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dimumshed considerably on treated areas md the skin ap
peared more normal  Feen (103) beheved that prior to this
tyme thorum X was not used parenterally m dermatology, al
though 1t had been avarlable siace 1912 Rod thorum
X myections were used extenswvely m France duning the 1920s
but the results were poor and bone necrosts as well as radio
dermattis were descnbed  Therefore Feeny believed that
thorumm X should be used only for topieal therapy

Ultraviolet Light  Ulirwviolet hght 1s pnmanly benefimal as
an ant pruntic although defimte clearing of the cutaneous
lesions followiny thus form of therapy was noted hy Bluefarb
and Thrke (38c) Inasmuch as drugs employed in the present
day treatment of mycosis fungoides have no effect on the basic
stern cell the reticulum cell 1t would appear that superfienn!
roentgen rays and ultraviolet Light would be the treatment of

chowce for this disease because of the mmmmal nsk to the
pahent

“The three lymphomatous diseases having associated pruntus
are Hodgln's disease the exfohitive form of chronic lympho
ovtic leukerma and the premycotic stage of mycosns fungodes
Tn all thiree there appears to be some rehef of the prunitus fol
lowing, generahzed ultrnviolet hight therapy  Ultrawsolet xays
ke roentgen rays appear to elevate the sensory threshold of
the intraepithelal nerve endings

Topscal Therapy Wath the exception of thopum X the
only value of topical therapy 1 mycosis fungotdey 15 for control
af pruntus  Antiprantic iotions and ointments are of some
value

Pl enolated Calamine Lotion N £ IX

Li juefied Phenol 10
Calamine Lotion to make 1000

Lintment N F IX

Calamine &
Zine Gude 5
OlveOil

50.0
Cales m Hydrovide Solution to make 100
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Generalized tar baths, such as the proprietary preparttions
of Ar-Ex, Almay or Zetar (R) m1y be used Hydrocortisone
omtment 1s often effectnve for the treatment of pruntus

The use of an ointment contuning 1 per cent podephyllin
for the relief of discomfort was deseribed by Craig (70) The
cutancous lesions disippeared following application of this
omntment and although they recurred a month or two later, re
application again relies ed the condition

The ulcerated tumors should be clewnsed dressed aseptically
and a soothing omntment, such as unguentum rcthrmmolis NF
IX, applied to the lesions  Darer (74) stated that the cutane
ous tumors and mfiltrations would occasionally absorb follow
ing the topical apphcation of pyrogallel Howeuer, reperted
urine exammations for albumin are required with this type of

therapy

B Systemic Therapy

Arsenic. Arsentc was one of the first drugs to be used for
the treatment of mycosis fungoides and continues to be 2
useful therapeutic agent However arsenotherapy offers only
temporary benefit and the tovie reactions must be constantly
considered It may be ad ed orlly, mtr Irly or
intravenously The oral preparations most frequently used
are astatic pills and Fowler’s solution

Arsenic Trioude (Asatic Pills)

Arsenue Trioude 01
Piper Nign 50
Glycerme 30
Water 10

Potassium Arsenite Solution N F I (Fouler s Solution)

Arsemic Trioude 100gm

Potassium Bicirbonate 76gm

Aleohol 300
1000

Distilled Water to mike
Directions  One drop in water or milk after meals three times daly
Inereasc by one drop 1 day until 12 drops 1re taken daly
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For Children

Fowlers Solution g g
Peppermmt Water to make 1!
Dyrections 13 6 drops datly depending on age

2 Per Cent Solution Sodum Arsenate (For Subcutancous Injection)

Sodwm Arsenate %g
Phenol 1000
Stenle Dstilled W ater, to make

(In stenle fashion 1 rubber dam stoppered vial)
Drrcctions One hall ce daily or every other day, subcuteously

The touc reactions to arsemic include dryness of the throat,
nsomnta, eden of the eyelids, neunts, diarthea, hyperkera-
toses of the palms and soles cutineous hyperprgmentation and
malignant cutaneous lesions

N, ph and are the most common
forms of arsenic wsed for travenous wjection  Cannon
{58b) stated that his only patient hwving the tumor stage of
mycoss fungodes who had remamed well had recewved
o . .

leukemns and neoplastic diseases, according to Gilman and
Phulips (129) and Rhoads (291) This group of chemucals
appears to affect the nuclear of the cell and bl
most closely the action of short wave radiation, rather than
that of any other hnown chemical reaction  Karnofsky (177)
stated that 2 rapid and marked therapeutic effect 1s sometimes
obtamed wich has continued for three, five or more, months
Henstell and Tober (153a) were the first to record the re
sult of nitrogen mustard therapy for mycosis fungoides They
trented 2 67 year old woman with mtrogen mustard {methyl s
(2 chloroethyl} amme hydrochlonde), dissolved i 5 ce dis
tilled water mnjected 1nto the tubing of n mfusion of sotomc
solution of sodwm chlaride, admumstered itravenously  The
same dose wis repeated on two successive days  They ob
sened 4 prompt response to this therapy and the cutaneous
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papules, infiltrations and pruritus began to diminish the fourth
day followmg treatment  Nine days later the hustologse report
stated “The intense méiltrate of earher sections is gone  In
a later report, Henstell et al (153b) reported the results of
nitrogen mustard therapy 1n siv cises of mycosis fungoides
There was a marked immediate response to therapy m all
cases, regardless of the type of mycohc cutaneous lesions
present or the stage of the disease  All of these patients had
been found to be radioresistant  In four cases {1,234) the
disease had been present from eight to 30 years and had re
sponded favorably to roentgenotherapy for an appreenble time
but they had been radioresistant for several years In two
cases (5 and 6), the discase had been present for 30 and 15
months, respectively  Cases 1,2 and 3 had excellent response
to therapy, the lesions cleared almost completely and the
pruritus was greatly reheved  One patient (case 4), who Ind
the disease for 30 years, showed only partial improyement
Cases 5 and 6 were considered to be chmeal failures suce
there was a prompt response to this drug but each course was
followed by relapse witlun several weeks, and the duriton of
mmprovement became increasmgly shorter

Kierland et al (182) treated six patients having mycosis
fungoides with mtrogen mustard  Three of these patients were
given two courses of the drug  One patient, who had not re
cetved previous roentgenotherapy, died two weeks after mitro
gen mustard therapy of a febnle disease which was not et
pluned at autopsy However, the mfiltrated cutancous plaques
showed regression one week after treatment  Another patient,
who was pregnant, had recened roentgenotheripy to all cu
taneous areas with the exception of the lower bick and abde
men Al the wradiated areas improved and one month after
roentgenotherapy a normal infant was dehvered Two w ecks
later, a course of mtrogen mustard theripy was admumustered,
and within two weeks the pruntus mmproved and one week
later, the tumors had regressed n size and degree of whltr2
ton 1n the areas which had not been irrachated  Although her
condition was improved two and one-half months Inter, new
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tumors and recurrences of the nodules were apparent in some
areas and a second coutse of mtrogen mustard was gnen  Four
patients 1 this group had recen ed repeated courses of roent
genotherapy over 1 penod of one to Six years and had become
resistant to radation  One patient showed 4 strbing response
to mtrogen mustard therapy  She rapidly gamed i strength
s0d weight 1nd the paw and prontus almost disappeared
The cutaneous nfiltration and erythema rapidly subsided and
she was discharged after continuous hospitalization for 10
months  Stx weeky later her general condition was still i
proving but the paroxysmal promitus bad secenrred and she was
given a second course of mtrogen mustard therapy  The gen
eral condition gnd the cutneous lesions responded to therapy
i the other three cases Que patent had rehef of pruntus
follow my the second course  However the cutaneous lesions
were disappeaning and no new lesions had appeared two
months after the second course of treatment The rehef of
pruntus was marked m two other cases one to two and one halt
months after treatment the ongal cutaneous lesions continued
t0 1mprove and new lesions had not appeared  The reactions
0 mtrogen musttrd therapy were essentially of the gastromn
testinal type according to herlind et al Al patients expers
ented nausea after the fstanjection nd four had somnung
within three hours after the first injechon  Other reachons
were disturbance of the formed elements of the blood such as
Jeukop topenia and thromt openia
A 79 year old man reported by Philpott et al {272) showed
mked 1mprosement with mtrogen mustard therapy as evs
denced by mvolution of the centaneous tumors wnd nBlirated
pliques and dimmubion of prontus  However iincy topenit
gi‘:,’f{’ffii';‘iﬁ:‘"‘Te\,’;“":f,‘;:f“fv{" I“h;ﬂelmmd he died
fungoides reported by Osxzmme ; t a‘]O ‘r:é;“ hanced mycosis
POrary response to mitrogen must: “d th (262} shawed = tom
454 year old wom dg\elc da‘: w e he fisy pihent
tme” fter tregtment F:sml:d ]e Satncous nodules “some
unable to b funy o Jppered and she was
het mtrogen mustird theripy  The second
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patient 1 62 year old man had 2 recurrence one month after
treatment nd fuled to improve with roentgenotherapy He
died seven months after nitrogen mustard therapy  Osbome
et al concluded that the value of mtrogen mustard therapy for
mycosts fungoides 1s principally Lumited to patients having far
advanced stages of the disease probably with mternal lesions
who cannot be adequately treated with roentgenotherpy or
those who hne become radioresistint It 15 obvious they
stated that further radiation therapy followmg mtrogen
mustard therapy 1s essential and smce there 1s m immeduate
dramatic relief of prunitus this factor had a great psy chological
cffect on the patient

Goldberg and Mason (134) treated three patents hwing
mycosts fungordes with mtrogen mustard and concluded that
ilthough not curitne tlus therapy offered 2 symptomatc
pilltive method of trertment There w1s usuilly an mmed:
ate response to the first course of treitment with 1 demonstra
ble effect on the cutwecous tumors ind pliques and the
pruritus shoned immedite mprotement which Tasted for 1
longer penod than any vistble cutancous chrnges Although
successive courses of trextment were found to be of value the
temporary mmprosement of the cutmeous tumors and mfiltra
trons nppetred to dimmsh with subsequent mtrogen mustard
theripy Repeated tre itment was not found to produce severe
blood dyscrastas or greater changes i the blood elements thwn
those which occurred during the bl course of treatment
Nitrogen mustard therpy did not apper to affect the micro-
scopic nfiltrition m the cutis m these cwes s substntiated
histologically before during and after theripv  They con
cluded that nitrogen mustird therapy his 1 more dramitic
effect on mycosts fungoides than roentgenotheripy but offers
no better prognosis

Detailed mcroscopic observitions before during and follow
ing mitrogen mustird therapy were described by Block nd
Murphy (35¢) They stated that the effect of mtrogen mus
tards on tissues 1s sumlir to that of 1omzme radnitions In the
normal ammal grven median lethal doses of nitrogen mustrd
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the successive changes are as follows  First there are cessthion
of matoses nd degener on of susceptible eells (small Jympho-
cytes myelocytes erythroblasts and mesakaryocy tes) “;c
major part of the degeneration of susceptible cells occurs only
 the hematopmetic tssues within 18 hours after wjection
not in the peripheral blood  The outstretched fixed cells (fibro
blasts macraphages and reticular cells) as well as plasmacytes
are extremely tesistant to the destructive action of the mus
tards ‘The second phase is phagocytoms of debns The
third or atrophic phast Tasts severnl days and corresponds to
a penod of aplasta of the susceptible cells and reduction of the
number of mitoses  Regeneration ensues as A result of hetero
plastic formation of the susceptible free cells from the reticular
cells and homoplastically by mitotic prohferation of the few
resdual susceptible cclls  There 15 no evidence to support
the thests that the nitrogen mustards exert their effect primanty
on immature or rapidly dividing cells

These results with regird to the decrease wr the wéltrate
were 1n genernl confirmed by Henstell et al (133b) How
ever there was Lttle evidince of marked eflect on mycosis
cells 1n Block and \Mfurphy s (35¢) series except for the cessa
tion of mitosis

Five patients baving, mycosis fungowdes were treated with
mtrogen mustard by Pillsbury and Urbach (273)  They found
that only 6 mg of mtrogen mustard given every day or every
other dav with mtervals of “rest” were required Hammer
berg and Bastrup Madsen (146) reported a 57 year old man
*ho had evensne pruntic eczema and numerous tumorbus
mfiltrates which revealed many retcvloendothehal cells with
numerous tmitohie figures on lustologieal examunation  The
lesions had been found to he radioressstant  Three semes of
ntrogen mustard therapy resuited 1n a nearly complete ths
appearance of the severe prunitus Howeser each remission
tisted for anly one to two months

Burman {33) treated four
tions of mtrogen mustard

patients with ttraarternal mjec
to determune the sascularity

The flucrescin was myected first
of the neaplastic tissue whenever
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possible  The mtrogen mustird was dissolved 1 s ime solu
tion m a concentration of 1 mg per cc, and mjected at the
rate of 10 mg per mnute i doses of 5 to 80 mg of 0l to 1
mg per hilograms of body weight

Friedman and Stntzler (115) administered both ant: reticu
Inr cytotoic serum and mitrogen mustard to a patient having
the ulcerative stage of mycosis fungodes  There was no chm
cal improvement or histologic change followmg either type of
theripy  Evans et al (99) described a patient hwing mycosis
fungoides ‘d emblee” who had marked regression of the cu
tneous lesions and the superficial lymph nodes following mtro
gen mustard therapy

The results of mtrogen mustard therapy 1n mycosis fungoides
have also been reported by Owen (263), Desawe et al (83),
Foldvart and Nehaun (109) Fehschhacker and Klug (108)
Schaefer ind Lehner (303) and Schulze and Brauner (308)

Triethylene Melamine Triethylene melimine, admmistered
m 5 mg tblets for oral ingestion, has an actton simider to
mitrogen mustard, according to Hughes (161) He reported
the results of this therapy m two cases of mycosis fungoides
The first patient who had extensie, markedly prurtic con
fluent exfoliating cutaneous lesions, did not improve with this
therapy nd died two months later The second patient who
hd generalized discrete cutaneous mvolement, had relef of
pruritus and regression of the lesions for four months following
treatment

Triethy lenc melamine tablets are taken orally, before break
fast, and the recommended dose 1s 10 mg for the first w eek
Five to ten mgms may be given weekly for the next three or
four wecks 1n the event that Further therapy 1s required nd the
hemogram 15 normal  The delayed reactions to this drug may
be nauser and vommhing occurrmng six or more hours after
ingestion which m1y persist for one or two days The hema
tological rexctions consist of varying degrees of bone marow
depression

Urethane Urethane has been used for the trestment of
mycosis fungordes since Paterson et al (267) employed this
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therapy for levkemta  hennedy et ol (180) admimstered this
therapy to nine patients having mycosts fungodes They used
220 per cent solution of urethane orally 1n syrup of raspberry
Four grams daly were gwen routimely but the dose varied
from 0505 gms Among these nine patients who had vanous
stages of mycosts fungoides four showed defimte improy ement
with rehef of pruritus regression of tumors wnd epithehzation
of uleers Histologic studies revealed an obvious decrease
1 the density of the whltrite  The bl remssions vaned
from three to 19 months  They stated that readministration of
urethane may also be effectne although repeated courses or
persustent usc of this drug causes inereasing refractions of the
dhsease such as occur following radiation or rutrogen mustard
therapy  The reactions from urethane may consist of anorevia
nausea vomitmg diwrthea drowsiness and lenkopema
Two patients described by Shaffer (314) show ed marked 1m
provement followmng urethane therapy The first patient re
cenved a total of 550 gms without any apparent totic reaction
Lembrock (205) observed one patient for 23 months fallowing
the admimsstration of 147 ymy of urethane There was tem
porary molution of the tumors 1nd nfiltrate  but persistent
svere pruntus was followed by relapse sccondary nfecton
and death  The normal cells of the spleen hver and lymph
nodes were found at autopsy to be rephiced by fibrous tissue
The serum albumin was decreased but alpht and beta globu
Iins v re increased dunng wrethne therapy  The total protem
and clectrophoretic serum albumin changes paralleled the
severe chmeal course of the disease  Leidel (204) reported a
50 year old woman who responded favorably to a total dose of
210 gms of urethane However leukopem dey eloped 1nd the
drug was discontinued  She died follawing an exacerbation
of the tumar formation  The second ptient was a 52 year old
man who improved with urethane therapy  His general condh
ton improved considerably and the mfltr ited cutaneous lesions
nd pruntus disappeared  However the symptoms recurred
Titer while urethane was still being admunistered
Three of the four pitients tre ited By Muwo {249) showed
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temporary improvement while recening urethine therapy
The mvolution of the cutaneous lesions paralleled the de
velopment of leuhopenta n one case  The pitient reported by
Rehak (288) responded well to mmtial treatment with urethane
but became refractors to the drug and further mtrogen mustud
therapy proved to be meffectine  Korting (189) described a
50 year old man who had recenved 74 gms of urethine durng
aperiod of seven weeks  He then developed bilateral gyneco
mastia, presumably due to incresed estrogemie substances
which the damaged liver was unible to destroy, and mcreased
urobilinogen excretion  The gynecomastnn slowly decreased
after cessation of urethane therpy

Colchicine. The antimitotic action of colchicime has long
been recogmized Lut due to its hugh degree of touiaty and the
lack of standardized preparations, its use has, heretofore, not
been successful for the treatment of malignint tumors  Recent
studies, however, hmve led to the 1solation from Colchieum
autummnde of cytostatic para tlkalords which hwe an action
simlar to that of colchicine and which can safely be green
mternally  One of these, designited substance F (12 669"~
colcemid ), which w s found to hw ¢ greter anhmitotic action
d less toueity thin colchicme was used by \hdim and
Ormeo (238) n tretting three pitients huwing mycosis fun
gordes and, for comprison, two hwing epithchomas Com
plete remission of the chmenl symptoms and 1 retum of the
histologie picture to normal were noted m the cases of mycosis
fungoides but there w1 no mmprovement in those hwing
epithehomas  The method of treitment was the same 1 all
five cases and the drug was reported to hne been well toler
ated The mtial dostge was one or two mgms duly which
was mncreased to three mgms a diy  Two pitients were
treated with mtravenous injections and the other three b
oral admimstration  The tota] dosages varied trom 40 to 90
mg Investigators at the Unnersity of Vienn used preparation
12 669” 1 treatng pitients having granulocy tic leuhemta,
sarcoma and carcmom1 and concluded that ats effect on con
pective tissue neoplisms differs from ats effect on epithelil
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tumors  They reported chimeil cures 1n patients having len
kemia but those having epithehal tumors were not benefitted
Since mycosis fungordes hke jeuherma  belongs with the
reticuloendothehial system diseases the results reported by
\idana and Ormeo are in substantial agreement with those
obtamed at Zunch  They stated that thew report 18 mtended
merely to establish prionty and to show the excellent results
of therapy with this new preparation 1n cases of mycosis fun
goudes although 2 longer follow up penod and further tnal will
be needed before its chimcal y 1lue ¢an be defimtely determmed
Antimony Compounds  Garb {122b) who hid extensne
etpenience mn tretting mycosis fungoides with antimonial com
pounds stated that of the three antimony preparations he
considered antimony potassum tartrate first stibophen second
and stib (the diethyl thanol salt of sodium ant
mony gluconate) last m effectnencss  He advocated 20 m
travenous ijections of 4 one per cent solution of antimony
potassium tartrate three times weehly nd freatment con
tinned with stbophen or stibinose until alf lesions were healed
and weekly g s of stibophen or for six months
Patients who ded to Als mamfest
improy ement withm three to six weeks but if there is no natable
improvement within this peniod antimontals wall probably be
of little bencfit The untoward reactions are deseribed as
acttintie pan usuafly offecting the shoulders cutaneous erup
tions tachycardia bradycardia and other myoerdial changes
These changes are usually reversible withm six weeks after dis
of He d that a |
electracrdiogram and a lver function test should be dore
monthly i order to avord serious complications  In a later
report Garb and Sims (122¢) reported 11 cases treated with
antimomals  Of these four responded ta treatment while
seven were not improved
Ethy Istik O\ L: ) another ant comp M
e s e s ey ey o
cutaneous lesions began mvol)l d sy et some of the
ution and the pruritus dimimished
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temporiry improvement while recenang urethane thery
The mvolution of the cutmeous lesions piralleled the de
velopment of leukopemtin one ¢ise  The patient reported by
Rehak (288) responded well to mitial treitment with urethane
but beeame refrictony to the drug ind further mtrogen mustud
therapy proved to be ncffeetne  horting (189) desenibed
50 yer old man who had recenned 74 gms of urethwne dunng
1peniod of seven weeks  He then developed aliten] gymeco-
mastir presumably due to nereiwscd estrogenic substances
which the dimaged Iner was umble to destroy nd meresed
urobihnogen exeretion  The gynecomastin slowly decretsed
ifter cessation of urcthne theripy

Colelterne  The mtmitotic action of colchicme has long
been recogmized but due to its Jugh degrec of toieity and the
Ick of stindardized prepiritions its use has heretofore not
been successful for the treatment of mlign it tumors Recent
studies howarar have led to the isolhon from Colchicum
wtumnle of cvtostitie piry dkalods which hwe w chon
sl to that of colchieme nd which cm sifels be anen
mternilly  One of these destmted substwnee F (12 669 -
coleermd) which w s fonnd to hwe gieter wmtmtotic cton
wd less toucity thwm colchieme wois used by \dma wd
Oimeco (238) m traating three patients hwng myeosis fun
goides wd for comprison two humg epithehom?s Com
plete renussion of the chmeal svmptoms wnd 2 returm of the
Iistologic picture to norm were noted m the eases of mycosis
fungordes but there wis no improvement - those hnmg
epithehomis  The mcthod of tre wtment w15 the syme i 2
five cwses and the drug ws reported to hive been w ell toler
ated  The mitin] dosige wis one or two mgms duly which
was mncreased to three mems 4 dy  Two pitwnts wer€
treated with mtrienous mjcctions ind the other three 1)
oral admimstrition  The total doszes vaned from 40 to 90
me  Investigators at the Unnversity of Vienn v used preprration
12 669 1n treating patients having granulocytic Teukemm?
sarcom1 nd ¢wcmomt and coneluded that ats effect on con
nectve tissue neaplisms differs from ats effect on epithelnl
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numerous reports of mtolet mee to tns drmg  Curtis obhsenved
tbree deiths following this therapy The symptoms which
should be considered s “dunger sunals”™ are  fever, hepato
megaly nausen vomiting d a deerese m leahocytes  This
drug appears to bepefit mycoms fungoides and Hodghins
isease more than other lymphomtous diseases just as nitro
gen mustard does  tchell (243a) desenibed 2 patient who
faled to imprave with this form of therpy

Folic Aaid Antagonists  Folie acid antagonists are used only
for the treatment of acute diseases purtientirly acute levkemia
and therefore do not hive much prictical value in the trent
ment of chronic dueases such 1s mycosis fungodes  Lincoln
(212) desenbed 1 patient wha was gnen teroptenn (sodwm
steroy] toglutamate) by mtramusealw mection 1 doses of
10 mgm daly for one week wd 20 mg for the next three
weehs but no amprovement resulted from this therpy

Steroids  Derot et al (82} reported temporary improvement
1 two cases of mycosts fungodes treted with steroids  Gold
man (1332) noted favarable results follow ing the local mjection
of 17-hydroxy cort (compound F) and the topical
appheation of radiosotope SR 90 to the cotineons nodules
and snperfical lesions

Tulipwn (341) reported 1 5T your old man who had fine
scaly erythemtous cutneous pliques of “half dollar to silver
“dotlur” size with a few scittered excomtions fawrly well dus
tmbuted over the entire body  Subsequently eczematord
patches sumi eireular infiltr ted pligues and nodules appeared
and bilateral ingmnl and axillary lymphadenopathy occurred
He w s gwen 25 mg of adrenocortropm (ACTH) in 2 cc
saline solution by intramuscular Ingection every, six houss wath
4 total dose of 650 mg had been gien over 4 penod of seven
dass  There was marked decrese 1n the pruntus nd infiva
tion of the lesions within two d3ys and each subsequent day
the lestons appered flatter Toss mfiltrated and hecame covered
with finc scales  He had no untoward reactions to the drug
but ane weeh alter discontimance of therapy the pruntus re

curred ind the ksions became inBltrated  All the lestons sub
sequently reapperred
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consderably following the third mjection Al the catancous
lesions had cleared after 10 myections but 1 few new, mldh
L runtic lesions appeared two months later A second course
of ‘hght” injections was then guven and there was no further
relapse

Chaulmoogra Oil. Because of the reticuloendothelil system
m olvement 1n mycosts fungoides, as well as m leprosy, chaul
moogra o1l his been advocited for the treatment of mycosis
fungordes  Tlus treatment was onginilly suggested by Lom
holt (215) and has been used extensivels 1 the United States
by OLeary (2581, ¢, d, g) He found the results to be en
couragng m the first few cases treated but time and finil re
sults, n a lnrger series of cases, were not encouraging

Testosterone. The use of testosterone for the treatment of
mycosis fungoides was reported by Girb and Wise (122)
Their pitient show ed marked 1mproy ement, with regression of
bullae, a few days after treitment In a liter report, Garb
(122a) stated that tlus patient had a flat sugar tolerance cune,
lowered blood chlorides, mereased raio of urex mitrogen to
nonprotein mtrogen 1 the blood, low 17 Letosterord content
vitamin C deficiency, increised blood viscosty and positne
Robimnson, Power and Kepler procedures  The bullous lesions
hnd responded well to testosterone propionte therapy, indi
cating adrenal msufficiency, which was either secondary to
the my cosis fungoides lesions or, possibly, the pathologic cuse
of the disease, Garb stated

Post and Lincoln (277) admumstered mile hormone therapy
for a brief, ntensne period to patients hawving mycosts fun
gordes A dose of 50 mg was given duly for 10 days but farled
to nfluence the discase  One man 1n this senes was gnen
astrogentc hormone but also recened no benefit from this
treatment

Paraamnobenzoic Aad  Curtis (731) helieved that the re
musston m lymphomatous diseases 15 longer when sodum or
potassium para wnmobenzore acid 1s admimstered thn wath
nitrogen mustard therapy  However this treatment 15 only
pallntine, does not benefit all patients equally and there are
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vantage of oral therapy to be the frequency of gastromtestual
rsnch%)ns Its m;\chl:\ dermatropic fixation of As 76 restnets
the indications to the prungmous and cutaneous form of
lymphomatous diseases

Hyperpyrenia  Induced fever (malana typhoid vaccine or
hypertherm) or fever from an mtercurrent infection have been
widely used in the treatment of mycosts fungmdes  This sub
ject was tharoughly reviewed by Klwder (184b) in 1936 and
there has been Iittle change regarding this type of therapy since
hus publication  The favorable mfluence of an acute mfection
on mycosis fungordes was first recorded by Bazmn (171) He
deseribed 2 60 year old man who had numerous cutaneous
tumors of mycosis fungmdes which begn to decrease in size
and disappeared within eght days dunng an attack of
erysipelas  The lesions healed within the next several months
hut ten years later the f
reappeared

Rlauder (184b) stated that nonspecific protein therapy such
as typhoid tnjections and Bieillus coli vacoines have alvo been
used but the results have not been satstactory  He treated
one patient having mycosts fungordes with mlina nd another
with the hettenng hypertherm  He found reports of five cases
treated with imoculation malana  The results were favorable
m four and he concluded that although malana therapy does
not “cure” mycosis fungoides 1t does produce a distinct effect

upon the disewse which 15 greater than with arsemic and
roentgenatherapy

of mycosis ot

&

A pahent having extremely lwrge cotineous tumors which
greatly diminished 1n size wathin four days after anset of an
aeute systemie mfection was reported by McVail et ol (225)
The temperature ranged from 100 to 1036 F for eght days
The symptoms of mycoss f des were £ by nd d
for several months after the mfectian hut there was a relapse
fise months after the onset of the infection and the patient died

Galloway and MacLead (120) deseribed a woman who had
the ervthemitous stige of mycosis fungoides  Dunng and
subsequent to an attack of wmfluenza “The progress of the




186 Malignant Lymphomas

Radioactite Isotopes. 1t 1s possible that theripy with radio-
active 1sotopes may prove to be of benefit in my cosis fungmdes
The standard dose 1s about 30 millicurses wlich 15 approu
mately equivalent to 40 r of total body wradiation  Half of
tis dose my be repeated in four to five dys

Radioactive phosphorus was used by Miller (242) and
Stratton (325a) The half-hfe of radionctine phosphorus s
15 days, and for radioactne sodum 148 hours  Cormespond
mgly, less radioactive phosphorus than radioactive sodiem 15
required because of the difference in the half-hfe of these tho
substances, and, the interval betw een doses 1s longer for phos
phorus than for sodium  When available, radioactne sodwm
15 preferable to phosphorus  Phosphorus 1s deposited largels
n the bone marrow, and 1t everts greater effect here, while
sodm 15 distributed more umformly throughout the body
In a case with evuding lesions, radioactive sodum 1s carred
1 the blood stream through the lesions to the shin surface, and
thus crerts considerable speaific effect  When obwious or
suspected visceral lesions of mycosis fungoides are present, the
radioactn e substances appear, theoretically at least, to have *
definite advantage over roentgenotherapy

Two patients htvng advanced stages of mycosis fungordes

with widespread lesions were reported by Larsson (199) They
were given unusually large doses of P 32 which resulted
renussion of the discase  Investigations have shown that the
lestons of mycosis fungoides hwve a rehinely lugh uptake of
P 32, seven to 20 times as much as thit of normal shin - Larsson
emphasized that P 32 therapy 1s merelv palliatne for mycoss
fungowdes, just as 1s all present dyy treatment

1t would appear that radioichve arsemc would be the drug
of choice smee arseme 1s deposited 1n the shin  Block et al
(35b) were the first to use radioacty ¢ arseme for the tretment
of lymphom tous diseases m 1949 Mallet ez al (231) used As
76 as a solution of sulphur arsenite Two patients, huang
termmal stages of mycosis fungordes hid mmprovement of the
cutaneous lesions following this therpy and surined for four
and sin months, respectively  They beheved the mun disad
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yantage of osal therapy to be the frequency of gastromtestinal
reactions  Its marked dermatropic fivation of As 76 restncts
the mdcations to the prungmous and eutancous form. of
Tymphomatous diseases

Hyperpyrema  Induced fever (mnlant typhoud vacewse or
hypertherm) or fever from an intercurrent infection have been
widely used m the treatment of mycosis fungowdes  This sub
fect was thoroughly Teviewed by Kauder (184b) 1n 1936 and
there has been httle change regarding this ty pe of therapy since
s publ The fasorable wnf of an acute
an mycasts fungmdes was first recorded by Bazm (17a)  He
desenhed 1 60 year ofd man who had numerous cutaneous
tumors of mycosis fungardes which began to decrease m size
and disappeared withn eight days durng an attack of
envsipelas  The lesions healed withun the next several months
hut ten years later the f of mycosis fi d
reappeared.

Klauder (184b} stated that nonspecific protem therapy such
as tvphod injections and Bacillus coli vaceines have also been
used but the results have not been sahsfactory e treated
one prtent having mycos:s fungoudes with malwna and another
with the Rettering hypertherm  He found reports of five cases
treated with oculation malima  The results were favorable
1 four and he concluded that, although malana therapy does
not “cure” mycosis fungosdes 1t does produce a distinct effect

upon the disease which 15 greater than with arseme and
roentgenotherapy

A patient having extremely large cutaneous tumors which
greatly dummshed in size witlun four davs after onset of an
acute systermic infection was reported by Me\ad et of (225)
The temperature ranged from 100 to 1036 F for eight days
The symp of mycosts § bly gl d

were {;
for scseral months after the mfection but there \v’as a relapse
five manths after the onset of the infection and the patiept died

Gallowy and MacLeod (120) described a woman who had
the erythemtous stage of myeosts fungodes  Dunng and
subscruent to an attack of wfuenza “The progress of the
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disease seemed to be arrested, the pruntus dumimshed, and the
scaliness disappeared, and the ervthrodermi: becume less
wnid”  Three months following the mfluenza, the mcoss
fungodes recmred and ten injections of Coley’s serum were
grven whieh cwsed regression of some of the lestons Two
paticnts who improved followme an attack of ervsipelas were
reported by MacCormac (226) One 59 year old patent who
dev eloped the tumor stage of my costs fungordes 17 years prevt
ously was alive 12 years after the attack of erysipehs

However, the patient descrtbed by Kapost (176b) falled to
improve following an attack of ervsipel and he mentioned 1
sumtlar case observed by Vidal (346b)

Symptomatic Therapy General svstumic supportve meas
ures such as transfusion of whole blood for wnenua, judicious
sedation and adequite diet with good vitamn mtake are
necessary adjuvants m the treitment of mycosis fungordes
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——  Mycosis fungordes following typical psorwasis  Arch Dcrmat

& Syph 8 149 (July) 1923

——  Mycoss fungoides  Ibid 18 616 (Oct) 1928

AMycous funcodes  Ihid 23 362 (Feb ) 1931

A cuse for diygnosts (nsonsis? mycosis fungordes?)  Ibd

84719 (Oct) 1936

In Lecturcs on Dermatol gy




PART TWO
HODGKIN’S DISEASE






INTRODUCTION

‘/II(‘DCU-\ 5 DISEASE 1s a systemc disease of the reticuloendo
thelial system which may present a great vanety of clmical
signs and symptoms  Sice the reticuloendothelil system is
generahzed within the entire body and 1s predammant 1, but
not confined to the lympho hemopoietic system Hodghins
iscase may anse pnmanly pathologically as well as chimeally
m the skin o 1 any other body tissue  The cutaneous erup
tion may precede all other symp luding lymphad
athy by many months or years and may be the first mani
festahon of the disease  Hodghins disease should not be re
cuded as a disease manifested by lymphad hy and
splenomegaly with occasional deposits in other viscera ac
compamed by a severe secondary anemna Tt 1s a speaific
himphomatous disease with protean mamfestations 1 which
1 tissue or organ of the body m1y become affected

In 1832 Thomas Hodehin (152) wrote “On Some Morlnd
Appewrances of the Absorbent Clands and Spleen” in whach he
described the pithologaeal wpects of a syndrome consisting, of
superbiad vmphidenopithy  associated with hepatospleno
megaly resulting m anerma cicheva and death  The clinieal
ftures of Hodghins disewse a5 recogmzed at the present
time were first deseribed by Wilks (3452 ¢)  However Walks
magmmmonsh designated tus entity “Hodghins Disease”

Cutaneous mamfestations accurtng 1 Hodghins disease,
were first noted by Hutchinson (157) in 1875 when he de
seribed  numcrous tumors sarying i size from a mllet seed
o+ walnut for the most part situated beneath the shan ™
In 1553 Osler {248) stated that the “san my be the set of

wlen 1d growths The growing tumors may involye 3t
and uiceration mm oceur ”
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occurred and were then mist thenly believed to hwe ongmated
n the penpheral regions
The, breast appears to be an unusual site of mvolvement siee
/\d.ur et al (3) who described five such cases were able to
£ind only exght previous reports in the hterature One of thewr
patents developed a breast lesion during the course of
Hodghns disease  Another patient a 27 yew old man de
veloped a diffuse ynéiltration of the entire breast which soon
responded well to therapy  Two patients had nodules m the
breast one presented duffuse enlargement of the entire breast
and another 1 Jarge mass m the breast  Although the hustology
of the breast lesion was diagnostic i only one case they be
heved that the presence of defimite masses or nfiltration of the

breast which respond to roentgenothernpy, 1s strong evidence
of tins my ol ement

D Trauma

There are reports of patients who developed the first symp
toms of Hodghins diserse following trauma  Such cases de
senbed by Geronne (119) W Bloch (35) and Lo B Goldman
(1241} developed 1 hematoma after trauma winch was
followed shortly by regonal lymphadenopathy  The lymph
oode Instologic changes were charactenstie of Hodgkmns
diserse

The simultaneous oceurrence of Hodghins disease and gen
eralized blastomy cosis was reported by Mumme ct al (236)
They considered Hodghins disease to be the pnmary disease
sithough other investigators have emphasized that some forms
o mycotic mfection mu cause this disease  The selanonship
I tween bruedilosss and Hodghin's disease was pomnted ont by
P B Parsons nd Poston (233)

Two cases 1 winch trawma was 4 frctor were desenbed by
Lovgren and Westman {202) The first pitient a 47 year old
man Wl pnched hus thumb and a fes days Liter the surround
iz are v beeame inflammed 1nd contmned pus  He developed
rud streaks on the wm and axiflary Ivmphadenopathy  The
thumb nal was umoved and the symptoms disappeared after



IL
ETIOLOGY

A. Incidence

There appears to be an ncrease i the number of 1eports
Hodghin’s discase 1n the past 23 y ears which some myestigat
behieve 1s due to greater practice of listologic exammatic
Apparently there 1s no predilection for amv race or col
Howes ex, the dise we affects men more frequently thwn wom
]'I'fhe onset appears to be more frequent in the third decade
ife

B. Portal of Entry

It was the opmion of Symmers (320) that the portal of ent
1s never through the skin but rither through the mucous mer
branes, prticul uly the gistromtestmal traict  However, tl
infections agent was beheved to hue entered through
wound m the shin m the cses reported by Clarke (63), Hant
(138), Hendricks (1461, b), Kren (178b) and Sisto (303)

C. Sites of Involvement

/Bec-mse Hodghin's disese 15 histologrealls a reticuloend:
thell system diseise 1t myy occur 1n almost any organ of th
body The penpheral lymph nodes e most frequently
volved In 1 survey by Merner and Stenstrom (218)V th
disense was found to have begun in the cervical lymph node
m 605 per cent and 1n the axilliry lymph nodes 1n 103 per cen
of the cases Primry cutancous i olvement, meluding thos
hwing pruritus as the first symptom occurred 1n nine cases
Many cases onginating mn deeper areas such as the abdomen
were not detected until peripheral Iymph node ol emen!
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oceurred and were then must thenly beliesed to have ongmited
1n the penpheral regions
The breast appears to be an unusual site of mvolvement smce
l/—\d.nr et al (3), who desenibed five such cases were able to
find only ©ght previous reports 1n the hiterature One of therr
patients developed 1 breast lesion donng the course of
Hodghins disease  Another patent a 27 year old man de
veloped 1 diffuse wfiltration of the eutire breast which soon
responded well to therapy  Two pitients had nodules m the
breast on presented diffwse enlargement of the entire breast
and another a large mass in the breast  Although the histology
of the breast lesion was diagnostic 1n only one case they be

Tieved that the presence of defimite masses or snfltration of the
breast which respond to herapy 15 strong evid
of this s ol ement

D Trwma

There are teports of patsents who developed the first symp
toms of Hodghins diseise following trauma  Such cases de
scribied by Geronne (119) W Bloch (35) and L B Goldman
(124a) developed a hematoma after trauma which was
foliowed shortly by regional lymphadenopathy  The lymph
node Instologie changes were characterssie of Hodgkins
disease

The sumultancous oecurrence of Hodghins disease and gen
trahzed blastomycosis w1s reported by Mumme ¢t al (936)
They considercd Hodghm's disease to be the pnmary disease
dlthough other mvestigators have emphasized that some forms
o myeotic infecticn my cause this disewse  The relwonship
Itwecn broeellosis and Hodghins disese was pomnted out by
£ B Parscns wd Poston (233)

Tuwo cases in which trautn w1s a §actor were desenbed by
Langren and Westman (202)  The Brst patient a 47 year old
mun had pimched bus thumb and « few days Iater the surround
mg arer became nflimmed and contaned pus  He developed
red streths on the amm and avflary Iymphidenopathy 'IE!W,
thurb n1d « s removed and the symptoms disappeared after
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one month  Howcver, the Tymphadenopathy persisted and
several weeks Inter the lymph nodes begin to enlarge, becime
tender and v ere sometimes panful - The patient died 11 years
later and, at autopsy, lesions from the lver and spleen the
mediastinal, axllary and wgunal lymph nodes and the skin
from the left awlla, showed the histologic prcture of Hodghins
discase  The second pitient was a 64 year old womn who
mjured the femur, just below the grom  The lesion healed and
cused no further symptoms until a panful boil” appeared ;m
the cicatnice three years later  The surroundig shin became
mereasingly reddencd, infiltrated and edematous  There were
stveril rounded, firm, tender papules, some the size of a “half
walnut,” mvolving a “palm’ sized area Just below the grom
Histologie examination revealed an inflammatory cell it
tion with new grow th of connecti ¢ tissue 1n the cutis and sub
cutis  The epitheltum was intact  The mfltrated cells con
sisted of plasma cells and other round cells, partly leuhocytes
and one or two gunt cells The shin became generally dny,
shiny and exfoliated, while the Jegs were ¢yanotic and showed
inereased yasculir delineition  The papules beeame ulcerated
and a limellt eruption molved the legs  The cutaneous
eruption on the thigh improved followmng roentgenotherap)
but the tumor of the 1hc foss1 was unchanged



L.

PATHOGENESIS AND
PATHOLOGY

P ithogenests

The thcones concerning the niture of Hodghns disetse
mclide  neoplasm inflammation metabolic Abnormality and
a condition midway between mfmmation wnd neoplasm
\one of these theoris has been proved and the disease has
never been produced expeimentally in ammals

n general hypotheses 11l snto one of the following major
groups hsted by Hoster and Dr stmn (154c)}

1} Neoplasm

a) Of myelad ongan (reticulum cell megakary ocyte)

b) OF lymphowd ongn ( cell lymphoeyte
2) Inflsmmation

1) Infectious ongmn

b) “Touc” ongin

¢) Allerpuc ongim
3} Midww beeween mflammation and neoplism

1} Hormonal imblance

b) Other metaholic imbalance

¢) Autonomic nen ous system imbalance

) Allergy

1 Acoplana  Hodghins disease 1s 4 neoplastie hisese of
the retienlum  most probubls a slowly progressine form of the
frrge eddf (rcticulum) lymphos ircoma according to Sweitzer
wd Waney 319h)  Sume i estigators believe that Hodghns
sdisease mycoss fungoides wnd lvmphios wcoma are biologcally
morpholomedhy wnd ehimcally « inants of the same disease
However we wre m wecord soth Wallh weer {333} 1nd athers

a0y
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one month  However, the Iymphadenopathy persisted and
several weeks later the lymph nodes hegan to enlirge, became
tendcr and were sometimes painful  The patient died 11 years
later and, at autopsy, lesions from the hver and spleen, the
medastnal, aullary and mgumnal lymph nodes and the sk
from the left aulla, showed the histologie picture of Hodghin's
disease  The second patient was a 64 year old woman who
mjured the femur, Just below the grom  The lesion healed and
caused no further symptoms until a pamful “boil” appered n
the crcatrice three years Inter  The surrounding shm becune
mereasingly reddencd, infiltrated and edematous  There were
several rounded, firm, tender papules, some the size of a “hlf
walnut,” mnvolving a “palm” sized arca just below the grom
Histolog ¢ examination revealed an inflammatory cell infiltra-
tion with new growth of connectn e tissue n the cutis and sub-
cutts  The epithelim was mtact  The infiltrated cells con
sisted of plasma cells and other round cells, partly leuhocytes,
and one or two glant cells  The shin became generally dry,
shiny and exfohated, while the legs were cyanotic and show ed
mereased vascular delincation  The papules became ulcerated
and a lamellar eruption mvolved the legs  The cutaneous
eruption on the thigh mmproved following roentgenotherapy
but the tumor of the 1hac fosea was unchanged
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PATHOGENESIS AND
PATHOLOGY

Pathogenests

The theones concermng the nature of Hodghins disease
inchude neoplasm inflammation metabolic abnormality and
a condition mudway between inflammition and neoplasm
\one of these thearies has been proved and the disease has
never been produced expenmentally w ammls

In general hypotheses fall 1nto one of the following major
groups histed by Hoster and Dratman (154c)

1) Neoplasm

a) Of myeloid ongmm (reticulum cell megakaryocyte)

b) Of lymphoid ongim (reticulum cell Iymphocy te)
2) Inflammation

a) Infectious ongin

b) “Toxie” ongin

¢) Allergac origin
3} Midway betw een inflammation and neoplasm

a} Hormonal imblance

b) Other metabohc mbalance

¢} Autonomac reryous system mmbalance
4y Allergy

! Acoplasta  Hodghins diserse 1s a neoplastic disease of
the retieulum most probably a slowly progressine forra of the
large celt (rticulum) fymphosarcoma recording, to Swetzer
0t Wmer (319b)  Some isestigators beheve that Hodghns
distast wveosss fungodes 1nd lymphosarcoma we ologiely
morphologicallh and chimedly vanants of the same disease
However we are i rccord with Wallh wser {333} and others
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who believe that 1n the absence of known etiologic agents
adherence to strict hnstologieal distinction should be contmued.

2 Inflammation A case which was highly suggestne of
infection was desenibed by Bersack (27¢) This mans miial
cutineous lesions were small ervthematous areas about 05
ems m diameter present “in hundreds over the entire bods ”
Thev soon became shghtly raised arcumsenbed and fnally
nodular and new crops of lesions were accompanied by a nse
mn temperature  Histologic study of the earh Iesions mdicated
2 normal epidermis with mimmal reaction consisting of endo-
thelial and fibroblastic prohferition about vessels and an 1
crease i the number of h'mphocvtes in the conum  However
the histologic picture of the older cutaneous lesions ndrcated
Hodghins diserse At autopsy mihary Hodghins disease was
present 1n the serous surfaces Jungs mucosa of the respiraten
tree penicardim spleen testes and the capsule of the pan
crexs  The abdommal and pelvic lymph nodes were molved
1n the process Since “no mahgnant cells were found n the
microscopic exammation of the carly shin nodules ™ Bersach
considered that thns finding favored the nfectious nature of
the disease

The experiments of Perk Lee Davis were described by
Hoster (1541)  Chest flmd wis withdrawn from a patient
having terminal Hodghin's disease with pulmonany and pleural
lesions and was mjected intramuscularly 1nto the donor and
two other pitients with advanced Hodchins disease At the
end of 48 to 72 hours ll three patients developed a general
1zed severely pruntic cut ieous eruption followed by vesicle
formation  Although the generalized dermatitis began to
disappear after three or four dns a few lesions 1 certam
areas became lrge wnd appeared as nodular vesicular or
ulceratne tumefactions These lestons revealed the tvprcal
histopathology of Hodghkms disease  The lestons responded
well to roentgenotheripy but not to chemotheripeutic agents
The patients pursued a raprd downhil course following mocu
Jation suggesting that their disease had been accelerated A
sumilar report of somewhat less widespread dissemination of
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cutanco s Jestons following, herapy over n tved
spleen suggests automnoculation from distupted focus e
cording to Hoster

sseman (350) beheved the infectious theory of Hodghins
dhsease was not necessanly m conflict with the fact that certam
cases exdubit definte neoplastic charactenistics  The phenom
ena of neoplasia ansmng n chrome lesions 1s not unusval m
other tissues of the body  When neoplastic transformations
oceur in lymphoid tissues however the cell pnimanly wmvolved
15 definstely not the lympt as supp of lympho
potests 1s an outstanding feature of this disease  Hodgkins
disease therefore while a disease of lymphatic tissues does
oot appear primanly to affect the lymphocy te itself

\While some mvestigitors (Chevaller and Bemard 62
Grossman and Schlemmer  132) consider mycosis fungoides
and Hedgkins disease to be vamnts of the same disease most
dermatologists believe that these two diseases are separate
entities (Amdt  9b Arzt 10e)

Pathology On gross exammation the lymph nodes are
found to be of a fleshy or fibrous consistency and tend to re
mam discrete seldom matted together  On section areas of
C1stous necrass are frequent and although tus necrosmis 1
setnally duc to the disease atself this finding has led to the

af l as the agent Lympha
denopathy with obliteration of the simusoids 1s of great diag
nostic import e The areas of necrosis can be distinguished
fram tuberculosis by thewr sharp demarcation from the sur
rounding tissuc and the ibsence of epithelord cells  Often

thure are large numbers of eosmophil Jeukocytes m the
cellalar areas

I

pucpicture vanes widely in different cases and
sametimes in vartous lymph nodes 1n the same person  There
may he some structural differences related to the stage of the
chsease The earhiest chinge 1 the Iymphoid tissue 15 pro

bferation of rtieulum eells incretsed numbers of mitoses and
ilatation of blood vessels ind Tymph sinuses  As the process
desclops prohferating reticalum cells and lvmphocytes fill the
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Imph and reticulir spaces, oblterating any distinction be
tween follicles and smuses Duning this prohferatne penod
gt cells, plasme eells and eosmoplnls may appear m hrge
numbers  The established lesions form a mass of Iymphocy tes
endothebal cells, Langhan's giant cells, Sternberg-Reed cells
lymphoblasts, myelocytes and megaharyocytes Rae (267)
deseribed a case with prunitus 1n whsch the connectrve tissue
of the shin was mfiltrated by lymphocy tes

The distineteve features of Hodghin's disese consist of an
mcrease 1 the number and size of the reticulum cells, often
with the formation of Sternberg Reed cells mcrease of reticu
lum Bhers wath the formation of areas of fbrosis, obhiteration
of the sinusords, cosmophils areas of pecrosss and merease of
Iymphoid cells  Typical cases show Sternberg Reed cells and
areas of fibrasis  Jachson and Parker (159F) would restnet the
dagnosis of Hodghm's disease to cases show mg Sternberg-Reed
cells althongh Bersack (27a) stated that these cells are present
only m later stages of the disease Careful exammation has
often faded to disclose Sternberg Reed cells but liter studses,
after further progression of the disease, has revealed the typreal
findings

Three types of Hodghm's disease each having a distinet
pathologse appearance and a different prognosis, were de-
scribed by Jackson and Puler (139f)  Paragranulomn s
descrtbed as the early varicty, its mam feature bemg Iy mphoid
hyperplasiy and the prmcipul cell the adult hvmphocyte
Sternberg Reed cells are present i small numbers  This tvpe
15 considered to be rather bemgn but 1t may progress to
Hodghm's granuloma  The distnguishing features of the
granuloma group are cosmopinha necrosis and fibrosis  This
type 1s the one most freguenth seen m chmeal practice and
presents a grave prognosis The third tvpe Hodghin's s rconti
1s lughly malignint  The principal findings are large tumor
cells and Sternberg Reed cells with onh accasional necrosis
and relatiwe ranty of the charactenstie cells present m the
g,mnulaml tvpe It 1s wsudh prman i the retraperitoneal
lymph nades and gastromntestinl tract and rather uncommon
1 the peripberal hmph nodes
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The reticulum fibers are 1 anably mereased m Hodghins
disease  In some cases the mereve 1 fibers is found so evenly
distributed throughout the node that there 1v no e 1dence of
the ongmal locatian of the sinuses but i most cases the newly
formed Sbrons tissue is more dense at the penphery of the
follicles and m the region of the blood vessels The reticalum
fibers gradually develop mto collagenous fbers which are
wsually first formed 1n these same are1s 1e  the periphery of
the follicles and around blood vessels according to Jackson and
Parker (159() This ncrease in reticulum fibers is an aid m
differentiating Hodghins disease from leukemnt and lympho
sweoma  In neither of the two latter conditions 1s there much
ncrease 1 retieulum fibers 10 fact because of the ncrease of
free cells the fibers scem fewer than normal

The eathest detectible chinge m lymphaid tissue 1s sad to
be a prolif of lum cells with d mitoses 1
these cells Jackson and Parker (159f) described thus prohifera
tion as accompanied by dilatation of blood vessels and lymph
sinuses  As the process advances the Tvinph and rehienlar
spaces become filled sath proliferiting reticulum cells and
lymphocytes wath obl of the d
follicles and swuses

betw een
Durng this prohferative penod large
epithelond cells wath vesicular nucler appear as may also grant
cells with ane or more nucler and prominent nuclegh  Ocea
sionally very large mant cells with many smaill nucler perph

erally arranged are seen Plasma cells are found m large
numbers and eosmophils are often abundwnt exeept 1n the
germinl centers It 1s not uncommon however to observe a
Tvmph node i which few or no cosmophils are present  There
mu be a mirked multiphication of connective tissue cells re

sulting in thew numenical predominance  Areas of 1scherme
neerosts and by alimized Bbrous tissue mav be noted

Jackson and Parker (159f) believed the Tustologie appear

ance to be Tughly sigmficant 1n the prognosis of Hodghms
discase Howeser thns 1s disputed by 2 number of mvestiga

tors including Stinghter and Cruwer (307) who reported 14
vises of Hodghins sarcoma five of whom sunied for more
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Iymph and reticular spaces, obliterating any distinetion be-
tueen follicles and smuscs Duning this prolferatne period,
gant cells, plasmy cells and cosmoplils may appear m large
numbers  The established Iesions form a mass of lymphocy tes,
endothehal cells, Langhw's gint cells, Sternberg-Reed cells,
lymphoblasts, myclocytes and megakaryocrtes Rae (267)
deseribed a case with prurttus 1n which the connective tissue
of the shin was mfiltrated by lymphocey tes

The distincthve features of Hodghin's disease consist of an
merease m the number and size of the reticulum cells, often
with the formation of Sternberg Reed cells, mnerease of reticn
lum fibers with the formation of areas of fibresis, obhteration
of the smusowds, cosmophils, areas of necrosis and 1nerease of
lymphowd cells  Typreal cases show Sternberg-Reed cells and
areas of fibrosts  Jachson and Parker (159F) would restrict the
dragnosis of Hodghmn's discase to cases showing Sternberg-Reed
cells although Bersach (27a) stated that these cclls are present
only m Iater stages of the disease  Careful examnation has
often fasled to disclose Sternberg-Reed cells but later studhes,
after further progression of the disease, has revealed the typical
findmgs

Three types of Hodghms disease, cach having a distinct
pathologic appearance and a different prognosss, were de
scribed by Jackson and Parker (159f)  Paragrnuloma s
desenbed as the carly variety, its mam feature being lymphoid
hyperplasia, and the prmncpil cell the adult Jymphocyte
Sternberg Reed cells are present m smill numbers  This type
15 considered to be rather bemgn but it may progress to
Hodglun's granulom:  The distngmshing features of the
granulomn group are cosmophiha necrosis and Sbrosis This
type 1s the one most frequently secn 1n chmeal practice and
presents a grave prognosis  The thurd type, Hodghin's sarcom?
15 lughly malignant  The prneipal findings are luge tumor
cells and Sternherg-Reed cells with only occasional necrosis
and relative ranty of the charactensstic cells present wm the
granuloma type It s usnally primarv in the retroperstoneal
Jymph nodes and gastromtestinal tract and rather uncommon

wn the peripheral lymph nodes
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than three yeus and three of these fve sunned for more than
five years and one for ter seven years They noted no con
sistent Instologic picture i the pabents who sury ned for Jess
than six months

Fraser and \ekie {107¢) outhned the histopathologic evolu
on of Hodghan's disease as follows 1) prohferation of retic
wloendothehal lymphocytie tissue 2) disturbance and disrap-
tion of the natural exolution and development of the “lympho-
reticulo-endothelial group” of cells so that mmy cells of wmma-
ture type appear, 3) development of the following cellular
clements  eosinophils, multinucleated cells and large mono
nuclear eells, 4) or “d 1on of cell el
wto fibrous tissue ™

Hodghn's disease presents the same essential hustologie char-
actersstics wherever s found  Certarn speaial charactensties
of cutaneous lestons should be noted In a case ated by
Bersack {27c), i which there was terminal mbary spread to
the slin the tustologic study of early cutaneous lesions had
rescaled 3 normal epidermis wath “mimimal reaction” about
several small blood vessels  The changes consssted of shght
¢ndathehal aud fbroblastie prohiferation A moderate number
of ivmphocytes were distnbuted throughout the conum  His.
tologic exammation of the cutaneous lesions, at a later date
revealed Hodghins dsease  When the typical cutaneous
lesions hase become established, further changes consist of
greater chiffusion and tumef iction and more necrosis, according

\/to Beimann et ol (271)

Hutopathology of the Skin

In true Hodghm's disease of the shin the entneaus histo
pathologie changes are simular to those present m the Iymph
nodes  Just 4s i mycosss fungoides, the mfiltrate 1 composed
of a multiphaits of cefl tvpes without howey er Pyhnosis and
Lanyartheus of indywadual cells Typiewl sections show a nch
granulation tisste characterized b numerous gt cells which
were ongmalh deseribed Iy Sternbery angd 1y Reed The
granulation Bssue connsts of an indk fimte tumor miss present
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thn three yeus and three of these five sunvised for mare than
fve years and one for over seven years They noted no con
sutent hustologic picture m the patients who survis ed for less
than six months

Fraser and Mekie (107¢) outlmed the histapathologic evolu
tion of Hodghins disease as follows 1) prohferation of retic
uloendothelial lymphoeytie tissue 2) disturbance and disrup
tion of the natural esolution and development of the lympho-
reticulo-endothelial group™ of cells so that many cells of imma
twre type appear 3) devélopment of the Sollowing eellulay
elements  eosnophils multinucleated cells and large mono
nuclear cells 4) conversion or “d of cell el
mto fibrous tissue ”

Hordghin s disease presents the same essential lustologic char
actenistics wherever 1t 1s found  Certawn special characterstics
of cutaneous lesions should be noted In a case cted by
Betsack (27¢) m which there was terminal miliary spread to
the shin the histologic study of early cutaneous lesions had
revealed a normal epidermis with mimimal reaction” about
several small blood vessels The changes consisted of shight

dothelral and fbrobl rohfe number
of Iymphocytes were distubuted throughout the corum — Ths
tolome examination of the cutineous lesions at a later date
revealed flodeluns diserse  When the typieal cutaneous
tesions have become establuhed further changes consist of

greater diffusion and tumef wction and more necrosis according
to Bemmann et al (271)

istopathology of the Shn

In true Hodghins disease of the shin the cutweous histo

pathologe changes are simlar to those present 1n the lymph
oodes € ¢

ot 2 mu
Linvortd

eranulation tissue ch,

1zedd by giant cells which
were onginally deseribed by Sternbersy and by Reed The

sranulation Ussue conwsts of an mdefinite tumor m1ss present

4
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m the cubis and upper portions of the subcutis The upper
it of 1hus mass are evenly outlned but the edges and Jower
horders are arranged m oval or round nodes which are sharplv
demarcated from one another by broad bands of norml or
edematous and hyahine degenerited connectrie tissue  The
mass 15 charactenzed by sts polymorphous composition s W ell
3 by 1ts nodular configuration

This polymorphism 1s dependent upon the different cell
types comprising the Inhltrate as well as upon the distribution
of these cells m individu ) nodules m the cutis - The Jatter mny
be composed entirely of any one type of cell or of all of the
following vanous cells making up the wnfiltrate

1} Numerous small lymphocytes Round cells of umform
size having a deeply stuning nucleus wiich may or miy not
have a very narrow homogeneous basophilic protoplsme
bodvy These cells may be diffusely scattered throughout the
tumor of they vy he n colfechions such as those present
lymph nodes

2) Large lymphocytes (lymphoblists)  These eells are less
numerous nd more evenly distributed and are two to three
times the size of the small lymphocytes  They are regularly
tound ot oval in shape with a central eccentmic round or oval
pale stuning nucleus which » present n wn eily recogniz
able granular protoplasm

3) Plasm cells  Some cases present pumerous plasma cells
whule i others they are few 1n number Thev are of polygonat
shape with a protoplasmic body which has a marked affimty
for hasophihie stuns  Their nucler 1re eccentnic partially sur
raunded by a clear space and the arrangement of the chroma
tin resembles the spokes of a wheel

4) Ficed connective tissue cells  There 1s 2 marked propor
Bon of these cells which vaty greatly in size and shape They
may be spmdle shaped drawn out at both poles or branched
and contan pale vesicular Whe nucler  Larger farms of 8o

blasts may be present 1n the connective tissue sepwating the

ndivduil nodes of mRltration Occasionlly 1 conpective
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tissue cell having a defintte spindle shape and five or si¢ nucler
may be present m newly formed connechive tissue

5) The Sternberg Reed cells ® These charictenstic cells
are of reticular ongin and are dingnostic of Hodghins disease
These large um nucleated or poly nucleated cells are present
between plasma cells lymphocytes probferting connective
tissue cells or they may appear alone in smali nests in some
areas gnmg the hssue a sarcomatous ppearance  They vary
considerably in shipe they may be round oval rhombowd or
polygonal and occasionatly have an elongated spmdle shape
The deeply stammg pocleus usually present mn the center of
the cell, may also vary greatly n size and shape It may be
sound oval or kidney shaped and bas been descnibed in the
form of a “corkscrew " “horse shoe” “open nng” or whorl
‘These cells are in the process of active prohferation for they
contun many mitotic figares  Prominent nucleol haviag large
coarse wregulir chromatin granules are also present  Stern
berg Reed cells must be distingrushed from the clumped endo
thehal or reticulum cells forming the pseudo-pant cells of
mycons fungordes

6) Mast cells  These round or spindle shaped cells have a
granular cytoplasm and a regular round pale nuclens but are
hot numerous

T) Polymorphonuclear neutrophils

These cells are not
abundant

8) Eosmophls  They are vsually present mn large numbers
m the miltrate particularly 1 the deeper layers of the cutis
and upper portions of the subentts 1 the vicmity of the blood
vessels However eosinophils are not a constant finding

The elstic tissue 15 completely destroyed withun the 1nfil

trated wreas except for the elastic membrane of the blood
“essels which remans intact  The blood vessels are dilated
and contain red blood cells and small lymphocytes  The endo

thelium of the vessels 15 usually proliferated m the tumor

*See 1! stratons 3 and 4
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V.
SYMPTOMS

A General

In the majonity of casey Hodghns dise1se progresses through
three stages 1) A latent period duning which the lymph nodes
enlirge without symptoms 2) n period of progression and
generabzation during, which symptoms of virymg severty
appear nd 3) a pertod of cacheat preceding death  One of
the distingmshung charactenstics of Hodghins disease 15 the
chinging course of symptoms week by week and month by
month  Spontaneous remissions and evacerbations occur
the excly stages and no patient experiences a1l of the symploms
described

The symptams are sarible depending upon the stage of
progression at the Ume of The only 3|
may be palpable cervieal or axillary lymph nodes  Hoster and f
Dratman {154c) found the presenting symptoms to be pun
less progressine enlugement of 1 lymph node or nodes 1n
79 per cent of the cases The first indication of mediastinal
Iymph node mvoliement may be + dry “hiching” type of
cough  Obstruction due to murked medistinil enlargement
or exension of the lesions into the pulmonary parenchyma
will Tater cruse dyspner ey nosis and dysphagi and result
VENous engorgement

Thirteen ptients desenbed by L B Goldman and Vigtor
(124h} had anvolvement of the sternal lymph nodes  In nine
the enlargement % as to the night and i four to the Jeft of the
e of the stemum along the coutse of the mtemal mmmary
stery and at the level of the second and fourth sntercostal
spaces  These lymph nodes measured from 6 to 10 ems and
were fived o the undedying ehest wall  They found these

25
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7 Emdernus 1s not ivolied but 1s atrophie due to nnderlnng
tumor mass

The epithehum, as a rule, 1s not affected but 1s usualh
thinned and atrophic due to the underlying tumor

The early specific changes i Hodgl'’s disease reveal an
mcrease i lattice fibers,® just as 1n my coss fungoides

@ Sec Mustration 1
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Pruntus 1s tscussed 1n more detail under the nonspeafic cu
taneous lesions (See Chap V p 240)

\ Bloch (35) has shown thit an llergic hustory 1s a rather
frequent occurtence 1 leuhema This allergic Instory has
occasionally been described m Hodghms disease The child
reported by Lamper (192) had asthma purpury angioneurotic
edema meastes and pertnssis Hodghins disese followed an
attack. of herpes zoster A chuld reported by Stewart (313)
was asthmatic 1nd had 1 family history of allergy  The child
deseribed by Klawns (173) hid long stinding pruntic eczem
A year old child who had furunculosis scabies eczema 1m
petigo pyelitis and pht \i 1t ding the
derelopment of Hodgkins disease was reported by L F
Barker (16) Sebortheic eczema preceding Hodghan s disease
was descnbed by \facCormae (207b) nd Hoster and Doan
(154h ) reported 1 28 year old woman who had urticaria since

childhood and whose paternal geandmother had allergie
wsthma

B lemogram Hemoglobm and Red Blood Cells

The hemoglobin value and red blood cell count my be
norm ik the early stages of Hodghin's disease A mld normo
chromic or microcytie themia wually appears during periods
of exacerbation and as the disease progresses A macrocyhic
wemn with or without achlorhydra 15 occasionally noted
The anemua frequently becomes progressivels more severe as
the disease progresses and becomes refractorv to all treatment
n the terminal stages of the disease

Wite Blood Cells The white blood cell changes though
often murked are beheved to be nerther constant typical nor
dugnostic of Hodghins disease  There 1s seldom any constant
correfation between the climeal picture and the white blood
el count  fackson (159a) and Wiseman (330) beheved that ‘(
2 defimtely elevated white blood cell count sndicated that the
disease process was widespread.

The siguficance of the cosinophulic reaction m Hodgkm s
tisese 15 not known but has been attubuted to exther an un
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prominences to be pathognomome of Hodghin's disease Just
as Virchow’s node 1s indicative of an mtraabidomimnal mlig
nancy

Other symptoms, i grder of frequency, were found by Hoster
and Dratman (1540)\10 be loss of weight and appetite, weak
ness, fever, pruritus, cough, and dyspner  Frequent comesdent
mfections such as tonsilhtis, upper resprratory mfections, otitts
mecha, and mouth nfections may occur  Not infrequently,
weakness 15 the first symptom and when not accompanied by
abvious Iymphadenopathy, careful search for enliged nodes
and abdominal masses 1s indicated, or the characteristic lestons
may be demonstrated by roentgenograms of the chest

Fever may oceur without obvious relation to the enlirged
ymph nodes, which m1y mcrease m size during an eprsode of
fever Pulmon v mvolvement 15 often accompanied by feser
Pain, particularly back pun, 1s frequent m patsents who do
not have fever and usually results from enlirged retroperitoneal
Iymph nodes Hoster and Dratman (154c) behesed that bick
ache 15 sufficient indication for roentgenotherapy of the retro
pentoneal region, even m the absence of other positive signs of
Hadghw's disease  Pain usully oceurs in bone Jesions before
they are demonstable roentgenologically although lwge bone
lesions, without symptoms, have also been described

Paraplegia appears to be the most frequent neurologic symp
tom and paralysss of one or both lower evtremties accastonally
results from vertebril or evtradural mmohement However,
collapse of the yvertebrie may occur without paralysis

Nausea and vomitng e not necesswtlh mdieatne of -
olyement of the gastromtestinal trict but are explained by the
toue cffects of *he discise  Hemorrhagic dathests my pre
cede melenn and hematemsis

Pruntus may be an early and distressing symptom and 1§

&/om the presenting symptom It my be severe and

marhed excortations from seratching my be present There
1s often no characteristie histologte change, although there 15
frequently some degree of lymphocytic mfiltration in the cuts
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tissue 15 thit secn 1 chronic touc states  The pantiyperplisin
of the bone murow simulates that of Bantis disease (splemc
anemit) A pathologic type of megharyocytopolesis involy
ing the lymphoid megakaryocytes 1s observed i some cases of
Hodghins disease  These produce atypical forms of platelets
The finding of mereased numbers of normal or atypical plasma
cells epsinophuls and reticular cells 15 neither a constant nor
specific pattern of the bone m yrow in Hodghms disease  They
found that eosinophiha of the bone marrow cannot be corre
lated with the pernipheral blood eosmoplulla  The accurate
diagnasis of this disease 15 established only by the hustoll
finding of the speaific pleomorphue leston which 1s best found
m the ;molved lymph node  The finding of any one cell or
group of cells m aspirated sternal bone marrow 15 insufficient
evidence for the diagnosis of Hodgkns disease
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known chemotactic substance present m the mvohed lymph
nodes, necrosis of the nodes, reaction to roenteen rays, spleme
i olvement or an allergic response, according to Hoster and
Dratman (154c)  An eostnophilta was present m 15 ta 20 per
cent of their cases Rare cises, haung more than 100000
eosmoplhils per cu mm of blood, were described by Magor
and Leger (211) and Stewart (313)  Although the peripheral
blood and bone marrow changes are not specific, the character-
1stic blood picture 1s suggestive of Hodghin's disease mn some
cases, according to Wiseman (350) He stated “Gnen a
blood study that shows a Iy mphoema with a hugh monocyte
leuhocyte mdex with normal total white blood cells, a mid
neutrophilia and any mcrease 1n eosinophils, one would appear
to be justified i suggesting the possible diagnosis of Hodghin's
disease on the basis of blood exammation alone I have
observed no other disease, save an occasionil case of tubercut
Yosis, that gives this blood prcture ”

Blood Platelets. The circaliting blood platelets are usually
mcreased, often to levels of 3,500,000 per cu mm , m untreated
cases, particularly early m the disease Low blood platelet
counts, assoctated wath a hemarrhagic and purpuric diathesis,
are rarcly the presenting symptom of the disease (Sumonds
301), and appear to result from over-exposure to roentgen
rays, termmal disease of hypersequestration of platelets by the
spleen or associated with septicema

The Ergthrocyte Sedunentation Rate. ln Hodghw's disease
there 15 usually an elevated sedimentation rate durng penods
of chsease actnaty  Following effective palhatie therapy and
during periods of remission, the sedimentation rate becomes
more normal  This test 1s suggested as uscful m following the
course of the disease and as a gurde to therapy  The sediment
tion rate may be normal duning the early stages of Hodgkins
disease

Sternal Bone Marrow  \fter studying the sternal marrow mn
cases of Hodghin's disease Limarzi and Paul (191b) stated
that the most constant finding was my eloid and megakary ocy tic

hyperplasis  The morphologic pattern of the granuloporetic
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The cutincous mamfestations of the peafic or toue
group are vaned and one group of symptoms commonly asso-
ciated with Hodgkn's disease has been referred to as the eleven
“Ps" pallor, pruntus, prungo-hhe papules, pigmentation
pyoderma, purpura, pemphigoid lesions, postenor root spinal
gnghomtis (herpes zoster), pityriasis rubra (exfolatne der
matitis), phlebitis and porkilodermtomyositis (Bluefarh 36b)
A complete st of the nonspecific cutancous lesions, however,
would mclude the following
1) Prurtus, with or without exconations, pyoderma and
hichemBication
2} Prungo-hke papular lesions
3) Pigmentations, mcluding jaundice
4) Urticaria and erythematous lesions (scarlitimform and
billiform, icrexsed p
5) Erythema multiforme and enythema nodosum live
Jesions
6) Eczematord and psonasiform lesions
7) Erythroderma and exfoliatne dermatitis
8) Bullous and pemphuigmd lesions
9) Herpes zoster and herpes simplex
10) Purpuric and hemorrhagic lesions
11) Edema and lymphedemn (elephantiasis)
12) Trophic changes
a) Alopecia
b) Iethyosiform lesions and hvperkeratosis of palms
and soles
13) Dermatomyostis
11) Phlehtis

15) \hiscellaneous rare tovc lesions

These nonspecific cutaneous lesions, occurning m assoctation
with Hodghin's disease may precede, accompany or follow the
general mamfestations of the dusease

The frequency of peaific cut, lesions has fre
quently been esmated  The following figures are a good
wndication of the frequency




V.
CUTANEOUS LESIONS

/rm: cutanous mantfestations of Hodghu's disease are (1)
nonspecific or tose lesions, (2) speaific lesions and (3)
Iymphogranulomatids or “1d” reactions

The lestons compnsing the first group occur much more
Irequently than the lesions in the other two groups and consist
of Jestons which are nether chinically nor histologically pathog
nomonic of the disease The second group of lestons are the
least frequent m occurrence and show the specfic and
pathognomontce hustologie charactenistics of the cutaneous
disease, characterized by papules, nodules, tumors, ulcers and
mfiltrations  The third group, lymphogranulomatids or “id”
reactions, are chmeally nonspeafic bat lustologically ty pieal of
the disease,/They were formerly combmed with group one as
tovic or “id” reactions but 1t 1s our opimon that these groups
should be separate and lustological distinction be made  For
example, the term “tubereulid *1s used to designate a leston due
to the tubercle bacillus and has the structure of the tuberculous
wiltration  This also apphies to syphilide and leprde, with
reference to the treponema pallidum and Hansen’s bacillus, re-
spectively  Therefore, ‘Iymphogranulomatid” should refer to
a lesion having the cutaneous histologice structure of Hodgkm's
disease and this same premuse should apply to the “leuhamuds ™
A. Toxic or Nonspecific Lesions

Tovic eruptions associted with Hodghin's disease were first
described by Gowers (128) n 1879 He stated that n addi
tion to pallor there may be “bronzing of the shin and that

. certun sk diseases are not uncommon durng the
cachectic pentod, especally a papulir rash on the bachs of the
forearms and hands, furuncics and pemphigus ™ He did not
how e er, mention prurttus

240
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passhs present onls m elderdy persons Cowse wrinkles often
pronounced ppear hout the mouth and the skin particularly
that of the hands sometimes appears atrophic

2 Pryntus Pruntus is by far the most frequent cutancous
mamfestation of Hodghins disease  In a study of 319 patients
L B Goldman and Victor (124h) found that “one leading wd
outstanding symptom was pruntus  and various statistics show
that it occurs at some time 1 from 5 to 50 per cent of all cases
with an average of 20 to 25 per cent  Favre (1001) considered
pruntus to be constantly present early m the course of the
disewse  Craver (731} considered that pruntus occurred m
20 per cent of the cases but later {73¢) he estimated that 29
per cent had pruntus - Rolleston (2752) beheved that pruntus
may not be mentioned unless the patent 15 specifically ques
tioned regarding this symptom and this may account for the
low incidence m Longeopes (199) series  Pruntus appears
t0 be considered a common symptom among French mvest
gators  Pownso et al (261) reported three cases of Hodghins
disease without pruntus or eosipophiha” The followng mes
dence of prumtus occurring at some time n the course of
Hodghin's disease has heen described

Number Pruntus
Wrte of Cases Per Cent
dlercreutz (41 0
Rersack (27¢) ¥ 2;4 ig 2
Burger and Lehman (50a ¢ 54 185
Burnam (52)y 173 318
Cole (64a) 34 35
Colrat (66} 3 846
Desjard ns and Ford (8081 ¢ 135 67
Goldman and Victor (1241 22 16
Jackson and Parker (159) 3, 220 290
Longeope (1991 86 35
We siberg (339) 1z 583
Zegler K (361) 0 14

Aserage inc dence of prunt is 26 46 per cent
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Total Cases h
Hodgkin's  Cutaneous Lesions

Werter Disease Per Cent
Barron (18) / 24 16
Bersack (27c) 144 176
Burnam (52) 173 37
Busmin and Johnston (53) 37 16
Cole (64a) 33 40
Craver (73¢) \/ 226 29
1 pstemn and MacEachern (94) 156 532
Goldman L B (124a) 212 38

and Victor (124b) 319 39
Jackson and Parker (159d) 220 13
Krueger and Meyer (179) 60 41 6
Miller (224a) 55 40
Wallhauser (333) 33 29
Ziegler K (361) 70 25

Cutaneous lesions, as the first munfestation of Hodghn's
disense, was mentioned as occurning 1n 10 per cent of the cases
by Ruhson (2831) and in 5 to 12 per cent by K Ziegler (361)
It wéuld then apper that cutaneous lesions vaned from 13 to
53 per cent, with the higher incidence reported by dermatolo
@ists A good average would be from 25 to 35 per cent having
cutaneous mamfestations and about 10 per cent of the pitients
presenting cutineous lesions as the imtinl symptom

1 Pallor The shin may be pale and appear )ellomsh at
first glince Thus 15 not due to Jwundice but to the ‘unmashing
of the underlying yellow of the skin bectuse of lach of hemo
globin  This yellow color may be due, 1n part, to degeneritne
changes 1 connective and elstic tissues  The pallor 1s usuvally
the result of yron deficiency and there may be associated evi
dence of won deficiency such as glossitis or kotlonychia  This
usunlly results from Inck of appetite, dimmished food ntake,
difficulty 1n food asstmilation or interference with iron nd
vitamin absorption, chronie bleeding or hemolytic ancroia

Another charactenstic featurc of iron deficiency anemitss the
wrinkled, thin and translucent appearince of the shin - Even
young patients have an atrophic nelstie, wrinkled skin, ords
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Although st Is frequently an carly symptom 1t may \ppear at
any time even late 1n the course of the disewse  Rolleston
{275a) believed that like other forms of prantus it m1y be
precipitated by evposute to heat or cold It 15 usmilly more
\ntense at mght and may be present alone or together with
other cuttneous lesions  The pruntus appeus to be more
severe at the anset and duning exacerbations of the disease It
usnally appears on the extremities and trunk lthough 1t fre
quently becomes generthzed and m1y be putenlarly severe
onthe hack  In rare instances 1t 1s confined to locihized areas
Pruntus without visible cutineous lesions should always
tead to the susprcion of a lumphomatons disease particularly
Hodgkins disease  Severe intractable pruntus without
speaific cutancous Jesions 1s frequent i Hodekins disease
whereas 1t 15 not common 1 Teukerma wnd when present 15
usually associated with 1 cellular infiltration wnd erythroderma
Because of the severity of the pruritus the skin may be excart
ated and this disease must therefare be differentiated from
neurotic excoriations scabies pediculosts corporis and semle
pruntus  Dermographism 1s sometimes present with pruntus
The_reason for this svmptom 15 1 disputed question which
has given rue to much specnlition and discussion  Paltauf
{249) behieved the pruntus due to qwtointoucation from the
absorption of substances (wrntatmg touns) denved from the
altered lymph nodes or ay a local rexction to the accumuls
tion of such tonic substances m the skin a theory concurred
by Shelmwe (298) and Desjwrdins and Ford (80b)  Schay
mnn (289) stated that prurtus 1s due to the arculation of
products of nuclear decomposition from the excessive breaking
up of blood cells m the spleen  Other theomes which have
been adsoeited nclude the anaphvlactic or wntation of the
penpheral nerve endings 1 which event the tovn must be
bioxd horne and not produced locally sice the pruritus often
oceurs before lvmphadenopathy 1s apparent ind 15 s a rule
vlml focthzed  The rre | phad spearfic cut:
(s1ons are usually not pruntic - The termuination of the sensory
cerebrospinal nerves would appeir to be untated but Golay
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Pruntus m1y be the imtil symptom i Hodghin's discase and
may precede other symptoms by varying perods of time al
though 1t may accur only a few hours before death, as m
Collier’s (65) case Pruntus, as the imit1nl symptom, 1s beheyved
by K Ziegler (361) to occur m 5 to 12 per cent of the cases
Rolleston (275a) belicved that the disese runs a rapid course
m patients having ymtial pruntus  OF the 55 patients having
pruritus 1n Burnam’s (52) series, 1t was the mitial complaint n
12 Among Wemberg’s (339) seven pattents having pruntus,
1t was the imtial symptom in three  Among 119 patients with
mtial symptoms referable to abdommnal lesions, Mimot and
Isaacs (227) found that 18, or 15 per cent, had mtense pruritus
for a considerable penod early 1n the discase  However, the
mnadence of prunitus may have been lugher 1n this senes smee
only the imtial symptom was mentioned  Of 30 patients hav-
ing pruntus, Bersich (27b) found the prunitus to be the only
symptom m 21 cases

Pruritus, which persisted for three months prior to other
symptoms, was described by Falconer and Leonwud (93 case
2)ina37year old woman The 28 yerr old man, deseribed by
Middleton (221 case 3) and a 41 year old woman, reported
by Wright (355 case 2) both had pruntus for eight months
before other symptoms appeired Pruntus as the only symp
tom for one year, was described by Gnsburg (121a  case 1)
and by Cornbleet ot al (69) The Iatter patient had tem
porary relicf of pruntus following 2 roentgenogram of the
mediastinum  Gmnshurg’s (1211 case 2) patient, and the 24
yer old man desernibed by Ambler (7) Doth had pruritus for
two yers prior to the development of other symptoms  Rattner
(269) mentioned a young woman with Hodghin's dise1se who
had severe pruntus for two years before medistinl lymphad
enopathy appeared w Inch was followed by cervical Ivmphad
enopithy

The prunitus wiich miy be erther locthzed or gener ilized,
according to Wilhelm nd Goecherman (344), 1s ‘character
istically experienced under the skin The pruntus mw be
ntalerably severe and my be esther continnons or intermittent
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Although 1t 15 frequently an catly symptom it may ppear at
any tune even late 1 the counse of the disease  Rofleston
(2751) believed that Iike other forms of prunitus 1t may be
preaipitated by exposure to heit or cold It 1s usually more
intense 1t mght and may be present lone or together w ith
other cutaneous lesions  The pruntus appewrs to be more
severe at the onset and during exacerbations of the disease It
usually appears on the extremities and trunk although it fre-
quently becomes generalized and may be particularly severe
on the back  In rare mstances 1t 1s confined to localized arcas
Pruntus without visible cutaneous lesions should always
lead to the suspicion of a lymphomatous disese particularly
Hodghins disease  Severe mtractable pruntus without
specific cutaneous lesions 1s frequent i Hodghns disease
whereas 1t 15 not common 1 Jenkemia and when present 15
usually 1ssociated wath A cellular infiltration ind erythrodermn
Because of the seventy of the pruntus the skhin may be excont
ated and this disease must therefore be differentiated from
neurotic excoriations scabies pediculosis corpons and semle
pruritus - Dermographism 1s sometimes present with prurntus
"The_reason for this svmptom 15 a disputed question which
has given nse to much speculvion and discussion  Paltanf
{249) believed the pruntus due to antointovication from the
absorption of substances {1mitating toxins) denved from the
altered lymph nodes or as a local reaction to the accumula
tion of such tovic substances in the skin a theory concurred
by Shelmire (298) and Desjurdins and Ford (80b)  Schau
mann (289) stated that pruritus 1s due to the cirenlation of
products of nuclear decomposition from the excessive breaking
up of blood cells m the spleen  Other theones which have
been advocated include the aniphylactic or wntation of the
penpheral nenve endings i which event the tovn must be
blood borne and not produeced locally since the prunitus often
octurs bifore lymphadenopathy s apparent 1nd 15 as a rule
nat loctiized  The rare lymphad speaific
tesians are usually not pruritic The termination of the sensory
ceretirospinal nenves would appenr to be intated but Golay
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(123) suggested that stimultion of the sympithetic nerves
causes prunitus  On the other hand 1t 15 =lso attnbuted to
intition of the centril nervous system  \hlan nd Blum
(223b) beheved it to be due to spmal radiculitis wd compred
1t to tabebic pruritus because they found 1y mphocytosts of the
spml flmd - There 1s httle evidence that the toun 15 produced
m the affected lymph nodes although n Bhischhos (33) cise

. pm - -

& Pruntus with hehenfication (Bluefirb and Schwartz  Arch
Dermat Feb 1956)

9 Prungo like papules of the legs (Bluefawrb ind Schwartz drch
Dermat Feb 1936)

2 young man with lymphosarcoma of the cervical lymph nodes
tolerable pruritus dis ippeared two duys after exaision of the
mvolved nodes but subsequent lymphadenopithy recurred
without recorrence of the prontus However Cole {(641) e
ported 1 case m which prunitus oceurred two months after exer
sion of 1 cervieal lymph node  Shelley ind Arthur (287) postu
Tnted that pruntus myy be relited to the ctivation or relc s
of tissue or serum protemses in the epidermis since protemnises

wre umquely prurntogenic
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The assoctition of pruntus with cosnophih v was stressed by
Farre (1002) and Colrat (66) Klem {174) emphasnzed l[\lc
accurrence of Jarge numbers of eosmaphils in mv ohved lymph
nodes when Hodgkin's disease 15 comphicated by towc cutane-
ous lesions, such as pruntus Simonds (301) desenbed a
woman with extremely wntating cutaneous papules who had
large numbers of eosmophls 1n the lymph nodes Schlecht and
Schwenker (200) and Urchs (329) beheved the presence of

hals to be an exp of a cond of anaphyl

Products of partial protemn decomposition oniginating i the
areas of necrosis sensitize the pitient and, as a result of local
sensitization, the cosmophils are ‘enticed” mto the affected
nodes ‘The pruntic cutaneous lestons are pliced on the same
etiologie bisis by Urchs (329) However, Cole (64a) could
riot correlate the pruntus with the eosmophiha since the attacks
of pruritus accomp wed a flare up of the lymphdenopathy i
bis cases  MacLeod (208b) behieved the prunitus to be due
to a toxic 1nfl also ble for the lymphad thy,

and m Ins case the exacerbation of pruntus preceded an 1n-
crease 1 lymphadencpathy  He also noted that the prurntus
disappeared entirely toward the termination of the disease

Rolleston’s (2752) patient had bouts of pruntus associated with
fvmphadenopathy but he was not able to distingmsh any con

stant rel wionship between Hodghin s disease of the viscera and

pruntus  Desjardms ct al (80c) beheved that pruntus, with
or without touic or nfl d

lesions d d
hmphomtous 1nvsion (Hodghm's disease or Iymphosarcoma)
of the abdominal (retropentoneal) lymph nodes  As proof,
they stated that pruntus dummishes rapidly after thorough
iradiation of the abdomen, whereas such a favocable effect 35
riot obsersed after wradhation of other regions

In speculiting on the character of the toxns cal
Rolleston (2751) stated that the

be proten m natare, derned from leukocytie destruchon I
this were true pruntas would be much more frequent and con

stant in leulerma than wm Hodghms disease which 15 not the
e Furthermore, the occurrence of early pruntys,

usig pmntus,
touns have been thought to

before
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(123) suggested that stimulation of the sympathetic nerves
cuses pruittus  On the other hand it 15 also attributed to
untition of the centr1l nervous system  \lihan and Blum
(223b) beheved it to be due to spml radiculitis wd compred
1t to tabetic pruntus becwse they found lvmphocs tosis of the
spmal flmd  There 1s hitle evidence that the tovin is produced
m the affected lymph nodes although m Blwschhos (33) cuse

d

8 Pruritus with hichemfication (Bluefub and Schw itz Arch
Dermat Feb 1936)

9 Puungo hike papules of the legs (Bluefub and Schwartz rch
Dermat Feb 1936)

4 young man with lymphosarcomn of the ceryicl lvmph nodes
intolerable pruntus dis ippeared two dys after excision of the
mvolved nodes but subsequent lymphadenopathy recurred
without recurrence of the pruntus  However Cole (64a) re
ported 1 case n which prunitus oceurred two months a’ftcr excl
sion of 1 cervical lymph node  Shelley and Arthur (297) postu
Inted that prurtus mav be 1ehited to the 1ctn won or releisc
of tissue or serum protemses 1n the eprdermus since proteinises

1re umquely pruritogeme
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The association of pruritus with cosmophth was stressed by
Favre (100a) and Colrat (66) Klem (174) emphasszed the
occurrence of Lrge numbers of eosmophils an mvoly ed lymph
nodes when Hodghin's diseasc 1s compheated by toue cutane-
ous lesions, such as prumtus Swmonds (301) descnibed a
woman with extremely umtating cutaneous papules who had
large pumbers of eosimophuls m the lymph nodes Schlecht and
Schwenker (280) and Urchs (329) beheved the presence of
eosinophils to be an espression of a conditron of anaphylaxis
Products of partiil protem decomposttion ongmating in the
areas of necrosis sensitize the patient and, as a result of local
sensitization, the cosmophils are “enticed” mto the affected
nodes The pruntic cutaneous lestons are pliced on the same
etiologic basss by Urchs (329) However, Cole (64a) could
not correlate the pruritus with the eosinophilia since the attachs
of pruritus accompanied a flare up of the lymphadenopthy in
his cases  Maclead (208b) beheed the pruritus to be due
to a tovic mfluence, also responsible for the lymphad hy,
and 1n Ius case the evacerbation of pruritus preceded an n-
crease 1n lymphadenopathy He also noted that the pruntus
dlSﬂpp?ar,ed entirely toward the termmation of the disease
Rolleston’s {275a) patient had bouts of prunitus associated with
Iymphadenopathy but he was not able to distmgmsh any con-
stant relshionship between Hodgkin's disease of the viscera and
pruntus Desjardins et al (80c) believed that pruntus, with
or without tovic or infil d lesions, md d
L’;"é‘)};";’a(;::i :;; asm): (Hodghin’s disease or lymphosarcoma)
they atated 1 (retroperttoneal) lymph nodes As proof,
ot 2t pruntus dimimshes rapidly after thorough
- obs:-t:‘ el:lf the abdomen, whereas such a fay orable effect 1

Ins after irradiation of other Tegions
Ro“e:";':“:;‘;gf)ontﬂ:e ;:hamcter of the touns causing prurtus,
be protem 1 nan‘ ated that the touns have been thought to

ire, derved from leuhocytic destruction  If
Pruritus would be much more frequent and con
mia than in Hodghin's disease which 1s not the
ermore, the occurrence of early pruntus, before

this were trye,
stant in leuke;
e Furth,
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lymphadenomatous nodes are pilpable, shows there 1 no
correlition between the probable amount of cytolysis and
prunitus  This would suggest that pruntus 1s due to a toun
responsible for the Iymph node enlargement rather than to
protemns dern ed from the destruction of lymphord cells

Ginsburg (121a) described an unusual cage wath pruntus of
both feet and extending up to the knees, which occurred simul
taneously This illustrates how pruritus may be caused by
myvasion or compresston of sensory nerves, distant from the
site of uritation, and not by a local cutaneous lesion A de-
tailed study of the distnibution of pruritus i a case of Hodghin's
disease associated with a syndrome of cord and root compres-
sion, was made by Boudin ¢f al (39) The pruntus did not
mvolve areas of dissociated anesthesiz with suppression of heat,
cold and prn but no imparment of tactile sensation It was
concluded that the afferent pathways conducting the sensation
of pruntus follow the same route as those conducting heat,
cold and pamn  They believed pruritus should be regarded as
a sensitvity disturbance of the cercbrospinal system and not
of the sympathetic system, and that 1t 15 recers ed and conducted
by the same elements and the same radiculo medullary routes
as thermal and pain stmult

Various therapeutic measures have been suggested to allev-
ate the pruritus of Hodghmn's disease  Among these are roent-
genotherapy, Grenz rays, ultraviolet hight, hvperpyreua, auto
hemotherapy, chemotherapy and topical medications

Adequate iradigtion of active pnmary lesions, as well as
lymph nodes, spleen and skin, 1s of utmost importance, accord
ing to Craver (731) For pitents exhibiting no loealized
lesions, or when the process 1s so generalized that local wradin-
tion 15 not practical, he advacated prolanged low intensity
roentgen rays to a Inrge portion, or even the entire body, to
reheve the prunitus as well as other symptoms of Hodghin’s
disease It 1s a well known fact that roentgenotherapy to en-
larged lymph nodes results i disippearance of generahzed
pruntus and surgicil removal of the principl ared molved
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mw teheve pruntus even though the disease 15 present 0
other ares of the body

Lsensrys (soft Toentgen rays) were found ta be more
cffectve than ultraviolet hight (Bluefarh 36a) for the rehef
of pruntus  However such treitment 15 not always aymlable
wd geveralized irradiation 1s difficult with this mode of therpy
although it 15 of distinet benefit for loc ized pruritus

Ultray ght given 1 suberythema doses to the pomt
oﬁrﬂﬁ:\‘mm erythem 1, also of value for generthzed
prontus These rays lle rocntgen Thys appear to elevate
the sensory threshold of the mtraepithehtl nene endings
Craver (734) found tius therpy gave some rehief mn cases of
Hodgkms disease and Rothman (2814} mentoned 1t for the
velief of pruntus associtted with lymphomas nternal malig
raney and pregaancy

Amlns been found to be effectine 1n rehieving
generahized pruritus n Hodghins disewse and inoperable ab
dommal ma) ding to Suleberger and W olf (317b)
This treatment consists of the withdrawal of 10 to 20 cc of
blood from the antecubital vein which 1s immediately mjected
deeply mto the buttocks  The procedure may be repeated
overy tnotofour days A patient who had generalized pruntas
for two years before lymphidenopathy appeared wns de
scrbed by MacCormae (2074)  The pruntus became very

shight following autohemotherapy and disyppeared after the
Yurd impection

Hypurpyrewa m the form of short wave radiotherm hot
cabinets hot baths and mtrusenous injections of triple tvphoid
vacane have also heen reported to be of benefit

\itrogen mustard has been used 1n the treatment of pruntos
o Hodghins disease  Pruntus was a distressing symptom 1n
frur cses desenbed by Wintrobe and Huguley (347) In
10 1t was veheved when the generd condition of the patient
mpraved and disappeared in the terminal stages of the disease
w the othet two  They found that nexther the general cond
tan of the patient nor the pruntus had been benefited by
witragen mustard therapy  Urethane which has a central seda
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tive effeet was wsed wath some suceess m rehevmg the pruntus
of Hodghin s discwse wecording to Wolfrun (353)

Arsenie therapy wis dvoeated by RMMN the con
trol of pruntus  Fowlers solution ™ gradually wmeresing
doses 1s given although asiatic pills (/36 gr thice datly ) my
be admimistered for longer periods without evidence of cu
tincous pigmentation or heratoses such as result from large
umounts of Fowlers solution

Rnkllnwll) reported good results in mine patients hang
pruntus assoctted with Hodghins diseise who were treited
with sodium salt of adenosine 5 monophosphate with 20 mg /
cc of water mjected hourly for five consecutise hours for
thice diys We were umible to confirm these results wd Roth
mn Rostenberg ind Bechar (251d) were also of the opmion
that adenylic nerd 1s of no v tuc i relieving ths pruntus

Becse many of these pitients hue 1 dry shin (see Chapter
V No 12 pige 278) defatting agents should not be used A
cilimme limment 15 preferible to cilamine lotion since the lo
tion 1s very drymg especilly to 2 dry or ichthyotic shin Vo
10us wtipruntics such as phenol methol hquor cirboms de-
tergens or chlorilhydrite my be incorporated n the hmment
Bathing with so1p nd water unless the shin 1s atly should not
be more frequent than once 1 wech  The wter should be
tepid And the shin patted drv rather thin rubbed after which
an emolhent should be used

Vihen the pruntus 15 wssociited with jundice crused by
pressure of enlrged lymph nodes 1t the portal outlet 2 reduc
tion m the size of thes¢ nodes with roentgenotherpy may offer
rehef
Herpes zoster (see Chapter V. no 13 pige 282) wluch
occurs m o farly Jarge percentige of patients with Hodghins
disease may be preceded or accomp mied by locilized pruritus
It may be reliesed by roentgenotheripy to the ffected aren
sodium 10dide (1 gm ) mjected mtrw enously every second day
for four myections or with flewible collodion punted on the in
volved aren  Another occisional cause of localized pruntus
rccording to Craver (731) 15 1 olvement of 4 particular sector
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of nen e roots or trunks and the pruntus may be a forerunner
or iftenmath of pam  In such a case treatment consists of
roentgen ray irrachation of the affected segment of the nervous
system

3 Prungo hike Papules 'The synonyms for this cutweous
eruption are prungo lymphademque {Dubremih) prungoe
lymphaties {Buschle) and lymphogranuloma prungnosum
(Kretbich}  The most ct she of the tovic cut
lesions 1 Hodghins disese 1s the scattered papule  prungo
Iihe papule  When assoriated with intense pruritas and ;g
mentation the possibility of Hodgkins disease even m the
ahsence of lymphadenopathy should always be suspected A
fouc papular eruption may occur not only 1n Hodgkins disease
but according to Arndt {9c} simlar eruptions may he present
i rssocgation with tuberculoss of the lymph nodes malana
and lealerma

Of the toxic cutaneous eruptions associated with Hodgkins
disease the prungo hike exanthema are second only to pruntus
m frequency  Cole (64a) reported this type of eruption i 18
per eent of 33 cases  The papules are pumerons  pibead” to
“split pea” size yound or comeal 1n shipe firm to the touch
pink to rose in color edematous and pruritic with a deep seated
vestele on the summit s«whichos seratched off and replaced by a
crust  Oceasionally these papular lesions have a true bright
red urticanal mflammatory hale but they may be sem: trans
tecent yellowssh red vad waxy m appevance  They are
seattered over the trunk nd extremities without predilechion
{or the extensor surfaces and frequently have a folicular ar
cingement  Wise (349) stated that the fexor surfaces are the
mare chiracteristic sites 15 opposed to the predommance of
lestons on the extensor surfaces m true prunige The Prungo
ke papules occur n crops and the pruritns increases with each
new crop  The dntribution may becore generalized but the
papules are usully not fonnd en the pilms soles or gemtaha
Decause of the mtense pruntus the shin between the Papules
stews muny serateh marks edematous Yesions prgmentatian
thickerung and chensfication  The entwneous surface eventu
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twve effect was used wath some success in reheving the pruritus
of Hodghin s disc we wecordmg to Wolfrun (353)

Arsentc theripy wis advocated by Rook (277) for the con
trol of pruntus  Fowlers solution i graduilly mcreising
doses 1s gnen lthough asiatic plls (/16 gr twice daily) may
be admumstered for longer periods without evidence of cu
tincous pigmentation or heritoses such ts result from luge
wnounts of Fowlers solution

Rottino (2821) reported good results in mne patients having
pruritus ssoci tted with Hodghins disease who were treted
with sodsum st of rdenosine 5 monophosphate with 20 mg /
cc of water mjected hourly for five consccutrve honrs for
three dags We were unable to confirm these results and Roth
man Rostenberg and Beeker (281d) werc also of the opmion
that ndeny lie aead 15 of no value in relieving ths prontus

Because many of these patients have 2 dry shin (see Chapter
V No 12 pige 278) defatting agents should not be used A
calamne himment 1s preferable to calimine lotion smce the lo
tion 1s very drying especially to 1 dry or ichthyotic shin Var
1ous antipruntics such s phenol methol liquor crboms de
tergens or chlor il hydrate may be meorporated m the Iinment
Bathing with sonp and water unless the shin is o1y should not
be more frequent than once 1 weeh  The witer should be
teprd and the shin patted dry rather thin rubbed after which
w emollient should be vscd

When the prurttus 15 1ssociited with Jwndice cwsed by
pressure of enlirged Iymph nodes 1t the portal outlet 1 reduc
tion n the size of these nodes with roentgenotherypy my offer
relief
Herpes zoster (sce Chapter V no 13 page 982) wlich
occurs 1 1 furly large percentage of patients wath Hodghins
chsease may be preceded or nccomp imed by localized pruritus
it muy be relieved by roentgenotheripy to the ffected aret
sodum 1wdide (1 gm ) injected intras enously every second d1y
for four wnjections or with fleuible collodion punted on the 1
vahed arex  Another occisional cwse of Jocalized pruntus
according to Craver (731) 15 involement of 1 partrcular sector
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of nerve Toots or trunks and the pruntus may be a forerunner
ot aftepmath of pain  Ju such a case treatment consists of
roentgen ray irradiation of the affected segment of the nervous
shstem

3 Prungo-like Papules The synonyms for this cutaneous
eruption ate  prungo Jymphademgue (Dubrewth) prange
lymphatica (Buschke) and lymphogrinulomr prungimosur
(hressch)  The most charactersstic of the touic cutaneous
lesions 1n Hodghing disease 15 the scattered papule  prurigo-
ke papule  When associated wath intense pruntus and pig
mentation the possibiity of Hodghkins dsease even n the
absence of lymphadenopathy should always be suspected A
tovie papulir eruption may occur not only in Hodgkmns dise se
but according to Arndt (9¢) simalar eruptions may be present
m assooation with tuberenlosis of the lymph nodes malana
nd lenkerma

Of the toue cutaneous eruptions associated with Hodgkin s
disease the prunigo-like exanthema are second only to pruritus
m frequency  Cole (84a) reported this type of eruption n 18
per cent of 33 cases  The papules are numerous “pishetd to
“split ped” size round or concal m shape firm to the touch
punk to rose 1n color edematous and pruntie with a deep seated
resicle on the summst which1s seratched off and replaced by a
cust Occasionally these papular lesions hwe 4 true bright
red urbeartal imflammatory halo but they may be semy trans
lucent yellowish red and wivy i appewrince ‘They are
scattered over the trunk and extremities without predilechon
o the extensor surfaces and frequentls have 1 follewlar ar
rmgement  Wise (349) stated that the flexor surfaces are the
mere charactenistie sites as opposed to the predommance of
lestans on the extensor surfaces mn true prunge  The prungo
Iike papules occur 1n crops and the pruntus increases with each
news crop - The distnbution may become generalized hut the
Ppules are wually not found an the palms soles or gemtaba
Because of the itense pruntus the skin betwcen the papules
;‘}n\\s sy serateh marks edematous lesions pigmentation

hickensng and Dehentfication  The eutweous surface ¢venta
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ally beecomes dry and sealy and erythematous patches of trregy
lar shape and size, or secondary pyogeme mfections such
mmpetigo and furuncles may oceur

These eruptions, Iike pruntus, appear sregularly and afte
hemg present for several months, frequenthy disappear spon
tancously, or disappear from onc site onh to reappew 1
another  They m1y precede any visible himphdenopathy

10 Prungo hike pypules of the bick (Bluefub wd Schw wtz Areh
Dcrmat T 1936)
11 Prungo like papules of the back

oceur simultancouwsly wath the lymphadenopathy, or appear
late m the course of the discase  The eruption may temporarihy
or permanently disappear just as the lymphadenopathy m1y
show spontancous or therapeutic mvolution as, for example,
followng roentgenotherapy  The efflorescences haye a mrhed
resemblance to hehen urtieatus

This type of cutncous cuption was first descrbed by
Gawers (128) m 1879 but Dubreutlh (87) was the first to em-
phasize its presence m Hodghum's disease - More thn 100 cases
of this tovie manmfestation were collected from the Iiterature
up to 1925 by Shelmure (298) A 36 vear old min with m
tensely pruntic papular lesions precedmsg 1y mphadenopathy
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was described by Janeway (162)  The legons were symmetni-
sl on the forcarms but spread rapdly to mvolve the entire
hodv  Three wechs later, Jft cenvical lymphadenopathy oc-
curred and was followed by lymphadenopathy on the nght
side  Meanwhile, the cutaneous lesions had become general
1zed, sparmg only the pilms, soles and gemtaha, and the
papular eruption was most murked on the fice, hands, scalp,
chest, back and legs, with a tendency to groupmng The
papules were covered with 2 blood crust and the shin was
exconated  There was also a diffiuse generahzed mgmentation
of the shan and defimte thickenmy of the stan on the dorsum of
the hands had been present since the onset of the disease

The principal cutaneous lesions m two men, aged 44 and 63
years, respectnely, were descobed by Raynaud et ol (270}
Both had prungmous pipules and diffuse hchemfication as
well as secondary pyogeme mfection chiefly on the hands, feet
and, n one patient, on the scalp Sabetta (288) reported a
64 year old woman with an erythemitous papular eruption
1nolving the arms, shoulders, chest, hups and thighs Michel-
son {220a) also descrbed a 31 year old woman and a 56 year
old man (220b) who had prungo Parkes-Weber and Dove
{251c) reported a 34 year old man who had a pruriginous
eruption on the trunk and thighs consstng of numerous
papules the myjonty of a reddssh color and some resembling
wne

Macleod (208b) believed papular eruptions to be of m
flammatory ongin and due to the same causc as praritus, not
secondanly produced by seratching or rubbing  However,
Rolfeston (2731) stated that prungo-like papules are caused
by scratching as a result of the pruntus Although scratching
mn cause papular cruptions, present opmon favors \Mae
Leods theory of toe ongin - Wolf {332) om the other hand,
behesedd this type of eruption often follows rocntgenotherapy
and there 1s 4 destruction of lymphoeytes with hiberation of
forign pratems  The pi wisibility of this theorv may be ques
toned however since many patients having this type of ervp-
tian &id not recene foentgenotherapy  We have observed
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¢1s¢esan winch the cruption cleared following roentgenothcram
to the lymph nodes

The pathologic picture m this type of eruption 15 not
specific but shows only n inflammatory reiction consisting of
smll round cell infiltritions round the sweit glinds and no
histological evidence of  lymphadenomatous growth  The
eprdermis s thickened nd occasional formation of vesicles
and chrome inflimmatory changes of the superficial Iyers of
the dermis oceur It should be borne m mmd tht papulr
cutaneous lesions my show 1 Iustologie Ml picture of Hodghins
disese nd re true Hodghins disense of the shin as discussed
under that headmg

The superfieral ulcerited papules with secondary evcort
tions closely simulite scibies for which they are often mis
tiken  This cifficulty m dingnosis 1s 1llustrated m 2 number of
cwes A diagnosis of scabies wis ongmallh made m the case
reported by Wnght (355 cwe 7) of 1 15 year old gul whose
first symptom w1s pruntus A 21 year old min reported by
Shelmire (298 case 1) hid loss of werght superficial lymphad
enopathy and pruntus  He was treated for seabies for three
weeks before the correct dingnosis was made  The cutwneous
eruption 1n tlus c1se resembled seabies except thit the burrows
and typical lochzation of scibies were not present A 34 yexr
old patient described by \licLeod (2082) compluned of
spasmodic pruntus nd the imtial mmpression was that the
patient hid scabies However subsequent lymphadenopathy
established the true diignosis  Rang Snuth ot @l (171) 1e
ported 2 30 yer old womwn who hid  generilized pruntic
papulir scabies like eruption of 15 months durition  The cise
described by Pirkes Weber ind Dove (231e) was also re
garded to be scabies 1t the onset of the illness

Case Report A 50 veir old man first developed vesicular

papular cutancous lesions on the wnsts buttocks abdomen and

pems Clmieallh the eruption resembled seibies and he was

treated with sulfur omtment with no xmprovement  Subse

quently he developed patches of pruntic eczematous dermatitis

on the nape of the neck eirs nd fice most marked on the
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s mogram at that time Tevealed 83 per cent hetmo-
;{:\1‘3\ 4 f‘xgeuo%g‘ed blond cells and 16 300 white blood cells
per cu mm with 2o per cent polymorphonuclears 69 per
cent Yymphocvtes 2 per cent mondeytes and 4 per cent de
generated forms A cervical Iy mph node then became palp
able and Iustolog cal exammation Tevealed Hodghns disease

Prungo ke papules may simulate papulo-necrotic tubercu
1id  An interesting feature of Rulisons (283b) case was the
scarnng sug of a papul tie tuk ld on the arms
and legs  Crops of lesions varying 1n size and appearance
either macwlar papwlar or indolent pustules lasting four to six
wecks had been present for two years Some of the huger
infltrated lesions were ulcerated 1nd remamed discrete while
the pruntus remamed constant A #oman desertbed by Whate
(312) had p t and tions with 1

tense pruntus wnch strongly sunulited pediculosis corporis
The prungo like mamfestations hive no disinchive fetures
according to Arndt (9c) and cwnot be differentinted from
prurigo ke eruptions which ocenr 1 other diseases of the
lymphatic system such as hyperphisia or grnulomas assoa
ated with lymphosarcoma vanous forms of lymph node tuber
culosts Teukemia and prarigo Tike eruphions present in malart
Aeither the climeal or histological pictures suffice to separate
this type of prungo from the otbers The papules must be
| hed from nodular Sowths whch are sl
dom assoesited with pruntus  The fraumatized papules healed
festons pigmented macules and scratch marks with occastonal
grouping tre suggestive of dermatibis herpehiformis  The scars
of the healed papular lesions resemble papualonecrotic tuber

culid (Rulson  283by

A pitient having unusual mansfestations was desenbed by
Caezevsha and Mierzedha {75)  The generabized prungo
l"“l‘l\l{( ‘\‘ s;mn uleerited and the ipdnadual Tesions dssippeated
:““ l&m;“\‘\ sl \mlmox{ tre tment Jeaving a brown patch while
Rpord n T (19) presenied e a1 S5
«chermy™ 1 e \ presented hard nodules larger than
Partly annulyre but more often oval shiped
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casesan wlich the eruption cleared following roentgenotherapy
to the lymph nodes

The pathologic picture m this type of eruption 15 not
specific but shows only an mfammatory reiction consisting of
small round cell mfiltrations around the sweat glinds nd no
tustologienl evidence of 1 lymphidenomitous growth  The
eprdermus s thickened ind occasional formation of vesicles
wnd chrome inflimmatory changes of the superficial hyers of
the dermus occur It should be borne m mind that papulir
cutmeous lesions mav show 1 hustologie Wl picture of Hodghins
disease nd are true Hodghins disease of the shin s discussed
under that heiding

The superfientl ulcerited papules with sccondary eveom
tions closcly simulite scibies for which they are often mis
tahen  This difficulty 1n dirgnosss is illustrated in a number of
cises A dingnosis of scabies was ongmally made i the cse
reported by Wnght (355 cue 7) of 1 15 year old girl whose
first symptom was pruntus A 21 year old man reported by
Shelmire (298 case 1) had loss of weight superficiil lymphad
enopathy and prunitus  He was treated for scabies for three
weehks before the correct dirgnosis was made  The cutneous
cruption 1n this case resembled scibres except th it the burrows
and typicl localization of scabies were not present A 34 yerr
old patient described by MicLeod (2081) compluned of
sprsmodic prunitus and the amtnl impression was that the
patient hid scibies  Howcver subsequent 1y mphadenopathy
established the true diagnosis  hang Smuth ¢t ol (171) re
ported 1 30 year old womin who had a generalized pruntic
papular scabies hike eruption of 15 months durstion The cuse
described by Parkes Weber wnd Dove (251} was also se
garded to be scabres it the onsct of the illness

Casc Report A 50 year old mn first developed vesicular

ppular cutaneous lesions on the wrists buttochs abdomen and

penss  Climcally the eruptios resembled seabies nd he was

treated with sulfur sntment with 1o improvement Subse

quently he developed patches of pruritic cczematous dermatitts

on the nipe of the neck eiwrs ind fice most marked on the



R
A

Hodghen's Dusease

Alarions theories r ling the causation of thus pig Lt
mclude genemhzed pruritus agsociated with seratching, m-
volsement of the adrenal cortex by Tymphogranufom1tous
ussue, intation of the abdomnal sympathetic nerves, 1s & rel—
yalt of therapy {arsenic, roentgen rays), avitaminoses and mal
utnton and pressute by enlarged nodes on the adrenal vems
with resulting adrenal isufficiency |

Generahzed pruntus, with associated scratchung, miy result
in pigmented macules and prpules from excorations, since

12

Increased prgmentation with prungo-like papules and left
cervical lymphadenopathy (Bluefarb and Schwartz Arch Dermat ,
Feb 1936}

Prunigo ke papules with exconation (case report)
13

pigmentition 1s often the direct result of continuous scratching
and 55 analogons to cutaneous bronzing seen in patients with
pediculosis corpors and dermatitis herpetiformis  Bram 1)
reported the occurrence of pigmented micules in arets where
pipules bk enther ins oluted or had become seratched A case
m whch the prufitus was so mtense thit hyperpigmentation
wnd hehemfication resembling newrodermatitis resulted, was
desenbed by Abramow itz {1b) Pigmentation associated with
scratehing was present i two cises desepibed by Cole (641

cases Land 2)  Cimburg (121a case 2) reported a woman
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over the thoray and upper arms  Some nodules were light red
and other yellowsh to brown in color with fine telngiectases
wnd 2 sikery seale The nodules broke down lewng necrotic
seurs  Baum stated thit there was one case report m e
Iiterature deseribing loealized necrotic arexs such 1s oceurred
m his cise Pruritus with swelling of the follicle resembline
cutis tnserint was noted by Rren (178h)

A patient haing 1 prungo hike papulir cutineous cruption
of the lower extremtties was presented by Webster and Blie
farb (335h)  This 61 y ear old man had 1 generalized lympha
denopathy of one yeirs durttion and mild prunitus which had
occurred simultaneously with the lymphadenopathy  There
was marked subjectine 1mprovement following roentgeno
therapy but three months later the lymphadenop thy recurred
md the pruritus becime more severe  There was 2 bilteral
svmmetrical papular cutineous eruption v olving munly the
upper nd lower extremities Some of these well defined
papular lesions were crusted wnd others excoriited Hemo
tram revealed 62 per cent hemoglobin 3980000 red blood
cclls ind 16 500 white bload cells per cu mm with 58 per cent
polymorphonuclers 27 per cent bnd forms 2 per cent bm
phocytes and 13 per cent monocy tes

4 Pigmentatton Cutaneous pigmentation assoctited with
Hodghins disese occurs m one of two forms  The most fre
quent 15 an increase of melwn pigment (melnoderm) the
other an icterod tint to the skin resulting from jaundice
/Incrense of meluun pigment occurs m 10 to 30 per cent of
the cases of Hodghins diserse and 3s 1bout five times more
ficquent thw m Jeukemit  Prigmentation ws present i 10
per cent of Epstemn and \cEacherns (94) senes of 156 cises-
and Busman ind Johnston (53) so found pigmentation 10
per cent of ther series—~Tole (641} noted dffase prgmentiion
n 30 per cent of 13 cases of Hodghins discise A good werage
1s probably 1bout 20 per cent A strhing degree of melwnm
type pigmentation 1 1 pitient having the chineal picture of
Iymphomn would therefore be snegestne but not dignostic
of Hodghm s disease ccording to Jeghers (163)
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anous theories regarding the causation of this prgmentation
clude  generahzed pruntus assoennted with seratching, m-
olvement of the adrenal cortex bv lymphogranulomatous
tissue, wrritation of the abdomin 1l sympathetic nerves, as a re-
sult of therapv (arseruc, foentgen rays), avitamnoses and mal-
autrition, and pressure by enlarged nodes on the adrenal verns
with resulting adrenal msufficieney -
Generahized pruntus, with assocuated seratching, may result
m prgmented micules and pipules from excoriations, since

12

Increased pigmentation with prungo-hke papules and left
cervical hmphadenopathy (Bluefarb and Schwartz Arch Dermat
Feb 1936)

Prunigo Ike papules with exconation (case report)
13

pigmentation 1s often the direct result of continuons seratching
wd 1 analogous to cutaneous ‘)mnzmg seen 1 patients with
pedienlosts corporis and dermatitis herpetiforms Brain (41)
reported the occurrence of pigmented macules 1n areas where
pipules had erther i oluted or had become scratched A case
n which the pruntus was so intense that hy perpigmentation
md lichemh bling neurod resulted, was
described by Abramowitz (Jb)  Pigmentation associated with
seratclimg was present in two cises desenbed hy Cole (64a
cases 1 and 2} Gnshurg (1211 case 2) reported a womn
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who had mtense pruntus, most marked at mght, affecting vary
aus parts of the body The shin was darkly pigmented but a
visible eruption could only be produced by vigorous scratching
A 37 year old woman who had a browmish pigmentation of the
face and hands, associated with mtense pruritus, was described
by Falconer and Leonard (98) A man wath a stnking bronz-
mg of the shin, accompamed by intense pruntus, was men-
tioned by Graham-Lattle (129)
When mnvolhement of the adrenal cortex by lymphogru

lomatous tissue occurs, there 1s a deep pigmentation resembling

14 Increased pigmentition resembling pediculosis corpons (Blue
furly and Schwartz  Arch Dermat Feb 1936)
15 Increised pigmentition resembling Addison’s diseise

Addison’s disease present particularly on the abdomen Mot
and Isaacs (227) were of the opinion that this pigmentation 15
due to umpurment of the adrenal capsules and m thesr series
of cases, abnorm1l pigmentation developed 1 5 per cent of
401 patients who had recened arsenotherapy A 33 year old
woman who had generahized pigmentation resembling Addy

son’s chsease was described by Molfino (229)  The pigmenta

tion was most marhed mn areas of friction from clothing around
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scar tissue and m the ateola of the mipples  Autopsy revealed
the sclerosing type of generalized Hodghms disease and the
adrenals appeared somewhat atrophic Histologically, there
was increase 10 the connective tissue stroma and compression
of cell cords sm the cortex  The vessel walls were thickened
ind there w15 occasional groupmg of lymphocytes while the
medulla was redneed to slender strands of small cells  Morquio
(232) reported marked melanoderma wlich he belies ed could
be explamed by the presence of extensve granulomas m the
adrenal glands as revealed at autopsy Pigmentation assocy
ated with masses of lymphogranulomatous tissue about the
drennl glhinds has been descnbed by Bramwell (42) Fowler
(105) La Porte (185) Nieskowski (244) and Symmers (320)
Pigmentation due to of the abd A sympath

nerves has been desenbed  Although Bramwells (42) patient
had not received arsemc the pigmentation was like that of
Addisons disease and was expluned as due to wnitation of the
sympathetic nen es since autopsy revealed the abdominal aorta
to be snrrounded by enlarged nodes  Trmtation of the sym
pathetic nerves by lympt 1 nodes d

the solar plexns was reported by Fowler (105) The cutaneous
lesions 1 Svmmers (320) patent a 35 year old man were
desenibed as acanthosis mgnicns and the coelac plevus was
invaded by lymphidenomatous nodes but the adrenals were
not affected  Chloasma hike spots on the extrenuities and
trunk or pale brown pigmentahion about contact areas of the
bady (aullae groms and other areas) ind even mntense wide
spread bronzing of the skin 1s not infrequent, urespective of
pruntus ingestion of arsemic or Toentgenotherapy  Shelmce
(295) bebieved that some cases could be explaned as beng
due to myolvement of the solar plexus with lymphogranulo-
matous nodules as m Jenners (164) case Rolleston (275b)
1ho was of the epimion that pigmentation results from imtation

of the sympathetic nerves rather than from adrenal wmvoke
ment

Figment thion resulting from roentgen ry or arsenic therapy
his been reported

The pitient reported by Bowen {40) was
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who hd ntense pruritus most marked at mght affectng van
ous pirts of the body  The shin was darkly pigmented bat 2
vistle eruption could only he produced by vigprous seratching
A 37 ye1r old womn who had 1 brow nish pigmentation of the
face and hands ssociated with iatensc pruritus ws descrbed
by Falconer and Leonard (98) A man with 1 striking bronz
mg of the shin 1ccompanied by 1ntense pruntus was men
tioned by Graham Lattle (129)

When mmolvement of the adrenil cortes by lymphogrinn
Iomtous tissue occurs there 1s 1 deep prgmentation resembline

Addison s disease present particululy on the ibdomen  Mimot
and Is11es (227) were of the oprmon that this pigmentation 15
due to impurment of the 1drenil cipsules nd n their senes
of cases bpormal pigmentition developed m 5 per cent of
401 patients who had recenved arsenotherypy A 33 yeir old
womn who had generalized pigmentition resembling Add
son s disease was descnibed by Molfino (229)  The pigmentt
tion w s most marhed mn are s of friction from clothing around
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marily ivolved and there m1y be only ‘ICQPU“‘Ld °°’lr°‘" “bi’:t
the eyelids walle mpples pubes nd gemtalit e sm"
folds beeome accentuated 1t tmes and very often resemble
cnthosts mgricans  In such eises the sites of arritition are
prone to pigment ot Another group exhibits brownish
Prgmentation m arregular ares ~bout the chest and abdomen
ghing the shin a prebald appeatance A thid group presents
generabized  cvenlv  distnbuted pigmentation resulting 0
gradual darkening of the skin

The piomentition of Hodghins diseise m1y be extremelv
bizzare A young man desenbed by Wile (343b), was treated
for exfalnti ¢ derm itipss with topical medie wion and improved
rapidly  However Jess thin 1 month later 2 band of deep
brown pigmentation appearcd around the wust extendmg to
the upper thighs together with hyperpizmentition of the
wllse  There w15 sufficient cutincons thickening to suggest
acanthosts mgneans  This patient 1o hid marked mgumal
wnd axitlary lymphadenopathy

The piementary cutaneous chinges must be differentiated
from pigmentation secondiry to varous dermatoses such as
hehen planus dermatitis herpetiformas, scleroderma Addison s
dise 1se nd hpomel inotic reticulosis

Oral pgmentation 15 rire \Mmot wnd Isaies (227) noted
the huccal mucosa  t» less frequently involved than the shin
of the face bick of the hind trunk axillary or gemtal regions
When oral pigmentation 1s present 1t 1s uswally due to mgestion
of arsenic

Jaundice may be produced by compression of the large bl
1ary ducts and more frequently from mfltration of the hver
by lymphomtous Iestons It may occur 1 the Pel Ebstein
syndrome 1 association with febrile bouts and superficial
mphdcnopthy it reecde with subsidence of the fes er and
hamphadenapthy  Other cwises of pundice associated with
Hodghlas disesse e vard Yepatitis and hemolytic anema
The sk presents a pecubar ctetord or greyssh tint i cases
ssooted wah fever according to MacNalty (209)  The
1undiee 15 of the obst, tepe «when of the
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a 36 year old white woman whose shin color was that of a
Negress  She had a generalized mgmentation, except for the
palms and soles  Tlus bronzing was not umform and the
decper color in some areas resulted m a mottled appearance
However, Shelmire (298) believed this patient had lympho
sarcoma rather than Hodghin's discise  Arsemcal pigmenta
tion, due to ingestion of pentavalent and morgame arsemc
preparations such as Sol potassium arsenite (Fow ler’s solution)
NTF IX, sodum cacodhvlate, and arseme tmoude, 15 a nither
characterstic generalized pigmentation presenting a “ramn
drop” appearance m the depigmented darews  Arseme mun
cause pigmentition of the buccal mucost i some cases wd
Keratoses of the palms and soles associited with the pigmenty
tion s also been noted

I’lgmcnt‘\tl(m due to avit mmoses and malnutition 18 simlar
to that found n pelligrowd states  No demonstrable cause for
the ugmentary changes could be found m some cses  Pig
mentation varving from yellowsh biown over the face, blick-
1sh brown over the enluged avllay lymph nodes, to @
black color about the nates was reported by LehndorfE (187}
Autopsy revealed Iympliogranulomatoss of the mterntl organs
although the adienils and solm plens wete not mvoled by
the process  Pellhgroid dermatitss oceurs more frequenth on
esposed puts of the bady sucl 15 the dorsa of the hwds, free
neck  occasionall the foreirms, and usuallv on the mucous
membrancs Less common sites are the cbows, knees,
shoulders serotum md permeum A ring of by porpigment -
tion around the ncek (Casals collar) 1s charactenstic of pel-
lagra  The condition 15 mmfested first by erythemy, then
fissuring and finally by a drv sharply defined dermatitis with
& prechlection for the hur folhcles of the dorsa of the hands
Pigmentation becomes promment followng subsidence of the
dermatitis

Pigment 1tion from pressure on the 1drenal s ems by enlarged
nodes resulting mn adren ] msufficiency 15 stmilar to that found
1 v ol ement of the adrenal cartex by lvmphogranulomatous

tissue  In some cases the normil pigmented regions are pri
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studied and on this Dasss 1t would appear to be at most an
infrequent cause

2) Patients with J.\undme showmng Iner m‘vnlvemenl by
Hodghins 1 dem d diffuse of the
portal tnntties with Fbrotic Hodghins diserse

3) Non jaundiced patients with hver nvolvement by
Hodghins granuloma did not show this complex

4) In patients with hiver involvement wath Hodghins sar
com the etiology of the jaundice 1s not clear but interveniny
Iner necrosis m the cses with jaundice was demonstrated
while 1t was absent 1n the non jaundiced patients

5) Pitients deyeloping jaundice immediately prior to death
may show no histologic evidence of hiver disease

5 Bullous gnd Vesicular Lesions  These lestons are rare 1n
Hodghins diseise and when present are usnally a termmal
mamfestation of the disease  These lestons should mot be
confused with the bullous type of erythema multforme which
may occur in Hodghins disease  Vesicular eruptions usually
otens With wtense pruntus oetasionally dunng elevations of
temperature  appear gradually and recur frequently The
vesicles are of various sizes some tense others facaid and
sppear on diffusely reddened or less frequently on normal

shin Frequently the clmical picture of the skin a
membranes b h

nd mucous

pery he emp! have often
been asenibed to external causes such w trauma pressure of
clatt e Al 2 Al

m

fes 1as s tlodnhans disease 1S panent a4 80 year okt man
had widespread Hodghins disease of the lymphatic nodes and
ntermil asgans wned 1 recurrent pruritic pemplngus hle cu
tineous eruption consishing of vesicles and bulle scattered
over the body A bullous form of enthema multiforme was
desertnd Uy B Bloch (31) m a2 52 year old woman who had
recrrent palm sized ” erythematous plaques over the entire
body  Nesicles md bule from 05 to 25 cms an size de
seloped over these erythematous areas and appeared n the
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biliary duct system occurs  The freque ney of jundice m
Hodghin’s discase 15 about 4 to 6 per cent Lesser chmcal
Jrundice and plasma jaundice 15 present m more thm 10 per
cent of all cises, according to Mot and Isiies (227) An
maidence of 6 per cent, 1n a total of 220 cases, was reported v
Jackson and Parker (159d)

A 22 year old Negro who presented jwndice as the mtnl
symptom of Hodghin's disease was reported by Pepper (256)
Burke and Hamid (51) described severe jwundice due to ob
struction of the neck of the gallbladder by enlarged lvmph
nodes  Autopsy proved the ease to be Hodghin's disese  Low
grade jumdice assoenated with prunitus and bronzing of the
shin, appearing four yeirs before Hodghin's disese, wis re
ported by Talbott (321 case 5) Other cases of Hodghins
disease associated with jawndice hwe been mentioned by
MacLeod (208b), Symmers (320) Craver (73¢), L B Gold
man and Victor (124b) and Rexmann et al (271)

When associnted with abstruction of the bilnry duct jaun
dice will disappear following srridiation of the affected area
The jwmndice often fluctu ttes mn severity and may disappeut
spontaneously, or with radiation theripy, but recurs at v uying
mtervals

Alrens et al (5) treated two pittents with pnmary biliny
cirrhosis and ntrahepitic blockage of bile flow, using methyl
testosterone  Lloyd Thom s and Sherlock (196) reported the
usc of methyl! testosterone m the treatment of chronic pruntus
n seven patients hwing obstructie jaundice

Jaundice 15 not rare n Hodghin's disease, according to Beatty
(20) who found the average madence reported in the hiter-
ture to be from 3 to 8 per cent His studies were conducted to
erther confirm or dispute the prevailing opmon that jaundice
15 usually due to obstruction by compression or obliteration of
the extrahepitic baliary ducts by Hodghin's diseise  His con-
clusions were as follows

1) Obstruction of the extrahepatic bihary ducts played no
demonstrable part i the production of juundice mn the cases
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studied and, on this basis 1t v ould uppear to be at most, w0
wfrequent cause

E;anlxents with jandice showsng Iner 1::\0\\emfn([ :Y
Hodghin's granul d ted diffuse of the
portal triities with fbrotic Hodghins disease b

3) Nonjwmdiced patients with lver mvolvement by
THodghin's grannloma did not show ths coraplex .

4) In patieats wath Iner mohement with Hodghun's sar
coma the etiology of the yaundice 15 not clear, but intervening
Iner necrosis 1 the cases with jaundice was demonstrited
while 1t was absent n the non jaundiced patients

5) Patients devcloping jaundice immediately prior to death
mmy show no hustologic evidence of liver disease

5 Bullous and Vesicular Lesions  These lesions are rare in
Hodghins disease and, when present, are usually a termumnal
mamfestation of the disease These lesions should not be
confused with the bullous type of erythema multiforme which
may occur in Hodghin's diseise  Vesicular eruptions usually
acenr with mtense pruritus oceasionally dunng elevations of

appear gradualy and recur frequently The
vesicles are of vanous sizes, some tense, others flacerd, and
appear on diffusehy reddened or, Jess frequently, on normal
shin Frequently the chnical picture of the shin and mucous
L bles permpt The have often
been aserbed to external causes such s trauma, pressure of
clothing and others and show a similanty ta the bullous lesions
wn eprdermolysis bullosa {ing to Schoenhof (293)

Yamasaks (358) first reported the associwon of bullaus
lesians and Hodghins disewse  Ifis patient 1 60 year old man,
had widespread Hodghim s disease of the lymphatic nodes and
taternt orgwns and a recurrent, pruntic, pemphigus ke, cu
tancous eruption consisting of vescles and hullae scattered
over the body  \ bullous form of erythema multiforme was
desenbed by B Blach (34) 1n 1 52 year old woman who had
Teenrrent “paim sized” erythematous Plagnes over the entire
boy  Vesicles and bullae, from 05 to 05 cms n size, de
selaped aver these enythematous sreas and appered m the
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16 Lesions of bullous envthem: multiforme in 1 termnil stage
{Bluefarb and Schwartz Arch Dermat Teb 1936)

17 Severe proderm1 (ludridemitis suppuritiva in 4 ptient wath
Hodghmm's disewse) (Bluefub and Schwartz Arch Dermat Ieb
1936)
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mouth from tme to time  Histologie exammation of granu-
Tomatous tissue from diseased lymph nodes and dc:poslls m
internal organs showed 4 elssical pieture of Hodglan's disease,
while the cutaneous lesions shawed banal vesicle {ormation
with penvascular round cell infiltration of the termmal vesicles
of the papllary bodies and a shight increase in the connective
tissue cells of the stroma

Ronigstein (176) described a 43 year old mn who had an
eruption whch closely resembled pemphigus vulgans There
were sharply circumsertbed patches of vesicles 1n annular or
are like arrangement on the extemsor surfaces of the extrermties
and esicles and bullac of the same arringement occurred 1
the mouth  The histologie findings were 1dentical with these
reported by B Bloch (34), namely, true lvmphogranulomatous
tissue 10 the lymph nodes and mternal organs and bagal me
Raromation in the cutaneous Jesions

A patient who had both a specific and nonspeafic or touc,
cutaneous eruption, was deseribed by Hoffmann (153)  There
were serous or hemorthagie bullze, 05 to 30 ems m size,
scattered over the nech amms fingers, chest and back which
were usually present on norml skin but occastonally had an
crythematous zone  Nodules, 05 to 15 ems 1n size, and a
blwish mfiltration appeared on the necl concomtant to the
bullae formation  Smce the bullae tended to develop at the
sites of trauma, such as the hands Hoffmann conndered the
eruption to resemble ¢ pidermolyms bullosa hereditana, Histo
fogic examnation of lymph nodes and cutaneous tumors,
however, roverled Hodghin's discase while the 1 esicalar and
bullous lesions were not spesic  The buftons Sessons dis-
appeared with wradiation to the enlarged Jvmph nodes but
recurred wath the reappe wance of lymphadenopathy

Simlar cases, having granwlomatous cutaneous nodules m
assocation with hullotis eruptions were noted by Corbett
(63) Sibley (3001) and 1 a case presentanion (573) H E
Freemin {108b) deseribed a 62 year old man who had recor
t:;nt}unps of vesicles on the face and scalp recurrent pustules

1 the forewms and ey thema of the face for seven months
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Madden’s (2101) patient, a 26 year old man had vesicular and
papular cutaneous lesions on the flanks and flexor surfaces of
the extremities A patient who had multiple bullae was re
ported by L. B Goldman (124a) 1In a 62 year old mwn Boge
(37) noted frequent recurring hemorrhagic bulle of the hands
and lower legs assocrited with an mtensely pruntic eczem
Singh (302) reported a 51 year old Chinese man who com
plamed of periodie pruntus of the legs with vesicle formition
and oozing for a period of two yewrs  There w1s an assocrited
blood eosinophilia of 50 per cent Talbott’s (321 case 4)
pitient had a bullous erythema multiforme preceding
Hodghin's disease

A 53 vear old man who had Hodghwn's disease complicated
by an unusual type of erythema mulhforme following blood
transfusion w1s described by Costello (71)  He had first de
veloped cenvical Iy mphwdenopathy which was believed to be
due to nfectious mononucleosts  There was a blood eosino
phihn and anemia  Three years fter the appewrnce of
hymphadenopathy, he developed a cutwneous eruption which
appeared three dys after n blood transfusion At that time
the hemogram revealed 3,400 000 red blood cells and 2700
white blood cells per cu mm  Sternal bone marrow
examnation revealed granular hvperplisiy, espeanlly of the
eosmophils and erythroblstic hyperpltsin  The entwneous
lesions consisted of iregularly shaped early lesions having 2
central crust surrounded by greyish black coalescing bullre,
which mn turn were surrounded by w arex of pmk erythemt
and small diserete vesicles 1 corvminform arrangement gut
tate, tense shotty bullae surrounded by = thin halo of erythem1
and short lived crusted lesions on the frce which suggested
generahzed herpes simplen  Sjogren (304) described an 82
vear old mmn whose predomnant symptoms were cutaneous
lesions of a bullous type resembhing erythem multiforme

6 Urticaria  Urticanl eruptions e frequently present i
Hodghin's disease and e usuillv trinsitory and evanescent
1n character, merely representing a toue mimfestation of the

disease  Urticina his been deseribed by MaeNalty (209)
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Cole (f4a cue 11) wd by Tratneh (177) in whose cue
the generahzed wrhcarmi § ded other symp of the
thsease by six months 1 B Goldmwn {124a) noted urticania
wn three of 212 cases  We hve observed urticana in 2 54 year
old woman m whom the urticanal wheals and prurnitus were
the first mamfestaion of Hodghuns disease  Richter (273)
deseribed a patient with cutaneous lesions presenting the
himeal picture of urhicana papulosa  Busman and Johnston
(53} reported three cases of urticana associated wath Hodghins
disease  In one pitient the severe urtictr disappeared follow

ng roentgenathertpy to 1 mass of mgunal lymph nodes but
recurred six months later when new nodes became palpable

Jaffe (1611) reported 2 26 yeir old man 1 whom urticana was
the predominating symptom  Flconer and Leonard (98 case
6) described a patient with urticana assocuated with Hodgkin s
disease of the lung  Although urticaniy 15 frequently men

tioned 10 the hterature as a toxae mamfestation of Hodghns

\

disease P 15 seldom d and some believe
d 7 s peser d with urbeana due to
Hodghns thsese.

Schocnhof (293) stated that diffuse urticana as 1t was
formerhy seen 15 infrequent  He mentioned a 63 year old man
who bid typicl generthized lymph wdenopathy who developed
an unusually dense large micular urtiewnal ervthema on the
tunk and extremuties a few weehs before death A second
patient haa an urticarrtl eraption present from the onset of the
disease which disappewred after roentgenotherapy to the
myohved lymph nodes  However two sars later urticarsa of
the chest and baca and sealy lesions resembling pitynasis rose
vecursed 1 assocton wath generalized lymphadenopathy A
27 year old woman who lad urticarta with multiple excona
tions was desenbed by Maflory (212h)  However pror to
the development of the urticany she had receyved pemollhn
The erythematous micular touc eruptions are mare frequent
 Hodghins disease than 1n leukermt  Morbylliform eruptions
were described by L T Webster (336) and by Buron (18)
m whose c1se an eruption simalating German mensles recurred
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scveral times after a diignosis of Hodghan's disease had been
estabhshed

The cutaneous eruption m a 17 year old boy, reported by
Sheer (306), consisted of numerous erythematous patches of
wregulr size and shape  Rulison (2831) described a woman
who had a bluish red erythemn which occurred 1 uregular
patches and merged wath normal skin without a definste border,
m olving both cheeks, temples, portions of both ears, and the
postaural area  Macular eruptions were also noted by Cole
(641 case 12) m one p thient

A scarlatimform cruption was deseribed by Rlan (174) and
a pale, crythematous ernption about the cyelids was noted by
Remmann ef al (271) Rosacea-like and large nodulir exn
themata were reported by Herssen (143) and by Fullenbaum
(112)  Cerutti’s (58 case 2) pitient was a 51 year old man
whose cutancous lesions begn as large round macules of pink
or reddish color on the trunk and extremtties  Erythema mults
forme w as reported by Andrews (81) 1n a six year old boy who
had recened roentgenotherapy to the cervical lymph nodes
An mtense, generalized pruntus devcloped four months later
and subsequently a generaliced erythemntous cutaneous erup
tion with ciremate and gy r ite lesions appeared on the buttocks,
thighs and arms  Erythema multiforme with Hodghin's disese
was also reported by Arzt (10d) and Fuller (113)

In the differentinl dirgnosis of these crythematous tovie
lesions allergic phenomenn, pyogenic infections, tuberculosis
and the exthematous stage of leprosy must be considered

7. Pyoderma Furunculosis may be a toue mamfestation
of Hodghm s disease but more frequently 1t s sceondary to the
pruntus and due to secondary mfections  Impetigo, ccthym?,
abscesses, lymphingitis and lymphadenopathy, secondary to
the scratehing, are 2lso not mnfrequent findings

Primary furunculosis was described by Senear and Wien
(294d) and by Gordon (126) L B Goldman (124a) noted
furunculosis in three of 212 cises m hns senies

A 45 year old Negro who had cellulitis of the scalp assoct ated
with Hodghwn's diseise was presented by J R Webster and
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Bluefuwb (333a) He had developed Iymphadenopathy anill
pruntus 14 months previously and was given mtrogen must\;‘

therapy However, intractable pruntus developed .f‘our months
Mter tretment Sty months Iter he developed a “pimple” on
the left side of the face followed by swelling of the fice, neck
and sealp on the same side  The scalp becime soft «nd there
was 1 purulent discharge wd crusting There was a papulo

15 Diffuse celluhtis of the sealp (Bluefarb wnd Schwartz Arch
Durmat Feb 1936)

pustulir cruption on the left side of the face and the left
ocoipito-punetal area of the scalp  Hemomram revealed 83
per cent hemoglobin 3 610 000 red blood cells and 8630 white
blood cells per cu mm wath 56 Per cent polymorphonuclears

16 per cent band forms 16 Per cent lymphocytes and 12 per
cent monocytes
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8. Ldema. Edema 15 a sign obseried m advanced
Hodghin's disease It 15 usuallv related to lymph stws or
vaseular obstruction by enlarged lymph nodes  The ares most
frequently ivolved are the gemtaha, portions of the face, or
one or more extremities Mot and Isnacs (227) found that
edema of one or both legs was occasionally a late symptom, but
rarehy the mtial svmptom of the disease In therr cases, the
edema cauld be attributed to obstruction of blood and lmpht
tic flow by pressure of masses of lymphomatous tissue and dis-
tinct lymphadenopathy, usually present n the grom or lower
abdomen, when the edema deseloped

Edema was mentioned as an outstanding symptom by Rer
mann ¢t al (271) and Cole (641) noted edema n three cises
Subcutaneous edema was reported by Ambler (7) and Jaffe’s
(161a) patsent had edema of the legs and getaln  Elephmn
tiasic edema of the pems and scrotum was descnibed by
Sanchez-Covisa and de la Cuesta (288) and the pient re-
ported by Pasztay (255) had edema of the hands and fect

The first symptom of the 20 year old man reported by Sym-
mers (320 case 3) was ankle edema  Autopsy revealed com-
pression of the iliac vemns by enlarged Ivmph nodes resulting
m eduma of the lower extremities R

9. Exfolintive Dermatifis. The first signs of Hodghin's
disease may be an exfolhative dermtitis or generalized erythro
derma which, 1n mny mstances, hive proved to be nonspecific
How ever, Montgomery (230) stated that Iustopathologie study
usually permits a definite differentiation between exfohatne
dermtitis caused by any one of the v arions bemgn dermatoses,
and those of lymphomatous etiologv

Diffuse exfolirtive erythroderm1 m Hodghm's diserse wis
first reported by Wechselmann (337) Howerer, Shelmare
(298) beheved this case to be “alenkemuc” leukerma rather
than Hodghin s disease and he questioned most of the reported
cases of true unnersil exfolatne dermatitis or erythrodermt
assoctated with Hodghins disene  He stated that most m
vestigators belteved Nicolwss (243) cise of exfolntive dfnu -
titrs assocated with Hodghins disease to be “aleukermc len-
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kemu and Boselins (38) ce corresponded more closcly to
the tubereulows form of generalized erythrodermt (erythro
dermit exfoliin 1amers ihs tubercutost) deserbed by Brous
giard (481) In Bosellms cise true tubercle formation was
found m the erythemtous and exfoliating skin and many
11 ercle bacilli were demonstrated with Ziehl \eelsen stainmg

e

19 Exfohative dermatitss assocrated with Hodglan s disease (Blue
farh and Scl wartz Arch Dermat Feb 1936)

However there are reports of true exfolittive dermatitis

assocs tted with Hodelan's discase Loveman ( 203) described
a8

P
a

11 snowed a debmte nonspecific lymphogranulomatons
mbltrate whereas the lvmph node tustology was speaific for



270 Malignant Lymphomas

8 Ldema Edem: 15 1 sign obsened m advanced
Hodghins discase It 1s usualh related to lymph stasis or
vasculir obstruction by enlirged lymph nodes  The reas most
frequently imvolved e the gemtihy portions of the face or
one or more extremities  Minot and Isvies (227) found that
edem 1 of onc or both legs w 15 occasionally 2 Date symptom but
rareh the mitil symptom of the disese  In therr cuses the
edemn could be attributed to obstruction of blood and lymphy
tic flow by pressure of musscs of Iymphomatous tissue and dis
tinet lymphadenopathy, usually present m the grom or lower
abdomen when the edema deyeloped

Edema w1s mentioned 1s an outstanding symptom by Rer
mann et al (271) and Cole (641) noted edemn i three cases
Subcutineons edemy was reported by Ambler (7) wnd Jaffes
(1614) patient hid edemn of the legs 1nd gemttn  Elephn
tiasic cdemn of the pems and scrotum was described by
Sinchez Covisa and de I Cuestr (288) and the patient rc
ported by Pisztay (255) had edemn of the hands and feet

The first symptom of the 20 yeir old man reported by Sym
mers (320 case 3) was inkle cdemt  Autopsy reveiled com
pression of the 1hac vems by enlrged lymph nodes resulting
m edem t of the low er extremities

9 Iafolatice Dermatiis The first signs of Hodghins
disease may be an exfoliatn e dermatitis or gener thzed ery thro
derma which 1 many nstances hwe proved to be nonspecific
However \Montgomery (230) stated that lustopathologic study
usually permits 1 defimte differentintion between exfolntne
dermatritis ctused by any one of the varous bemgn dermatoscs
and those of lymphom itous ctiology

Diffuse exfohitne ervthrodermi in Hodghins disewse wis
first reported by Wechselmann (337) However Shelmirc
(298) believed this cise to b leukemic Jeuhemit rather
than Hodghins discwse and he questioned most of the reported
cases of true umnersil exfolntine dermatiis or erythrodermt
associated with Hodghins disewse  He stated that most in
vestigtors belteved Nicolw s (243) c1se of exfoliitne derm:
s assoctated with Hodghin's disease to be “veukemic Jeu
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temia nd Boselims (38) cise corresponded more closely to
the tul erculous form of gencrthzed erythroderm (erythro
derrmny exfoliuts L ers s tuhcrenlost) desenbed by Brans
gaard (481)  In Boselhms Cuse time tubercle formation wis
found 1 the erythematous and exfoliating shin and many
¢ hercle bacilh were demonstrated with Ziehl eelsen stainng

PRSI

i i
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19 Exfol itrve dermatitis assoc -
ated with Hodgks
farh and Sch wartz Arch Dmmtof-ibn;;;;nse (Blae

Howaver there are reports of
-.n:)l;cl sted wath Hodghin spdncau ‘;:lnc\ :n:f\onhzt’.l(\);) tflecl’:::;::;
‘\“‘p: “:{\: ;.)Eixmm \xhx; had 4 generahized exfoliative dermattis
palp “‘hmh“g( nerhized lymphadenopathy wesght loss fever
o = s),m\u]mus dn aales  Histolomically  the cutaneous
lesons <hon a definste nonspeaific lymphogranulomtous
rate Whereas the lymph node tistology was speaific for
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20  Homme Roige tvpe of envtl roderma assocnted s t
Hodghk ns dsexse

Hodghins disease  Symmers (3°0) reported two cises one
20 ycar old man nd the other 1 12 year old girl who had jun
dice 1 well as exfolntne dermititis  Bruck (47) reported 1
17 yer old boy with cxtensive erythroderma “walnut sized
entaneous tumors wd strme atrophicie Mariams (214) py
tient 1 42 year old min hid 1 desquimatine erythematous
process first localized on the hands nd feet and later becom
ing enerilized to mvolve even the herd with « diffuse redness
wd gnang the shin 1 pasty qualiy  Lortat Jaceb and
Solente (200) also described erythrodcarma associated with

Hodghins disease
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Jones and Alden (168) reported generlized Hodghuns
disease 1n 2 Negro boy who had a generalized ntensely pru
sitic cutancous eruption lymphadenopathy and ultimately Joss
of hur  These symptoms in a young person showed 1 chim
cal smulanty to pitynasis rubry of Hebra  The cutaneous
Jestons were for the most part papules varying from “pinhead”
to "pet” swze the tops of whnch were weeping and seabing
There were seritched nd exconited areas and a few soft but
frm “walnut” sized nodules on the arms legs and sides of the
abdomen The ears face and scalp were mvolved m an ec
zematous process which produced a leonme facies

Although nonspecific generalized erythrodermas are not un
comman mn Hodghkins disewse a umversal speaific granuloma
tous infiltration 1s rare as was present in Millers {224a  case
1) case  This 62 yeir old patient had generalized prurttus
followed by an infiltration of the entire cutineous surface in
cluding the sealp palms and soles which preceded the
Iymphadenopathy by four months  This patient presented
nonspeafie pre lymphogr inulomatous eruption followed by a
speaific or granulomatous one  The eruption was probably
nonspeaifie W first hee wse of its transient charicter but later
a5 the disetse promressed becime very extensive fixed 1
character and hd the hustologic picture of Hodghins disease
Millers (2241 case 2) second patient 1 34 year old man had
edem of the face trunk and extremities  The entire cutaneons
sutface. had been reddencd and extremly pruntie for three 1nd
one half yews  There wert deep fissures over most flexures
withmune rised w s mfiltrited pligues scattered over the
body most mirked on the trunh  The tnfiltrations covered
bout one third of the cutmcous surfice nd those on the
temples scilp and neck were of *hens egg” mize while many
areas on the bk showed uleerition and second ry infection
The fine branlhe seales gencerhzed lymphadenopathy loss
of hur and nads and uleerition over Dressure pownts  sug
gested pitynsis rubra of Hebra During the few wecks pre
lcl(‘:‘lm:r«:;-‘:‘\hr ‘:llc edemy subaded and the sk pirtienlarly

remities: beexme atropdue The gnosis af
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20  ‘Homme Rouge” type of erythroderma associated with
Hodgkin’s disease

Hodghwm's disease  Symmers (320) reported two cases, one &
20 year old man and the other a 12 year old girl who had jun
dice as well as exfohatie dermatitis  Bruck (47) reported a
17 year old boy with extensne erythroderma, “walnut sized
cutaneous tumors and striae atrophicae  Manam’s (214) pa
tient, a 42 year old man had a desquamatve, erythematous
process, first locahized on the hands and feet, and later becom
g generihzed to imvolve even the head, with a diffuse redness
and gving the shin a ‘pasty qualty Lortat-Jacob and
Solente (200) also descnibed erythroderm associated with

Hodghmn's disease



Hodghins Discase 273

Jones and Alden (166) veported gencrahized Hodghins
disense 1n a Negro boy who had a genertlized intensely ];ru
ntic cutneons erupbon lymphadenopathy and ultimately loss
of har These symptoms 1 4 young person showed a climt
cal siilanty to pitynasis rubry of Hebrn The Sutaneaui
lesions were for the most part papules varying from ‘pinhead
to “pea” size the tops of which were weeping and scaling
There were scratched and exconated areas and a few soft but
firm “walnut” sized nodules on the arms legs and sides of the
abdomen  [he ears face apd scalp were involved m an ec
2zematous process which produced a leonine favies

nr S

1) case Tins 62 yewr old patient had generiized prunitus
followed by an infltration of the entire cutaneous susface in
cluding the scalp palms and soles which preceded the
trnphadenopathy by foor months  This patient presented 1
nonspeaific pre lymphogranpulomntous eruption followed by
spearfe or granulomatous one  The eruphion was probably
nanspecifie 1t first because of 1ts transient character but Jater
as the disease progresserl became very extensive Bved 1n
character and had the histologic picture of Hodghns disease
Millers (2242 case 2} second patient a 34 year old man had
edemn of the face trunk and extremuties  The entire cutneous
susface had been reddened and estremly pruntic for three and
one haif years There were decp fissures over most flexures
sith many rused wwy fltrited pliques scattered over the
bads most murhed on the tramk  The nfiltritions covered
Aot one third of the cutwneous surface 1nd those on the
temples scalp and nech were of “hens egg” size while many
areas on the back showed ulcerabon and secondary mfection

The fine branhike scales generalized lymphadenopathy Joss
of hur and nuls and ulceration over Pressure ponts sug

gested pitymiasis rubra of Hebra  Dunng the few weeks pre

ording death the edemn subsided and the shin particularly
that of the extrermhies heeme Atrophie  The diignasis of
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20 “Homme Rouge tvpe of entl ro lermn assoc ted
Hodgk ns dsese

Hodghins diseise  Symmers (320) reported two cases one 1
20 yer old man nd the other 112 year old gil who had jwn
dice 15 well as exfoliitive dermatiis Bruck (47) reported 1
17 year old boy w th extensive erythrodermr  wlnut sized
cutineous tumors and striae atrophicre  \arnams (214) pr
tient 1 42 yewr old mwn hid 1 desquumatnve erythematous
process first locilized on the hwnds and feet nd liter becom
mg generahized to involve even the head with 4 diffuse redness
wd gnang the shin 1 pusty quahty  Lortat Jicob wnd
Splente (200) also described erythrodcrmi associated with

Hodghn's disease

tt
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atly of two to three months duration and pruntus "““:
marked at mght of 12 months duration  Pigmentition mos
marked on the trunk had been present for one month and
there was a red scaly dermatitis on the legs wiule the skin of
the face was lghly colored  One year hnter the patient de
veloped “homme rouge” with 1 sort of umnersal exfoliative
dermatiis A ssmilar case was reported by Porter (263) teo
cases by Burnam (52) and two cases by L B Goldman (1241)

‘The erythrod 15 1zed by sut or chromic
progressive reddentng, which spreads gradually over a laree
part of the cutaneous surface  Flahy or bran bhe scales are
formed and esther regonal or more commonly generalized
lymphadenopathy occurs The shan may become thickened
and edematous or may be atropme 1nd thinned  Subjectne
sensations of chillinesy may be marked due to wcreased loss
of heat and pruritus may be o promment feature (Bluefarb
36d)  Arndt (9a) stated that the histological changes are n
a3 conbmuous &ffuse or more cirenumsenbed nfiltration of the
upper layers of the dermis where the blood vessels are greatly
dilited  The wfiltration 1s formed by small deeply stamng,
round cells wiich e morphologically identical to small
Ivmphocytes and by larger elements with pale oval nucler
terpreted as proliferatne coanedtnve tisue cells wineh are
diffusely spread wherets the lymphoey tes surround hair folk
cles sweat and sebaceous glands  In addition mast cells and
pgment cells the 1itter sometimes numerous may be present
The rete Malpighi 1s mostly atrophie and covered by a more or
less hypertropluc horny layer  Burnam (52) beheved that thrs
47e of cutaneous manifestation of Hodghins disease 15 not
“menable to treatment

Loveman (208) described a 53 year old man Who des cloped
cutaneous lesions 1s the frst mamfestation of Hodgkn s disease

One year previously he had used a “rust remos er” and the pemis
nd secatum hid become contm

inated from the presence of
this product on tus hands  The following dav hus hands wists
.:}m\ serotum were pruntic reddened and mflamed and this

ermatitis graduslly spread to imolse the entire body wath an
extremely pruntic exfolative demmantis There was consider
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Hodgkin's disease was made only after hustologic exammation
atautopsy. This case presented a generalized nonspecific erup
tion which preceded the dev clopment of lymphogranulomatous
nodules by three and one-half years

Stmular cases were reported hy Armdt (9a), DosseNker (84)
and by Breithopf (43) who observed an ntensely pruntic
cezematord eruption of the entire body consisting of small,
“eruptive,” red papules which finally resulted 1n a “leather-like”
thickening of the entire shin  Zieler ( 363a,b) obsenved a
patient with a nearly umversal scaly ervthroderma of vagueh
hmited prle redness and desquamation  Mulzer and Keming
(234) reported vesicle formation resulting m unversal enthro
derma m a patient who had intense prurttus  The pnmtny
lesions were smgle but eventually the entire body became 2
anvid red and was covered with a whitish-grey scale, sparing
only the face and scalp  There were numerous petechiil hem
orthages and flacid, tense are hemorrhagic vesicles were nu-
merous on the extrexmties, while 1solated superficial erosions,
apparently the result of previously ruptured vesicles, were
present i the sacral region

Exfoliatnve dermatitis has also been described by Lamb and
Stout (181), Hoffmann (153), Saalfeld (285), Fre: {110},
Arzt (10b), Wile and Belote (343¢) Haxthausen (139}, Cole
and Driver (64b) O'Leary ef af (247a) Schaumann (259),
\MacLeod (208b), Richter (273) Gross (131), Milan (2231),
Dahmen (76), Lohe (198), Favre (100a), Gottron (127) and
Schmudt (292)  They all designated exfoliatne dermahiis as
the primary eruption  Wlale the eruption apparently preceded
other signs and symptoms of the dise1se, lymph node mv ohe-
ment may htve been merely imperceptible or maccessible, at
the ime  The diagnosis of Hodakm's disease should always be
considered when generahized erythroderma, even without per
ceptible lymphidenopathy 1 present

Mumford (235) desenbed an unusual tvpe of generahized
erythroderma with pm pomt concretions the ship which
broke down and flaked off, leaving small white sears Parkes-
Weber and Dove (251¢) commented on the case of a 33 vear
old man who had cervical, aullary and ingunal Iy mphadenop-
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4 cwe blng, locthized ! Jtis was reported
by Abeamowitz (1b) The pitient wis a 47 year old mwmn
who had a generalized pruntic exuption and whose sk ap
geared hyp 1 and lichemBed with crusted
exconations  Guszmann (134) also deseribed 1 case of hichen
simplex chromens L B Coldman {1241) reported eczema
tous lesions on the upper ettrenubties ind Craver (73a) com

21 Exfolutie dermatitis (cise report) (face view)
22 Edolntive dermit tis {case report) {chest view)

mented that these lesions respond promptly and permcntly
fo small doses of unfiltered o very hightly Bltered low voltage
ToLRtgEn rays

Frasers (1073) patient 4 65 year old mwn had pruntns
followed by an eczematous eruptson of round or pval red wnd
seiling lesions with well defined borders 1 to 3 by 3 ems 1
size mvolving the bich chest and tibinl surfaces  In Busman
and Johnstons (53) senes of 30 cases five patients presented
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wble Joss of hur of the seilp cyebrows wallay and pubie re
gons  He hd 1 generihsed lymphidenopatly with “lemon”
sized moderately firm lymph nodes 1n the williec  The Iner
was palpble ind the knee jerks dimmished  In some treas the
shin w1s thickened and hichensfied and there w s marked hyper
keratosis of the palms and soles He had lost considerable
weight and the body temperature was elevated  The lustalogic
picture of the cutincous lesions revealed 1 nonspecific type of
lymphoma 1nd the lymph node hutology was charictenstic
of Hodghin s disese

Case Report A 54 yeir old mn first developed 2 smalt
grwular clevated moderatel prurtic cutweous eruption on
the nght wlle two years previoush A similar erythematous
vesiculir eruption then appeared over the entire dorsum of this
foot and subsequently involved the left foot and both legs By
the following year the eruption hid become generibized
Severe pruntus crused seratching which resulted m  thickened
nodulr skin - This thickened verrucous sk w 1s most marked
on the dorsal aspect of the fect and the shin of the forexrms
wis mfiltrited  There was moderatc cervieal and inguial
Ivmphadenopthy and marked ralliry lemphadenopathy  Fre
months Inter he presented 1 mrked generilized ervthem with
defimite thickening and sealing of the sk 1n severil weis  The
intense pruritus had contimied  He responded poorly to
rocntgenotherypy which relieved the prunt s for onls 2 short
time  Histologic evimmation of 1 lvmph node revealed an
merese m fibrous tissue ind reticul un cells numerous cosmo
phils and nccisional Sternberg Reed cells  Examination of the
skan disclosed reticulum cclls ind considerable wfiltrwon of
eosinophils  He died two and one half ye s after onset of the
illness and the autopsv dingnosis was cntmeous Hodghm's
disense
10 Eczematowd and Psoruaasiform Lestons  Locihzed eo

zematord patches sometimes occur m Hodghms disewse 111
defined lestons m1y be 1 prodromal symptom and should be
cistinguished from contict ar atopic dermatitis accordmg to
\ontgomery (230)  This 15 lso true for psorsis wd part

psorasts
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A cise resembling locilized neurodermatitis wis reported
by Abramowitz (1b)  This pitient ws a 47 year old man
who had a generalized pruritic eruption and whose skin ap
peared hyperpigmented and hichewfied with numerous crusted
excortations  Guszmann (134) Also desenibed 1 ense of lichen
simplex chromeus L B Goldman {(1241) reported etzemn
tous Jesions on the upper extremuties and Cruer (731) com

a Exfoltne dermititis (case report) {face view)
Exfolitive dermatibis (c1se report) (chest view)

l:;{n((‘(:‘tsl it lheise lesions respond promptly and permanently
smy OSES
a— of unfiltered or very hightly filtered low voltage
‘Oli;‘;:se[r)s’ (1074) patient a 63 year old man had pruntus
ol ec iy an eczemitous eruption of round or oval red and
s‘a hng lesions with well defined borders { to 3 by 5 ems
a:f\ ;:;‘ol\‘xm: the hack chest and tibwal surfaces In Busman
nstons {33 senes of 30 cases five paticnts presented
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maculopapular Tesions  Richter (273) cited Dittrich (82) and
Gerpel and Linser (117) as having descrihed patients who
had more or less diffuse eczema

Van der Metren’s (330 case 2) 76 vear old patient had
chronic hehemfied eczema of the left arm and another (330
case 3), a 20 year old man, had a generahzed pruntic eczema
Iike eruption which was resistant to all trewtment  Miescher
(222) presented a 73 year old man with parapsorass en
plaques  The Tistological picture, at that time, suggested
mycosis fungordes but two years Iater lesions typrcal of
Hodghin’s disease developed He died one year Inter and
autopsy revealed Hodglan's disease of the ingumnal, penaortic,
thac and mesentenc lymph nodes

11, Lrythema Nodosum. Hodghin's diseise must be added
to the ever growing list of etiologeal factors of erythema nodo-
sum  Fuller (113) described a 44 year old woman who had
erythema nodosum for two months before the appewance of
cervical 1y mphadenopathy which, on histological exarmination,
reverled Hodghm's discise  Cases of erythema nodosum have
also been desenibed by Fraser (107a) and Tavlor (322

12. Trophic Changes. Trophue changes, wcluding dryness
of the skin, atrophy, hyperheratosis of the palms and soles,
alopeent and nul changes, are frequently present n Hodghin's
disease

Drvness of the sk with superfictal desquimation, 15 8 com-
mon finding and L. B Goldman (1241) noted its occurrence n
20 of 212 cases  Ayres Jr (12) reported generalized dryness
with shght thichening and roughening of the shin n a 68 yer
old woman whose foreums wnd les had a marked “pebble-
Like appewance Madden (2101) noted mirked dryness of
theskmof a26yewold mwn  Thes type of trophie change may,
at times progress to atrophy

The onsct of 1cthyosts yulgaris mn an adult with no pz-rson:ﬂ
o1 farmly history of thus disease 1 unusual  The simult ineous
otcurrence of Hodghn s disease and icthyosts therefore, should
arouse suspieion of a cause and effect relatonship  Ronchese
(276) deseribed such a case of scthyosiform atrophy with
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hyperheratoss i 24 yew old mwn who hnd Hodghins disese
which resulted i death 11 months Ter W wlespread changes
scewred during, the six weeks precedng death and the cutane
ot s surface was covered by rhombondal scales with finky cdges
of the type seen m muld or sentle icthyosis  Histological ex
~munation revealed atrophy and hyperkeratoss of the shan but
a0 evidence of the mfiltration found m Hodglns disease
Sunilar changes were preseat in Glazebrook and Tomszewsk s
(122) patient who also had severe impairment of the hnver and
marhed disturbance of vitamin A metabohsm  They snggested
that this type of generalized icthyosiform atrophy of the skin
might have been secondary to the vitamm A disturbince  Re
cent studies by Brown et al (46) have mdicated the integnty
of the reticuloendothelial system s an ymportant factor m
vitain A metabolism

J R Webster and Bluefarb (335¢) presented a 22 year old
Negro who had scthyosts associated wath Hodghins disease
He first developed a small “knot” 10 the Jeft axlla 11 months
previously which gradually enlrged to the size of a small
grapefrut” and became pamful  He had lost 23 pounds n
weight and dryness of the shin had begun at the time the
lymphadenopathy appeared  There was occisional mild
pruntus of the arms and shght scaling of the lower extrermties
s well 15 a moderate folheular herttoss  The hver and spleen
were pafpable  The Yymphadenopatin decreased shghtly fol
fowing triethylene melamine therapy Hemogram revealed
3L per cent hemoglobin 1790000 red blood cells and 5 400
white blood cells per cu i with 56 per cent polymorpho
nuclears 22 per cent band forms 1 per cent eosinophils 19
per cent lymphocytes and 2 ‘per cent monocytes

Another case of 1cthyoms associated with Hodglans disease
w1 presented by Bluefarb and Goldberg (36e) This patient
@ 58 year old woman had cenical avllary and mgumal
lf"“l‘h“df‘lwl’ﬂ“\) for fae yews hefore the develapment of

ever

e oengenethonon amd e e
i this period - The shin became red and scaly one year after
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the l)'mph:ldenopnth) appeared and had slowly increased m
sevenity. The skhin, particul wly that of the face and extrern
ties, appeared erytl with a g lized superficnl ev-
fohation There was hyperheratosis of the palms and soles and
the har of the scalp was sparse and coarse while the eyebrow
and awllary hair was absent There were 4 few palpible m
gumal lymph nodes, the heart was enltrged to the left and
there was a systohc murmur at the apex  Hemogram resealed
34 per cent hemoglohin, 2,120,000 red blood cells and 9,750
white blood cells per cu mm with 69 per cent polymorpho-
nuclears, 22 per cent band forms, 6 per cent Jymphocy tes and
3 per cent monocytes

Welch and Epstein (340) reported 2 55 year old min with
acquired icthyosis in whom lustologie eximmation of a lymph
node disclosed Hodghin's disease A case of acquired 1cthyosis
associated with Hodghm's disease was also described by Sned
don (311) Andrews’ (8c) patient with Hodghmn's disease had
1cthy os1s and heratodermas, and Bruck’s (47) patient had asso
crated atrophicae strae  Numerous cases of atrophy lnuted
to the skin of the extrenuties hwve been reported  The patient
mentioned by Chargin (61) developed macular atrophic areas
secondary to the development of cutaneous nodules and nfil
tration Lamb and Stout (181 casc 3) described a 43 yew
old man who had generalized dryness of the shin resembhng
icthyosis  McGlasson and Lehmann's (206 case 2) patient,
2 30 year old woman, had a very dry, rough, thickened skin
early 1 the course of Hodghin's disease which i ohed most
of the body but was most mirked on the legs and dorsa of the
feet and felt ke sandpaper to the touch

A case of primary cutaneous Hodghin's disease n a patient
who had an icthyotic skin was reported by Farburn 97) In
the discussion of this case, Hellier (144) stated 1t “mght well
belong to the group of cases of Hodghin's drease w hich start
1n an 1cthyotic form,” and descnibed a boy who had lesions on
the abdomen which he believed were due to 1nfection and,
therefore, made a diagnosis of erodermi  However, the
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lesions progressed gradully wd four to five yews hter
Hodghins disese was apparent

Hyperkeratows (thickenng of the palms and soles) resem
bling heratoderma may develop M whed thickening or efolin
ton of both palms and soles 15 not an uncommon occurrence, as
reported by Loveman (203) 1nd by Jones and Alden (166)
whose pittent was an 18 year old Negro boy In deseribing
such a case Sweitzer (319a) stated that marked thickening or
exfoliation of both the palms and soles is not uncommon 1n
any of the lymphomas and 1s frequently misdiagnosed as
Leratoderma or some type of eczema Naata and Chatellier
(239c) also noted icthy osform hyperheratoses in their patient

Alopeci1 mty mvolve the scalp and eyebrows and patchy
lopecia of the scalp may occur  Chses reported by Fox (106)
and Cole (641) were associnted wath alopecia areata Can
nons {56a) patient 1 20 year old earl had numerous tovic
lesions including pruntus dryness prungo like papules and
mgmentition of the skin  There was alopecia of the outer
margin of the eyebrows total absence of suprapubic and axl
lary hur and partial baldness of the ocapital region  The
cutaneons symptoms were present for two ind one half years
before the appearnce of lymphad athy  The ch: of
the hur my be altered and become dry m texture and change
mn color s m Bramwells (42) case where the har became
lighter finer and softer Jones 1nd Alden (166) described
patchy alopeenn which progressed untl no body hair remaimed
except a soft down ke growth on the scalp  Harr loss assnct
ated with pruntus has heea reported by Parkes Weber and
Dove (251e] Nanta and Baudra (239b) and Colrat (66) and
miy be due to flammation around the hur follicles as a re
sult of prunigo 1nd pruntus However Parter (263) desenbed
a patint who hid nearly wonversal loss of harr but did not
:rln-mmn the presence of pruntus  There my be merely a

wnning of the hair but no alopeein s pomted out by Shel

2 y Shel

mire (295) Complete alopecin w1s noted by Busman and
Johnston {33) 1 one patient who also had a flexural dermatitis

o
The dragnosis w1s made on Tustalogieal examination of 2 single
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smill discrete nght mfraclwicular lvmph node  There wis
prompt regrowth of hur ind disippearance of the cutincous
lesions following roentgenotherips

The occurrence of dystrophic nul changes hae frequently
beenreported  \Mller (2241) stated that the nuls may become
thickened wnd appear “moth eaten and he reported the even
tul loss of all nuls n hus patient  In Cannonss (561) patient
the nuls were thin ind short with some scaling strtion
grooving wnd marhed atrophyv  The patient desenibed by
Ghzcbrook ind Tomaszew sk (122) hnd smooth polished finger
nuls which showed tternating hieht and dark areas resulting
m 1 cunous striped appeirince This stration did not imohe
the toe nuls A patient havng total omcholysis with pro
nyclin assocrited with Hodghins disetse was described by
Arzt (10c)

Llovd (195) desertbed 133 yeir old man who had clubbineg
of the fingers nd toes 15 well 1s penostenl thickening of the
radws and ulnn - This 1s a rare cise with hypertrophic osteo
wthropathy secondary to Hodghins disese of the medistimil
Iymph nodes

Hj perludrosis 1s not uncommon m Hodghins disese wnd 18
probably due to disturbance of the heit requliting mechamsm

13 Herpes Zoster  Herpes zoster 1s more frequently pres
ent in Hodghin s disease ind lvmphos rcoma {4 to 7 per cent)
thn m ymphocy tic lenhemin (1 per cent)  Although there
we fow reports of herpes zoster wsociated with Hodghins
disease undoubtedh many cwes e obscrved and not re
corded since this wsociition 15 not rire and oceurs more fre
quently thin s gencrilly recogmzed

According to Warner (334) herpes zoster occurs 1t some
time duning the course of Hodekins disease n nppm\lmﬂz‘l\
30 per cent of all cises Howeser this figure appews high
when compared with the findings of other observers  Cruer
and Haagensen (73e) noted zoster m three of 59 cases of
Iymphosircom nd m three of "2 cises of Hodehms disetse
In 2 study of 445 patients huning lvmphomatous diseases
Epstem md \acEichern (94) found zoster to be most fre
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quent m Hodghuns disease oceurnng in 25 per cent of these
panents L. B Goldman and Victor (124b) noted zoster m
24 of 319 cases of Hodghn's disease an maidence of 75 per
cent while Jackson and Parker (159d) found an cidence of
4 per cent 1n 220 cases  Sturgrs (315) stated that zoster occurs
wn about 25 per cent of all cases while Surkes (318) found
zoster 1 four of five patients with Hodghins disease  Beel
(22) compared the incidence of zoster 1n agsociation with other
cutaneous mamfestations and found zoster occurred m 48 per
rent of the patents having Hodghins granulomt m 32 per
cent hiving vancella ke eruptions and m 4 per cent with
prunigo hke papules  The zoster was of the gingrenous type
1n 58 per cent of these cises

In Hodchins disease the speaific virus of zoster 1s stimu
lated by the compression of the granulom4 along the ganghon
ornerve  In a discussion of the comphications of new growths
within the chest J N Hall (137) stated that zoster occa
siomally oceurs along the nerve compressed by a new growth
Zoster my be caused by any tumor and 15 frequently observed
m patients having metastabie ciremoma and lymphomas

The following theories s possible factors 1n the causation of
zoster are listed by Pancoast and Pendergrass (250) 1) Irn
tation of nerves by touns {Mitchell ez of 228) in 1864 demon
strated that srmtation and not sectian of 1 nerve was the cause
of zoster) 2) Compression by tumors and 3) Prolonged neun
tis this supposes thit zoster 15 simply the result of an mflan
mitery antation transmtted by contmurts of tissue from A
nerve g or branch o the cutineous elements among which
1t 1s distributed

The essentil differences ase noted n 1 comparison of zoster
ocewrming m Hodghins disease and 1 leuhemin  Inyasion of
the ganghon by lenhemie cells whiel, acting as a “tngger
factor sumulute the specific virus of zoster and 15 usually the
;]::IS;\(:\tfr factor ;;1 leukemia whereis ;m Hodghins disease

1s usurlly etused by compression of the ganglion or

r‘l’m; by the Hc:dghns ranuloma according to Pancoast wnd

ondergrss (230)  They found the aserage ase m which
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small discrete nght mfraclwicular lymph node  There wis
prompt regrowth of hur ind distppearance of the cutineous
lesions following roentgenotherapy

The occurrence of dystroplic nul changes hue frequently
beenreported \iller (2241) stated that the nuls mw become
tluckened and appear “moth exten and he reported the even
tual loss of all nauls 1n his patient  In Cannons (561) pateat,
the nuls were thin wnd short with some sethine strtion
grooving and moarked atrophy The pitient desenibed b
Glazebrook and Tom wszewshi (122) had smooth polished finger
nals which showed 1ltern ting Iight and dirk areas resultmg
m 1 cunous stiiped appewrnce  This striation did not myohe
the toe nuls A patient hung total onscholysis with pwe
mchi assoctited with Hodghins disese was described by
Arzt (10c)

Lloyd (195) desenbed 133 yoar old man who had clubbine
of the fingers ind toes 2 well s penosteal thickemng of the
rahus and ulnn - This 1s 1 rare case with hvpertrophic osteo-
wthropathy sccondary to Hodghm s dise wse of the medistiml
lymph nodes

Hj perludrosis 15 not uncommon m Hodghns diseise wd s
probnbly due to disturbance of the heat reguling mechimsm

18 Herpes Zoster  Horpes zoster 1s more frequently pres
ent in Hodghins disese ind Ivmphosarcomn (4 to 7 per cent)
than m lymphocytic Jeukemn (1 per cent)  Although there
we few reports of herpes zoster wsociated with Hodghins
disewse undoubtedly miny cises are obsersed and not re
corded since this 1ssociition 15 not rave wnd occurs more fre
quently than 1s generilly recogmzed

According to Warner (334) herpes zoster occurs 1t some
time during the counse of Hodghins disetse 1n approvmatels
30 per cent of all ewses However this fimure apperrs high
when compared wath the findings of other observers  Cruer
and Hangensen (73e) noted zoster in three of 59 cises of
lymphosrcoma and 1n three of 72 cises of Hodekins disease
In 1 study of 445 patients hwing lymphomatous diseases
Epstemn and MacEchern (94) found zoster to be most fre
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found foct of leukemic mfiltr itions the dury epidural tissues
cramial merves spl roots and gassermn g ighon The g
serin ganghon was imvohed m four of nine Cises which 1t
w s studied although none of these patients 1 herpes zoster
despite knewn ganghion involvement Sunmlar negative evt
dente w1s reported by Rarch (172) who descnbed cises of
neurofibromatosis with one or more spm ganghit tumors not
associated with herpes zoster

Sux cases of herpes zoster associated with Hodghins disese
were deseribed by Bildndge and Awe (15)  One patient de
veloped zoster over the distnbution of the fourth nght thoracie
nerve wnd three months later collapse of the body of the fourth
dorsal vertebra due to a metastatic lesion oceurred  The
zoster appearcd shortly before death in wmother patient and
witopsy study of the dors 1l root ganglions 1nd vertebrt showed
10 gross metastases  kobros (175) pitient was 1 20 year old
man who had superficial lymphadenopathy of the cervical
aaliary mgumil and mediastnal regions  Histologac examma
tion of the lymph nodes reveiled Hodgkins diseasc  Destruc
e processes 1n the sicth and twelfth thoracic vertebrae and
m the fourth and Bfth lumbar vertebrae were followed bv
volvement of the mnth and tenth thoricic vertebrae
months later herpes zoster app 1 1 the rex

P 5
to the minth and tenth thoracie cutancous segments  hobro
luded that the bility of 1 col

diseise in patbients
with zoster must be considered Although a nonspecific lesion
of the spinal ganglia would not apper sufficient to provole

zoster and would seem only to prepare the field for the spearfic
+0ster varus

Seven
1

Pancoast and Pendergrass (2350 case 1) deserthed a 27 year
old womin who developed zoster Iate n the course of
Hodghins disese and a 49 yeir old woman (230 case 4)
wha developed zoster early in the disese They beheved that
.ul\ trtation cavsed by o mass of glandule enlargements m
? ose proamity to the spinal ganglion caused the herpes zoster

oldman and Victor (124b) noted that zoster usually indicated
pertneural extension in their exses Onpe pient had this lesion
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zoster occurred with leuhemia to be the fifth decade, while
zoster was more frequent 1n the second decade when assoentted
with Hodghin’s disease  Zoster was much more frequent m
men than i women with leukemia wlule 1t affected men onh
shghtly more often in Hodghin's disease  Herpes zoster gen
eralisatus was much more frequent m leukemra, occurring m
more than 50 per cent of the cases, and may be attnibutable to
the Iowered resistance of the older age group Herpes zoster
can he sexvere in both diseases but there appeared to be more
tendency toward ulceration, scarnng Lelord formation and
slongling in Hodghin's discase Paralytic mmfestations ap
pear to be more frequent 1n leuheriy, while bone 1ol ement
1s much more common m Hadghin's discase

All classic herpes zoster was 1egarded by \Marnm (214) to
be due to mjury to the nervous system  However, it would
appear that this lesion could be caused by pressure on a nene
or ats spmal ganglion, or by toie products of diseased tissue
The theory that spinal ganghon lesions cruse herpes zoster was
proved mcorrect by Wohlwills (351) comprehensne patho-
logical studies of tlus isease when he exammed the entire
peripheral nervous svstem 1 siv cases of 1diopathie, and four
cases of sccondary zoster 1 patients who had gistnie e
cmoma, lymphosarcoma, lymphocy tre leukemia and sy phulis as
the primary disease  He found 1 ol ement of the spmnl gang-
hia was not constant m erther the idiopathic or secondary types
of herpes zoster and 1n a case where the disease was due to
carcinomtous mfltration of the anterior branch of an mter-
costal nerve the dorsil gmgls remamed mtact  In another
case there was 1m ol ement of the posterior root and m another
the posterior horn of the spmal cord while the dorsal ganghon
was not affected  These findings led to the suggestion that
herpes zoster mav be produced by i olvement of any pomnt
of the afferent portion of the reflex arc  The dorsal ganglion
how ever, remams the most frequent pomnt of nvolvement

The pathogenesis of herpes zoster was further complicated by
subsequent studies of the nervous system m 12 cases of len
Lema by Tromner and Wohlwill (325)  They frequenth
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zoster  Gimsburg (121a case 6) reported 1 woman who de
veloped herpes zoster and night facial prrahsis as o termmal
manifestation of Hodghins disense m addition to a complete
spastic paraplegia with splunctertl mvolsement  Craver and
Haagensens (T3¢ case 1) patient hid iy olvement of the seg
mental area of the nmth dorsal nerve which occurred simul
Ty with spl 1y and suggested to them the possi
bility of a correlahon between the two symptoms Another
patient (73 case 5) had zoster of the segmental nreas of the
secand and thurd lumbar nenves coevisting with mvolvement
of the ihac bone on the s1me side which they believed sug
gested extension of the disease to nearby structuves
The sevenity of zoster assocuated with Hodghins disewse 1s
often emphasized since the hemorrhagic or gngrenous type
1s frequent and severe scarring often results  Deep gangrenous
sloughing ulceration has also been deseribed A 40 year old
woman repotted by Madden (210b) was gnen reentgeno
therapy to the vallarv and cervie d lymph nodes  Three weeks
later an extremely sesere destructne gangrenous zoster ap
peared on the nght side of the head with the slough extending
to the outer table of the shull v some arens  Comprritively
little pun was assocrited with the eruption A deep craten
form ulcer the cepter covered with n adherent gingrenous
slough was prescat on the nght side of the neck and scalp
Extending anteniorly on the forehead ind neck were several
“olive sized” ulcers of wregular shape hawmg polyeyche
borders and elean granulation tissue bases  Gansberg (121a
case 7) desenbed M year old womn who developed a pro
tuse herpetic eruption first involving the third to Afth dorsal
nene and later lized and sim Tat nee

. ataled ur tne hith dorsal
mne  This eruption formed an wregnlac oblong edematous
sesienbrr sed pateh 15 to 20 ems posteriorly and anteniorlv
ong the ffth to seventh dorsal ner os Ten days hter numer
ous diffuse diserete vesicles cont vmng clear flud appeared
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mvolving the ophthalmic braneh of the tngemml nerve and 1
similir involvement of the sinth nght dorsal segment appeared
five months later There was also deep upper cervical hm
phadenopathy  Involiement of two nene segments was also
described by Lockwood et al (197) Herpes zoster thoracahs
appewed m B Blochs (34) pitent following heiling of the
first bullous eruption and true diffuse herpetic lestons were
noted by Boge (37) m two cases

A patient desenibed by \liddleton (221 cse 7) wis 1 40
vear old mm who deseloped zoster on the flevor aspect of the
night forewm  Arets of vesiculition 1ppe wed along the cu
tancons nerves denved from the eight cervicil and first second
and third thorcic postertor roots  Burnam (52) reported two
cases of zoster which was limited to the nech m both patents
List (194D) desertbed 1 63 ver old woman i whom Hodghins
disease was preceded by zoster of the left side of the chin arm
wd chest which heiled without scurng  Left aulhrny
lymphadenopathy developed and 1bout four months hter
wethness 1nd werght loss occurred A ssmmetneal dry gang
rene of the toes fingers elbows ind eirs appeared ten months
after the onset of zoster ind was dignosed as Ravnauds
disexsc  Istolomic exvimmation of 1 lymph node revealed
Hodghins diseise Downmgs (85) panent w1 1 73 vear old
womm m whom zoster w1s followed by red sealy patches on
the nech hips thughs wnd legs which finally became generl
1zed
Jackson ind Parker (159f) described 135 vear old man w ith
panless Iy mphadenopithy mvolving the left side of the neck
which showed typicil Hodghins granuloma on histologictl
study He was gnen 1oentgenotheripy  Frve years Iiter he
suddenly developed weikness nd numbness of both legs
which became completely pirilyzed within 1 few days He
was then gnen lgh voltige roentgenotheraps over the dorsal
spme and one month before the list treatment he developed 2
broad band of herpes zoster corresponding to the distribution
of the fourth nght thoracic spmal nerve  This eruption cleared
within three weeks lewmng 2 broad scir resultng from the
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zoster Gunsburg (121a  case 6) reported a woman who de
veloped herpes zoster nd night facial paralvsis as a termmal
mantfestation of Hodghins disease m addition to a complete
spastic paraplegia with sphincteral involvement Craver and
Haagensens (73e  case 1) patient h4d mvolvement of the seg
mental area of the mnth dorsal nernve which occurred simul
ly with spl 1y and suggested to them the posst
bility of a correlation between the tho svmptoms Another
patient (73 - L ~eentq] qreas of the
second and 1 mvolvement
of the ilac beheved sug
gested extension of the disease to nearby structures
The severity of zoster assocuated with Hodghins disease 15
often emphasized smce the hemorrhagic or gangrenous type
1s frequent and sev ere scarring often results  Deep gangrenous
slonghing ulceration his also been desenbed A 40 year old
woman reported by Madden (210b) wis gnen roentgeno
therapy to the axillary and cervical lymph nodes  Three weeks
later n cxtremely severe destructne gangrenous zoster ap
peared on the night side of the head with the slough extending
to the outer table of the skull 1n some areas Comparitnely
Lttle pan was associated with the eruption A deep craten
form ulcer the center covered with wn adherent gangrenous
slough w1s present on the nght side of the neck and sc1lp
Extending anteriorly on the forehead and neck were several
olne sized ulcers of wregular shape having polyeyche
bordc_rs and clean granulation tissue bases  Ginsberg (121a
cse 7) desenbed 1 34 year old woman who developed 2 pro

{213) w1s a 37 year old man who developed zoster in the night
postunor aallary remon the segmental aren of the Rfth dorsal
nene  This eruption forined an wrregulnr oblong edematous
vesieular red patch 13 to 20 ans posteriorly :nd anteriorly
dong the fifth to seventh dorsal nerves  Ten dys Iater numer
ous diffuse discrete vesicles contumng clew flmd appeared
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over the entire trunk fice and scalp with 1 few on the thiohs
and spread to mvohve the entire lower evtrermties within 24
hours  Tlus vesicuhir eruption continued to spread until the
entire body was affected ind the vesicles becime pustular
before drymng up thus*simuliing smallpon  However the
Tustory did not indicate this diserse there had been  successful
vacemation and the vesiculir pustules were not painful M
cellus believed this c1se to represent the simultineous occur
rence of Hodghins discise herpes zoster wnd vancellv It s
known that herpes zoster tends to become gencralized when
associtted with the lvmphomis and this case 1s therefore
probibly Hodghins disease assoctited with herpes zoster
generilis itus

\iller (2241) deseribed 1 patient with Hodghms diseise
who became almost monbund but recovered following
severe gngrenous zoster A 57 year old Negro who had 1
pruntic cruption for three yews before he developed n ex
tremely punful zoster of the reht side of the fice and neck
which beewme uleer tted was reported by H Freemm (1081)
Parkes Weber (2511) tlso deseribed a sumilr cwe aind L P
Barker (17) reported generihzed herpes zoster i 1 pitent
with Hodghins diseise  Severe scurmng  following zoster
was present m the pitients deseribed by Sibleyv (300b) wd
Andrews (8b)

Case Report A 38 vear old mn first developed wekness
and weight loss two vears before rdmission to the hospitl
Three months fter the appeirance of these svmptoms he de
veloped a1 severely pruntic generilized cutineots eruption
which responded to local theripy withm 1 few dys Two
months hter he developed pun mn the upper rght side of the
wbdomen  The hemogram reveiled 38 000 white blood cells
per ca mm with 86 per cent polymorphonuclews At ths
time there was no evidence of cutineo 1s mohement but s
weeks liter he had developed 1 vesiculr eruption on the nght
lower chest which extended from the spime to the mid chest
This severe herpes zo ter consisted of grouped

nteriorh
1 red areolt  He died

vlcerated lesions surro mded by
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even diys alter the appeatance of the 7oster and the autopsy
drgnoss was penerif zed Hodghins disease

Case Report A 34 year old man fivst developed muld cervical
Yymphadenopathy, weight loss and general maluse nine years
previously  Despite deep roentgenotherapy, he had repeated
exacerbations of the disease  Four years after the onset he
develaped ossequs erosion of the sceond lumbar vertebra and
nght sacrailrie jont which responded to roentgenotherapy
Fo ur years fater be had mavked wetkness of the lower extremu
ties wnd defimte hyperasthesn beneath the level of the fifth
dorsal dermatome bilaterally  Suxgical exarmmation isclosed
1 rge extradural tumor in the region of the second thurd and
fourth dorsal vertebrie but the entre mass could not be re
moved  Four months after surgeny he developed typical cu
taneo 15 lesions of herpes zoster mvolving the right shoulder and
upper arm  Several days later 1 d Buse generalized cutaneous
eruption appeared and the lesions tended to ulcerate and form
scab encrusted areas 2 to 3 mrns wn dumeter  He died nine
duvs after the appearance of the herpes zoster and the diagnosis
of Hodgkin s disease was confirmed at avtopsy

Case Report This 31 year old man had Hodgkin s disease of
four years dusation {or which he had recen ed roentgenotherapy
smee the onset of the illness He then developed a few small
“bhisters * having an ervthematous barder on the right side of
the chest sewr‘\l days after a course of wradiation  These

'k SLSalon  Lhere was an estremely paful diffuse

pin powt ized vesicular eruption surrounded by an ervthema
tous flare which was typical of herpes zoster

the following six months he was guen further roe
therapy

During
ntgeno-
However six months after the last treatment he
developed a continuous duld gche accompamed by severe sharp
pain i the nght side and bip On exertion g shooting pain
appewred from the grom ta the Literal aspect of the hip and
down to just below the hnee Thete had been progressne
swelling of the nght thigh concomstant with the pam  Histo-
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3. Herpes zoster mvolung nght side of chest and nght arm

2.

(case report)
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logre exammation of the lymph nodes at autopsy disclosed
an almost complete replacement of their normal arclutecture
20d a few follicles remammg  There was 2 marked pleomor
phism of the cells with numerous eosmophils and Sternberg
Reed cells m the majonty of the sections as well as marked
fbrosis 1d many gant cells  Other sections show ed hyabmniza
non  Suftmucleated gt cefls shuch appered k be Lang
han's grant cells were also present

1t 15 behered that zoster my result from wsemcal therapy
However arsenicils are rarely used in present day treatment
wd Zoster continues to he 3 common occurtence  Cases have
been reported howeser which were definitelv attnbuted to
arsenotherapy  The patient described by  Parkes Weber
(251a) was an exght year old bov who had been given arsemcal
therapy for Hodghins disease  He developed « typweal zoster
on the right chest and a generalized vesicular eruphion on the
trunk  Andrews (8b) reported a 29 year old man who had
been treated wath roentgen rays and arsemc previous o the
deve of severe g zoster of the left supra
orbital remon  The zoster cleared leaving marked scarnng,
but the neuralgic pan continned  Zoster of the left side asso
cuated with mediastinal lymphadenopthy following the inges
tion of Liq_ potassium arsenite 1n doses of ten drops three times
daily was seported by Lioyd (195) Sibleys (300b) patent
was a 16 year old boy who soon after ingestion of arsenic de
seloped severe neuralgie pam over the left lower mbs A

severe gangrenous zoster followed nd resulted n deep scar
rng

Although these cases show a relationship betw een zoster 1nd
arsenicil therapy there are reports of many more pabients who
&id not recense asseme  However st may he concluded that
the arsemic acts 45 a “trigger factor” m the development of
zoster when admmstered prior to the ~pperrance of herpes
soster

Mamy cuses of herpes zoster associnted with Hodgluas
Aiserse hne oceurred 1 cildren Lamper {192) described 1
“v veur old bay who had herpes zoster 1s the presenting svmp
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23  Herpes zoster ivohing nght side of clest and nght um
- (cse report)
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Jogx examuation of the lymph nodes at autopsv disclosed
wn almast complete replacement of their normal architecture
and 2 few follicles remaming  There was 2 marked p\e{mm
phism of the cells with h d

Reed cells in the majponty of the sections as well as marked
brosis and many gant cells  Other sechions show ed hyaluza
ton  Multmucleated guant cells which appered to be Lang
han's gaant cells were also present

It s beheved that zoster may result from arsemcal therapy
However arsemcals are rarely used mn present day treatment
and zoster continues to be a common occurrence  Cases have
heen reported however which were defimtely attributed to

| - =

trunk  Andrews {8b} reported a 29 year old man who had
been treated wath roentgen rays and arsemc previous to the
development of scvere gingrenous zoster of the left supra
orbitat region  The zoster cleared leaving marked scarning
but the neuralgic pam continued  Zoster of the left side asso
aated with med ) lymphadenop ithy foll g the inges
ton of Liq potasssum arsemte 1n doses of ten drops three times
daily was reported by Lloyd (195)  Sibley s (300b) patent
was a 168 year old bov who soon alter mzeshon of arsemt de
veloped severe newrtgic pain over the left lower nbs A
severe gangrenous zoster followed and resulted 1 deep scay
nng

Although: these eases show 1 relationshup betw een zoster and
arsencal therapy there are reports of many more patients who
did not receve arseme  However 1t may be concluded that
the arsenic acts as a “ingger factor” i the development of

zoster when adi { prior to the appearance of herpes
soster

Many cases of herpes zoster issoqated with Hodghmns
diserse hwve occutred in culdren Lamper {182} Qesenbed a
Wy sear old oy who bid herpes zoster as the presenting symp
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mvolung right side of chest wd nght arm
{c1se report)

23 Herpes zoste:
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W hien the purpuric lesions occasionally show a spearfic, rather
than 4 nonspearfic infiltrate hnvtologieally, they are chissed with
the lymphogranulomatids

The assocthon of purpura was noted by Cole {64} m two
of 33 pients with Hodgln's disease One patient {64a
case 3) was a four year old girl who had petechize on the
abdomen and scapula and another (642 case 9) had a gen-
eralized purpuric eruption  In Parkes-Weber's (251b) patent
who had recurrent purpura and hemorhage symptoms, the
condibion simlated chrome sepsis 1o the early stages  The
presence of splenamegaly, purpura and systohe murmur at
the mutral valve made the exclusion of chrome mafignint endo-
carditis (endocarditis maligna Jenta) difficalt  This associatian
of purpura and Hodghun's disease was akso reported by Desjar
dims and Ford (80b) and by Cade and Roubier (55) whose
patient had intensely pruntic petechae of the extrermbies
Brams {41) patient 1 dermal and subdermal nodutes as well
as purpura Diffuse erythroderma, bullae and blackish blue
petechial hemorrhages appeared on the lower legs, buttocks
and, to a lesser extent, on the elbows and flexor surfaces of the
thighs 1 the patient deseribed by Mulzer and Kemming (234)

Jaffe {16la) described several cases of purpura associated
with Hodglan's disease  One, 2 27 year ofd man, had petechial
h h of the chest, abd and f and
hemorrhages of the oral mucosa  The subdural and ntracere
bral hemorthages resulted 1 death A hemorrhagic diathesis
1s not common in Hodgkin's disease and usually occurs i the
fulminating acute type which 1 often associated with severe
anemit The bility of o ¥ must be
consulered 1 cases of Hodghins disease with a hemorrhagic

duthesis

15, Rare Miscellaneous Toxic Lesians: Porxaioberaia A
case 1 wiich poilalod trand 5 N

m Hodghi's disease was reported by Graham Little (129)
The cutaneous features were uny ersal bronzing, intense prun-
tus minute purpunie spots and telangiectasia, as well as hemor
rthagc areas on the palate and rharyns A patient with rapidly
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tom The zoster dev cloped along the course of the left tenth
mtercostal nene  There were also four subcutaneous nodules
on the anterior wall of the chest on the same side which, on
lustologic exammation, revealed Hodghm's disease A 17
year old boy, reported by Craver and Haagensen (73e case
4) had zoster on the same side as a large medistimal tumor,
suggestmg a correlition between the two processes  Among
11 cases of Hodghin’s disease 1 chuldren, Charache (60) re-
ported herpes zoster oceurning late i the course of the disease
m two patients  An 11 year old boy who developed zoster
following rocntgenotherapy for Hodghin's disease was de-
scribed  There were two children n the senes reported by
Pancoast and Pendergrass (250) The first (250 case 2) was
a 10 year old girl who developed zoster early 1n the disese
with keloids resulting from the zoster lesions and the other
(250 case 3) was a 9 year old boy who deeloped zoster euly
m the disease  Lockwood ef al (197) reported a 15 year old
boy whose first symptoms were bilateral herpes zoster, more
pronounced on the left side, bachache and weakness of the
legs A roentgenogram revealed defimite destruction of the
bone mn the first four Jumbar vertebrae, sJhum and femurs, al
though no definite changes had been noted 1 these structures
s months before Histologic exanunation of an wgumil
lymph node established the diagnosis of Hodghm's diseise
The course of the disease was mcreasmgly severe, with de
struction of the bone of the dorsal and lumbar vertebrae, thum
and femurs and molement of the lungs, Iner, skeletll
muscles and all Iymph nodes ~ Sibley’s (300b) pitient was a
15 year old boy and Parkes-Weber (251a) described an 8 year
old boy with herpes zoster assocrated with Hodghm's diseise

14, Purpurn. Although the ocourrence of purpura has been
observed 1n Hodghins disease 1t 1s more frequent m the leu
hermias Hemorrhagie tendencies were noted mn 279 per cent
of the leukemic pitients as compared with 25 per cent m
Hodghin's disease, by Epstein and MacEachern (94) The
hemorrhagre tendencies are usually 2 termin1l mamfestation m
Hodghn's disease but may be an imitial symptom 1n Jeuherma
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21 Phleb tis of the leg (Bluefarb and Schwartz Arch Dermat
Feb 1936)

B Specific Lesions

In 1806 Grosz (133) reported On a Hithetto Undescribed
Disease of the Skin { Ly mphograntiomatosis Cuns)” winch was
the first description of cutaneous lesions having the specific
structure of Hodgkimn s disease  He described a 21 year old man
who had lymphidenopathy most mirked in the cervical and
willary regions and « “doughy” mfiltration of the skin of the
nght side of the fice arm ind chest  There were numerous
brevnnsh cutneous tun ory on the neht side of the chest which
were of sl towalnut size Although the small lesions were
firm the farger ones were soft and finally ulcerated ‘The
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progressne cutancous lesions of Hodghin's disease was de
seribed hy Lane (182) The first detectable growth sas newr
an ulcer m an atrophic arex of porkiloderma  Porkiloderma 1s
discussed more fully i the section on \Mycosis Fungodes
(Part I)

Licieny Pranvs-Like ErvpTiovs A 41 year old man with
Hodghm’s disease who des eloped lichen planus was presented
by Weitdman (338) He contended that hehen planus should
be considered a tovic eruption, m this particular cise

Licuen Nrrious  Bechet (21) described a 25 vear old min
with Hodghmn's disease who had small, ghstemng shghth
rarsed, nomnflammatory papules on the backs of the huwnds,
pems and neck  There was a tendency toward aggregation m
patches i the latter area  Wise (349b) stated that the co
taneous lesions i this case resembled hichen mbtdus and the
coeistence of Hodghin's disease indicated that the systemic
and cutancous mamfestations were dependent upon the suve
etiological factors

WrHER-CHRISTIAN DISEASE A case resemblmg Weber-Chris-
tian disease 1n a 45 year old min was deseribed by Reimann
etal (271)

Froruicn Sysprove  D'Amore (78) reported a 30 vear old
man who had mtractable pruntus for fomr months  Examun
tion revealed a typical Froehhel's svndrome and peripheral
Iymphadenopathy, wInle roentgenograms res ealed deformity of
the sella turcica and the anterior and posterior clinod processes
There was hilateral hemanopsia  Histologic exymnation of
a lymph node resealed Hodghm’s disease

Sjocken's Sinprovir  Rothman et al  (38le) reported
Sjorgen’s syndrome assocrited with Hodghw's disease and
hypersplenism, 1 a 49 year old woman

DematorpostTis  There have been an mereasing number
of reports of dermatomyositis associated with nternal carci-
noma Curhs, ¢t al (74) described Hodghi's discase associ-
ated with dermatom) ositis

Pacesrris  Recurning phlebitis may not only occur n 4ss0
ciation wath carcinoma, especlly pancreatic carcmoma, but
has alsa been seen m association with Hodehun's disease
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24 Phlebitis of the Jeg (Bluefarb and Schwartz Arch Dernat,
Feb 1936}

B Specfic Lesions

In 1906, Grosz (133) reported On a Hitherto Undescribed
Disease of the Shn ( Lymphogranulomatosis Cutis)” which was
the first description of cutaneous lestons having the specific
structure of Hodghin's disease  He described a 21 year old man
who had lymphadenopathy, most marked 1n the cervical and
aullary regons, and a “doughy” mfiltr ition of the shin of the
nght side of the face, am and hest There were numerous
Drownnh cutancous tumors on the nght side of the chest which
were of “lentl to walnut size ™ Although the small lesions were
firm the luger ones were soft and finally wvleerated The
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Tistologic picture of the cut ineous Jesions and the 1y mph nodes
were the sime  both show ed 1y mphogrinulomatous tissue with
Sternberg Reed cells

Although cutineous Hodghins disease m1y develop in true

2o Phleb tis of the leg

skin mny of the nonspectfic lesions 1re merely extensions from
neighboring lymph nodes or deep subcutincous lesions As ';
rule speafic entincous lesions ire lochized to the trunk 1n(1
nech rarely on the axtrumtics The head 1s seldom v olved
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n Hodghm's dise e whereas the lesions are usually localzed
on the face m leuherma .

The spectfic cutaneous lesions occurnng m Hodghm's disease
may be classified s 1) papules, 2) mfiltrations or plagues, 3)
nodules or tumors, 4) ulcerated lesions, 5) mixed or combint
tions of these, and 6) erythroderma  Specic cutaneous lesions,
associated with nonspewfic or toc lesions, may also be present

1. Papular Lesions  The papulr lesions appear as small,
brownish red, flattened papules of a rather firm consistency
Nohl (245b) desenbed them as resembling svphilitic papules
which may enlarge fram 05 to 20 ems m size  He desenbed
a 21 year old man who had superficial lymphadenopathy and
browush red papules on the chest which w ere “partly scattered
and partly m groupmgs of more or less local wfltrations * In
the case described by Bruusgatrd (48b), the mfiltration was
formed by deep seated browmish red, flattened papules which
were more diffuse 1 the periphery of the mfiltration

The patient reported by Bersack (27c) had “hundreds” of
small, crreumsertbed, papular erythematous lesions covenng
the body from “head to foot* msocnted with fever, severe
chills and stupor These ulcerited papules resnlted m a
terminal spread through the blood stream A 21 year old man,
desertbed by Heuck (143), had superBesal lymphadenopathy
and “palm sized” groupings of four to seven rosy red, “lentil
sized” pipules 1n the nght fossa ovalis  The lnrger leswons were
fattened and some had follicle like depressions 1 the center
There was a shght leuhacytosts of the penipherd blood This
patient also had a diffuse Jupus volgans  Sweitzer and Winer
(319h} reported a 17 year 0ld man who first dev eloped pipules
winch disintegrated and eroded then enlirged nd caalesced
with no tendencv to spontaneous healing  Some of the smaller
uleers were covered with brownish crusts and had a granulat-
we purulent base  There were several nonmlcerated papules
nterspersed between the ulcers Histologicnl exammation of
the border of an ulcer revealed ulcerti e Hodghin's disease of
the skim  H E Freeman’s {1081) patient had a generalized
cxuptin of fam nodules and papules which was most marked
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on the thighs and legs Histologic exanunation of a cutaneous
papule and an ingumal Iy mph node show ed Hodghn's disease

The Negro patient, described by Briney and Lamb (44), had
an ntense generalized pruntus and a dry, leathery, marhedly
thichened and scaly skin  There were papular lesions over the
forehead, upper chest and back  In addition there was mfiltra
tion, hchemification and furrowing of the skin of the ears and
face, gning a leonme appearance Histological examination of
an mgumal Iymph node disclosed that much of the architecture
was obliterated by an ncrease of the connective tissue stromt
Here and there, broad bands of partly hyalimzed fibrous con
nective fissue were apparent and the number of smus cells w 1s
mereased  There were nunute focal arcas of necrosis scattered
throughout and numerous cosmophilic granulocy tes were pres
ent in many areas Oceasional large cells having an indented
or double nucle: of the Sternberg-Reed type were observed
He was gnen a total of 32 mg nitrogen mustard, mtrave
nously, followmg which the prurtus became less imtense, the
lymphadenopathy dimimished and the nodulanty and thicken-
mg of the skin decreased

Rulison’s (2831) patient was a 38 year old womm who de
veloped an erythematomacular papular cutaneous eruption,
without exfohation, two months before the appearance of
lymphadenopathy  The white blood cells numbered 11,900
per cu mm and the shin and lymph node histology was typreal
of Hodghin's disease A 68 year old man, described by Strand
berg (314), had hichenified, browmsh red papules on the back
which were grouped symmetrical and follicular The lesions
resembled hchenoid syphihis  Later, the pipules showed a
central depression  The eruption cleared follow ing roentgeno-
therapy  Histologic examination of a cutaneous lesion re
vealed Hodghun's disease

Hovelborn (155) believed thit the ‘abortne type” of
Hodglin's disease, without lymph node mvolsement, offers a
relatively good prognosts and he mentioned four cases of this
type One patient who had developed red mflammatory areis
betw een cutancous pipules at four and one-half years of age
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was ohserved for eight years These 2 em lesions spread
within six weeks to mvolve the arms Jegs face neck "‘“i‘
scalp The patient appeared grotesq due to
sased brows to reddish granulations and thick scars which
covered the face nech arms and legs  There was extensiwe
crust and scale formation on the sealp wath a purulent secre
won  Histologic examipation of a lesion from he arm as
Aosed “fully deseloped Hodghins disease

2 Infiltratrons or Plaques The cutaneous mfiltrations in
Hodghms disease when siturted deeply are frequently dis
cernible only on palpation  They are usually diffiuse nd ap
pear to be most frequent m the breast

Neumant and Prck {210} reported a 3™ ye ir old womn who
td cenvieal and axllary lymphadenopathy — There was swell
ng of the left breast and Jamellar tumors cutancous nodules
and globular tumors 1 the subcutis of the chest  The shin was
of 1 yellowish color and the process resembled an early “cancer
en cwirasse” except for the absence of a distmet mammary
tumor  The penpheral blood showed a shight leukacytasis and
st ex of the tumors  disclosed
Hodghins disease  granuloma g flulare phil
(Pih) The patient descnibed by Baker and Mann {14 ease
3) was a 56 yerr old man who developed a plague on the left
breast  The condition was diagnosed s circinoma and mastec-
tomy was performed but histologic exammnation revealed
Hodghins disease

A 54 year old womm reported by Ginshurg (121h  euse 1)
had pan 1n the nght shoulder a “lump” 1 the nght axill
progressie wetkness and loss of weight for seven months
There was an old 16 em scar m the right breast which extended
wita the auila  The nght breast was twice the size of the left
o R s, ol rd v v
tous 4nd there was 3 I\emorrchng !:1?11 was markedly edema
There was & “plam s1zed * ‘e‘lllcﬁ ! ll:ﬂbon over the chest
colored entaneous mass on th . htr;“ apenrons ugreyls}:
n textuze and from wh o nett breast suhuch was rsth

shich strmds of similar tissue extended
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“erab-like” through the adipose tissue and mte the undethmng
tissue  The pectoral muscles were almost completely absorbed
and the fasci1 above the thoray was mrkedly ifiltrated by this
firm grey tissue  There was iy asion of the mass m one of the
vemns and its vasa vasorum  The lustologic structure of the
leston was typical of Hodghin's discase

A man reported by Miller (224a) presented red, thickened,
wnfiltrated, scaly shin of the face and entire body and thickened
deep fissures on the hands and feet, meludmg the prlms and
soles The eruption was markedly pruntic and “enormous
amounts” of bran-like scales were shed on scratching  Thys
cutancous eruption preceded the Ivmphadenopathy by four
months  The body was entirely devoid of harr, except for 1
few shafts on the scalp and be wded rezion, and the nals were
marhedly thickened and covered with lonmtudinal stre
There was generalized superficial iy mph wdenop ithy, the cenvr-
cal nodes were of “pigeon egg” size, those m the aullie of
“chichen egg” size and the mguinal nodes were the size of an
“orange” All were firm, discrete and punless  The mediist
nal lymph nodes were only shghtly enlarged Tlus patient
presented a nonspecific cutaneous eruption followed by a
specific lesion

Primary cutancous Hodghin's disease m a 41 vewr old mn
was reported by Tawrbumn (97)  Tlus patnt had acthyosis
from mfancy and an unchanging, mottled, brown prgmentabion
with vitihgo ke patches had mvolved the trunk, neck and, to ,
a lesser degree, the face and extrematies  Widespread, relaps-
g atopic cczema, wath concomit wnt asthm3, h wd been present
since early childhood and althongh the cczema had subsided
ten years presously the asthma had perssted  There had
been a relapsing alopecia of the scalp smce the age of 20 years
A cutaneous eruption consisting of small, dull red nodules had
appeared on the anterior aspect of the thighs four vears prevt
ously and hd gradually spread to immohe the trunk and, to a
lesser extent, the extremities  Slowly enlargng, punless dushy
red, infiltrated plaques had appeired duning the last 18 months
which, on histologic examnition showed dense dermal
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+asion of retieulum and lymphoud cells with oceasional eosino
plils and binucleate gt cells  Widespread lymph node m
\olvement had been evident for two months and a cervical node
revealed hstologic changes of Hodghns disease

3 Nodufes and Tumors A further dnasion of specific cu
taneous Hodghins disease 15 the pnmary or mitial lympho
granulomatous cutaneous lesion which first develops m the
skin proper and 15 not merely an extension from a deeper lesion
of a contiguous lymph node The primary lesion may be 1
nodule filtration or specific ulcer  French mvestigators have

” “vodule on the conjunctiva

2
Hodghm's tumar of the scalp (Bluefarh and Schuartz Arch
Dermat Feb 1956)

f;-(;sumntcd this lesion “Le Chanere Lymphogranulomateus”

m::,s Hndg)\ms disease would have 2 primary lesion such as
TS t

o m tuberculasis syplulis sporotrichosis and other conds

. l\r\\ as the opimon of Nanta and Chatellier {239¢) that there

s often an inoculition lesion 1 Hodghan s disease  They de
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scribed two cases  The first patient developed a thickened
{esion on the dorsum of the tongue three years before the lymph
node mvolvement Histologie study of the tongue lesion was
not conclusive but the lymph node picture was typcal for
Hodghin’s disease  The second patient b wd des eloped a large
tumor on the dorsum of the hand two vears before lymph node
s ol ement became apparent Histologic ex muntion showed
Hodghin's disease 1n both the cutaneous tumor and the lymph
node  One of Miller's (22404 cse 3) pitients, who hud 1
defimte history of tuberculosis, developed a solitary nodule on
the buttock ane year before other cutancous lesions appeared
The similanty of these lesions to those of mycosis fungoides
“d’emblee” 15 one of the many reasons for the eusting confusion
regarding the “d emblee” form of my cosis fungoides

The patient described by Favre et al (100b) developed 1
“hazel nut’ sized lesion following puncture of the skin of the
popliteal fosst  The leston was removed surgically after it
became uleerated and ustologic exammation reveiled Hodg
ks discase  Fuchs (111) reported a 42 year old mn who
had a granulomatous lesion of the nares and nisal passages
which caused obstruction  On the tip of the nose was a thick
“trumpet hhke’ swelling and the bndge of the nose was
destroyed by the process This condition had been diagnosed
as “tuberculosis four years presiously and was apparently
cured by curettage However the disense recurred two years
later when a diagnosis of syphils” was made and he was
treated with salarsan  The condition remuned unchanged
and a diagnosis of lupus vulgiris was made and he was gien
roentgenotherapy  The eternil nasal lesions cleared up
within three weeks but recurred soon after There was a red
nodular mass evhibiting both prohferative and destructne
changes 1n the shin and underlying tissue and roentgenogrims
revealed a shadow 1n the nasil pssages nasopharynx and both
wtra  The shin was reddened for some distance around the
nisal leston  There were some hard cervical lymph nodes and
fover  Although the histologic picture was nat conclusit®
carcmoma with concomitant erysipelis was suspected Fol
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Jowing, roentgenotherapy to the fice wd neek hns general
health improved and the externil nasal Tesion cleared almost
completely Four months later he had developed subman
dibubyr cervical auliary and wmgumal lymphadenopathy
There were 17 per cent eosmophils in the penipheral blood
He died six weehs Jater and listologic exammation of the nasal
fesions and lymph nodes showed replacement of the fymph
folhicles by ep thelod cells with a few scattered Sternberg
Reed and plwma cells

The first mimfestation of Hodghin's diseise wAs an ulcer itive
lesion on th e heel m the cse reported by hren (178b) Cu
twneous méltration of the estremities occurred later and lym
ghatic disserminition fallowed  Cases of this type were Wso
desenbed by Arndt (9b) Arzt and Randak (10f) Remnsberg
nd Rdhcky (272) 1nd S wilfeld (283)

The sealp appears to be a frequent site of the 1mtial Jesion 1n
cutaneous Hodghins chsease  Greenhouse and Comell (130}
described by Amdt (9b) Arzt and Randak (106) Remsberg
months previously  Three months after the traumy a small
puaple” appeared on the vertex of the seilp wiich gradually
increised in size  There was 4 roughly circular 75 em ren
of tlapecia bout half of which w1 occupred by a sharply
outlined “palm™ sized serpigmous smooth shiny indurated
lesion which was rused 05 em above the shin surface and of
vhlusshred shghtly yellow color The lesion was pamless and
frecly movable The histologiel picture was typical of
Hodghns disexse The lesson responded ripdly to roentgeno
therapy and completely disappeared  No new lesions oceurred
for seven years A womin who cwmed “heivy hurdens” on
her head was reported by Dosselher (84)  She developed a
tumor of the sealp which was histologically Hodglhan s disease
Jessner (165) Iater stated tht the lesions spread on the scalp
and aver the body after one \car and were follow ed by lympha
denopathy  She died several years uter and the diagnons of
generahized Hodrlans disease was confirmed at autopsy Pn
;:t;zc :}zgg;ns disease of the selp way 1lso deseribed hy
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seribed two cases  The first patient developed a thickened
fesion on the dorsum of the tongue three ycars before the lymph
node mvolvement Histologre study of the tongue lesion was
not conclusive but the lymph node picture was typeal for
Hodghin's disease  The second patient had developed « large
tumor on the dorsum of the hand two years before ly mph node
m oly ement became apparent  Histologic examination showed
Hodghin's disease m both the cutaneous tumor and the lymph
node One of Miller's (2240 case 3) patients, who hwd 1
defintte lustory of tuberculosis, developed a solitary nodule on
the buttock one year before other cutancous lesions appeared
The simlanty of these lestons to those of mycosis fungoides
“d’emblee” 15 one of the many reasons for the evsting confusion
regarding the “d’emblee” form of mycosis fungordes

The patient descnbed by Favre ef al (100b) developed a
“hazel-nut” sized lesion followmng puncture of the shin of the
pophteal fossa The lesion was removed surgically after it
became ulcerated and histologic examnation revealed Hodg
hin’s disease  Fuchs (111) reported a 42 year old man who
had a granulomatous lesion of the nares and nasal pissages
which caused obstruction On the tip of the nose was a thick
“trumpet like” swelling and the bridge of the nose was
destroyed by the pracess Thus condition had been diagnosed
as “tuberculosis” four years previously and was apparently
cured by curettage However the disease recurred two years
later when a diagnosis of syphili’ was made and he was
treated with salvarsan  The condition remamned unchanged
and a diagnosis of ‘Tupus vulgans’ was made and he was gren
roentgenotherapy  The external nisal lesions cleared up
within three weeks but recurred soon after There was a red
nodular mass eshibiting both proliferative and destructise
changes n the shin and underlying tissue and roentgenograms
revealed a shadow m the nasal passages, nasopharyny and both
antra  The skin was reddened for some distance around the
nasal lesion  There were some hard cervical Iymph nodes and
fever Although the histologic picture was not conclusie
arcmoma with concomitant ervsipelas was suspected Fol-
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Towmng, Toentgenotherapy to the face and neck Ins generd
health 1mpraved and the external nsal fesion cleared almost
completely  Four months later he had developed subman
dibulor cervical awillary and wgwnal fymphidenopathy
There were 17 per cent eosmophifs m the penipheral blood
He died six weehs later and hstologe examination of the nasal
lesions and lymph nodes showed replacement of the lymph
follicles by epithelod cells with 1 few scattered Sternberg
Reed and plasma cells

The first manifestation of Hodghin s dise ise w1s an ulcerating
Jesion on the heel 1 the case reported by hren {178b) Cn
taneous wfiltrion of the extremitses necursed later and lym
phatic disserminition followed  Ciscs of this type were also
described by Amdt {Sb) Arzt wnd Randak (10f) Rewsberg
wnd Kdhicky (272) and Saalfeld (283)

‘The scalp appears 1o be a frequent site of the imtial lesion 1n
owtaneous Hodghins disease  Greenhouse and Comell {130)
deseribed by Arndt (9b) Arzt and Randak (10f) Remnsberg
months previously Three months after the trauma a small
pmple appeared on the vertex of the scalp wiich gradually
inerewsed i size  There was 4 roughly circulr 75 ¢m aren
of alopecra about half of which wis oceupied by a sharply
outhined palm” sized serpiginous smooth shiny indurated
lesion whnch was Tused 05 em above the skin surface and of
1hlush red shghtly yellow color The Jesion was pamnless 1nd
frecly mwable  The fustologiedl picture was typieal of
Hodglins disease  The lesion responded ripudhy to roentgeno
therapy and completely disappeared  No new Iesions ocourred
for seven years A woman who cumed “heavy burdens” on
her head was reported by Dossebher {84)  She developed a
tumor of the scalp whuch was histologseally Hodgkins disease
Jessner (165) later stated that the lesions spread on the sealp
and aver the body after one year and were follow ed by lympha
denopathy  She died several yenrs Jater and the diagnosis of
generalzed Hodghins disease Wwas confirmed at autopsy Pr

mary Hodglins disease of the yeal
Poflack (°62) e of the sorlp wrs also deseribed by
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scribed two cases  The first patient deseloped a thickened
lesion on the dorsum of the tongue three vears before the lymph
node fnvolvement Histologic study of the tongue lesion was
not conclusne but the lymph node picture was typical for
Hodghin's disease  The second patient had deseloped a large
tumor on the dorsum of the hand two y cars hefore lymph node
m oy ement became appwent  Histologic exammtion showed
Hodghin's disease m hoth the cutaneous tumor and the lymph
node One of Miller's (2242 case 3) patients who had 4
defimite lustory of tuberculosts, developed a solitars nodule on
the buttock one year before other cutancous lesions appeared
The similarity of these lesions to those of mycosis fungodes
“d’'emblee” 1s one of the many reasons for the existing confuston
regarding the “d’emblee” form of mycosis fungoides

The patient described by Favre et al (100b) developed
“hazel nut” sized lesion follow g puncture of the shm of the
popliteal fossa  The lesion was removed surgically after 1t
hecame ulcerated and histologic exammation res ealed Hodg
Lun’s disease  Fuchs (111) reported a 42 year old man who
had a granulomatous lesion of the nares and nasal passages
which caused obstruction  On the tip of the nose was a thd
“trumpet hhe” swelling and the bndge of the nose W&
destroyed by the process This condition had heen diagnosed
as ‘tuberculosis” four years previously and was apparently
cured by curettage  However, the disease recurred two years
Iater when o diagnosis of ‘syplulis” was made and he was
treated with salvarsan  The condition yemamed unchanged
and a diagnosis of lapus vulgans’ was made and he was guen
roentgenotherapy  Tho evternal nasal Jestons cleared wp
within three weehks but recurred soon after  There was 3 red
nodular mass exhibiting both proliferatne and destructne
changes 1 the skin and underlying tissue and roentgenograms
revealed a shadow 1n the nasal passages, nasopharynx and both
antra  The shin was reddened for some distance arpund the
nasil leston  There were some hard cersical Jymph nodes
fever Although the histologic prcture was not conclustve,
carcmoma with concomitant ervsipelas was suspected  Fol-

and
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after but subsided under h However
purplsh lcerating tumors “leprous nodules
or Jarge syphilitic papules™ then appeared  They resohed
under 1 leaving a h g
Histologee studies of the lymph nodes and cutaneous tumors
revesled Hodghin's disease  Foxs (106) patient was a 30 year
old man who had moderate punless lymphidcnop by hepa
tosplenomeg \ly rmld anemia dyspnea on exertion and increas
g asthema for 15 months  Hstologic exammtion of 1 lymph
nede revealed umeellulir and multiceltular gunt cells of the
Sternberg Reed type  There were tumor hike mSltritions of
portions of the scilp forehead and midsepular region wd the

sealp lesion had the sume hustologie structure as the Iymph
node

bl

1n reviewing the reports of entaneous nodules or tumors hay
wg the charactenstic hustologieal meture of Hodghins disease
Hovelborn (155) found BS cases had been recorded up to
1932 Numerous cases have been described smee that time

In 1909 Hecht (141) desenbed a 32 yer old man who had
cervical and avllary lymphadenopathy  The night side of the
face was edematous nnd “tumor hike” and the eyelids were
edematous The skin 1nd connective tissue of the neck later
became infiltrated by the tumor  There were small seattered
elevated purple areas having 1 pink hala on the thorax 1nd
somewhat larger tumors above the left scapula and on the
sacrum The peripheral blood res ealed shight eosmophilia and

ex of 1 tumor dwsclosed Stern
berg Reed cells 4 39 year old man reported by Rusch (284)
tm\ multiple inguinal lymphadenopathy some nodes were of
pple” size and there were palpable abdominal lymph nodes
Fuve weeks hefore death he deeloped 30 to 40 hard nodules
m the deep cutis of the mner aspects of the thighs the abdomen
and over the rochanters  Ths evanthem began as “red spots”
but des eloped to become rose to drh red and lvid 1n color and

finally became hemorrhagy
gic The cutaneo
nades showed the t o e o oo,

s vpreal Tustologie pictwre of Hodgkans
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Two patrents who had a ungle entncous tumor were de
seribed by Gates (116) A 12 verr old oy who developed a
small, firm, “lickory nut sized nodule followng shght triuma
was reported by Wrong (356) The lesion disippeared fol
lowing roentgenotherapy Tnmble’s (327) patient was 1 40

r -

28  Subcutaneous Hodghin's nodules

year old man who h1d cutaneous lesions on the side of the neck
which resembled lupus vulgans  Histologic examntion of
the lesion revealed Hodghins disease  Nobl (2451) described
a young woman who hd musive corvieal and aullary lym
phadenopathy w hich required surgicil exeision A diffuse red
cutaneous edema of the left side of the thorax occurred soon
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tous pleomorphusm plus the \rm}en‘m o S\:ms‘s and neerasts

case (287 cue 23) 1 a 64 year old Negro who had pruntus
and multiple, “pea” sized subcutancous nodules olving the
entire body, and bach pan
The patient reposted by Louste et ol (201) wasa 25 year old
womn who had cutaneous and subcutaneous nodules on the
face and arms  She had cenvical and prewuncolar lympha-
denopatly, 11 per cent eosmophuls m the penpheral blood and
roentgenogram of the chest revealed Il node sy ol ement
Histologie exarmnation of a lesion on the forearm showed
Hodglins disease  Two pahents who presented cutancous
nodules as the first symptom of Hodehin's disease were de-
seribed by Vaa der Mewen (336)  The first was a 45 year old
woman who presented two types of lesions on the
face ‘There were enythemitons areas with telangiectases and
oval or hemispherical firm nodules, bath present for one year,
which were prunitic on “sunny days™ Histological examimtion
revealed A fil of pol h m-
fl v cells, d Reed cells,
under the atrophic eprdermis  Roentgenotherapy resulted 1n
heling of some of the lesions but there was no lymph node or
visceral snvolvement three years after onset of the discase
Thexr second patient was a 57 year old mwn who had been
treated for hichenified eczema of the left arm for several years
before tumor Iike lesions appeared 1n this area  There were
I ph 1 nodules d on a dath heherfied
skin on the left elhow, some of which extended wto the normal
sk and there was a Irger tumor compused of several confluent
nodules on the outer aspect of the amm  Histolome examna-
tion of these tumors disclosed Hodghins disease  Six years
later _another tumor appeared on the left forearm which was
hastologically similar to the previonsly eamined lesion  He

died six years after onset of the illness from a disense unrelated
to Hodehins disense

it
Stornl
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Rulison (283a) described a 30 year old min with speaific
cutaneous lesions of Hodghm's disease He had moderate
pamless lymphadenopathv, hepatosplenomegaly, mild anema
dyvspnea on exertion, and increasing asthema  The cutaneous
lesions consisted of tumor-like mfiltrations of the scalp, fore-
head and midscapular region  The histologic picture of these
tumors and the lymph nodes show ed similar structures

A 29 year old man who had “psoniasis™ for the previous nine
years was described by Ross (278)  Small raised nodules had
appeared on the arms and chest during that time and had occa
sionally ulcerated  The shin was hard and scaly wath some
ulceration, particularly over the chest and arms, where numer
ous firm, raised, pmk nodules were present  There was marhed
cervical and igumnal lymphadenopathy  Despite roentgenc
therapy to the postenior mediastinum, dyspnea was progressne,
a pleural ‘rub” developed and he died of pulmonary mvolse-
ment  Histological examnation, at autopsy, disclosed the cu
tancous lesions of the chest and arms to be Hodghin's disese
and two lesions were found 1n the left pectoral muscle

Sahyoun and Ensenberg (287) attempted to classify
Hodghin’s disease, evelusne of Hodghun's sarcoma, on a cor
relative basis between the lustopathologic entery and the
chmceal course  They bsted the following three types

1) The compactly cellular type which 15 slowly progressie,
having @ masimum Life expectancy of four to 131/ years

2) The fibrogranulomatous type which 1s moderately pro
gresstve having a manumum life evpectney of .lpproumwtel)
two to five years

3) The loosely cellular tvpe which 1s rapidh progressné,
having a2 mrumum hfe expectancy of about one to onc and
one-half years

In group one the chracternstic ey tologic differential featurcs
are the comp1ct structure of the tumor with only shght fibrosis

/The) (287 casc 11) deseribed a 40 vear old Negro who hid
cutancous prunitus, which oceurred only at mght, and multiple
diffuse subcutaneous nodules as Mustrats e of this form The
¢y tologic dhifferentral fatmes of group two are the granulom?-
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after the apperance of the first symptoms  Gadrats (114b)
patient was t 34 year old womin who developed a cutaneous
nodule without visceral or glandular symptoms The nodule
was excised and one vear later a similar nodule appeared 1n
another area which showed the histologic structure of Hodg
Jans disease  There was no further evidence of the disease
three years after the onginal lesion had appeared A patient
having cutaneous Hodghns diserse without glandular n
volvement for 20 years was reported by Favre (1001)

A 60 year old mwn who had numerous small cutaneous
tumors resembling raycosts fungordes was desenbed by Dujar
din and Van de Meyren (88)  The lesions showed the typical
Tstologic picture of Hodghins disese although generilized
lymphadenapathy did nat accur until shortly before death five
years later  Geapel and Lanser (117) reported a 22 year old
man whose first symptom was the development of small
nodules on the scalp in close relation to the har follcles
and containing central infected necrotic areas  As the disease
progressed the small nodules fused forming large pliques
covered with seles  ‘Three yews later the process had ex
tended to mvolve the face and resembled acne The lesions
deseloped from the follicles and shov ed an ifammatory proc
ess 1n the sweat glands at the onset of the disease

The 37 year old patient reported by Rostt (280) developed
the pnimary tumor near the sternum but there was no assoc
ated lymphadenopathy A 35 yeur old man deseribed by
Baum (19) developed nodules on the nght upper arm fol
lowed by other lesions on the trunk and outer arm which were
hard and larger than a “cherry” mn size  Cannons (56b) pa
tient was a woman who developed several “orange sized” sub
cutaneous masses n the left inguinal regon  They were non
tender wregular 1n shape and composed of a number of
“lumps” matted together and bound dawn to the underlying
surface while the overlying skin was freely movable There
were smaller firmer masses 1 the nght grom  The istologic
examnation revealed Hodghins disease A 52 year old man
who had a generalized eruption of pink macules and petechuae
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A 67 year old woman who developed a raprdly groving en
taneous lesion i the left submaullary region was desenibed by
Gross (131)  Tlis firm, * quarter dollar’ sized, purple tumor
had been present for three months and extended jnto the sub-
cutancous tissue, hut was freely movable Histologic examimi
tion disclosed the typieal picture of Hodghm's disease  There
was a granuloma n the corium, with hypertrophy of the retic
ulum and an mfiltrate consisting of lymphocytes and plasma
cells, scattered eosimopluls and numerous Sternberg-Reed cells
having tw o ar three nuclet Dupont (89b) described a 29 year
old man who died of Hodghin's disease At autopsy a small
nodular cutaneous tumor of the chest was found vwinch had the
histologie prcture of Hodghan's disease as well as of tubercu-
losis
The first patient reported by Jordan et al (167) wasa 23
year old man who had headache, insomnia and weakness for
three months  The only physical findings were a nontender
swelling of the forehead and a perforation of the septum which
was caused by Ins “snuffing” cocane  Despite negitive sero
Togical tests, the diagnosis was assumed to be tertiary syphulis
Antisyphilitic therapy, however, caused increasing weakness
and lymphadenopathy and fever occurred The duagnosis of
Hodghmn's disease was confirmed at autopsy

Falconer and Leonard (98 case 5) described a 45 year old
man who had a swelling of the neck for four months when
histologic exammation of a kmph node disclosed Hodghm's
disease  Roentgenogram of the chest revcaled small paren-
chymatous shadows m the nght upper lobe of the lung and
he was given roentgenotherapy  Four months Iater he de-
veloped pressure in the throat which interfered with breathing
and swallowing He also had sharp pan mn the left chest
regon, assoctated with dyspnea and an unproductive cough
Flurd was aspirated from the left pleural cavity and roentgeno
grams showed w dening of the mediastinum above the aorta
as well as peribronchial infiltration m the left lower lobe of
the lung  He also had cutaneous lesions which hud the
histologic structure of Hodghin’s disease  He died two years
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29 Nodular lesions of Hodghns disease (€1se report) {courtesy
of H Stemberg MD

30 “odular lesions of Hodghuns disease (ese repost) (courtesy
of H Stemberg MD)

Jowed by weakness loss of werght and occasional transient
pams m the right leg and lower back Following deep roent

herapy the lymphadenopathy d d and s gene
ra} health smproved  Towever several weeks later he de
veloped fever chromc fatigue and the pamn became more
severe  Three months after therapy he developed a pamless
swelhing of the left mpple followed by left cervical awllary and
nght ngumal fymphadenopathy  There was swelling in the
left temporal and temposal mandibular remons  This latter
rea became tender and he developed headaches The lympha
denopathy increased and multiple cutaneous nodules appeared
There was a firm 05 em sized nodule on the xiphoid process
1 the midline and a simlr nodule on the left latera) aspect of
the knee  The skin 1 the cervical regon was of u darker color
than that of other areas A productive cough and night sneats
developed and rapidly icreased in sevenity At autopsy the
skinwas dry and contained numerous bard nodules  The larger
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as well as superficnl cervical and ingumal lymphadenopathy,
was reported by Bram (41) There were a few cutaneous and
subcutancous nodules of the face which resulted in a leomne
appearance  These nodules, up to 1 em in diameter, were
firm, pamless and nontender, while some appered to be un
attached to the skin or to the deep fascia  There was purpunc
stuming over some of these nodules  Swuliw cutaneous and
subcutaneous nodules then appeared on the upper extremities
and trunk, but were almost entirely absent on the legs  Histo
logic exammation of a nodule revealed a granulomatous strue
ture with some central necrosis

Lees and Edgeworth (186) descrbed a 52y er old man who
hid lymphoid growths® in the orbits evelids temporal regrons
and left mammary avea  He had developed swelhng of the
nght side of the neck four months previoush, followed by
swelling of the nght aullx and ingmnal region Ieft side of the
nech, aalla and gromn  The spleen was palpable and the tonsls
and phirynge il lmph nodes were enlarged  Death occurred
11 months after onsct of the illncss  Remsberg wd Kadlicky
(272} reported a 59 verr old woman who hd umilatersl cervt
cal and submavillary lymphadenoptln wineh resulted m de
formation of the left side of the neck  There were five freely
movable, phable, clastic tumors of “pigeon’s egg size in this
area and flattened semt trwsparent svmmetrictl nodules m
volving the upper and lower third of hoth eyehds  The mono
morphous cutaneous cruption consisted of ‘mullet grun sized
folliculir nodules which were dissenunited on the cuteous
surface, and were erther isolated or augmented m pliques
Milian et al (223e) deserthcd a pitient who had a Tuge vege
tating pale ksion wecompinied by hilateral mgwnal Iym
phadenopathy  The lesion simulited epithehoma The lusto
logic diagnosis was Hodghins disease and mtensne roent
genotherapy resulted in rapid mnvolution

Case Report A 27 verr old Negio first dencloped It cur
1l lvmphadenopiths seven months previoush which w1s fol

T See Tintrition 26
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ase report} {coustesy

1se report) {courtesy

lowed by wetkness loss of weight and occasional transient

pans 1 the nght leg and Jower back Following deep roent
h the lymph *

d and his gene-
ral health mmproved  However several wecks later be de-

veloped fever chromc fatigue and the pan became moare
severe  Three months after therapy he developed a pamless
swelhng of the left nipple follow ed by Jeft cervical axillary and
nght mgumal lymphadenopathy  There was sweling 1 the
left temporal and temporil mandibular vegions Thus latter
area became tender and he developed headaches The Jympha

denopathy increased and multiple cutaneous nodules appeared

There was a firm 05 em sized nodule on the xiphoid process
i the midhine and 1 smultr nodule on the left lateral aspect of
the knee  The skin 1n the cervical region was of a darker color
than that of other areas A productive cough and might sweats
developed and rapidly increased 1n sevent At autopsy the
skin was dry and contamed numerous hard nodules The larger
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as well as superficial cervical and mgumal lymphadenopathy,
was reported by Bramn (41)  There were a few cutaneous and
subcutancous nodules of the face which resulted 1n a leonme
appearance  These nodules, up to 1 om i dinmeter, were
firm, p unless and nontender, wlhile some appeared to be un
attached to the shin or to the deep fasein  There was purpunc
stammg over some of these nodules  Similar cutaneous and
subcutaneous nodules then appeared on the upper extremities
and trunk, but were almost entirely absent on the legs  Histo
Iogie exammation of 4 nodule revealed a granulomatous strue
ture with some central necrosis

Lees and Edgew orth (186) described a 52 year old man whe
had lymphoid growths® in the orbits, evelids, temporal regrons
and left mammary area  He had developed swelling of the
nght side of the neek four months previoush, followed by
swelling of the right aulla and inguinal region, left side of the
neck, awlla and grom  The splecn was palpable and the tonsils
and pharyngel Iymph nodes were enlarged  Death occurred
11 months after onset of the illness  Remnsberg and Kadheky
(272) reported a 59 year old woman who had unilateral cervi
1l and submaullaty lymphadenopathy which resulted m de
formation of the left side of the neck  There were five freels
movable, plible, elastic tumors of “pigeon’s egg” size m ths
area and flattened, semi-transparent, symmetrical nodules -
volving the upper and lower third of both eyehds  The mono-
morphous cutaneous cruption consisted of “mullet-gram’ sized
follicular nodules wlich were disseminated on the cutancous
surface, and were esther 1solated or augmented m’ plaques
Miban et @l (223e) described a patient who had a large vege
tating pemile lesion accompamsed by hilateral agumal lvm-
phadenopathy  The lesion simulated epithelioma  The histo
logic diagnosis was Hodglins disease and mtensine roent
genotherapy resulted mn rapid imvolution

Case Report A 27 ver old Negro first devtloped lft euns
cal lymphadenopathy seven months previoush which wis fol

e §(e Tlustraion 26
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29 Nodufar lesions of Hos
of

dgkm s disease (case report) (courtesy

1 Stemberg MD)

30 Nodular lesions of Hodghins disease (cise report) (courtesy
of H Stemberg MD)

lowed by weakness loss of weight and occasional transient
pams m the nght leg and lower back Following decp roent
h Tnphad k
e lymp!

th pathy disapp d and his gene-
ral health improved  However several weeks later he de

veloped fever chromc fabgue and the pamn became mare
severe  Three months after therapy he developed a paiwless
swelling of the left mpple followed by left cervienl axillary and
nght mgunal lvmphadenopithy  There was swelling m the
left temporal and temporal mandibular regions  This latter
area became tender and he developed headaches  The lympha

denopathy mereased and multiple cutaneous nodules appeared

There was a firm 05 cm sized nodule an the xiphoid process
10 the mdhine and a sumilar nodule on the left lateral aspect of
theknee The skin 1 the cervical region was of a darker color
than that of other arcas A productive cough and night sweats
developed and rapidlv increased severity At autopsy the
skin was dry and contaned numerous hard nodules

‘The larger
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Case Report This ptient, 1 67 yerr oldd man first devedopad
numerous 1 em sized uleerted dranmg nodules myohang the
night mgwnl reghon and the greater portim of the thich two
months previously There were lurge pitchies of “cczem wous”
eruptions on the trunk arms and Jegs  There was a brownish
pigmentation and edema of the nght leg  The nodules gradu

Sodular Hodghm's
(Bluefarh and Schy

disease of the nght grom
wartz Arch Dermat., Fely 1936}

(case report)

ally spread to 1

molve the gemt.
hard s gemtakia and three months later a

ass developed in the preaurculir region  He
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ones were present on both tibir and thighs and on the nght
flwk left chest wd pen vortebral regions A mass of
nodules imvolved the nght dwreulir wrer There were hard
diserete palpable Iymph nodcs m the willany and ingunal re
mons  There was mirked cutneous pigment ttion 1n the tervs

31 Nodulir lesions of Hodglin s disease {case report) (courtess
of H Stemberg MD)

cal and anterior chest wews  The autopsy dmagnosis was
Hodghin s disease with sircom itous features mvolving the Iner
spleen pancrexs skin ribs left testicle and cervieal aulluy
and penbronchinl Iymph nodes 1s well s pulmonany tuber

culosis



34 Ulceration of the skin due to Hodgkins disease of underlymg
ymph nodes

3> Ulceration of the sk n due to Hodgkin's d sease of underlymng
lymph nodes
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4 Ulcerative Lesions  Ulceritne cut meous lesions are an
wfrcquent but important  form of speafic mvolement m
Hodghins diseise  In 1 comparitne review of ths subject
Senear and Caro (294b) described three mmtral forms which
occur 1n this type In the first the ulceration 15 himited 1n ex
tent 1nd dey clops 1 1 few cutineous nodules with the necross
usully starting at the top of the nodule nd gridually extend
mg unhl the surfice of the nodule 1 almost completeh
covered ® In the second type cutancous i olvement results
from lymphogrinulomatous changes n the underlying struc
tures  The imolved lmph nodes or underlving structures

33 Uleerntion of the shin due to Hodghm's diseise of underhine
Ivmph nodes (Bluefarb ind Schwirtz Arch Dermat Feb 1936}

such 1s bone or othex tissues gridually become mflymed d
here to the shin 1nd then form fistulie leading to ulceration
The third type presents extensne ulceration developmg 10
large cutneous mfltritions without m olvement of the under
Iying structures  This type his been confused with mycosis
fungoides demblee smnce the cutineous lesions may precede

® See Illustrition 32
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“pet to walout size the nght clwcvlar region ~Snmr
nodules vicerited and coslesced to form 1 “saucer sized” ulcer
which had the histologic picture of Hodghins discise A
similwr case Teported by Parkhurst (232) was 131 year old
man who knd Hodghns disewse wath lymphadenopathn for
four years before he developed a nodule on the calf of the feft
leg Other nodules subsegnently appearcd and there was 1
clean shallow undermned ulcer surrounded by an erythema
tous mfiltrated margin on the night calf There was a *dime
s1zed” erythematous infltrated mtracutineous nodule on the
serotum and a smaller smilar nodule anterior to the left car
The patient desctibed by Sweitzer and Winer (319b} de
veloped lymphadenopathy which receded within a few weeks
but recurred two months later and persisted  Six months
later a small nodular pruntic eruption developed on the left
thigh which became ulcerated because of persistent excont
tion  The leg was edematous durmg the day but subsided
+fter bed rest On admission he presented mgwinal lymphy
denopathy and numerous 1 to 3 em sized ulcers on the left
thigh  These ulcers began as small papules which dismtegrated
and eroded then enlarged and coalesced and showed no
tendency to spontaneous healing  They were freely movable
shightly tender and had elevated indarated sharply defined
horders and graaulabng  purdlent covered bases  Seme
smaller ulcers which had browmsh crusts had a purulent base
on removal of the crust There were several nonulcerated
papules interspersed between the ulcers The Tustologic
diagnaoss was ulcerative Hodghuns disease of the skin

Another case of this tvpe was a 54 year old man reported by
Shelmuire (298 case 2) He had many bean sized” brownish
cutineous tumors of the nech and night side of the thorax
Some tumors were ulcerated in the center and there y as marhed
CYWK i suprachiviedl r wnd wallary Iymphadengpathy A
chmeal diagnosis of acute 1cne cachecticorum was mide His
tologic examm ttion of 1 cut neous nodyls revealed 1 mass of
rinud cion tissue extending from the thin epidermis mnto the
fower portion of the cuts  This tissue completely repliced
the norowal connective tissue wd show [ RY potymorphous cell
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the lymph denop wthy or visccral mnifest wions by 1 peniod of
months to mny years

Swateer ind Winer (319h) 1kso clussificd the ulceritne
lesions 1s 1) The Grosz or Hirschfield tvpe hnng cutineous
uleeritne lesions the uleerition 15 Imted 1 extent and de
selops m small cat meous nodules 2) The Cole Anderson tvpe
exlibiting extension from lemph nodes bones or other tissue
and 3) The Doessecher kren Salfeld tvpe m which the shin
15 the primary focus of Hodghins discise  In the first type

5

A s -
36 Large tumors of Hodghins disewe simultting mcosis fun
goudes Demblee (Bluefub wnd Schwartz Arch Dermat Feb
1926)

ulceration develops 1 1 number of cutineous or subcutaneous
nodules which hve the tvpicil histopithologic structure of the
disease  Grosz (133) wis 1 tvpieal eximple of this form in
which the necrosis usuilly begms on the top of 1 nodule nd
gridually extends to cover the surfice of the nodule more or
less completely  The lesions m1y remun discrete or ml]‘
colcsce to form Iarge ulcers Harschfdd (151) descnibed \uc;
a patwent who devdloped numerous browmish red nodules ol
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nodules subsided Jeaving prgmented scars but some ulcerated
and were covered with dark brown macules The speafic
cutaneous lesions m this case preceded other mwmfcst.m(:ns of
Hodgluns disease and the chmeal picture resembled Weber
Christian disese

The second type of ulceritine cutincous lesions resulting
from secondery mvohiement of underlying structures are
Mustrated by the following cases The first case of ulcerative
ontaneous Hodghins disease reported n the United States was
that of Alderson (6) Thus 28 year old mn deseloped cervical
and ~alliry lymphadenopithy which was histologacally typieal
of Hodghins disease Twoyeus later a painless oval swelling
appeared along the muddle third of the night tibial area wd a
sumlar hard swelling apparenthy connected with the penos
teurn appeared on the lower third of the left leg over the
hbia  Four months later the indur ited lesions broke down and
formed wicers chimeally wdstmguishable from a gumma which
showed Hodghins disease of the subcutancous tissue and
shin on hnstologic examination A 37 vear old man reported
bv Cole (641} had a swelling of the nght supraclaviculr
region which was beleved to be an “ibscess™ Lympht
denopathy 1n this region al I appeared and disappeared
and stologic examination revealed Hodgkins disease  The
Ivmphadenopathy continued and several lymph nodes even
tually ulcerated The only cutaneous lesions were a large ir
regulaly rhombowd mass 3bv § ems n swe 1 the right supra
clavicnlar region which w s indurated centrally ulcerated and
apparently fused to the underlyme lymph nodes There were
several “hickery nut” sized lesions to the dustal side of this area
some of which had uleerated

Dupont {592} deseribed 129 year old mn who had cervical
lymphadenopathy and the left pectoral region was elevated
There was a “palm sized” imregularly outhned ndefmtely
polveentnc plaque which was composed of nupple ke projec
tions covered by glossy dull red shin wn the center of the ele
vation and the furrows wnd depressions separating the project
g buds were ulcerated in some arews  The cutaneons and
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wnfiltration composed of lymphocy tes, plasm cells, eosmophuls
and the charactenstic multinucleated giant cells of Hodghm's
disease  The patient described by Smegowsht (312) had
multiple flat, bright red cutaneous nodules on the thoracie
wall  Some lesions became necrotic, formed ulcers wath an
erythematous halo, and colesced to i olve an area extending
from the nght aullary to the left mammary hne  This area
was, for the most part, covered with a blackish brown crust
having sharp borders and was not undermmed A woman de-
seribed by Bine (30) developed cutaneous nodules which dis
appeared spontancously within a weekh  However, eight
months later, nodules which broke down and ulcerated ap
peared on the hard palate  One nodule assumed a punched
out character and suggested a lesion of late syphihs There
was a sloughmg lesion 1 olving the opposite side of the palate
which perforated, and sloughing of a long-st mding hemorrhor
dal leston also occurred  The autopsy dignosis was Hodghin's
disease of the spleen, Incr, hidney, adrenal glinds and bone
marrow  There were no pilpable superfictil lmph nodes but
necrosis and infiltration were present n one Iy mph node over
the head of the pancreas

A 59 year old man, reported by Senear ef al (249c), had a
generahized cutaneous eruption which spred only the palms,
soles and gemitaha  There were many large, soft, purphish red
nodules on the dorsal surfaces of the feet and on the legs, thighs
and buttocks, with considerable browmsh prgmentation
Large, but less profuse, nodules were present on the backs of
the hinds, the forearms and mms and large ulcerated nodules
over the night cyebrow and lobe of the left exr, many of which
were ulcerated and crusted  Histologie exammation of a
nodule from the arm and the Iymph nodes reseled Hodghm's
disease  The patient described by Nanta (2391) dev cloped an
uleer at the naso labial commussure which extended over the
cheeh In Chevallier and Bernards (62) patent, the ulcer
appeared mn the permneal region  The case reported by Rer-
mann et al (271) was a 45 year old man who developed
nodules on the chest and abdomen The majonts of these
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nodules subsided lewing pigmented scws but some ulcerated
and were tovered with dark brown macules The speafic
cutaneous lesions n this case preceded other mimiestauons of
Hodghins disease and the climenl picture resembled Weber
Chusttan diserse

The sccond type of wlecritne cutaneous lesions resulting
from secondary imohement of underlying structures are
Mllustrated by the following cses  The first case of nlceratne
cutancous Hodghins disease reported 1n the United States was
that of Alderson (6} Thus 28 ye «r old man deseloped cenvical
1nd auilaty lymphadenopathy which was ustologically typictd
of Hodghins discase Two years later 4 pamless oval swelling
apperred along the muddle third of the nght tibnl 1revand 1
similar bard swelling appiently connected with the perias
teum appeared on the lower third of the left leg over the
tibid Four montbs later the indurated lesions broke down and
formed vlcers climcally indistingwishable from a gumma which
snowed Hodghins disease of the subeutaneous tssue nd
shin on histologic exammation A 37 year old man reported
by Cole (64a) had a swellmg of the nght supriclavicular
reglon which was believed to be an “abscess” Lympht
denopathy 1 this region alternately appeared and disappeared
and histologic exammation revealed Hodghins disease The
Iymphadenopathy contimued and several lvmph nodes even
tually ulcerated The only cutaneous lesians were a large ar
regularly thombeid mass 3by 5 ems m size 1 the right supra
clavied far region which w1 mdurated centrally ulcerated and
pparently fused to the underlying vmph nodes  There were
several “fuchory nut” sized lesions to the distal side of thus area
some of which had ulcerated
¥ n?x:‘fa’:}netn(uii:f); d:m;i:‘ed “‘ 29 yer old man who had cervical
Thae wam “Lln:“ ! l:‘enm pectoral region was elevated
polycentre pl.\rlue “}"‘ ‘; weegularly outhoed indefimtely
trons covered by lonsy Aol ved o S eomnce ot rheE
vation and the f);“i :‘ssy Aull red shin 1n the center of the ele

ws and depressions separiting the project

g Luds were ulcerted i some atens  The cutineous and
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visceral mvolvement was typieal of Hodghins disease and the
cutncous lestons exhibited the coenistence of tvpical lvmpho
granulomatous and tuberculord lesions on histologic examma
tion

It wis the opmion of Gadrit (1141) that m cises of ths
type the massn e tissue destruction 1s of lymph node ongin the
ghinds having hterlly poured out their lymphogranulomatous
mfiltrite mto the deep lyers of the shin the tissues bemng
eventually destroved by necrosis  The shin 15 thus undermined
and destroyed just s are bones and muscles in Hodghns
disese

Etienne et al (95) described 2 35 vear old womtn who hd
two Inrge nleers wath rather sharp violaceous contours nd
everted margins 1n both cenvical regons  These ulcers fol
lowed the deyelopment of 1 fistul 1 caused by necross of under
Iying lymph nodes due to Hodghms discise  Three patients
having ulceration were described by Arzt and Randik (100
The first was 1 52 vear old man who developed malhry Iympht
denopathy followed by cutweous uleerition and phlegmonous
mfiltrition of the \bdomen ind chest The second pitent wis
1 womin who had williry submwilliy wd supriclaviculr
Ivmphadenopathy  The growth m the left willi becime ede
matous nd formed 1 destructive uleeration with thickened
borders and 1 grinulation tissue covered biwse The third
patient developed occipital lymphadenopathy wath subsequent
suppurition  An ulcer 1ppered n this regron which gradully
increased 1n size and depth to mioke the entire night side of
the scilp mnd neck until the vessels ind bones were eposed
This patient ched withm one yewr wmd autopsy disclosed
Hodghins diseise  There w 1s sheht im ol ement of the super
Beral ymph nodes but the oceipital bone w s nerly destroyed
1t the bisc of the ulcar md the duia w s mAltrited by granu
Jomatous tissuc  Lanser (193) observed t 35 voir old wommn
who had multiple lymphdenopithy wsocrated with diffuse
ulcerttion of the nalhiry wnd cervieal regions

A 923 yewr old mwn deseribed by Senewr ind Cwro (294b)
hid moderite lmphidenopathy of the willae left mgun il
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posterior left munculir and left ladney regron He developed
a well defined deep iregularly outhned somewhat elevated
uicer i the nght maxlry region which extended horizontally
from the postenor axlliry line to the mpple lne and vertically
from the level of the fourth mterspice to the shoulder The
overlying tissuc was firmly adherent and the bise was bught
red unesen, friable and covered with 1 fonl purulent exudate
with a firm broad surrounding zone of nduration  Despite
roentgenotherapy s condition rapwdls deteriorated and the
entire right chest showed a “board ke mfiltration A symlar
mfiltration developed 1n the nght supraclavicular region and
the overlying skin was mottled red nd punful A similar but
smaller ulcer developed mn the neht mfraclnicular region
within two weeks time  The charactenstic histologic picture
of Hodgkim's disease was present in the cutaneous ulcer lymph
nodes of the anterior thoricic wll ind mediastinum

Fanelle and Newjein (99) reported a 32 ver old man who
had a punful swelling over the sternum for ten weeks This
swelling mereased 1n size and finlly formed a pamful uleer
with an regular base which Bled easly and the underlyme
bone hecame eroded  Hastologic eximnation of an nvolved
Iymph node and a portion of n ulcer showed the typical me
ture of Hodghins disease A womin who developed an ex

cortating uleer the size of 1 “small hand " 4t the base of the
v -

necl falln e ® aan o £ il

1 4a in esteomyelitss sn the manubrium w s described by Pessin
10d Pohle (257)  She had a shiny ulcerited nodule on the Jeft
side of the chest  Roentgenogrim revealed 1 “moth eaten”
ppearance of the lower left half of the manubrium and latera]
to nd below this arca w1s 1 poorly defined e of increased
density which evtended between the Frst wnd second mibs
Curettage of the manub discl

a Sma“ )! \| A ab
scess with brawm, duration of the subcutaneous hssues
which had a greemssh yellow exudite The RrOss specimen
consisted of greyish yellow and greensh yellow “jelly hke”
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tissue and a few fragments of Bbrous tissue A granulomatous
mass subsequently developed at the site of the surgical ma
sion and a red, raw, firm, elevated cutaneous tumor appeared
1 this region  Histologic exammation of a lymph node re
vealed Hodghin’s disease

Middleton (221 case 4) reported a 26 year old womn
whom histologieal examination of an anillary Jvmph node had
been diagnostic of Hodghm's disease three and one half veus
previouslv. The biopsy wound, however, had not heled
and cervical lymphadenopathy subsequently appeared  Ex
tensive roentgenotherapy was gnen but mvoliement of the
left breast accurred and extension from the ongmal ate was
suspected  The process was fairly well controlled with roent
genotherapy ewecpt for mild exacerbations m the pnmarnly
mvolved areas However, 27 months later, there was 2 pro
gressne lymphadenopathy and a dramng smus n the nght
upper chest During the next 14 months the ulceration ey
tended somewhat into the night infraclwicular regron  These
ulcers showed a dirty grey bas¢’ with abrupt margins and,
subsequently, another supraclavicular sinus appeared  These
two areas eventually joined to form A smgle ulcer, 10 by 125
cms i size, with a shghtly sluggish granulation of the edges
Krueger and \Mever (179) reported two pitients who hud
cutaneous ulceration over enlarged lymph nodes

Autopsy study on Lyon's (204) patient disclosed an irregulir,
somewhat oval shiped uleer 130 by 100 mms m size, which
extended into the nght chest cnity A considerible portion
of the sternum and adjrcent portions of the mbs wnd nght
clavicle were eraded and the cutancous surface of the edges
of the opening were covered with normal epidermus, beneath
which was what appeared to be newly formed fibrous tissuc
The pleural surface of the edges of the opening appeired to be
composed of mfected and necrotic tissue  The exposed ends
of the bone were eroded and necrotic  The chest openmng p
peared to have been formed primanly from pressure necrosis
and the continued enlargement appeared to have occurred m
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part at least by necrosis of the skin and subjacent tissue imme
dately belund the edges of the opeming

Dobes and Wexdman (83) reported a 35 year old Negro
who had developed deep ulctrated granulomas m the cervical
tymph nodes and skin during the preceding three or more years
The ulcerations began in the left cervical region became con
centrated on the left thoracic will and finilly extended to the
nght breast  Generahized lymphadenopithy nd intermittent
fever eventually developed and anemit gridually appeared
The red blood cells numbered 3 450 000 per cu mm  with 52
per cent hemoglobin and eosimophihia (absent at first) reached
84 per cent Intenswe roentgenotherapy caused a defimte
although temporary mprovement The histologic picture
was not diagnostic and there was at first no tissue eosmophilia
although 1t later became extreme The listologie picture was
“atypieal for a considerable period before the lymph node
histologie picture proved to be charictenshic of Hodghins
disease

The case reported by Levin and Behrman (189) was a 32
year old Negro who deseloped numerous firm tender nedules
of “pea to quirter dollar” s1ze on the chest over the manu
brum sternum  These lesions gradually became confluent
and uleerated superficially 1n the central portion Roentgeno
therapy was adminustered and the lesions at first responded to
treatment but later became radio resistant and numerous
kelowdal nodules developed around the onginal sternal cutane
aus lesions as well as m the clavicular and axllary regions
Trut (326) described a 57 year old man who had a spon
tanecus fistaln  The cervical lymph nodes had become flnety
ant and exuded a “cheesy” matenal Another fistula de
veloped at the site of a biopsy masion and another m a left
aullary swelling  In Linsers (193) case the cutaneous ml
traton also followed ncision of a lymphogranulomatous
swelling
ns'mm (2343 described two cases of this type of ulceration

e first pitient (2943 ease 4) was 1 93 yer old woman who

hd 1 firm supriclwvieular Iymphadenopathy of the left side
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tissue and a few fragments of fibrous tissue A gr inulom itous
mass subsequently developed at the site of the surgical oy
sion and a red, raw, firm, elevated cutaneous tumor appeared
m this region  Histologic exammation of a Iymph node re
vealed Hodghin's disease

Middleton (221 c1se 4) reported a 26 yeir old woman w
whom Iistologieal examimation of an axillary lvmph node had
been diagnostic of Hodghin's disease three and one half ves
previously  The biopsy wound however, had not healed
and cervical fymphadenopathy subsequently appeiwred  En
tensne roentgenotherapy was ginen but ynvolvement of the
left breast occurred and extenston from the ongiml site %1
suspected The process was farrh well controlled with rocnt
genotherapy ceept for mild exacerbitions m the prumanly
mvolved arers  However, 27 months later, there was a pro
gressive lymphadenopathy and a dramung simus m the neht
upper chest  Durning the next 14 months the ulceration ex
tended somewhat into the rght infraclavieylar vegion  These
uleers showed v dirty grey bisc with abrupt murgmns nd
subsequently, another supraclavicular sinus appeared  These
two areas eventually joined to form a single ulcer, 10 by 125
cms 1n size, with a shghtly slugeish grannlation of the edges
Krueger and Meyer (179) reported two patients who had
cutancous ulceration over enlarged lymph nodes

Autopsy study on Lyon s (204) patient disclosed an irregul it
somewhat oval shiped ulcer 130 by 100 mms 1n size, which
extended into the right chest enits A considerable portion
of the sternum and adjreent portions of the nbs and right
clvacle were eroded and the cutaneous surfrce of the edges
of the opening were covered with normal eprdermis, beneath
which was what appeared to be newly formed fibrous tissuc
The pleural surfce of the edges of the opemng appeared to b
composed of fected and necrotic tissue  The exposed ends
of the bane were eroded and necrotic The chest opening ap
peared to have been formed primanly from pressure necrosis
and the continued enlargement ppeared to have occurred 1
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typical of Hodghins disease but this diagnosis was est blished
atautopsy A 40 year old man & ho developed « tumor of the
nght heel was seported by Rren (1781} Tngumal lympha
denopathy occurted and the tumor became nlcerated assum
1ng 3 “sarcoma like” appearance The leg was amputated but
two years later there were “hazelnut to walnut” sized cutaneous
nodules which were more marked on the extrermbies These
lesions tended o ulcerate and one over the left patelih de
generated mto \ sexprginous wicer The diagoosis was made
1t wutopsy

The patient described by Saslfeld (283) was a 52 year old
man who had feft awfliry Iymphadenop ithy which broke down

had iregular authnes and elevated margins reached a ton
siderable size and eventually the brachial plexus and blood
vessels were evpased  Histolog disclosed
Hodglins disease A 41 year old man who developed w8l
trated Jesions m the region of enlarged ol wicular lymph nodes
was descnbed by G an and Schl {132)  These
twad ulcerated lesions also mvohed the left arm and knee and
later appewed m the ocaipital recion left side of the neck
and on one thigh

The pihent reported by Arzt (10a) wa, a 25 year old mn
who had a3 by 10 em ulcer 1n the right oceipitonuchal region
This fesron had apyp d one year p 1 4 h
cenvical lymphadenopathy and had spread progressively dc)
spite treatment The ulcer had sharp frm borders and
r(:]ugh purulent necrotic base which reached the bone Th:
;\)1 ;m;mg Iymph nodes were palpable There was a peripheral
\ol?e «ZOS‘nGP}II‘I‘n of 5 per cent  The ulcer extended to in
i T:em{\:sc e a‘nd bone nd there was considerable slough
s, ‘“\‘rtorc(‘ chmeal dingnosis w1s mycosts fungordes
o ’\u&OL;:) reveiled granulomatous processes with
roumsen nodules 1n the lymph nodes lver and spleen

alogy of these argins and 1 cutaneous ulcer reyealed
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This nodule had been remosed surgically one year previously
when a diagnosts of “a mamfestation of a lvmphogrnuloma”
had been made and roentgenatherapy mstituted  Fne months
later she presented cervieal and avlhy lmphedenopathy and
a roentgenogram of the chest reveled mediistinal mvohe
ment  Three months Iter she hhd developed a Imer, uleera
tive Jesion of the right side of the nech 1n 1n are where there
was shght dramage The shm m tlus area overlying the en
larged cersical Iy mph nodes had been mfiltrated for some time
The clmcal diagnosis at thrs time would unquestionably have
been “scrofuloderma” but, m view of the previous Justory, the
neck Tesions were exammed histolomerlly md the typreal pie
ture of ulceratne Hodghin’s disese was appent Another
pitient (2941 case 2) was a 57 vear old womm who h d de
veloped swellmg m the nght aully three months pre\lnllsl\
and, one month Inter, anorextn weight loss and weakness o¢
curred  On admussion she had marhed submaully and neht
cervical lymphadenopathy and a punful, “walnut” sized Ivmph
node n the nght supraclwiculir remon  There was a vegetat
ing “tomto sized mss i the nght aullh which was necrotic
ulcerated, and of a bright rcd color with a tenacious yellowsh
discharge There was a 3 cm ulcer on the thoracic wall just
below this lesson  The lustologic picture of a lymph node
revealed typical Hodghi’s discase and a Turge, vegetating
ulcerative cutaneous mass showed w 1dentical picture

The third type of ulceration deelops m the skin exther as 2
primary mumfestation of the disese or secondary to it, not as
a direct extension of lvmphidenopathn Twrge mfiltrates or
tumors

Dossekher (84) described this type of ulceration m a 54
year old woman whose first manifestation of the diserse was a
punless swelling of the scalp  Later mfiltrations and flat
tumors developed on the forehead followed by superficial
“walnut to pigeon’s egg, size ulcerations which resembled my
cosis fungordes  Cervical and occipital Iymphadenopthy oc
curred Inter and a well defined deep ulcer developed over the
ear 'The histologic picture of the cutineous lesions was not
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This ulceration extended to mnolve the enfire nght walla
within the followmng three months The autopsy diignosis was
Hodghnss disease of the Tvmph nodes and cutaneous ulcerated
ateas and the breast tumor showed granulabion tissue with
nnumerable Sternberg Reed cells

A 42 year old woman who had syperficnal pamless ulcery
bons scattered evenly over the trunk and edtremties was de-
serbed by Czezowska and \herzechs (75)  These lesians
showed no tendeney to coalesce and stmalar though less severe
fesions were present m the mowth Following roentgeno
therapy to the mediastinil nodes the ulcers of the upper ex
tremes and thorax disappetred and those of the lower ex
tremities clered follow ing radiation of the abdomen  How
ever the meduastimal tumor enlarged and there was an eleva
won of body temperiture as her general physcal condition
declned and numerous cutaneous lesions became confluent
formany a Yarge deep ulier over the nbia tarsal jont  Despite
treatment this ulcer increased m width and depth and 4 pro
tuse ) h developed which A amp
above the yjomt  Histologie eximination of the ulcer showed
Hodglins disease with numerous Sternberg Reed cells

Gmsburgs (121b) patent was a 54 vear old woman who
bad two “punched out” vlcerations of the nght breast and
hemorthagie cutaneaus nfiltration of the chest  Histologae
ewmmation revealed Hodghins disease A patient having
three confluent ulcerations on the nech 1nd one below the er
was described by Moraime (231)  There was multiple lympha
denibs most marked sn the nght parotid region  Histologie
esamination of the ulcerttion revealed Wodgkins disease
Tt 2l 10n of the

with a ter
« vl luught e blood stream was yeported by
Bersack (27b)  Thas 44 year old man first developed a “lump”
on the right calf which gresw to “hens egg” size became uleer
ated and was follow ed by new ulcerated lesions The histo-
pathalogie picture of the older lesions res eled Hodgkins dis
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lymphacytes, plasma cells and Sternberg Reed culls Gadrit
(114a) described a 52 year old man who developed a “hazel
nut sized swelling” on the lower jaw one year previoush,  The
nodule grew to the size of an “orange” while the overlying
shin became thin, ulcerated and ruptured, discharging a
gangrenous evudate  Histologic studies showed Hodghin's
discase  The cutaneous lestons m Mihan's (2231) patient
suggested early mycosis fungordes Estenswe cervical and
subclavrcular tumors, many ulcerated, developed and the bor
ders of these ulcers showed innumerable Sternberg Reed cells
on lustologic exammnation A 39 year old woman who had a
generalized cutaneous eruption resembling mycosis fungoides
was described by Mousson (233)  Cervical lymphadenopathy
developed and several large deep ulcers appeared on the
forehead, scalp and shoulder These sharply margmated uleers
presented a “dirty base” and were surrounded by a flat 1nfil
trated zone The Iustologic prcture was Hodghin's disease
Laedenich et al (180a) described a woman who deseloped
a “fist size” lymphadenopathy m the nght aulla  One yew
later deep seated, “pea” sized cutancous nodules appeared m
the nght scapulothoracic region which, within a few weehs,
broke down and estended to form two large ulcers i the nght
anteror shoulder region  These sharply outlmed lesions, 10
cms and 45 cms , respectiely, 1n size, were elevated and had
a “pad-like margin with soft uneven bases which were cov ered
with greenish fetid pus  The first patient described I))“ Shel
mire (298) was a 54 year old man who hid numerous “bean-
sized” browmsh cutancous tumors on the neck and right half of
the thoray, several of which were centrally ulcerated  The
histologic dingnosis, at autopsy, was Hodghmn's dISC'ISC‘ of the
shin and lymph nodes His second patient was a ‘middle
aged” woman who had marked mngumnal, .mllary,"ccrucal and
supraclavicular lymphadenopathy and a “movable” tumor masls
of “pigeon’s egg size in the left breast  The left axillary lymph
nodes were from “pea to walnut” size with an adherent, -
flamed overlymg shin  There was a 25 cm uleer, which
exuded a serous flud, 1 the center of the inflamed area
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Thus ulceration extended to molve the entire nght aalla
within the following three months  The autopsy dagnosis was
Hodghun's disease of the 1ymph nodes and cutaneous ulcerated
areas and the brewt tumor showed granulahon tissue with
innumerable Sternberg-Reed cells

A 42 year old woman who had superfieal, panless ulcera-
tions scattered evenly over the trunk and extrembes, was de-
stnbed by Crzezowsha and Mierzechs (73)  These lesions
showed no tendency to coalesce and similar, though less severe,
lesions were present m the mouth  Following roentgeno-
therapy to the mechastinal nodes, the uleers of the upper ex-
tremities and thorax disappeared and those of the lower ex
tremittes cleared following wradiation of the abdomen How-
ever, the mediastinal tumer enlarged and there was an cleva-
ton of Dody temperature as her general physical condition
dechined and numerous cutaneous lesions became confluent
formmg a large deep ulcer over the tibia tarsal jomt  Despite
treatment, thus ulcer increased m width and depth and a pro-
fuse hemorrhige developed which d amputat
above the yont Histologic examunation of the ulcer showed
Hodglin's disease with numerous Sternberg-Reed cells

Grusburg s (1216} patient was 3 54 year old woman who
had two “punched out” ulcerations of the nght breast and
h 1 t of the chest Histologic
exammation revealed Hodgkin's disease A patient having
three confluent wicerations on the neck and one below the ear
was desenibed by Moraime (231)  There was multiple Jympha-
dentts, most marked n the nght parotid remon Histologic
ewmtnation of the ulceration revealed Hodgkin's disease
Locahized yoemtgenotherapy resubted 1n eicatrization of the
1l and disap ance of the lymp 4
i ong s Todgors e i v

am Was reporte:

Bersack {27b)  This 44 year old man first deve]opedpa ')umpy'
on (t{he right calf which grew to *hen's egg” size, became uleer
“‘eh ;‘“d was followed by new uleerated Jessons  The husto-
pithologie picture of the older lesions revealed Hodglun's dis
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This ulceration extended to imolve the entire nght aalla
\withun, the following three months The autopsy diagnosis was
Hodghuas disease of the lymph nodes amd cutancous ulcerated
areas and the brest tumor showed granulation tissue with
smnumerable Sternberg Reed célls

& 42 year old woman who hid superficial painless ulcera
tions scattered evenly over the trunk and extremities was de
senbed by Czezowska and Vlierzecht (73)  These Tesions
show ed no tendency to coalesce ind similar though less severe
Iesions were present m the mouth  Following roentgeno
therapy to the mediastimal nodes the uleers of the upper ex
trenuties and thorax dusappeared and those of the lower ex
tremuttes cleared followng irradiation of the abdemen  How
ever the mediastinal tumor enlarged and there was an eleva
tion of body temperature as her general physical conditon
declined nd numerous cutaneous lesions hecame confluent
forming a large deep ulcer over the tibia tarsal joint  Despite
treatment this ulcer mmereased 1n wadth and depth and a pro
fuse hemorrhage developed which necessitated amputation
abave the jomt  Hustologic examination of the ulcer showed
Hodghns disease with numerous Sternbery Reed cells

Gmsburgs (121h) patient was 4 54 vear old woman who
had two “punched out” yleerahons of the nght breast and
fiemotrfiagic cutancous nfiltration of the chest Hstologie
exmmition revealed Hodghins discase A patient having
three confuent ulcerations on the neck wnd one below the ear
was described by Morayme (231)  There was muttiple Iymph1
dentis most marked 1n the nght pasotid region  Histologic
evamnation of the ulceration revealed Hodghns disease
L,“"ahz"d Toentgenotherapy resulted m cicatrization of the
« and disappy of the lympl
mx:a?;‘s:;,f:::ng ;u(:\neous Hodgkins disease with a ter
Bersach (o707 _[Ull':“ lﬁ)ugh thledblcod stream was xepm:tnd h!
on the mght adlf ol year old man ﬁrst”de\ elaped a “lump’
e o s fol} "Ch grew to “hen's egp” size became ulcer

ot o ed by new ylcerated lesions  The husto-
Mihologie picture of the aldes lesioms reverled Hodakms dis
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ease The cutancous nodule suddenly enlarged and a gen
eralized eruption of “hundreds” of small, errcumsenibed, papu
lar, nodular, erythematous lesions appeared, associated with
chulls, fever and stupor  He died exght days Jater

An 18 year old boy who had Hodghn’s disease for one year
was desenibed by Kierland and Montgomens (170a) Cu
taneous plaques, present on the left thorax for two months
ulcerated within two weeks” time  The ulcerated arex con
sisted of confluent, shghtly tender nodules, many of whch had
ulcerated  The hutologic diagnosis was Hodgkan's disease
This patient hd been previoush presented by OLewry ot a
(247D)

The patient reported by Yamasaki (358) was a 42 year old
woman who developed a “huge growth’ on the nght side of
the neck where there was lymphadenopathy ~ Similar lesions
extended to the nght shoulder and ailla and to the left supra
clavicular region  An ulcer, which resembled an “eroding
sarcoma,” developed on the nght side of the nech and ev
tended toward the nape A patient presented by Symmers
(320 case 13) had cutancous nodules with mfiltration and
destruction of the muscles and tendon sheaths of the nght fore-
arm Fuchs (111) reported a pitient whose nose was a liwad
red color with a ‘ trumpet-like” swelling at the tip  The bridge
of the nose was destroyed and there were fire nodular, “puth
broken down partly bleeding, tumor masses m the nasal
passages  Uleeratine cutaneous lesions occurnng in patients
with Hodghins disease were also described by Epstem and
MacEachern (94) Cerutti (58), Durand et al (90), and
Huguenm et al (156)

Case Report A 56 seir old man who had speaific ulcers of
Hodghins diseise from underhing limph node mvolvement
first descloped a small punless nodule 1 the left mgumal rc
gon five months previously  This cnused obstruction wd 1
sulted i edem of the leg below the knee and the skin of the
anhle assumed 1 mottled red color  Four months later the right
ankle bec ime swollen and progressed to mvohe the entire leg
with a massne pitting edema  The shin of the leg wis wirm
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ery thematous, scaling and pruntic He had femoral and mgw
nal Iymphadenopathy and there was edema and mduration of
the entire left femaral region  Histologic exammation of an m
gunal lymph node revealed Hodghin's disease  The patient
died mine months after onset of the disease and autopsy re-
vealed Hodghn's diserse and pulmonary tuberculosis  There
was a deep-seated ulcer contammg considerable purulent fud
m the left inguinal region  The shin was scaly and atrophic
while early lesions were present on the left thich and lower
leg  The testicle was enlrged and the scrotum appetred red
and mdurated  There w1s a Lirge mass surrounding the 1ot
extending up to the duphragm, parth surrounding the Jumbar
vertebrae and continuous with a large mass which almost com
pletely filled the pelstc ety This tumor surrounded the ihae
vessels and mfiltrated the psois muscle The tumor, which
weighed 2330 gms , was compased of smooth, soft, arey, shghth
translucent tissue with small vellow necrotic areas

Case Report A 48 year old man had pulmonan tuberculosss,
with lanyngenl mvol ement 25 ye us previoush but the diserse
was considered to be arrested after one years’ hospitaization
and had not recurred  The first ss mntoms of Hodghn's disease
were a large fluctuant lymph node extending from the left ch-
vicultr to the mastoid process which had been present for one
yew There was complete disippearance of this soellng fol
lowmg roentgenotherapy However nmc months after treat
ment progressive swelling and tenderess of the manubnum
sternum medial heads of both (Javicles and upper three or four
nbs to their costal cartiliges occurred  There were numer
ous 05 cm nodules m these arexs and the overlying shin was
reddened with a tendencs to small abscess formation  On ex
amination one year later he presented a deep seqted ulcer at
the upper end of the manubrium sternum  Thas lesion 7 ems
1n si7e, was rregulirly shaped and the edges showed a tendency
to heal  There was 3 05 tm sinus opening, which contaned
pus, to the night of this lesion and another lmear ulcer to the left
of the larger ulceration A large tender, markedly punful arer
of matted mdurated tissue tmoh ed the left aulla  Autopsy re-
vealed no evad of pul I} i and the anatomu

Vit
cal dhagnosis was Hodghin's disease  Histologic examunition
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of the tamor nodules mn the retropentoneal region wesentery
Dver lungs and pancreas reveiled an extremely active form
of Hodghins disease  There wis 1 multiphaty of cell types
cluding lymphocytes eosinophils and fine fibrosis

Dircrosts Anp DiFrerexTuAL Diacnosts oF SPECTIC Cuta
Eous LEstons The cutancous tumars otcurting 1 Hodglans
disease are usually of large size ulcerated and fungating
While the diffuse infiltration of Hodghin's disease 15 sometimes
stmilar to thit present i leukem cutis unis ersalis the process
1 mever as extensne The tumors are wsually brght red
dusky purple or dark brown in color md usually occur on the
trunk 1n Hodghun s disense while leukemnic tumors usually occur
first on the hetd or evtremuties  The tumors tend to yun a
more chrome course m Hodghins disease than in leukema
The ulcerative mamfestations may present 4 vanety of chmeal
pictures  The mitial extension nd development 15 usually
rapid after which they m1y remain stationary for some months
75 the case described by Senewr {294a)  Gates (116) de
seribed the lesions as varymg from “con” to “palm mized”
uleers the larger ones usually few m number and the smaller
ones very numerous The ulcers are usully sharply outhined
are rounded or oval i shape although they may appear irregn
lar sermginous liear or “mangled”  Although the barder of
the ulcer 15 usually elevated it may be undermined with a
soft uneven base having a floor covered with granulation
tissue or a purulent or necrotic materal  Palpation may ehait
free bleeding and a fetid odor 35 usually apparent These
ulcers may cause shght or severe radiating pamn

According to Chesather and Bernard (62) the tumors are
wregularly distributed and are never generalized but predom
nate 1 the ateas of the brests back hips and shonlders  They
ate somettmes 1solated or grouped but rarely confluent and
the adjoming tissues may be normal or diffusely mfiltrated
Thev stated that the tumors of Hodgkin's disease tend to uleer

ate whereas those present in lenkemma cutis do not have this
tendency
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erythematous, scaling and pruntic He had femoral and ingu
nal Iymphadenopathy and there was edema and induration of
the entire left femoral regrion  Histologic examination of an m
guinal lymph node revealed Hodghin's disease  The patient
died nmine months after onset of the disease and autopsy re-
vealed Hodghin's disease and pulmonary tuberculosis  There
was a deep-seated ulcer contaiming considerable purulent flud
i the left nguinal region  The shin was scaly and atrophic
while early lesions were present on the left thigh wd lower
Jeg ‘The testicle was enlarged and the scrotum appeared red
and indurated  There was a large mass surrounding the aorta
extending up to the diph parth sun ding the lumbar
vertebrae and continuous with a large mass which almost com
pletely filled the pelic ity This tumor surrounded the slae
vessels and mfiltrated the psows muscle  The tumor, wlich
weghed 2330 gms  was composed of smooth, soft, gres, shghth
trnslucent tissue with small vellow necrotic areas

Case Report - A 48 year old mn had pulmonary tuberculosis
with Iryngeal mvolvement, 25 y ears previoush but the disease
was considered to be arrested after one years’ hospitalization
and had not recurred  The first symptoms of Hodghin’s disese
were a hrge fluctuant lymph node extending from the left ¢l
vicular to the mastord process, whick had been present for one
year There was complete disapperance of this swellng fol
lowing roentgenothcrapy  However, nine months fter treat-
ment progressive swelling and tenderness of the manubnum
sternum medtal he ds of both clavicles and upper three or four
nbs to their costal cartilages occurred  There were numer
ous 05 ¢m nodules m these areas and the overlymng shin w1s
reddened with a tendency to small abscess formation  On ex
amination one year later he presented a deep-seated wlcer at
the upper end of the manubrium sternum  This leston, 7 oms
m size was rregularly shaped and the edges showed a tendency
to heal There w1s a 05 cm smus opening, which contamed
pus, to the nght of this Jesion and another Imear uleer to the left
of the larger ulceration A large tender, markedly panful area
of matted, mdurated tissue involved the left avlln - Antopsy 1e-
vealed no evidence of pulmonaiv tuberculosis and the anatomu
cal diagnosis was Hodgkins disease  Histologic exumination
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The patient reported by Arzt and Randak (10f) presented
Jesions cov cymg most of the ght pinctal and accrpital regions
of the scalp which extended to the nech
Usually the border of the ulcer 15 sharply defined  However
the outhne vanes and mu he round, as m the case “?‘“‘bﬁd
by Laedench ef al {180, b), wrregular, as 1 Saalfelds (%89)
case serpiginous, as reported by Nnta (238a) and Kren
(1781), “mangled,” as 1 Arzt and Randaks (10f) patient, ov
of a inear form, as descnibed by Cole (642)  The margms are
usually elevated and often have 1 “pud like™ elevation, as
Gadrat’s {1141) pwent The margins may be undesmined
and flabby or shrply “punched out,” resembling a gumma, as
descrbed by Bine (303, Alderson (6) and Kren (178v) The
ulcers are usually deep with an wneven floor wiuch 15 covered
with abundant purulent or necrotic matertal or pranulation
tissue, and hne a soft base while i most cises the evudate
T1s 2 purnlent odor  The ulcers usnally bleed freely when
fouched and there 15 usually pun of vintble degree, wiich
may ok times be severe
Two of Cherather and Bernards (62) patients had scattered
lesions They found that of 27 pitients m whom the ulceraion
oceurred as a single leaton or as multiple lestons 1n a restneses
area, 21 had mvoh ement of the submwallary clasicular, avl-
Iany and thoracie regions
Lymph node and tissue smprmts were first used by Nanty
and Chatelhier (239¢) m the duagnosts of entaneous Hodghm's
disease and have proved to be of great diagnostic valne
Sweitzer and Winer (319h) found that Sternberg Reed cells
“ere much more typical in fymph node wmprints than i tissue
sections  They desenbed the lymph node imprint technic as
follows  “An exaised or punched out, nnficed specimen 15 cut
1nto tw o parts and compressed in a forceps  The exuding sur
face » touched Iightly on a clean glass shide  The shde 1s then
dried by rapid fannung for a few minutes and then stained
Mediately  The stamng techme s performed m the followsng
munner according to Schleicher {997

) Apoh 05 ce of Wrghts Blood stun (01 pm of stam 1n
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formed by clumpang of endoth Il cell  Sternberg Reed el
hue a deeply staming nucleus with large nucleol and cmrsc}
wrregular arrangement of the chromn ‘The proportion o
the nucleus to the cytoplasm 1s that of a malignant cell

The ulcerated lesions of cutaneous Hodghun's disease must be
Qifferentiated from syphalis, sarcoma, mycosis fungordes ept
thehoma, tuberculosis and lenkeran  The dingnostic difficulty
m differentiating myvcosss fungoides and Hodgkun's disease 15

d frequently Mycosis fungordes 15 prmanly a cu
tineous disease whereas Hodghin's disense 1s pnmanly 2a
dusease of the retculum of the hemoparetie organs, namely, the
lymph nodes spleen and hver  Both diseases are granulomas
and the chmcal and pathologie differentiation, as mentioned
by Senear (294a) and Laprere {1841) are included under My-
cosis Fungomdes {Part 1)

A patient described by Reiminn et al {271) wis believed to
have relapsing febnile nodulwr pinnieulitis during hife, but at
witapsy the diagnosis of Hodghin s disese was estabhshed

The differentition from syphilis m1y be made on the results
of serologic reactions and therapentic tests  The syphilitic
ulcer usually does not have a purulent base, there 15 no tend-
ency to hemorrhage 1nd the adjacent Jvimph nodes are not en
larged according to Laedench et al (180b)  Tuberculous
uleers 1re rregul wly outhined wath thin viclaceous and under

muned margims  Although some Jesions may grently resemble
el Tornnl

1 Yy atous ulcers rirely molve the
fice which 15 a frequent site of cutaneous carcinoma Leu

heme cutancous lesions rarely ulcerate and concomitant evi

dence of leukermin 1 well s the tvmieal blood picture, will
establish the diagnosis

5 Mixed Form Combimntions of the various types of cu
taneous lesions hwe been deseribed  Erythematous areas
cczematous plaques wfiltration and tumor formation are evi-
dence that both nomspecific wnd specific cutaneous lesions
may occur simultancously

The 44 year old man reported by Arndt (9b) had cutaneous
whltrations and tumors which had appeared 15 to 20 years be-
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60 cc of pure methyl aleohol) and allow to act on the mprints
for two nunutes,

2) Dilute the dye on the shde with 2 e of distilled water
(pH 6+4), mix well and allow to stam for ten mimutes,

3) Wash off the diluted stan with distilled water and check
differentiation under the mcroscope,

4) Differentiate by dipping the shide for one to three sceonds
m Schleicher decolorzer (distilled water 100 ce, pure methn]
aleohol 50 cc, acetone 05cc ),

5) Rnse an distilled water and allow to dry i air™

Wilson (346) studied sections of shin and cut wmeous touch
smears 1 176 cases representing 52 cutancous diseases, m an
attempt to evaluate the cutaneous smear as an aid m duignosis
Results of the smears were mtarpreted as pormal or non-
specific 1n 135 mstances and as revealng the prescnce of neo
plastic disease m {1 cases  Diignosis 1 13 of the latter cises
was more specific than could be determimed by study of histo
logac scetions alone

The essential Iustologie chiractenstic of Hodghim's discise
1s the Sternberg-Reed guant cell wlich Swertzer and Winer
(319h) beheved to be reticulum cells undergong proliferation
They deseribed this ecll as one which contans a elear by dropie
cytoplsm and has a large round, oval or lobulated nucleus
which contains one or more clearly visible nucleoh  In acute
forms of the discase, these cells present only 1 smgle dark nu
cleus, rich i ehromatm o sometime s numerous cells m which
the nucleus 1s undergoing mutasss — In the more chrome form of
the disease, the cells are multinucleated, hawng undergone
mtotic division of the muclens A polyvmorphism of the mhl
trate which consists of hmphoaites polymorphonuclear Jeu-
kocytes, plasmi cells fibroblwts and cosmoplhuls, as well as a
tendency tow ard formation of fibrosts are also chiractenistic of
Hodghin's dise e Arndt (9b) and Bell (23) are among those
who have stressed the polymorphism of the mfiltrate, rather
than the presence of Sternberg Reed cells i the lustologie
diagnosis of Hodghin's disease The true Ste mbers Reed cells
must be differentiited from paeudo giwt cells which are
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foemed by clumpng of endothelial cells Sternburg 'R;m\ ccs“>
have a deeply stamng aueleus with Lige nucleoh ang c‘;ar v.‘%
uregular arfangement of the chromatin The proportion o
the nucleus to the ¢ytoplasm s that of 2 m(ﬂl%naht cell b
The viterated lesians of cutaneaus Hodghw's discase must be
Aifferentated from syphihs, sarcoma, mycoss fungoides, epy
thelioma tuberculosis and leuhermnia  ‘The dr\gnos’nc difficulty
w differentiting, mycous fungordes and Hodehi's disease 15
d frequently  Mycous fi des 15 prmanly a cu
taneous diserse, whereas Hodghns disease 1s pnmanly a
disease of the reticylum of the hemopoietic brgans, namely, the
fvmph fodes spleen and liver  Both diseases are granulomas
+nd the chinical and pathologic differentiation, as mentioped
by Senear (294a} and Laprere (184a), are included under Mv
costs Fungordes (Past 1)
A patient desenbed by Reymaon ef al {271) was behie

ved to
have relapsing febnle nodubr nannimad b e dotan 10 1 0y
it

of

uleer usually does not have a purnlent base, there 1s no tend
eney ta hemorrhage d the adgacent lvmph nodes are not en
larged according to Laedench et ol (180b) Tuberculous
ulcers are wregulwly outlned with thin violaceous and under
ouned margms  Although some lesions may preatly sesemble
epithchomt lymphogranulomatous ulcers ruely mvolve the
face which 15 a frequent site of cutaneous carcnoma  Leu
kemnic eutaneous lesions rarely ulcerate and concomutant e
dence of leuherma as well 1s the tvpical blond prcture, will
establish the diagnoss

S Mued Form  Combmations of the \arious types of cu
faneous lesions hwe been descrbed Erythematous areas
czemtons placues infiltration and yumar formation are e
dence that both nonspecibe nd speeific cutaneons lesions
Taay aeeur simatitaneously

The 44 verr old man reported by Arndt (9b), had cutaneous
mfiltrations and tumors which had appeared 15 to 20 years be
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fore the lymphadenopathy  The cutancous lesions consisted
of more or less sharply bordered erythematous, scal and
thickened patches, widespread subcutaneous mnfltration, not
sharply differentiated, of soft consistency, and “pilm” sized
tumors with a flat or ulcerated surface which were pale brown
or dark red in color and more promment on the arms and trunk
In the inguinal regron, about the left breast, and on the mner
side of the left arm, were “palm™ sized areas of edematous
swelling in the deeper layers of the shin and subeutaneous tis
sues  These lesions varied 1n color from dark brown to
purphsh red  The surface was thickened, resembling hichen
simples chromcus  Because of the extremely long duration
of the eruptions, 1ts poly morphous appearance and particularly
because of the development of tumors and nodules i ares
which had been red, sealing and superficially mfltrated for
many years, this case was considered to be mycosts fungoides
However, histologic examuination of the tumor revealed the
correct diagnosis

Langley (183) described a 24 y car old man who hid lympha-
denopathy and numerous subcutancous and ntracutaneous
nodules on the right thoracic wall A muss, which appeared to
arise from the bone at the Jeft second chondrosterni] junchon,
developed shortly after, grew to tangerme’ size, and was
firmly fived to both the shin and bone A mss which appeared
to anse from the lower cenvical vertebrac desvcloped a few
weeks later  There was a walnut' sized nodule at the nght
antenor aviflary fold which became ulcerated and had a
cratenform granuliting hyperemic surface and a central
vellowish slough  The uleer did not prohferate or fungate
and appeared to be due to pressure rather than to actne
growth

Shelmire (293 case 3) desenbed 2 mddle aged woman
who had marked ingwn ] cervical aullary and supraclay ealir
ymphadenopathy and a ‘pigeon’s egg’ sized movable tumor i
the left breast  The left wullary lymph nodes were of “pea to
walnut” size with nflammatory adherent overlying shin and a
25 em ulceration m the center which ewnded a sevous flud
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Dunng the followmg three months the left axllary bymphn
denopathy edended to i olve the entire axiil and a 25 cm
gty elevted bhush tumor mass appered m the nght axilh
Histologic examination of an isolated ared of nfiltration on
the back sereral centimeters remosed from the uleeration ¥
the left aulla showed islands of lymphoeytes often separated
by bands of connective tissue fibnls i the middle and upper
cuts  Deep n the cutis there was granuhtion tissue charae
tenstic of Hodghms disease a retienlum formng 4 mesh work
which enclosed cells of different types smai and lwge
lymphocytes plasmn cells polymorphonucler leukocytes epr
theloid cells and the unmucleir and multinelenr gant cells
pathagnomonie of Hodghin s disease

A patient reported by Lisa (1941) was a 56 year old man
who complaed of weight loss for sic months while wethness
and cutaneous nodules on the trunk had been present for
three months  He had large fungomd ke masses wath uleer
ated surfaces and innumerble subcutineous musses of “pea to
walnutsize scattered over the entire body ncluding the scalp
Some of the lesions were shghtly tender and some markedly
hemorthagic  There was 1 deep brownish grrey pigmentation
of the upper arms fore wrms and legs 1nd the shin was welashe
ad extremely nodular having a “cobblestone” appearance
He had moderate cervical and 4allary lymphadenopathy the
sodes were diserete wnd not adherent to surrounding structures
Histologic exammtions of the lymph nodes and cutaneous
1?5;01:1 were typice1l of Hodghins disese

booucretions (Wassermann)  Thercfore antt
yphilitic therapy was begun but he did nct mprove wnd the
welling of the temple W 1s then mened and the pus evacuated
The hody temperatare remuned elevated the hedaches be
cune more severe wil new swellings and suppurion ap
peared . Fove month Iter there were an “mmense number”

af tumors and vleers 1y ohving the entire body The Trgest
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fore the Iymphadenopathy  The cutaneous lesions consistd
of moare or less sharply bordered crvthemtous, scaly and
thickened patches, widespread subeutaneous infiltration, not
sharply differentiated, of soft consistency, and “palm’ sized
tumors with a flat or ulcerated surface which were pale brown
or dark red in color and more promment on the arms and trunk
In the ingumnal region, about the left breast, and on the inner
side of the left arm, were “palm” sized areas of edematous
swelling m the deeper layers of the shin and subeutaneous tis
sues  These lesions vaned n color from duk brown to
purphsh red  The surface was thickened, resembling hichen
smpley chromeus  Because of the evtremely long duration
of the eruptions, 1ts poly morphous appearance and particularly
because of the development of tumors and nodules i areas
which had been red, scaling and superficially mbfiltrated for
many years, this case was considered to be mycosis fungodes
However, histologic examination of the tumor revetled the
correct dhagnosis

Langley (183) described a 24 year old man who had lymph:
denopathy and numerous subeutancons and mtracutaneous
nodules on the night thoracic wall A mass, wluch appeared to
anise from the bone at the left second chandrosternal junction,
developed shortly after, grew to “twngerme’ size, and was
firmly fixed to both the skin and bone A m1ss which appeared
to anse from the lower cervical vertebrae developed a few
weeks later  There was 4 walnut’ sized nodule at the nght
antenor-amllary  fold which became ulcerated and hid 2
crateriform  granulating hyperemic surface and a centr
yellowish slough The ulcer did not prohferate or fungite
and appeared to be due to pressure rather than to actne
growth

Shelmire (298 case 3) doseribad a nuddle aged woman
who had marked inguin 1! cervical, avllry and supracl wiculr
lymphadenopathy and 2 pigeon’s egg” sized moy able tumor m
the left breast  The left axilliry Iymph nodes were of “pet to
walnut” size with inflammatory, adherent overlying shin and a
95 cm ulceratton mn the center which exuded a serous flud
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1icerated yermcons wnd papular tumor maolved the greater
portion of the front half of the tongue  There was 1 3by 2em

iregulnly shaped sharply demareated uleer w 1th a granular
base which simulated a gumma present on the nght etbow
The lver and spleen were shghtly enlarged smooth on palpa
ton and all the superficial lymph nodes were hard and en
larged from “pea to almond size He died of pulmonary
edema five weeks after onset of symptoms ~ Autopsy disclosed
all the fymph node groups to be enfarged more marhed on
the left than on the nght side and the nodes were soft wnd
discrete  There was nodulir imvolvement of the cutaneous
and subcutaneous hissues of the night arm and leg which was
demonstrated ta be tumor growth on histologic examnation
There were several nodular masses with ulcerative lesions on
the face and lower Ip one on the buccal side  \umerous
freely movable cutineous nodules were present on the abdom:

ol and chest wall 1ut the nibs were apparently not affected
There was extensive wfiltration with tumor tissue conneeted
with the skin on the scalp and forehead The dorsum of the
tongue was covered with papillary growths from 05 to 15
oms i diameter which had mdurated margins and oceision
ally necrotic centers Histologic study revealed that they
were attached to the underlying tongue mucosa and muscles
accompamed by induration of the normal tissue  There were
small nodular masses of tumor tissue present n the thyroid
gland  There was diserete cervical lymphadenopathy most
mathed on the left side and histologic examination revetled
these nodes to be soft white and “evidently contamng tumor
asses "

A 22 year old woman reported by homgstem (176) Brst
preseated small red cutaneous lesions below the nght breast
and 4 few enlarged lymph nodes The condstion progressed
fapidly and two veus latex ouly the skin of the palms and soles
was unaffected At times the tumors became conBuent and
e A e Rt e bl e

s up to “walnut” size

were purple or occasonally greyish green m color  Post
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was 1 round sharph demareated lesion with abrupt margms
which were the seat of mfiltrition muoling the entire nght
temporal region  This lesion evtended down to the bone and
the surrounding ~reas were swollen and punful The mgumal
Ivmph nodes were of prgeon s egg” size and the aillary hmph
nodes of per size Hemogram revenled a marked reduction
mn_hemoglobin nd red blood cells with 55000 wiite blood
cells per cu mm and onl 5 per cent lvmphocites The
weakness nd memin incretsed and he died less than a
months ter onset of the disease

A patient having two irregularly shaped  dollar sized freeh
movable rused infiltrated cutaneous lestons on the upper por
tion of the back and antenor aspect of the shoulder was pre
sented by Rulison (283b)  One dusky red leston had n rea
of superficiil ulcerition while the other shin colored lesion w 15
not ulecrited  Hustologic examination of the lesion from the
back showed the usuil cutaneous ippendiges a1 porton of
which w s rephced by an ulcer under which were the usual
cellular elements  lvmphocytes fibroblasts nd occision Bl
small blood vessels  However 1 the decper layer and extend
g mto the fit were wrers of profuse grinulomatous mfiltr1
tion with Sternberg Reed cells inumerble Iymphocy tes and
many polynuclear ind multnuclear eosmophils  The dng
nosis wis Hodghins discase of the shin nd lrmph nodes A
56 year old man reported v Cwmon (561 cise 3) had pun
d swellng of the extremities tender “lumps over the bods
d difficults m trmation for threc months A dngmosis of
metastiic cwemomt wis muwde  There were numerous
nodules i olving the entire bady mcluding the fice nd scalp
The tumors from pea to walnut size were subcutineous and
intracutineous  Some of the frecy movable skin colored sub
cutaneous nodules were hard while others hid 2 dough Tike
consistency  Mamy cutineous nodules were of 1 bluish color
hird and movable  The skin of 1l the (xtremitics was of 1
bluish purple color markedly thichened ind infiltrited with
nodules A grnulomatous fungiting  walnut sized ulct;r
w s present on the left malar bone wnd 1 similanhy sized red
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to the tentatne diagnosis of reticuloendothehosis ” However
Tistologie studies at autopsy disclosed numerous Sternberg
feed cells m both the lmph nodes and the cutaneous lesions
There was 1 marked prohferation of reticuloendothehal cells
and some Sternberg, Reed cells in the bone marrow Granu
Topotesis was thspnetly d hed E dullary hemato
poiesis was not found in exther the liver or spleen  Von Buchem
and Botman stated that from the “hy pertrophue structure of the

ypically swollen loendothel ad d rather than
a rased meduilary function must be assumed * Since the post
smortem histologic picture differed from the previous ones they
telieved that apparently the “imtially found reticuloendothelio~
s1s had been an different primary stage of this 1cutely de
veloping lymphadeoom1”

y Form  Erythrod my be specific or
nonspecific in Hodghins disease  Although the speaific form
15 not common such cases have been desenibed by Arndt (9h)
Romgstesn (176) Tomhnson and Cameron (324) and Wz
{348} Patients having erythroderma 1n addition to cutaneous
nodules have 1lso been reported

Millers (224a) pitient was t young min who presented a
generalized nonspecific cutaneous eruphion for three to four
years  before the devel of lymph !
nodules  The generalized erythematous eruption was pruntic
conyisting, of fine bran Uike scales and ulceration over pomts of
presswee  Thus cutneous picture together with lymphadenop
athy and ultimate loss of hair and nails suggested the diagnosis
of pitynasis rubra (Hebra) However the development of
cutaneons nodules during the few monthy preceding death did
not favor this diagnosis wd Hodghuns diserse was demon
strated hustologically at autopsy A 54 year old man reported
b Pohle and Clask (260) had developed “bhots” 38 months
previously which finst imvolved the legs and thighs but soon
spread to the arms and back  He had a single firm palpable
tvmph node 1 the left cervical region  Thete was a genera}
tzed scaly dermatitis which did not affect the hands or soles
nd severdd flat red to durk brown excorated eepmg areas
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mortem histologie studies disclosed Sternberg Reed cells m
many areas, including the shin, connective tissue and pento
neum  Hoffmann (153) described a 37 year old man who had
multiple ly mphadenopathy, most marked 1n the cenvical region
and edema of the right arm and nech  There were numerous
“bean to hen’s” egg sized bullae on the nech, hands, arms,
fingers, chest, back and legs which were “partly hmp, putly
tense” with serous or, occasionally, hemorrhagic contents
Nikolshy’s phenomenon was positive  There were “hnoths,”
“lentil to bean” sized, bluish cutaneous infilirations on the neck
The condition was thought to resemble epidermolysis bullost
but lustologic examimation of the Jymph nodes and cutaneous
tumors disclosed Stermberg-Reed cells

Von Buchem and Botman (332) reported a 31 year old
woman who had developed a small red nodule near the right
grom six weeks previoush,  This lesion gradually mereased 1
stize and a few weeks later simulr lestons appeared on the face
Pyrenta developed and the cutaneous lesions spread over the
body There was a bluish red, hard, circumsenbed nfiltration
present m the nght grom which cxtended up to the labia
majora and down to 10 cms above the knec on the antenor
aspect of the thigh There was a similar eruption of *butter
fly” shape mvolving the nose and checks  Both areas of indura
tion contamed numerous “pea to bean” sized nodules of blush
violet to *brick” red color There were similar sized yellow
macules dissermin ited on the scalp and numerous ‘bnek” red to
violet red nodules on the back There were occasional small,
yellowssh, flat, hard papules 1m ohang the forearms and legs
Histologic examination of a cutaneous nodule reveiled facal
proliferation of reticuloendothelial cells around the subcutane
aus capillanies  Because of the proliferation of reticulum and
swelling of the endothelial cells, a tentative diagnosis of “reti-
culoendotheliosis” was made  Histologie study of a lymph
node showed a strihing proliferation of reticulum cells and a
distinct polymorphism of the prolferated cells  The large
nucler contamed nucleolt and there were some eosmaphl
Jeukoeytes between the reticular cells  Thus picture also led
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dale (205) A 5Byear old mnwho hid generahized fodghns
disease was reported by 1 eucutia wnd Price (188) He had
marhed swelling of hoth sides of the neck and face due to
cervical  submavllary submental pre and post auricular
lymphdenopathy as well as invol ement of the prrotd glmds
The apperance was that of a so-called “\fikulicz facies This
condition sesponded favorably to roentgenotherapy  Acun
and Bonduela (2) reported a child who hud Mikulezs dis
exse as a result of Hodghins disease

C  Lymphogranulomatids

At times there 15 no definite distinction between tovie or
nonspecific cutaneous lesions and true tumors or specific cu
taneous lesions i leuherma or Hodgkims disease  The wmty
of these two conditions which frequently cannot be separted
chnicaily or pathologscally 15 often evidenced by the cases de
senbed in the hiterature  The merging of these conditions may
be almost imperceptible 'The connectmg hirk between these
o disease groups are the “ids” leukamids when assocated
with leukemia and lymph 1 ds when d
with Hodgkwn s disease  Climcally they resemble nonspeaific
or totre lestons but histologicallv they resemble specific or true
cutaneous mfiltriion by either leukemin or Hodghan s disease

Audry (11) designated a1} tovic eryptions as *1ds but 1 our
Opimion this grouping 1s meorrect  This was well iliustrated by
fighman (149} who pointed out that the term syphibis destg
nates 1 leston due to the treponema palhdum and bas the
structure of the syphilitic mfiltration  When the term lepride
15 used the same sigmficance 15 attiched to the lesion so desig
nated but with reference to Hapsens baollus  True Hodghing
disease of the Iymph nodes has a distinct Tustologie structnre
and 1 fymphogranufomitid should show the Tustologc prcture
typical of the disease  This same premuse 15 true for leukerma
and the fevkamuds Tt 15 incorrect to group all toxic or non

speaific entaneous lesions assoctated with Hodgkwn s disease or
leukenua as 1ds

flowever 1t a “toxic” eruption also has a
speaific histologic picture of Hodghuns disease or leukesma ot
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of wfiltration from which several tumor masses, up to 5 cms
m diameter arose  The cruption was most marhed on the
flanks and the largest tumors were present on the nght side of
the forehead, back to the head and left arm and thigh

Van der Mewen (330 case 3) described a 20 year old man
who had a generalized pruritic *eczema hike” eruption which
was progressiye and resistant to treatment  Thirty vears later
he developed tumors wlich simulated “my cosis fungordes” and
responded favorably to roentgenotherapy  However, ten years
later the condition had become generalized and there were
areas of hchemfication on an “ery throdermic bickground” but
there was no mirked lymphadenopithy However, Tastologic
evimmtion of a cutancous tumor reyvealed Hodghin's disease
Siv years Inter (at the age of 66 yeus) he hnd become emtct
ated, cachectic and developed fever  Hemogram revealed
2,200,000 red blood cells and 33 600 white blood cells per cu
mm with 88 per cent neutyophuls and 7 per cent eosmophuls
The shin showed a chronic erythroderma and the mgumﬂl and
asllary Iymph nodes were markedly enlrged At autopsy, the
mediastinal and prevertebral lymph nodes were markedly hv-
per trophic and old fbrous tubercular lesions were present
the lungs A 44 year old mn who had a generalized pruntic
eruption of 20 months duration was reported by Wile and Be-
lote (343d) A generalized, patchy scaly erythroderm? then
developed which was associated with hyperpigmentation and
superimposed hichenord and annulu papules m the patches
He had asllary and epitrochlear lymphdenopathy and the
mguinal lymph nodes were of olne to egg” size Histologic
examnation of the Ivmph nodes and cut meous lesions rev ealed
Hodghw's disease The blood eosinophihia was 2§ per cent

7.  Mikulic's Disease. Mikulicz’s disense 15 a symptom
compley characternized by symmetrical swelling of the Iherimal
orbital 2nd salnary glinds due to nfiltration by smll round
cells
Although the occurrence of Mikuliez's disease assoctated
aith Hodghin's disease 1s rare, such eases have heen descﬂ}:t’ll
by § L Zaegler (362), \melh (226} and McDonald and War-
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month old mfant who first developed tiny petechil cutaneous
hemorthages  The hetnogram revealed anemua, a shaht poly-
nuclear leahocytosts, marhed reduction of the blood platelets
(88,000) and a diagnosis of thrombocytopenic purpura was
considered There was also a tumor of the thymus gland and
fever and the mfant died six weeks after the cutaneous hemor
thages appeared  Histologre e of the skin led
hemorthagic nodules specific for Hodghin's disease

Rothman and Spurr {28le) reported a 63 year old man who
had diffuse, brownish grey, hyperpigmentation of the skan as
soctated with pruntus  The shin, which was moderately
thickened and shghtly hichemfied 1n some areas, showed the
specific hustologic picture of Hodghin's disease

A 38 year old woman, described by Rulson {2832} had
symmetrical cutaneous lesions involving hoth cheeks, temples,
patts of both ews and the postaural regon  This macular
enythematous eruption was blwssh red in color and oceurred 1n
diffuse, 1regular patches which shaded off into the normal skin
without a defimte border It was difficult to determine infiltra
tion because of the uniformity of the eruption, although 1t was
probably present  Lymphadenopathy developed two months

Histol

after the lesians d

TP e
of the skin revealed nodules in the subepidermal tissue whach
had the same lstologic picture as the lymph node
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should be called o Iymphogranulomatid o1 a leukamd wd
not a ‘touie” eruption

A specific histologie picture of Hodghin's disease s been
found m some cases, with the followimg morphological lesions
and are, thercfore, true “ids” 1) Prurigo-like papules, 2)
vesico-bullous lesions, 3) purpura, and 4) erythematomculir
lesions

A 16 year old boy who had a nearly generahzed papular
eruption of eight y ears duration was reported by Sibley (300b)
The semi-translucent, yellow-red, waxy papules resulted in a
dhstinctly leomne facies but the lesions did not mohe the
sternal or nterscapular regions A 65 yeir old womn, pre
sented by Swertzer (3192), had many small, discrete, eley ated,
marhedly pruntic papules which first appeired on the neck
and shoulders and later imohed the greater portion of the
body A nonspeaific cutancous eruption which had a speaific
tistologic picture was described by Wile (343a) 1 a 24 year
old woman who had prurigo like cutaneous nodules

A man with a prungo-lihe papular cutancous eruption, 1e-
ported by Senecar and Wien (294d), presented some nodules
resembling the lesions of folliclts  The eruption was consxderefl
to be nonspecific with a speaific histologie p cture  Rulison's
(283b) patrent was a 59 year old man w ho had discrete maculo
papular cutancous lesions scattered over the legs and forcarms
Some lesions had mdolent pustulir centers while others show ed
denudttion and cozing  Numerous small punched-out scars,
some pigmented, were present in the same areas These scars
resembled those of pipulo necrotic tubercuhide  This case also
showed a speaific hustologic preture with nonspecific cutane
ous lesions

A 19 year old woman, reported by Richter (273), had prur-
tus and a chiomie papular urticarry perstans which had the
Iistologic picture of Hodghin's discse Bacher (13) de-
seribed a 76 year old man who had a widespread petechil
eruption which had the charactenstic histologic structure of

Hodghin's disease

Wollstein and McLean (354) reported a four and one-half



‘nee of steep was reported by Cornell (70} ‘Tlns 15 year old
Doy had a generahized papulonecroti¢ eruption % 1th some urtt
canal lesions and prgraentation of the skin Among the 108
cases collected by C A Smith (309) two had touc lesions
simulating scibies wd one had fine browmish macules with
scaling borders which had been diagnosed as “fungous mfec
ton  Craver (73b) reported toxic cutancous lesions 1n exght
or 13 per cent of the cases while jaundice occurred m 6 per
cent and pruntus m 29 per cent

Among si patients having cutaneous Jesions reported by
Corbeille (67) three had pruntus two a generalized touc
eruption and one had setlplesions  The lesions vanied 1n three
panents one having had “blisters” 4nd pustules involung the
entire body including the palms and soles on two occasions
Another had brownish circular lesions mvolving the entire
budy winle the third had an erysipeloid eruption of the cheek
and eye assoctated wath pruntus redness and tenderness No
speatfic cutaneous lesions wese reported m this senes of 3B
cases

Andrews {84) described a wix year old boy who had bullous
erythema  Four months after the appeirance of cervical
Ilymphad hy an mtense Tized pruntus most severe
and persistent under the knees occurred A generalized ery
thematous eruption with circinate and gyrate lesions superim
posed on the pruntus then ippeared on the buttocks thighs
ind arms and displaved the varous colors seen in erythema
multiforme  There were also numerons vesicular and pustular
lesions al out the nght axilla and neck  Imvolution was fol

\lm\td by depigmentttion but the eruption recyrred with bul
6 ocla -1 1

C

s

trovy ¢ aunasions tater crusted with a central vesieular
putule in some lesions  There was a Xight stehing sensttion
wnd the hands particulirly the fingers were “tum fied with
the sppearance of red micules and bullous lesions

Subeutancous hemarthages are not uncommon n children



VI

CUTANEQUS LESIONS IN
CHILDREN

Honcm\’s DISFASE occurning n children has many silanties
to Hodghm’s discase m adults, according to Craver (73b), nd
presents the same general chimeal features and course, nmely,
lymphadenopathy, fever, puntus, eachexa and anemn  The
sites of orgin appear to be sumilar in chuldren and adults, usw RN
oceurning nternally about the upper or lower respiratory of
gastromntestinal tracts  Cervical, aullary or mgumnal lympht
denopathy 15 usually a late ssmptom of an mternal process
present for some time

Hodghin’s disease may occur at any age The youngest
patient recorded died at four and one-half months of age and
was descnibed by Priesel and Winhkelbauer ( a64) The
diagnosts of Hodghin's disease was made by istologic
examination of 4 lymph node removed from the mother one
month before the mfants birth  Post mortem examination 0!
the infant revealed Hodghins disease and it was presumec
that the diseasc had been present at birth  Pnell (258) re-
ported a s1x month old mfant who had Hodghin's chisease

Hodghin's disease appears to be more frequent i hoys than
m girls  Among 108 cases, C A Smuth (309) found 815 per
cent were boys and 185 per cent girls  The more common
cutancous lesions noted n children are the nonspecific type
and consist of pruritus, papular eruptions and hchemfications
from scratching  Lesions of this type have been reported P.‘
Feer (102), Wollstein and McLean (354) and Corbaille (67)
A 13 year old girl who had an eczematord eruption on the nose
and cheeks was deseribed by Abramowitz (Ia) A patient
having an imtense generahized pruntus which caused disturh-

346
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\nce of sleep was reported by Comnell {70)  This 15 yeur old
Doy had a generalized papulonecrotic eruption W 1th some urtt
canal lestons and pigmentation of the skin  Among the 108
cases collected by C A Smuth (309) two had touc lesions
amulating scatnes and one had fine browmsh macules with
scaling borders which had been diagnosed as “fungous mfec
tion  Craver (73b) reported touie cutaneous lesions n eight
or 13 per cunt of the cases while jaundice occurred 1n 6 per
cent and pruritus m 29 per cent

Among sic patents having cutaneous lesions reported by
Corbellle (67) three had prumtus two a generalized touic
eruphion and one had scalp lesions  The lesions vaned in three
patients one hauing had “bhsters” and pustules mvolving the
entire body ncluding the palms wnd soles on two occasions
Another had browmish circular lesions imolving the entire
body while the third had an erysipelmd eruption of the cheel
2ad eye assoctated with pruntus redness and tenderness No
spearfic entaneous lesions were reported m this seres of 33
cases

Andrews {8a) described 1 six year old boy who had bullous
ersthema  Four months after the appearance of cervical
lymphadenopathy an intense generalized prunitus most severe
and persistent under the knees occurred A generahzed ery
thematous eruption With cireinate and gyeate lesions supenm
posed on the pruntus then appetred on the buttocks thighs
and wms and displayed the yanous colors seen 10 erythema
multiforme  There were lso numerous \esiculir and pustular
fesions about the nght avly apd nedk  Imvalubipn was fo)
lowed by depsgmentition but the eruption recurred with bul
lous Testions under the nght arm - A 12 year old girl reported by
Cerutty (581 had erythemnto papular lestons as the imtial
symptom of Hodghins disease  These lesions were followed
by superfical abrasions bater crusted with A central vesienlar
pustule m some lesions  There w1s @ <hght itching sensation
wnd the bands partieuburly the fingers were “tumefied” with
the appearance of red micules and bullous lesians

Subeutneons hemorrhges are not uncommon 1n children
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Such hemorrhages into the arms, hands and right foot of a fae
year old boy was deseribed by Fischer (103) and a 17 vear
old boy who had petechial cutancous hemorrhages was men
tioned by Karsner (169) Hippels (150) pitient was a seven
year old gl who had petechal and larger hemorrhiges
Acute fulminating Hodghins disease, characterized by pro-
nounced tovemia, generalized lymphadenopathy, hepato
splenomegaly, jrundice and purpura, which proved fatal 15
days after onset, was reported by Newman and Pushhun (241)
This patient was a 16 ycar old boy who, two weeks before this
tllness, was tattooed on the anterior aspect of the left forearm
with resulting redness, swelling and tenderness for three dus

Herpes zoster 1s not an mfrequent toic cutaneous lesion 1
children Panconst and Pendergrass (250) reported two cases
One (250 case 2) was a 10 year old gl and the other (250
case 3) a mme vear old boy Lochw ood ef al (197) mentioned
a 15 year old boy who had zoster A sixveir old boy, reported
by Lamper (192), deseloped herpes zoster, which brought at
tention to the Ivmphadenopthy, as the presenting symptom of
Hodghin's disease  The zoster imolved the tenth left inter
costal nenve  Four subcut meous nodules on the anterior cheft
wall of the same side were found to be diagnostic of Hodgkn's
disease  Sibley’s (300b) patient was a 16 year old boy who
had an extensive papular eruption myvolving most of the trunk
and extrermties while the face had a defintte leommne appear-
ance Severe gangrenous zoster, preceded by neuralgic pun
over the left lower nibs appeared and left deep scamng

Erythroderm2 occurrmg mm a Negro boy was reported bt
Jones and Alden (166) The symptoms of an mtense general
1zed pruritic eruption Iymphadenopathy and loss of hurm a
young person resulted 1n a chimeal stmilanty to pitynasis rubr1
(Hebra) Two patients reported by Symmers (320) had
exfoliative dermatitis  One was a 20 y ear old boy and the other
12 year old girl who also had jaundice  Bruck (47) reported
a 17 year old boy who had extensne ery throderm1, many
“walnut” sized tumors and striie atrophicte

It appears that tonic cutaneous lesions as & ell as speaific cu
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ncous lesions occur somewhit less frequently m clu}dren
wan 1 dults having Hodikins discise There 15 2 tend cnc‘y
o relatnve leukocytosis m children which may reduce the n;n:
ncy to relatne polynucleoss  The p of it
ppears to be more common in children )
The oceurrence of specific cutaneous lesions 1n children wath
Hodghins disease 1s e In a senes of 33 cuses of children

A
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40 Ulcerated les 01 of Hodghin s disease m a child

having Hodghins disease Corberlle (67) could find no evi
dence of specific cutaneous lesions  There are however a few

cases m the hterature - Nob] (245¢) described a ses en year old

boy who had numerous tumor like mfltrations  These tumors

were most muked on the face ¢ wsing almost complete closure
of the eyes and a grotesque distortion of the features with the
facial “that of an an”™ Histol, ex
amination of a tumor showed Hodghins disease  Nodular

lesions of the face resembling leonine facies was desenbed by
Cerutts (58)

Jordan et al (167} reported a 1§ year old boy who had 1
wwelling of the night temple The lesion was mesed and the
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pus evacuited but new swellings and suppurition occurred
e months Inter 1 generalized cruption consisting of numer
ous nodules and ulcers appeared  The Iargest ulcer 1 the
right temporal region extended down to the bone and was
round and sharply demarcated with 1brupt margins composed
of hard infiltrations  Autopsy revealed Hodghns disesse
Wrong (356) reported Hodghins disease of the scalp ma 12
yewrold boy A small irm nodule of hichory nut size had ap
peared m the left panetal region following trauma  Histologic
exammation showed 2 striking similanty of the generil stnc-
ture and cellular picture to Hodghins granulomy  Howeser
the subsequent Iustony of well bemng and disappear ice of the
tumor follow ing three small exposures of roentgen riys mihes
tins dingnosis questionable



VIL
MUCOUS MEMBRANE LESIONS

Imow}:\mw of the mucous membranes 1s rare, 1n contrast to
the of )k n Hodgh's disese
and pigmentation of the mucous membranes of the mouth ap
pears 10 be very mfrequent  Epstetn nd MacEachern (94)
found stomatihis 1m only 06 per cent of their cases as campared
to 1212 per cent stomatitis i leukemic patients  The types of
oral lesions found 1n Hodghn's disease re nodules, ulcers and
bullous lesions which mav be hemorrhagie or even necrohic
character These lesions are more frequent 1n acute leukemias

and must be diff d from thrush
d [

and vanous lomatous p Jachson
and Parker (159f) dided Hodgh's disease mio the para

granvloma granuloma and sarcoma tvpes  They stated that
the tonsid and nasopharynx are rrely mvolved 1n Hodghun's
granuloma and only six of their 213 cases showed such involve-
ment  Oune patient had a large translucent mass i the poster-
1or pharynx and the other fise had umlateral involvement of a
tonsil by a whitish or translucent mass with oceasional uleera.
ton of the surface  This tonsil mvoly ement oceurred early m
the disease in all cases and was imanably accompmed by
natable cervical lymphadenopathy  This fact sl the
rapid development of this form of the duease In contrast,
Jachson and Parker found that mvolsement of the tonsils and
nasopharynt by Hodghm s sarcoma 1s not rare, since 1t occurred
w11 per cent of therr cases  In three patients the tonsil was
mrvolved and in one the palate and antrum  The mtal symp

toms found most frequently are Jocalized pan nasal ohstruc

tron tumor 1n the throt and sore thrawt  Tn the course of the
thsease there 1 mvan by Joss of wetght wnd dyspner some-

a5t
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pus evacuated but new swellings and suppuration occurrid
Tive months later a generalized eruption consisting of numer
ous nodules and ulcers appeared The largest ulcer, m the
nght temporal region, extended down to the bone and was
round and sharplv demarcated with abrupt margins composed
of hard infiltrations  Autopsy revealed Hodghin's disease
Wrong (356) reported Hodghi's disease of the scalp ma 12
yearold boy A small firm nodule of “hickory nut *size had ap
peared i the left panetal region following trauma  Histologie
exammation showed a stnhing similwty of the general strue-
ture and cellular picture to Hodehin's granuloma  However,
the subsequent history of well being and disapperance of the
tumor following three small exposures of soentgen r1ys, mikes
this diagnosis questionable
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tion of vesicles lewing red 1w oozmg surfaces The shin on
sther parts of the body was normal except for 1 stnking pallor
due to marked secondary anemia  Histologie examination of
the lessons on the prepuce res ealed the epiderms to be edema

tous and separated from the conum by a serosangumipous exu

date  The conum puticululy the subeprdermal lnyer was
densely infiltrated by cellular elements mostly mononuciear
levkocytes epithelond nd endothelial cells  Fibroblasts
and reticnlar eells with d hils which app 1
distnctly Telated to extravasated blood were present m the
masses  No cells charactenstic of Stemnberg Reed cells were
found A duagnosss of Hodghins disewse was concurred by
twoh hol ficial lymph athy was pres

ent only m the chains drumng the affected areas Deep
roentgenotherapy admimstered to the chest, apparently also
uradiated the y1ws since there was complete regression of the
oral lesions following decrease in the region1l lymphadenop
athy

Cornell (70) mentioned a patient who had lesions on the
oral mucous n addition to speafic
taneouslesions  VMihan and Degos (223¢) deseribed Hodghn s
:llse:lse of the tongue but the diagnoss 1s to be questioned sice

uleer at the base of the tongue which showed the histologic
structute of Hodghins disease “The patient reported by Nanta
and Chatellier (239¢) developed a thickened lesion on the
tongue three yers before lymphadenopathy appeared Al
though the histologic picture of the tongue lesion was not
conclusive the histologic study of 1 lymph node revealed
Hodghins disease

Hodghins disease of the tonsil although e
desenibed by Wullstem {357) and Bign“(: t‘(n:;il)) “;lcw;l‘;ii
{273} reported a 43 year old woman who had marked ulce;
tion of the left tonsil 1n addstion to specific cutaneous nod Im
S T Ziegler (362) found the tonsils to be enlarged 1n '&w:ee;i
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tumes due to nasal obstruction, 1s not mfrequent The tumor
1s hughlv mvasive and destructive and the life expectaney 1
very short, no patient i their senies ved more than three
years after onset of the disease  The tumors of the tonsi are
extremely large and ulcerated and while response to mitial
radiation therapy 15 good, the recurrence 15 rapid and subse
quent wradiation has hittle effect

A patient described by Czezowsha and Mierzechs (75) hd
a cutancous eruption accompanied by lesions i the buceal and
pharyngeal mucosa which resembled, but were less mtense
than, those on the shin  The ulcerations disappeared follow-
ing roentgenotherapy of the lymph nodes B Bloch (34) e
ported a woman who had generalized, recurrent “pilm sized
erythematous plaques over which bullae and vesicles 05 to
25 cms 1 size, developed and bullous lestons appeared 1n
the mouth from time to time  Komgstem (176) reported a
tient who had an cruption closely resemblmg pemphigus wul
ganis 1 whom vesicles and bullae, m an annular or arc Tike
arrangement, appeared m the mouth  Lamb and Stout (181
case 3) deseribed a 43 year old man with Hodghin's disese
who had gingnitis, stomatits and a ‘raw™ tongue

Haeckel (135) observed nodules in the mucous membranes
of the upper lip and Dutoit (91) noted nodules 1n the hard
palate  Bine (30) reported a woman wha had cutaneots
nodules which disappeared spontaneously within a % ech
However, eight months later nodules appeared on the hard p
ate wluch broke down and ulcerated, one assuming a punched
out character, suggestive of late syphilis  There was a slough
ing lesion which perforated 2 ems 1n size, on the opposite sule
of the palate

The piient deseribed by Symmers (320
vesicles on the buceil mucosy, hps and tongue as well as ve:
cles on the face  Sharht (296) reported a 52 yeir ald man who
had patchy filtration of the membranous lming of the pre-
puce, glans penis, tongne lips and buceal mucost Subsequent
obsersation confirmed the opimon that denudition was pre
ceded by a slow hting of the ¢prdermal Tavers, withont formt-

cwe 10) hud
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Vil
ASSOCIATION WITH OTHER
DISEASES

A Systemic Mycosis

1 Histoplasmosis.  Hustoplasmosis 1 a fungus disease
which mamly voh es the reticuloendothelial system  Aceord-
ing to Rothman {251b), the frequent association of fympho-
matous diseases, particularly Hodghm's disease, with deep
mycotic mfections has been recently noted, although the nature
of such an associabion 1s not clear 1t would appear that the
Iymphoma was the primary disease in some cases ] ¥ Murray
and Brandt {238) postulated the assoctation of the two diseases
as follows 1) if 2) mal t Jympl disp
mg to fungus mfection, 3) development of a malignant reticu.
losis as a result of the fungus, and 4) a hustologic reaction to
the fungus that stmulates a mahgnant lymphoma

Two cases were deserbed by Ende et al (93)  1n one, the
histologic picture of a fymph node resembled typical tuber-
culosis superimposed on Hodghan's disease, although the cnl-

tures produced a heavy growth of Histoplasma Capsulatun,
rather thn hoch baellus

In a report of subchimeal histopl of the d

Rafters (263) described two patients and a relative of & thurd
who qently developed malignant ! Hodghin's
disease was dignosed on lustologic eximmation of a lymph
node two months before death mn the patient reported by
Bunneli and Fuseolow (49) At antopsy, hustologic studzes re-
sealed “changes consistent with Hodakin's disease m the hver
spleen adeenals and lymph nodes” There were large numbery
of pirasites hwing the morphologie charactenstics of ¥ Cap-
sulatum present within the lesions m the adrenal glands and
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54 cases of Hodghins disewse  Vestphl (341) 1lso noted this
«nlwgement and believed it was frequently the sticting pomt
of the discwse  Dutoat (91) desertbed molvement of the
tonsils 1 1 pitient who 1lso had ol ement of the eyelds
Jackson and Parker (159f) reported 1 45 year old man who had
Iwrge sloughmg tumor of the night tonsil which extended up
mto the nasopharymy  Autopsy revealed Hodghuns sarcoma
mvolung the nght tonsil with direct extension to the naso
pharyoy ind sphenoidal sinus and involsement of the prtuitary
ghind nght orbut night temporal bone wd 1djwcent dura A
40 year old man who had 1 small punless submallary tumor
on the ight side and moderate enlrgement of the nght tonsil
wis deseribed by Martinez wd Sierra (216)  Milin et al
(223d) desenibed 1 man who had 1 punful ulcerition of the
left tonsillar region which deeply mn 1ded the postenor portion
of the soft palate This ulceration present for two yeirs had
not been benefitted by tonsillectomy  There w1s immedrate
response to mtensive roentgenotherapy but the growth re
curred 15 days after treatment A 37 vear old Negress whose
first symptom of Hodghins disewse w1s swelling of the nght
tonsillar region was reported by Jaffe (161b)  The fict that
mvolvement of the tonsil 1s much more frequent m lympho
sarcoma than m Hodghin's disese 15 wn mportant differentit]
chagnostic pomt  Yates and Bunting (359) observed the husto
logic prcture of Hodghins disease mn tonsils which were not
grossly affected

Primary localization m the nwopharym 1s lso rire but has
been described by Berendes (25) wnd others Two pitents
who hnd Hodghins disense miolving the oral phaym and
cervical lymph nodes following defimte mflimmatory lesions
1n the throat were described by Putschhowsky (266) The
volved tonsils ind cervical lymph nodes showed the histologic
picture of Hodghin s disense 1n both eases



Hodgkim's Disease 357

ously noted it there muy e 1 relationship between these
diseases”

1 F \urray and Brandt (238 case 3) deseribed a 13 year
od hoy who developed an enfarged lymph node m the left
cervical region five years previously  Four years after onset
lustologic examinition yevealed primary lymphocytic lym
phoma {or retcglons)  Further studues disclosed numerous
veast Iike bodies of H Capsulatum  He also developed an
atopic desmatihis at this time  The left cervical lymph nodes
hegan to fluctuate and needle puncture produced pus m which
abundant forms of Histoplasma were demonstrable

The only report of Hodghins discase comphicated by tnsto

i and tot losis was that of Rodger

v YR
ctal (274)

2 Cryptococcoss  in reviewing the reported cases of
cryptococcosis Gendel et al (118) found an inaidence of 85
per cent associated with Hodghins disease  They found 13
cases of this association mn the hterature and desenbed an
additional case W Freeman and Weidman (109) frst ve
ported the coestence of Hodgkins disease and eryptococeosts
m 1923 They desenbed a 39 yer old man m whom the histo
fogic examunation of an enlirged lymph nade had revealed
Hodgkins disease five years previously  The patient died of
central nervous system eryptococeons and antopsy disclosed
enlargement of the spleen nght axllary and mesentenc lymph
nodes However the micrascopic appearance was no Jonger
conmdered to be typeal of Hodghans disease & sumlar case
reported by F B Smuth and Crawford (310) was a3l year old
woman who developed 2 mass over the left seapula which was
histoloieally suggestne of Hodgkins discase  This tumor
disappeared following radition therapy  One yenr later she
mmfest.d central nervous system comphcations and died six
months hiter At autopsy there was no evidence of the ongmal
scapular tumor nd the bram spinal cord and chest showed
erypioeectie infection

There were lesions suggestve of
Hodghmss discase present 1n the postenor mediastingm

A 3L verr ofd man who developed 1 suelling of the nech
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liver Miller ef al (224b), among others, noted histoplismosis
may simulate Hodghin's disease histopathologically  They de
seribed a 37 year old man who des eloped left cenical lvmpha
denopathy one ycar hefore the histologic diagnosis w1s made
I'nve years after onset, he dey eloped chills, fever, weight loss
and abdominal pun and the follow ing y car a nodule, which be
came ulcerated, appeared 1n the center of the tongue The
Iustologic examiation and cultures of this lesion revealed H
Capsulatum and this orgamsm was later found m an axllary
Iymph node He died seven yeurs ifter onset of the disewse
and autopsy disclosed Iustoplasmosts of the tongue, cervicil
and axillary Iy mph nodes, and Hodghin’s disese of the cervical
Iymph nodes, spleen and hver and dissemtnted mliry tuber
culosis

The patient described by R J Parsons and Zarafonetis (254)
was a 56 year old man who developed abdommal pam
anoreuta, vommting, weight loss, dyspnen, ]ymphadcnopath)
and an abdommal mass  Histologic exammition of an m
gumal lymph node revealed Hodghin's disease wnd the hemO'
gram showed 2 mild anemia sevcre termnl Jeuhopenit and 3
to 7 per cent eosmopluls He died a yeur after onset of th_e
disease and autopsy duclosed the typrcal lesions of Hodghn's
disease my oh ing the abdominal lymph nodes, spleen, Iner and
bone marrow, while lesions of histoplasmosis were present in
the penpheral and visceral lymph nodes, lungs, Iver, spleen
and bone marrow  The lesions were sometimes mtermned 10
the bone marrow These mvestigtors stated “Did Hodghins
disease, a disease 1n which cells of the reticuloendothelial sys
tem become malignant, predispose this man to histoplasmosts
a disease which 1s chiracterized by parsitization of the cells
of the reticuloendotheliil system by the yeast Ithe form of the
ungus H Capsulatum?
f T%ns sub]ec}tJ has been reviewed by Cawley and Curtis (57)
They noted that the number of cases in which histoplasmosts
and ‘lymphoblastomns hwe been cocustent 15 greater than
c1n be accounted for by mere chnce and it appears, as previ
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ously poted thit there my Lo 1 relionship betwcen these
disexses”

§ F Murray and Brondt (238 case 3) dustnbed o 13 year
old boy who developed an enlurged lymph node 1 the feft
cervical region five years previously  Four years after onset
tustologse examunation revealed pnmary lymphocytic lym
phoma (or reticulosis)  Further studies disclosed numerous
yeast Iike bodies of H Capsuletum  He also deseloped an
atopic dermantss at this time  The left cervical lymph nodes
began to fluctuate and needle puncture produced pus in which
abundant forms of Histoplasma were demonstrable

The only report of Hodghins disease complicated by histo
plasmosis cryptococcosis nd tuberculosis was that of Todger
etal (274)

2 Cryptotoccosts  In reviewmg the reported cases of
cryplocaceosss Gendel et al {118} found 1n maidence of 85
per cent assocated with Hodghins disetse  They found 13
cases of this assomion m the hterature and described an
additional ese W Freeman and VWeidman (109) first ve
ported the coexistence of Hodgkin's disease nd eryptacoccosis
m 1923 They described a 39 ye1r old man in whom the histo
logie exammation of an enlirged lymph node had revealed
Hodgkins disease five years previously The patient died of
central nervous system cryptacoccosis 1nd utopsy disclosed
enlargement of the spleen night axilfary «nd mesenteric lymph
nodes  However the micrascopic appegtance was no longer
considered to be typical of Hodgkm's disease A similar case
reparted by F B Smuth and Crawford (310) was a 31 year old
woman who developed a mass over the left scapula which was
hustologically suggestne of Hodghins disease  This tumor
disappeared followmg ridiation therapy  One year later she
mnfested central nervous system complications and died six
months later At antopsy there was no evidence of the onginal
setpular tumor and the bran spinil cord and chest showed
eryptococtic mfection

o There were lesions suggestive of
odghan s disense present i the posterior mediastinum

A 3Lrar old map whe develaped 1 swelling of the necl
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which proved to be Hodghin’s disease on histologie evamina
tion was reported (54b)  The lymphadenopathy receded fol
lowing radiation therapy but a year later, followmng trauma to
fus head, headache and neck stiffness developed  The cervical
Iymphadenaopathy recurred, the spleen became palpable and
cryptococer were found in the spinal flud  Autopsy revealed 2
cryptococeie meningthis with concomitant involsement of the
hidney, adrenal glands and lungs The spleen and bronchial
and retropentoneal lymph nodes showed Hodghm's diseise
An 18 year old Negro who had aullary, cervical and mgumal
Iymphadenopathy for three ycars was described by Fitchett
and Werdman (104) Three months before death he developed
hendache and signs of central neryous system imolvement At
autopsy, dissemmated cryptococcal myolement was found
The enlarged spleen contamed cryptococer and the histologic
picture was suggestn ¢ of Hodghin's disease  They considered
the possibility that the C Neoformans mght be one of the set
eral orgamisms which may induce the hstologic picture of
Hodghin's disease  Another case of Hodghin's disease having
this complication was reported by Burger and \orton (50b)
who also believed that this infection could produce granulomas
closely stmuliing Hodghin's discase  The patient reported
by Con and Tolhurst (72) was admutted i a moribund conds
tion and the diagnosss of both Hodghm's disease and crypto
coccal infection was made only at autopsy

Gendel et al (118) described a 39 year old man who first
developed nght aulliry lymphadenopathy and subsequently
cervical and ngmnal lymphadenopathy ~ Three years after
onset, hstologic exammation of a cervical lymph node and a
cutaneous lesion revealed Hodghins discase  One year Iter
he developed headache and culture of the spmal fluid was post
tive for C Neoformans Autopsy disclosed crytococcosts 10
volving the bramn, menimges, lung, spleen, mtestines, subclavian
abdommal and Iular lymph nodes These mvestigators found
that m 13 of the reported cases the diagnosis of Hodghin's
disease was made prior to the diagnosis of cryptococcosis Ten
patients were gnen roentgenotherapy which caused regression
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of the suelling and symptomatic Femission 1 all cases  This
assomation of wo uncommon dwseases 1s too frequent to be
regarded as a matter of chance, according to Gendel et ol
(118)  Some investigators beheve that eryptococeic infection
might oceasionally produce a tissue reaction similar to that
Hodghkns dsease  Numerous mcroorgamsms have been 150
fated 1n Hodgh's dnease, the most Srequently mentioned in-
ciude diphtheroids, avian tubercle bacillh and brucella  Re-
canse of the frequency of infections m patients having Hodg
Jan's disense, Desjardins (80a) sugeested that any chronic
feetion was the factor diate] ponsible for mal
hyperplasia of the lymphoid structures  This Viewpoiot wonld
dicate that Hodghin's disease 15 2 syndrome produced by a
varety af wl agents, including, € Neof ‘The
alternative explination for the assomation of these diseases
would be that patients having Hodgan's disease are proue to
derelop vanous mfections  The poor immunalagic responses
of these patients was mentioned by Dubin (86} and by Rosten-
berg and Bluefarb (279, b), who beheved this could explam
their failure to react to tuberculin, the decreased meid
positive serologse reactions for syphulis and their tendency to
develop infections  Benham (24) has shown that cryptococes
can 'be preseat w normal shin and that these orgamisms are

or wuse o patients nving Hodglan's disease wonld permmy

thewr own cryptococct to “gun a foothold apd produce clmien}
disease ™

1
Four cases of Iymphoma and ervnto 1 mfec.

un-

wevdaliln or paracocerdioidal granvloma far € o

A .

« senddazen nchophyton rubrum infection
Tvmphoma > ond
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B Carcinomn

The coenstence of cwremomn and Hodghins disease 1s not
common The coeustence of multiple primary carcinom? 15
rare but 1s more frequent than 1s Hodghm's disease associated
with other neoplastic processes 1ccording to Shaprer and Fried
man (303) They dud not believe that Hodghins dsease 1s m
hubitory to the development of carcimoma however sice
Hodghins diseise usually affects younger age groups which
may cplun this infrequency  The short duration of Hodghins
disease may also explan the mfrequency of this 1ssociation

A 28 yerr old womn hawving Hodghins disease of the 1pso
Interal willary lymph nodes and carcmomn of the breast was
described by Craver nd Sunderlind (73f)  Both conditions
were proved histopathalogically  Shapier and Friedman (305}

41  Basil cell cwcmome of the fice 11 1 patent with Hodghns
disese
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reported two patients who had Hodgkio's disease and mam-
mary carcwmoma

The patient described by Lapuere et al (184b) had Hodg
Lins disease and carcinoma of the stomach A 53 year old
woman who died from perforation of the large intestine was
reported by Crayver and Sunderland (73f)  Autopsy revealed
Hodghio's disease of the night submawuliary region and adeno
carainoma of the colon

A 65 year old man who had Hodgkn's disease and a
squamous cell eprdermord carcinomn, grade 1, m the nght sub
maxillary region was reported by Fraser (107b) 'The man
described by Torrey (323) had Hodgkin's disease as well as
squamous cell carcmoma of the neck and verrucae acurminata
mvolving the entire gemital and anal regions  We have ob-

served a pahent with Hodghan's disease and a basal cell carer-
noma of the face

C  Tuberculosis

The association of Hodg,km s d\seaxe and tuberculosis 15 well
known and has been d

by
cludimg Miller et al (224b) and Rodger et al (274)

in



IX.

DIAGNOSIS AND DIFFERENTIAL
DIAGNOSIS

Tm: p1acnosts of Hodghin's disease 15 dependent upon the
cytopathologic appearance of the diseased tissue  Differentia-
tion 15 usually possible by Instopathologic exammation  Other
diseases to be considered in the differential diagnosss of
Hodghmn's disease melude granulocytic and lymphocy tic leu-
Lemia, reticulum cell sarcoma, gant follieular Iy mphoblistem?,
Boechs sarcord, nonspecific mflammatory lvmphadenopathy,
certam fungus diseases, lvmphopathia mgunale, tvphoid fever,
brucellosis, tuberculoss, sy philis and mfectious mononucleosts

Lymphosarcoma. The differential diagnosis between Hodg
Lin’s disease and Iymphosarcoma 1s frequentls difficult  Ses-
eral cases of Hodghin's disease which were dragnosed as
Jymphosarcoma have been described and some mvestigators
were of the oprmon that there was a definite transformation of
Hodghm's disease to lymphosarcoma  However, others were
of the opimion that lymphosarcoma had been engrafted on the
inflammatory tissue of Hodghin's discase  Swentzer and Winer
(319b) beheved that an occasional mitotic figure m prohferat-
g reticulum suggests an acute, rapidly fatal ty pe of Hodghm's
disease  Numerous mitotic figures and a more ‘monomorphous
nfiltrate suggests lymphosarcoma

Leukemia  Both Hodghin’s disease and leuhemra may be
charactenzed clincally by lymphadenopathy ~ Acute leukemit
may be accompanied by sexere purpura while n chronic leu-
Lemia there may be cutaneous nodules sumilar to those present
i Hodghm's dise se and, as a 1ule, leukemic tumors do not
ulcerate  The peripheral blood prcture 15 usually dragnostic
1n leukemia and the histologic exarmnation w il reveal uni-
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form monomorphous cell tumors rther than the proliferition
of connective tissue observed m Hodghn's disese  'The histo
logie differentiation of monncytic leukemtn 1s based on differ-
entation of the histiocyte from the Sternberg Reed cell The
Iustiocyte presents phagacytosing properties and an estremely
uregular cytoplasm while the Sternberg-Reed ce)l has no
phagocytosing properties The preponderance of monocytes

w the peripheral blood 15 also charactenstic of monocytic leu-
femia



X.
PROGNOSIS

Tm: EXTENT of the disease at the time treatment 1s mstituted
1s the most accurate dication of the life expectancy mn Hodg-
hin’s disease, according to Nice and Stenstrom (242)  Sunvnal
figures correlate more closely with the chmeal stage of the
disease than wath the histologic picture, or any other factor
They hsted the stages of development as 1) Involvement of
a single group of lymph nodes or a single lesion elsewhere m
the body, with no constitutional symptoms, 2) 1 oh ement of
at least two prostmal regions of Iymph nodes of exther the upper
or lower trunk, with or withont constritutional sy mptoms, and
3) mvolvement of multiple groups of Iymph nodes, with o
without symptoms, or the acute form of the disease without
lymphatic involvement In a study of 208 cases of Hodghun's
disease, they found the 10 year survnval rate to be 77 per cent
for patients with stage one of the disease, 35 per cent for stage
two, and 2 per cent for stage three

In a study of 1,000 proved cases of Hodghtn's disease w ith
short and long survival pertods, Finkbemer ef al (101) found
that climcally detectable factors such as age, sex, race, color,
mantal status, family or personal history, extent of the disese,
symptoms, presenting physical exammation and laboratory
studies were not rehiable prognostic signs  They stated that
spite of such unfayorable signs as gencrahzed disease, constitu-
tional symptoms, Hodgkm’s sarcoma, or abnormal blood pic-
ture, carefully planned persstent therapy might result m pro
longed survivals

Although there are reports of patients who remasmed in fairy
good health for 12 to 14 years, many died within a matter of
weehs Women appear to have a better prognosis than men
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About 50 per cent of these patrents died dunng the touc stage
associated with multiple visceral ynvasion or of termnal dis

ease assoctated with secondary infechon while many died of
bone marrow exhaustion and aplasia  Although deaths have
been aseribed to the secandary effects of radsation 1mproved
radiotherapeutic technics and more careful laboratory studies
have reduced this mortality rate  Hoster and Dratman (154c)
Listed the factors associated with a good prognosis as - a normal
erythrocyte count a nearly normal sedimentation rate Jocaliza

Tion of the disease n one area defimte superficral lymphadenop

athy prior to therapy gain m body weight and the absence of
Teuhocytosis or Jenkop The of a poor prog

nosis they hsted as  splenomegaly wmtial pyreua marked
pruntus puk \; & local

y P in
the abd 1 ety g al D steady de
crease 1 erythroeytes marked leud 7 d loss of
body werght and increased sedimentation rate oceurning early
m the disease
Jackson nd Parker (159¢) beheved that the prognosis can
be correlated with the histologie picture of the wmvoh ed lvmph
nodes  They stated that “In broad terms Hodgkins para
granuloma 1s a comparatvely hemiga conditton, occasionally
to Hodghins loma Hodgluns granu
loma 1s charactenized by the most protean mamfestatians 1s
usually though by no means iwvanably fatal within a few
sears and on rare occamons progresses to Hodglins sar
com Hodgkmn s sarcoma behaves as a highly malignant
comparatinely focalized tumor rapidly resulting 1n death ”
fowerer L B Goldman and Victor {124b) and Mills and
Prichard (225) could find no relationship between the histo
Togie picture of the lesions and the prognosis of the fsease
No histopathologic classification 15 possible since the lymph
nodes i all stages of pathologic development may be present
stmultaneously in the same patient according to Slaughter and
Craver {307) They found that of 14 cases diagnosed as
Hodghin's sarcoma” Bve survived for more than three years
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and they believed the prognostic factors to be dependent upon
the location and extent of the lesions

It is not possible to determme from the cutaneous picture
whether the course of the disease will be severe or mild  The
first cutaneous changes oceurred m Dujirdin and Van der
Meiren’s (88) patient at the age of 20 years and he Ined to 65
years of age The cutancous tumors appeared onlv five
wecks before death m Rusch’s (284) patrent

Slumhin (299) analyzed the mortality rate from Hodghin’s
disease m the Umted States durmg the period 1921 through
1951 with respect to race, sex, age and distribution  The find
ings were compared with those reported for leuhemn  The re
corded mortality from Hodgkm’s disease rose from 69 m 1921
to 17 0 per million n 1951 Durmg this pertod the mortality
from leuhema rose from 14 to 61 per mullion persons He
found the mortahity for men to be igher than for women m
both discases  The predommance of men was more marked 1n
Hodghin's discase than m leukemia  The mncidence was igher
among those of the white than the non white races i both
diseases, the white predomimance bemg more mirhed m leu
kemua than i Hodghun's disease  There was no peak rate dur-
g childhood i Hodghin's disease as there 1s m leukema and
the 1ncreased mcaidence with age 15 much less marked 1
Hodgkm'’s diseasc than m Jeukerma  The mean age at deh
for Hodghin's diseise and leuhemua, for adults, mereased by
35 and 80 years respectively, between 1923 and 1950 The
male female sex ratio for Hodghm's disease decreased shghth
but there w 1s a shght merease for leukemta dunng thus pentod

In a recent study, Smetana and Cohen (308) stated that the
correct diagnoss of the types of Hodghin's disease and the
differentiation of secondary histologic charactenstics are 0
importance 1n the evaluttion of the prognosis and for the choce
of treatment  They reviewed the records of 437 men betw CC‘H
the ages of 17 and 58 years who were treated for Hodghm's
disease 1 Army hospitals during the sccond World War - His
topathologic specimens, generally obtamed by Iiopsy, were
studied 1 388 cases The differentiition by histologic tipe
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revealed Hodghins granuloma m 308 cases (79 pur cent),
Hodghins paragranuloma i 35 (9 per cent), an unspectfied
troup n 40 (10 per cent) 1n which 1 decision s to one type
could not be made, and sarcoma 1n five (1 per cent) Of the
308 patients having Hodgkmn's granuloria, 57 (185 per cent)
showed secondary microscopic characteristics of sclerosis and
13 (42 per cent) showed those of sarcoid  Follow up was
carried out by established methods whnch resulted n virtually
complete tracmg  The mortahty rate among the 385 patients
with confirmed Hodgln's caseise was 77 1 per cent at seven
years after the diagnosis had been made, 1t was 286 per cent
among the pitients having Hodgkm's paragranuloma and 828
per cent among, those with Hodghin’s granuloma  The differ-
ence 1 mortality between these types was sigmficwnt  The
seven year mortahity rate among the patients with granulomn,
without quahifymng stologic characteristics, was 857 per cent,
and among those with a sarcord component 1t was 81 8 per cent
The difference 1n mortality between nonselerosing and scleros-
g Hodglins granuloma was 875 per cent as agaimst 745 per
cent and was of borderl [ n ion of the
cases of 15 patients i whom a ditgnoss of Hodghin’s para-

granuloma had been made and who died 1t appeared from the
ongmal histologie “shde” that the diagnosis probably should
have been Hodghins granuloma m five cases and “malignint
lymphoma type uncertain” in one case  In the Temaining mine
eses the histol d of it

study of the pic sections Was confirmed
topsy specimens 1n three of the 15 cises, two
spread Hodgkins \!

made from

There were
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XI.
TREATMENT

A. General Discussion

There does not appear to be any permanently sitsfactory
therapy for Hodglin's disease  Even under the most favorable
circumstances, permanent “cures” hive never been attamned
However, adequate treatment may result 1 a prolonged useful
Iife for many years Treatment should consist of continuous
nd adequate general supportne therapy including a lngh
caloric and high vitamun diet, hehotherapy, fresh air, rest, re
laxatron, removal of known foci of mfection and avoidance of
upper respiratory tract infections, according to Hoster and
Dratman (154c)  Exposure to sun or ultraviolet hght may aid
n combating leukopema, according to Heacock (140) and
many patients feel mn better health when they hwve a hmited
amount of physical outdoor exercise, Jackson (159b) stated
Gilbert (120) found that patients who reside in rural areas ap
peared to tolerate the diserse better than those in urban areas
The mawmtenance of morale and the correction of mental de
pression 1s of great mmportance, according to Jachson and
Parker {159¢)

The importance of morale was also emphasized by Meyer
(219b) who stated ‘OF real inportance 1s the muntenance
over the years of the morale of these ptients with malignant
disease, this 15 an essential part of the physicran’s job  One
should never use the term Hodghin's disease 1n the patient’s
presence but should substitute lymphogranulomatosss, for the
layman either has read too much about the ravages of this
disease 1 the newspapers or he has had a friend or acquamt-
ance who has died of Hodghn’s disense A sincere, cheerful,
optimustic attitude m dealing with these mdiiduals and therr
famihes 15 of mestimable value  These patients should be
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allow ed o carry on normal actity 1 desired since there 15 no
evidence that normal actwity 1s dettimental and T allow them
much freedom Rarely 15 there an emergency to deal with
and once the diagnoss 15 estabhished by biopsy there {s no
occaston for excitement and panie that will be quichly trans
mitted to the patient  Calm ysdscsows planmag of the therapy
for the treatment of the symptoms since we do not anticipate
cure is 1 order and at the onset for most patients roeptgen
therapy 15 the present treatment of chowe However the
newer theripeutic agents have been efficacious and worth
whie  They have mnde the treatment of this disese more
mteresting, Tequiring fireater shill and judgement than when
only roentgen therapy was avulible they have also permitted
a saare comfortable econamucally sound hfe and T beheve an
1etual prolongation of Ife m ymy mstances A totally pesst
mistic outlook. 15 undesieible whea dealing with the indinidual
with Hodghins disese  Lafe may be Jong and mw rare m
stances there may be pparent cure  Thus one can look to
the future with antem won that suil more efiective therapy
will be developed for the treatment of Hodekins disease and
one can denve some small satisfaction from the fact that the
phght of +f not the prognoms for such patients has already
heen amehorated ”

Raentgenotherapy appeats to be the method of chowce Soy
the re1tment of localized lesions while roentgen nradation of
selected specific drens together with mtrogen mustard appears
t3 he the most effcctn e therapy for disseminated Jessons (92)
The problem of theripy vames wath each patient ind there 15 1
hifference «f opmion among radislogmsts s to the MOst saliy
ficton, methiod of weatment The effectniencss of earfy
thara wh persitent roentgenotherapy has often been demon
strited However thy therapy most be used with great can
Yion to nard possible renal insufficiency aetne tuberculosis in
wradiited wexs the development of agute Hodekins disease
toxie depression of brse marow ar the deletenions effects of

s roent.enother iy and appear to bhe of great
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Hodghins Disease I
Ane when rocntgen rys are no longer cffectne  The results
uth wtrivenons radiorctne phosphorus have been disap

»omting  Surgery or roentgenotherapy may be necessary to
ehesve pressure symptoms or for prompt removal of the spinal
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cord block m prraplegia  Surgical removal of accessible lymph
nodes involved by Hodghn's disease 15 reported to give favor-
able results  Numerous chemotherapeutic agents hwe been
used but the results of sulfonamide, vaccine and other biologt
cal therapy have not been fayorable

Craver (73d) beheved that Hodghan's disease should be clas
sificd at the onset as 1) patients having the early and stricth
localized form of the dwscase, 2) those presenting spread of the
disease with relatn ely regional localization, and 3) generalized
Hodghin's disease  He stated that m the fist type “aggressne
local attack 1s justified and that 1t would be defeatist poley to
do as 1s advocated m some quarters, that 1s, to lewe the earh
case untreated awaiting the onset of troublesome symptoms or,
on the other hand, to give only the mimml treatment to the
early case that would suffice to produce a regression” He also
found that fairly aggresswve attack upon the second group mw
produce long control of the discase  Only 1n the generalized
type does he beheve that treatment should be comparable to
that of leuherma, that 1s, the use of whates er agent, either gen
eral or local, which “will produce the best pallation for the
longest possible time, a principle that has as ats corollary the
avoudance of over aggressive treatment” Craver stated th}t
there are only three direct methods of attach upon Hodghin’s
discase  surgery, radiation and chemotherapy  Surgery mu
be attemptcd to “cure’ certain selected cases m which the proc
ess 15 strctly localized or 1t may be used i cases of bleedng
gastric lesions or to remove residual accessible masses which
have become radio resistant  Radiation therapy s now prac-
tically hmited to some form of roentgen ray therapy, and
chemotherapy usually consists of mtrogen mustard or tri-
ethylenemelarmne (TEM)  Craver concluded that all other
methods my be considered as adjus ants

C A Hall and Olson (136), who reviewed the therapy of
malignant lymphoma stated that there 15 no conclusive evi-
dence that localized Hodghin's discase can be cured Although
there 1s no queston that therapy results m symptomitic 1m
provement, they found that no conclusions 1 to the preferable
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techmics of roentgenotherapy ¢ be made from existmg data[
They beheved that the combiawons of nitrogen musla}:‘d and
roentgen rays are more efficient therapy although the su(\;
wnal rate 15 the same when roentgenotherapy alone 15 use
The survival rate for patients receving TEN therpy has not
yet been evaluated they found and some symptomatic relef
15 frequently obtuned with steroid theripy m certun Cases
They were of the opimon that defimte conclusions caunot now
he drawn with regard to therapy partly because of “non stand
ardhzed and madequate methods of study The establishment
of basic principles of method of study nd better orgamzition
of effort would mcrease the value of future stucies” They
described the results of treatment with roentgen rays mitrogen
mustard and surgery in 65 cases of Hodekins disease There
appeared to be little dufference “in the effectn eness of ratrogen
mustard used as the sole ar pumary therapy when compared

with the effectiveness of roentgenotherapy m producing and
muntaming remssions ”

B Roentgenotherapy

Roentgen sav {midhtion ppears to be the treatment of
chotee for focilized Hodgkimns diseise  The more dvinced
and widespre1d type of the disease may not respond as effec
tnely to roentgen radiation alone  In the disseminated type
the combination of mtrogen mustard and roentgen rays appears
1o be the most efiective therapy

Pusey (2651} a dermatolopist was the first to treat Hodg
Lins disewse with roentgen radiation  This patient was a fonr
yewr old bov who had cervical lymphadenopathy
regression of the lymphadenopathy following 1 and
Yus general health improved  Howeser there was recurrence
a short time later and the patient died following surgical re-
moval of the imolied lymph nodes Two years later Pusey
and Caldwell (263d) stated that although the permanent re-
sults of this therapy could not be evnluated at such an early
date they were convineed of the beneficial effects of roentgeno-
therapy for this disease since 1t appeared that useful hife counld

There was
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cord block in paraplegia  Surgical remoy al of aceessible lymph
nodes mvolved by Hodghin's disease 1s reported to give favor
able results Numerous chemotherapeutic agents hwe been
used but the results of sulfonamide, vaccine and other biologi-
cal therapy have not been favorable

Craver (73d) believed that Hodghmn's chsease should be clas-
sified at the onset as- 1) patients having the early and stneth
Tocalized form of the discase, 2) those presenting sprend of the
isease wath relatively regional localization, and 3) generihzed
Hodghin’s discase  He stated that in the finst type “aggressne
local attack 1s justified and that 1t would be defeatist policy to
do as 15 advocated 1n some quarters, that 1s, to leave the early
case untreated aw aiting the onset of troublesome sy mptoms or,
on the other hand, to give only the mnmnl treatment to the
carly case that would suffice to produce a regression” He abo
found that fairly aggressie attack upon the second group may
produce long control of the discase  Only m the generahized
type does he believe that treatment should be comparable to
that of leuhemua, that 1s, the use of whateser agent, either gen-
eral or local, which “will produce the best palhation for the
longest possible time, a prineiple that has as 1ts corollary the
avoidance of over-aggressive treatment’ Craver stated th»'\l
there are only three direct methods of attick upon Hodghin's
isease  surgery, radntion and chemotherapy  Surgery m¥)
be attempted to “cure certain selected cases i which the proc-
ess 1s strictly locahized or 1t myy be used m cases of hleeding
gastric lesions or to remove residual accessible masses which
have become radio-reststant  Radiation therapy s now prac-
tically hunited to some form of roentgen ry therapy, and
chemotherapy usually consists of mtrogen mustard or tn-
ethylenemelamine (TEM)  Craver concluded that all other
methods may be considered as adjuvants

C A Hall and Olson (136), who reviewed the therapy of
malignant lymphoma, stated that there 15 no conclusive evi
dence that localized Hodghuin's disease ¢ in be cured Although
there 15 no question that therapy results 1n symptomatic 1m
provement, they found that no conclustons as to the preferable
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much il ¢ficct the sesults may be cven further smproved A
dase of more thin 1000 tissue roentgens 15 gven m lmost ff
casts and the dose m some may be as lugh s 2000 tssuc
roentgens but rarcly exceeds this wmount iccording to Merner
nd Stenstrom  For treatment of cervical lymph nodes 900
toentgens m air 15 given to ech of three fields including the
antenar posterior and Interal feld  Tretment of the mechasti
num consists of 1 200 to 1500 roentgens m ur to each wnteror
wd postertor Beld  Very Jarge masses of long standing are
usnally more resistant to ricition than smaller more recently
enlarged nades and should be treated more hewnly  The re
cently enlarged nodes should however be gwen 1 certun
mmmum dosage even though they may respond wnd return to
normal size before the mtended wmount 15 given It 15 1m
possible to predict the site of future involvement Isolated
areas may becorne involved such as the sealp or extremuties
while the large chuns of nodes are not ffected  Therefore
they hehieved that prophvlactic irrdiation 15 eontraindicated
The most favorible cses are thase n which only one cham of
nodes 15 myolved and thorough irridiation 15 gwen after histo
logic diagnosis has been estiblished  Some cases with general
1ized mamfestations particul wlv pruritus fever wnd weakness
show 1 marked response after treatment of the local lesions
The pruntus often clewrs rypudly and the pitients general
condition 15 usually 1mproved as the local areas respond A
00r 20 AV md! mm Cu + I mm Al Blter were used
for the penpher i lesions by Merner ind Stenstrom  The half
safue fayer was 9 or 13 Cn respectinely  For the deeper
lestons the Blter was mercased to L mm Cu 4+ 1 mm Al the
hulf v alue Payers bewng 14 or 17 The results suggested that
Hodghiny discase may begin s 1 locahzed process which »f
wested might delay the dex elopment of 1 generalized disease
it 18 reasonable to suppose that heavy roentzen ) dosage

would produce as effcctine a result as surgery m the case pf
ridwsensitive Iesions such 1s lymphomns aecording 10 Memer
and Stenstrom

In most cses roentgen ray therapy would be
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be prolonged with long continued treatment  Shortly after this
report, Senn (293) described a case of splenomedullary leu
kemta which was successfully treated with roentgen srradiation

Following the ongnal report of Pusey (2654, b, ¢} and
Hemeke (142a, b), the evceeding radiosensitis eness of both
pathologic and normal tissues has become well known  This
fact has been utilized at times to determme whether a given
tumar, by 1ts early response to a gien dosage, 1s of lymphatic
origan, as mentioned by Blankenhorn (32) and Evans and
Leucutia (96) Before the occurrence of evtensne fibrosis,
the radio-therapeutic test can be of greit value in causmg rapd
and marked dimmution, or disappearance of subjectne wnd
objectine symptoms of Hodghin's disease, according to Gins
burg (121a)

A comprehensie review of this therapy was done by Merner
and Stenstrom (218)  They stated that Hodghmn’s diseise 15
so vared 1n 1ts mamifestations that 1t 1s necessary to trett ewh
case indnvidually  Different prts of the body should be treited
m different ways, depending upon the accessihility of the 1n
volved nodes  Advanced stages also require some modification
A few basic principles are followed, howeser, in all cases
Usually more than one lvmph node m a chain 15 1mvohed, this
report continues and the whole group should be treated as
umt If the cervical nodes are imvolved on one side it appears
adwvisable to mclude the supraclas icular and subm willuy nodes
mn one field The medistinum should also be treated as a
whole, rather than only the arei contumng a visible mass
Usually the enlarged lymph nodes begin to respond within 2
few days after the first treatment and muw disappenr after a
relatively small dose  However some of the abnorm 1l cellular
structure mdicating activity probably still remains in the nodes
and local recurrence soon oceurs  Recurrences appear to be
more radio-resistant and 1t 15 advsable to g e a heavier dosage
during the imtral sertes to prevent these recurrences The
serics should be given m a relatnely short time to produce the
maumum effect and 11 davs has been arbtranly chosen as
the upper lumt If 1t can be given 1n a shorter ime, w ithout too



Hodgkwns Discase 375

much 1l (ffect the results myy be even further mproved A
dose of more thin 1 000 tissue roentgens 1s given n almost ait
casts and the dose m some may be as hagh s 2000 tissne
roentgens but rarely exceeds this umount weording to Merner
and Stenstrom  For treatment of cervical lymph nodes 900
roentgens m ur 15 given to exch of three fields mcluding the
teror postenor wd later 1l field  Treatment of the mediasty
num consusts of 1200 to 1500 roentgens m air to each anterior
nd postenior field  Very large masses of long standing are
usuilly more resistant to ridition than smaller more recently
enlarged nodes and should be treited more heavily  The re
cently enlirged nodes should however be gnen 1 certam
mimmum dosige even though they may respond and return to
normal size before the ntended monnt 1 given It 15 1m
possible to predict the site of future msoliement Isolated
areas mty become imvolved such as the scalp or extremities
while the lurge chains of nodes are not affected Therefore
they beheved thnt prophvlactie wradsation 1s contrundicated
The most fw erable cases are those m which ouly one cham of
nodes 1s molved and thorough irradittion 1s gven after lusto
logic diagnosis his been estiblished  Some cases with general
1zed mamfestations particululy pruntus fever and weakness
show a marhed response 1fter tre itment of the local lesions
The pruntus often clews rapidly and the pitents general
condition 1s uswally improved 1 the locil ireas respond A
20 0r 20 AV ind ! mm Cu + 1 mm Al filter were used
for the penphieral lessons by Merner and Stensttom  The half
value layer wis 9 or 13 Cu respectively  For the deeper
festons the filter was increased to 1 mm Cu - 1 mm Al the
balf value Iyers bemg 14 or 17 The results suggested that
Hodghins dise 1se may began as 1 locahized process whach f
urested mught delvy the development of 1 generahized disease
1t 15 rersonable to suppose tht heavy roentgen ray dosage
would produce s effective 1 result as surgery 1 the case of
nd;a;ens:mc Jesions such as Iymphomas accordmg to Merner
and Stenstrom  In most ¢1ses roentgen 1y theripy would be
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be prolonged with long continued trextment Shortly after this
report, Senn (295) described a case of splenomedullary leu
Kemma which was successfully treated wath roentgen rrradiation

Following the ongmal report of Pusev (2654, b, ¢) and
Hemehe (1423, b), the exceeding radiosensitieness of both
pathologic and normal tissues has become well known This
fact has been utilized at times to determme whether a gnen
tumor, by 1ts early response to a given dosage, 15 of lymphatic
ongin, as mentioned by Blankenhorn (32) and Evans and
Leucuta (96) Before the occurrence of evtenswve fibrosis
the radio-therapeutic test can be of great value in causing rapid
and marked dimmnution, or diapperance of subjectne and
objective symptoms of Hodghin's disease, according to Gins
burg (121a)

A comprehensive review of this therapy was done by Merner
and Stenstrom (218) They stated that Hodghin's disease 15
so varied m its maimifestations that 1t 1s necessary to treat each
case mdridually - Dafferent parts of the bods should be treited
i different ways, depending upon the accessibility of the 10
volved nodes  Advanced stages also require some modification
A few basic principles are followed, however, 1 all cases
Usually more than one Iymph node m a chain 1s mvoled, this
report continues and the whole group should be treated as a
umt If the cervical nodes are mnvohed on one side 1t appears
advisable to nclude the supraclay reular and submanillars nodes
m one field The medistmum should alo be treated as 2
whole, rather than only the are1 contumng a visible mass
Usually the enlirged hvmph nodes begin to respond within a
few days after the first tretment and may disappenr after 4
relatively small dose  How ever, some of the abnormal cellulir
structure mdicating actinaty probably stll remains i the nodes
and local recurrence soon occurs Recurrences appear to be
more radio-resistant and 1t 1s advisable to giv e a heavier dosage
duning the unttal sertes to prevent these recurrences The

eries should be given m a relatively short time to produce the
mavumum effect and 11 davs has been arbitranly chosen as
the upper hmit  If 1t can be given 1n a shorter time, v sthout too
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mch ll (ffcet the results m1y be even further impros ed A
dose of more thn 1000 tinsue Yoentgens 1s given in Almost alt
cases and the dose m some mav be as ngh s 2000 tissue
roentgens but rarely exceeds this amount 1ccording to Merner
nd Stenstrom  For treatment of cervical Iymph nodes 900
soentgens m air 35 given to cach of three fields mcluding the
anteror postenor and lateral field  Treitment of the medastt
num consusts of 1 200 to 1500 rocntgens m air to each nterior
and postenior field  Very luge musses of long standing are
usually more resistant to ridiation than smaller more recently
entirged nodes nd should be treited more heavily The re-
cently enlirged nodes should however bhe gnen 1 certun
mmmum dosage even though they mav respond and return to
normal size before the mtended wmount 1s given It 15 1m
possible to predict the site of future imvolvement Isolated
reas may become imohed such as the scalp or extremities
while the large chuns of nodes are not 2ffected  Therefore
they believed that prophslictic wradiation 15 contramdiented
The most fas orable cases are those i which only one chamn of
nodes 15 1ns ol ed and thorough irrdition 15 gaven after histo
loge chagnosis has been established  Some cases with general
red mamifestations particulurhy pruntus fever and weakness
show a marked response after treatment of the local lesions
The pruritus often clews rapidly and the pitients general
K’ondmon 18 usually improved ay the local areas respond A
20 0r 20KV and ' mm Cu + 1 mm Al filter were used
for the peripheral lesions by Memer wd Stenstrom  The half
;c‘sl‘\li‘ 11;0! Wi 9or 13 Cu respectively  For the deeper
h‘];»r:s‘ lt“cc ‘ﬁlm \\las mereased to 1 mm Cu 4 1 mm Al the
Hodghns da‘) ers ’emgll;i or 17 The results suggested that
arrested ;‘iﬂgc‘m-‘t‘h zg‘n ts 1 locahzed process which af
It s R'-’As(mibl elxy the development of 1 generalized disease
e to suppose that hewy roentgen ray dosage

:\::;.ld produce s effectnne a result s surgery 1n the case of
rhosensitiv e lesions such as lymphoms 1ccording to Merner
and Stenstrom

In most cases roentgen ry therapy would be
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be prolonged with fong continued treatment  Shortly after this
report, Senn (293) descrnibed a case of splenomedullary Jeu
Lemia which was suceessfulls treated with roentgen wridration

Followng the ongmal report of Pusey (2632, b, ¢) and
Hemehe (1424, b), the exceeding radiosensitn eness of both
pathologic and normal tissues has become well known  Ths
fact has been utithzed at tunes to determine whether a gnen
tumor, by 1ts early response to a gren dosage, 1s of lymphatic
ongmn, as mentioned by Blankenhorn (32) and Evans and
Leucutia (96) Before the occurrence of extensne fibrosis
the radio therapeutic test can be of great 1 alue in causing rapid
and marked dumnution, or disappearance of subjectne and
objectine symptoms of Hodghin's disease, according to Gins
burg (121a})

A comprehenss ¢ review of this therapy was done by Memer
and Stenstrom (218) They stated that Hodghi's diseise 1
sa varied mn 1ts manufestations that 1t 1s necessary to treat ewch
case ndidually  Different parts of the body should betre tted
1 different ways depending upon the accessibility of the
volved nodes  Adsanced stages also require some modification
A few basic prnciples are followed, however, m all cases
Usunally more than one lymph node m a chun 1s mv olved, this
report continues, and the whole group should be treited as @
umt If the cencal nodes are s olved on one side it appears
adwisable to include the supraclas icular and submwllry nodes
in one field  The medistinum should alo be treated as
whole, rather than only the arey contummng a visible mss
Usually the enlarged lvmph nodes hegin to respond within &
few days after the first treatment and may disappear after 4
relatnely small dose  However some of the abnorm Wl cellular
structure indicating activity probably stll rem ns i the nodes
and local recurrence soon occurs  Recnryences appear to be
more radio resistant and 1t 1s advsable to give a hewer dos1ge
durmg the mtial serics to prevent these recurrences The
senes should be given m a rddatively short time to produce the
maxunum effect and 11 davs his been arbitranly chosen as
the upper hmit If 1t can be given n a shorter time, w ithout too
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geveral detenoration nd died but mtrogen mustard theripy
has now prosed to b of v 1lue 1n some of these c1ses accordmg
toLimarzy  However an ocesionl patient muy igun Ybecomt
sensitne to roentgenotheripy following mitrogen ustard
therapy

In the senes teported by C A Hll and Olson (136), 31
patients were gnen genotherapy alone  An dd 117
pattents recerved roentgenotherapy as the major part of therr
treatment but were fater gven mtrogen mustard  Of these 48
cases the survaval and tatal remission ranged from 0 to 125 +
wmonths 62 per cent survived for one year 39 per cent for twa
years 35 per cent for three years and 18 per cent for five years
whale 99 per cent did nat respond suficiently to therapy to be
clissed as 4 rermssion  ‘They noted a great vanation in the i
dividual response to therapy as some patients had remissions
up to 93 + months wiule others who showed good mitial re
sponse had p 1y shotter with sut
therapy

Total Body Irradiation  Smnll doses of roentgen 1rradiation
to the entire body (spray wradiaton) was desenbed by
Dessauer {81} m 1907 Chaoul wnd Lange (59) later reported
12 patients treated by thus method who shaw ed varying degrees
of improvement

In 1931 Heublen (147) imtroduced 1 similar method of
treatment which 1s hnown 1s the “Heublem \Method® \loder
ate radsation of the entire hwman body wonld canse extremels
1 -

U HUU I0W N
tensity roentgen ravs at a long target shin dustance. The dosage

wlmimstered was approximately 17 r a day gnen at 086 r an
tour for an average dose of 100

Medinger and Cruer (217) treated 94 patients having
Hodghins discast with the Heublen method of irradatean
flowerer no patient was treated by this method alone and
addiionat foctl therapy was admimstered to each group of
hmph vodes  They found the werage sunna) rate 2 b 42
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marc effcctive since all the nodes i the chun would he m
cJuded weording te Morner ind Stenstrom

Nice ind Stenstrom (242) wdvocated the use of wtensie
wradittion ather one or immeditely after surgreil exaision
m eses huving 1 single group of Iy mph nodes or a single lesion
cIsewhere nd no constitutionil symptoms  They so be-
hieved intensne wradition 1s the best treatment for cases hn
me mvolvement of 1t leist two proumal lymph node regions
of erther the upper or lower trunk with or without constitn
tionil symptoms  Treatment with at lewst 2000 tissue roent
gens within 14 dy pertod 1s suagested  The entire lympha
tic chun shonld be irradiated i the event of 1y ol ement of any
node Prophylictic aridiation should not be admmistered to
possible future disense sites m order to wsure dequate dosage
tolerince m the discwsed regions  Nice and Stenstrom sug
gested that less intense therapy be given m cases hawing m
volvement of multiple groups of lymph nodes or when the
disease 15 acute but without obvious Iymphatic mmolvement
Spray wrradition 1s ocestonally used m cases of widesprerd
mvolvement  In cises of mussive mednstinal lymphadenop
awthy smll doses of 50 to 75 r in air are gven minlly to pre
vent edemitous compression of the tricheobronchul tree
They stited thit lamimectomy and subsequent roentgeno
ther1py should be dmimstered immedintely to pitients who
develop paresis from spinal cord compression

Treatment of five pitients hwing molvement of only one
chn of lymph nodes were reported by Slwghter and Cruer
(307) They had very successful results with loctl resection
followed by 1rridition therpy

Limarzt (1911) was also of the opmion that roentgeno
therapy 1s the treitment of choice for lochized lesions m
Hodghins disexse  The usuil durition of Hodghins disese
15 three to five yewrs when well managed by irradintion he
stated However the course 1s shorter n some patients while
others may lwe for ten or more yews Eventually ridiation
will ful to cause regression of the Iymph nodes and improve
ment 1 the generil health  Formerly these patients showed
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tror? theory of their action m cells It has also been shown
that solutions of casemn exposed to mustard gas becomes in-
effectne m supporting growth though they are not harmful
«hen fod to animals  Apparently the mustard compounds
cause ntramolecular chmnges m protems, and their residues,
attached to amma acds hike histidine, lysine and metinomne,
are not capable of bewmg spht off in the body The
mustard compounds are especially weful when the disease 1
s0 widespread that 1t 15 impossible ta treat 1t effectively with
roentgen therapy  Certam cases of Hodghin's disease show
neghgible response to the drug, most of these patients are smd
to be radio resistant as well Large masses, mvasne lestons,
and foar 1n the shin and bone are sud to be refractory 1o the
. »

R

arther generahzed or localized, are resistant to roentgen uradia~
ton, and 1 patients having generahzed symptoms {fever,
pruritus, neurologic mamfestations), who do not respond to
other chemotherapy, according to Limarzi (191a) and Kier-
land et al (170b)  The latter mvestigators treated six patients
having micosis fungoudes with nitrogen mustard  In four
patients the condibion had been resistant to roentgenotherapy
It was therr apimon that mitrogen mustard 1s an adjuvant to
previously recognized therapeutic measures and s of particular
value when roentgenotherapy is of no benefit,

The mustard compounds appear to have a simelar action and
cffectiveness m the trevtment of Hodghr's disease as does
roentgen wradation  Thev mav be of great valve m cases
whete roentgen iradiation 15 no longer effective 1 those bav-
ing severe systemic mtovication, or those with generalized
I\Tnphadengpnth\ - according to Jacobson et af (160} Nitro

. . . s wasuupll muopen mustard
ppers to be a saluable adjunct to the therapy of Hodgkn's
disense 1t does not replace Toentgen ry jrradiation Ina com-
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months with combined radition therapy and 34 months for
all cases, irrespeetve of theripy  The five vear survinal nte
was 24 per cent for pitients tre tted with the Heublem method
which was an improvement of 62 per cem over all cases of
Hodghin'’s disease treated at therr chme  They concluded
that “spray” wrradiation, gn en alone, 1s not sufficient for lasting
results, the greater the amount of previous therapy, the poorer
the response  Patients m the tcrmmal stages of Hodghin's
disease did not respond to this therapy, the first treatments
were the most benefieinl and cases 1n which the local disease
process was first controlled by local therapy showed the mwu
mum improvement  They found that this method of therapy
may produce certun reactions, particularh  gistromtestinal
disturbance, weakness, apathy, fever, purpura or unfavorable
blood chiwnges This therapy should be admumstered with
great caution to patients who have recently recen ed large doses
of irradintion and have leuhopema  They also beheved the
Heublein method of treatment to be extremely imprictical i
most clinics since one x-ray machine must be used exclusively
for treatment of only two patients for 20 or more hours

C  Chemotherapy

1. Nitrogen Mustard./ The most stimulating and pronusing
current work 1 the chemotherapy of Hodghins disease 1s the
use of B chloroethyl ywmmes and sulfides, according to Hoste
and Dratman (154c) They stated that ‘ these sulfur and mtro
gen mustards are not only vesicants but also evert cytotouc
effects on a varety of tissues  The susceptibility of cells to
their action appears to be related to the rate of cell proliferation
Mitotic arrest during the resting phase of the cycle 15 seen
even after doses well below the touvc level, ind extensne nu-
clear fragmentation 1s a consequence of somew hat higher doses
Infectivity of the tobicco mosate and bushy stunt viruses s lost
after exposure to the mustird compounds  These effects prob
ably depend on reactions w 1th important biological constituents
of the cell The ability of the mustard compounds to mterfere
with enzyme systems m general has led to the enzvmemactiva
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tion theory of ther action 1n cells It has also been shown
that solutions of casemn exposed to musturd gas ‘becomes
effiectine 1n supporting growth though they are not harmful
when fed to ammals  Apparently the mustard compounds
cawse wtramolecular changes in protems and their residues,
attached to wnino acids hike isadine lysme and methiomne
are pot eapable of being spht off 1 the bodv The
mustard compounds are especinlly wefol when the disease 15
s0 widespread that 1t 15 ympossible ¢o treat 1t efiectively with
roentgen theraps  Certain cases of Hodghms disease show
neghiphble response to the drug maost of these patents are sod
1o be radio-resistant as well Large masses invasne lesions
and focs n the skin 1nd bone are said to be refractory Yo the
Lo »

. disease
1005 are

either generalized or localized are resistant to roentgen wrradia
tion and m patients having generalized symptoms (fever
pruntus neurologic mamfestations) who do not respond to
other chematherapy according to Lumarze (191a) and Rier
fand et o (170b) The latter investigators treated six patients
having mycosss fungeides with mtrogen mwustard  In four
patients the condition had been resistant to roentgenotherapy
It was ther opimon thot mirogen mustard 13 an adypnvant to
previously recogmized therapeutic measures and is of particular
vajue when roentgenotherapy is of no benefit

The mustard compounds appear to have 1 simular action and
effectiveness 1n the treatment of Hodgkins disease as does
toentgen arrnchation They may be of great value 1 cuses
where roentgen wradiation 1s no longer effective 1 those hay
g severe systemye intoucation or those with gemeralized
Imphadenopathy according to Jacobson ot al (160}  Nitro
Gen mustard therapn 1s reported to tesult in less dangerons tove
teactions and ta be less costly than roentgen ray therapy

Zanes ct al (360) stated that although mutrogen mustasd
appears to b a valuible adynet to the therpy of Hodglans
disease 1t does not replace roentgen Ty wradizhion  Inacom
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pnson of previoush recorded results following roentgen ray
therapy with those following the selectiy e use of both roentgen
radnition and mtrogen mustard therapy, thev found that the
combrmation of these therapeutic agents appenrs to offer greater
hope for increased Iife expectaney than erther modahty, used
alone

Dameshek et al (77) reviewed 50 consecutine cases of
Hodghm's disease treated with nitrogen mustard  They found
this therapy to be preferable to roentgen irradition because
of 1ts ripid action, with the simultaneous reduction of a1l m
volved lymphoid tissue ats greater effectieness, puhonluly
for the relef of pun pruritus and fever, and durmg remissions
which had failed to respond to mtensi ¢ roentgen ray theripy
They believed, how ey er, that roentgen 1rradhtion 1s preferable
m relatrely early stages of the dnese since the remssions 4
are longer than with mtrogen mustard therypy  For patients
having jaundice or hepatic dysfunction, mitrogen mustard
therapy 1s contrandicated  The best results, they beheved,
m1y be obtamed by the judicions combmation of mtrogen
mustard and roentgen rav therapy

The results of 151 courses of mtiogen mustwrd therapy, ad
mumstered to 67 pitients with Hodghm’s disease, were reported
by Brerman etal (29) This senies mcluded 77 simgle ijections
of 02to 04 mg per kg of body werght, and 35 single injections
of 06 mg per kg The 13 patients who were m good or far
general health had remussions m about three months and re-
sponded better to mtrogen mustard therapy thin the I1 patients
who were 1n a poor or moribund state and had only 1 s1x week’s
remssion  One patient 1 the Iatter group show ed no response
to mitrogen mustard theripy  Si¢ patients deseloped severe
tovie reactions followmng treatment which they beheved, may
have mfuenced the early death of fonr pitients who developed
pancytopent1 and a hemorrhagic diathesis  The Trge single
dosage of mtrogen mustwrd employed m this sertes proved to
be equally as effective as the usunl four to six dy course, which
15 usually admmmstered

R Goldman ¢t al (125) reported a series of cases n which
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40 men having Iy mphom itous discases were

38L

treated with mtro

gen mustard They found this therapy to be effecine for
Hodghins dieise since the respomse to treatment 1s m;‘n’c
prompt than with roentgen ray sridinbon  However 4 <y
found the remssion persod to be “of much shorter duration’

althongh no senous toxe veactions were en
cases

cauatered m these

In the senes of cises reported by Zanes et al {360) ‘JB'/
patients recened “adequate” mirogen wmustavd therapy
Among these 23 (82 per cent) patients benefited ether
through 1 wmmediite remssion or by the 1pparent reestib
Tishment of sensitivity to Toentgen ray rrradiaion  The remaim
g Bve patiente did not respond to this therapy and subse
quently died /The pauents who responded to mitrogen mus
tard therapy often had selict of pruntus pun and occasional
anarexa following the third or fourth ingection Fever was the
most constant chinienl Binding dunng penods of exacerbation
Dut the temperiture returned to normal durng therapy or
within v weel after completon of therapy  In one patent

who hd marhed diffuse & 1 b

the norml skin color returned two weeks fter completion of
thetpy A deerewse in thnarmal cutineous p gmentition was

tho noted 1 two other pients  They fou
tions to mitrogen mustard to be furly con:

and the toc reac
sistent The most

scrias comphictons following therapy resulted from bone

matrow 1nd lymphmd tissue destruction
toxic reactions noted were anorexia maw

The immedate
sca and vomhng

which occurred within one half to three hours following treat
ment nd developed m 35 of 44 courses admumstered  Ope

patient devcloped diwrhea following therapy

Following the

admminists on of 23 courses of mtragen mustard 12 patients
dexcloped maculopapulir markedly pruntic eutaneous lesons
on the trunk and extrermities within one to sic wegks follawing

tsestment This erption begw as markedly pruntic two to

fse mm sized pick moieulopapulir Jesions which 1w some

cases became hemorthagie  The eruption was generahzed n
some eases while sm others 1t was confined to one or more
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extremitics, or to a single area on the trunk, and usually per
sisted for a number of weeks  They resembled the cutaneous
lestons of Hodghin’s disease macroscopically but histologic
examination revealed “yesiculobullous lesions presumably re-
sulting from vascular damage The walls of the surrounding
vessels showed marked degeneration” In addition to these
maculopapular lesions, five patients developed classic herpes
zoster  One patient (case 14) was a 16 year old gurl who had
severe generalized prurtus for siv months, dark brown cu
taneous pigmentation and a generalized papular eruption with
excorations  The pruritus and papular eruption disappeared
24 days after mtrogen mustard therapy was begun and the
shin color became nearly normal

The causal factor m the development of cutaneous lestons
followng therapy m a number of these patients was not deter-
mmed  Zanes et al (360) could not ascertam whether this was
due to the cutaneous spread of Hodghin's disease following
therapy, or to a toue effect resulting from Jocal or systemic
vascular damnge  The profound leukopenta and thrombocy to-
pema observed following mtrogen mustard therapy reflects the
etensne touc damage to the hematopoietic system  They
found that the lymphocyte was the most rapidly destroyed of
any of the formed elements of the peripheral blood  The de-
struction of blood cell clements results from a central touc
effect as well as a peripheral one  This 1> demonstrated by
the concomuitant destructis ¢ hy poplasta and aplasia of the bone
marrow which 15 observed dunng the period when the pe
nipheral blood count 1s lowest  The bone marrow hy perplasit
and the mcreased number of voung forms of myelod and
ery throid clements, as well as the presence of megaharyocy tes,
while the peripheral cellulir elements are meretsing dunng
the recovery stage, they believed would indicate the duration
and temporary nature of this tovc effect on the blood cell form
g precursors of the hematopotetic system

Podesta et al (259) reported almost complete healmg of
speafic cutaneous lesions following nitrogen mustard the:ap)
Their patient was a 20 year old man who had a pamless, wal-
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aut” sized nodule 1n the nght supraclavicnlar region of mine
months duration Tumors appe1red m the axillary and cervi
el regions and he developed profuse mght sweats Seven
months after onset of the disease pan 1 the sternal region
severe dyspnea and congh developed and 7 200 cc of flmd was
removed by repeated thoracentess dunng a 25 day pertod
Concurrently cutaneous nodules and tumors appeared n the
thorax which were largely confluent on the nght side  The
lesions which vaned from the size of a gran of rice to a
chern  were pale pik to deep red in color and many were
\ §  Histolag of a lesion dis
closed berg Reed cells T d of miriven
ous myection of 10 mg mtrogen mustard every second day
for a total dose of 100 mg The cutaneous and lymph node
lestons began to regress after half the total dose had been
admimstered and the dyspnea dimimished  Hos general conda
tion improved steadily during the manth following treatment
and the cutancous lesions were almost completely healed
Podesta et al believed the prognosis for patients having specific
cutaneous lesions of Hodghins disease may become more
favorable with the use of mtrogen mustard therapy

Thrteen patients in C A Hall and Olsons (136) senes were
mbiaily treated with mtrogen mustard  Six were grven only
aitrogen mustard and seven who were first given mitrogen
mustard subsequently recenved later 1n the
course of the disease.  Of these 13 patients 10 survived for the
first year five the second three the third and one the fifth year
ollowing therapy  Two patients &id not have rermssions while
tue had rerussans of four and st years respectively  Among
17 patients who were ginen nitrogen mustard following roent
wenotherapy the sesults were “for the most part successful ™
Inseveral cises the mtragen mustard contributed to prolonga
tion of the remission 1ithough 1n general the Tesponse was not
1 good 1s with provious roentgenotherapy  None of their five
Emu uts hnown to be radiorensstant showed sigmficant te

s to mtrogen mustard therapy  Amont 10 patrents who

fud previowsdy recened tocntgenntherapy  but whose re
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sponsn eness had not been (valnated seven had “some response
to mtrogen mustard therapy ™ All four pitients who were
known to be responsn e to roentgenotherapy also responded to
nitrogen mustard therapy. Craver (73g) stited that they ad
ministered the entire dosc of 04 mg mtrogen mustard (Mus
targen®) per kg of body weight m a smgle injection  This
single dose 1s grven to pitients whase bload platelet count and
peripheral blood count are reasonably normal so that the ree-
tions of nausea and vy ormtig, which usually follow the mjection
occur only one time.

2. Tricthylene Melamine (TEM). Therapeutic results simi-
lar to those produced by the mtrayenous mjection of mtrogen
mustard have been induced in Hodghm's disease, leukemus
and some carcinomas by the oral admmstration of triethylene
melamine (TEM), according to Karnofsky ct al (168) and
Rottino (282b)  The advantages of triethylene melamine over
mtrogen mustard therapy appear to be the oral admmstration
{mn be admmistered to ambulant patients), the mfrequency
of muse v and vouuting, wlhich are pres entable, and less diffi
culty m control of prolonged dosage However, mtrogen
mustrd 15 preferable when rapid control 1s desired hecause the
effect of triethvlene melamine mav be slower It 15 necessary
to carefully control the oral admmstration of trieths lene mel-
amne since the tovie reactions are the same as those of mtrogen
mustard

The admunstration of oral therapy was discussed by Karnof-
shyv et al (168) Tnethylene melamme 1s avalable in 5 mg
scored tablets which are taken with one hilf gliss of water on
awakenmg 1 the mornmg No food should be ngested dur-
mg the following homs  Nausea and vomiting may oceur s ot
more hours later and continue for one or tva dys  Regulition
of the dosage to the amount which ¢ be tolerated, from 23
to 5 mg wil chmmnate this reaction  The wtial course 15 5 to
10 mg , of tricthylene melamme  If no change has occurred 1n
the leukocyte count one week after treatment, another course
of 5 to 10 mg 15 gnen  Weekly obsenation of the patient 18
advocated, and furthcr admistration of this therapy 1s de-
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pendent upon the leukocyte count the hemoglobm value and
the general chimcal conchition of the pient If no improve
ment has oecurred withan three to four weels and moderate
leuhopenin and anema have developed 1t appears unlihely
that any benefit wall result from this therapy
The oral ad of triethvl 1 35 most
effectine 1n the treatment of far advanced or generahized
Yodghns disesse accordmg, to Sulzberger et al (317a)
Treatment usually causes reduction of fever pruntus weak
ness and anorein 1nd regressions 1 enlarged lymph podes and
tumors  They treited 25 cases of Hodglans disease with oral
tnethy lene melamine  Among; these pitients 20 recen ed some
benefit from the witial course of treatment and of the 14 who
fad pruntus Al had relef from treitment  One of these
patents a 45 year old mhn first developed cervical Jymphad
enopathy five years previously  Awllary mediastmal and
P 4 lymph 1 dunng the next
two yeurs but d following, herapy although
the severe pruntus regressed enly temporanly with this treat
ment Fise years after onvet of the disese the pruntus was
fesistant to roentgen arrad and triethyl Jamine was
admimstered 1 doses of 35 mg over a five week period  The
prunfus promptly decreased m seventy but recurred one
manth later There was again prompt relief with admustra
o of }3my of tethy lene melamie
3 Colehicme The advantages of colchicine therapy for
Hodghan s disease are Tepiorted to be the ease of admmustration
the shght danger of reaction and the resultant symptomatie
ehef  1a desenbing this therapy Isch Wall (158) stated that
the almact specific action of colchicime 1s a mitotie potson has
Prcur.msh, gone virtunlly unnoticed because it s usually ad
By wuth t Y&y as a
fe s of nerevsing sensithvity to radiation and the favorable
tesults were <senbed to radiation therapy  He beheved that

-:spm{:g‘zo to 30 injections should be gien m a sertes He
desery our patients who w tre g en onl
yello 4 e lon y colehicine therapy

of m doses of 3 mg
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sponsn eness had not been evaluated sesen hd “some response
to mitrogen mustard therapy 7 All four patients who were
known to be responsine to roentgenotherapy also responded to
nitrogen mustard therapy  Craver (73g) stited that they ad
mimstered the entire dose of 04 mg mitrogen mustard (Mus
targen®) per kg of body weight 1n a sgle mjection  This
single dose 1s g en to pitients whose blood platelet count and
peripheral bload count are reasonably normal so that the reac
tions of nusea and vomiting, which usully follow the mjection
occur only one time

2, Tricthylene Melamine (TEM) Therapeutic results simt
Inr to those produced by the mtravenous mjection of mitrogen
mustard have been induced in Hodghin's disease, lenhemras
and some carcinomas by the oral admimstration of tnethylene
melamine (TEM), according to Karnofsky e al (168) and
Rottino (282b) The advantages of tricthylene melamme over
mtrogen mustard theripy appear to be the oral admunstration
{(my be admistercd to ambulant p tients), the mfrequency
of nwse 1 and vomitmg which are preventable and less dff
culty m control of prolonged dosage However, mtrogen
mustird 1s preferable when rapid control 15 desired because the
effect of triethylene melimine muy be slower It 1s necessary
to carefully control the oral admimstration of trieths lene mel
amine since the toxte reactions are the same as those of nitrogen
mustard

The admimnistration of oral therapy w 1s discussed by Karnof
sky et al (168) Tnethylene melumme 1s nalible m 5 mg
scored tiblets wluch are tiken with one-half glass of water on
awakening m the morning  No food should be mgested dur
g the followmg hour Nausen and vomiting may occur st oF
more hours later and continue for one or two dns  Reguhtion
of the dosige to the amount which cin be tolerated, from 23
to 5 mg will ehminate this rewction  The mitral course 1s 5 0
10 mg, of triethylene melamme  If no change has occurred
the leulocyte count one week after treatment, another course
of 5to 10 mg 1s gnen  Weekly obsers wtion of the patient 18
advoctted, and further admimstrition of this therapy 1s de
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pendent upon the leukotyte count the hemoglobin value 1nd
the generil climeal condition of the pitient If no improve
ment his occurred within three to four weeks and moderate
fevkapemt nd anerma hne deseloped st appews unlilely
that any benefit will result from thus therapy

The oral admmstration of toethvlene melimine 15 most
effectne m the treatment of fir advanced or generalized
Hodghins disease tccording to Sulzberger et ol (317a)
Treatment usuilly cawses reduction of feser pramtus eal
ness and anoreva wnd regressions 1 enl irged lymph nodes and
tumors Then treated 25 cases of Hodglun's disease with oral
triethylene melamine  Among these pitients 20 recens ed some
benefit from the imt11l course of treatment and of the 14 who
had prontus W had relief from teatment  One of these
patients a 43 year old man first developed cervical Jymphad
enopathy fve years previously  Awlliuy mediastinad and

Al lymphad th d duning the next
50 years but 3 following h Ithough

Y

the severe prumtus regressed only temporanhy with this treat
ment  Five years after omset of the disease the pruntus was
Tesistant to roentgen irradiation nd tnethylene melamime was
admmstered 1n doses of 35 g over a five week period  The
pruritus promptly decrewsed in severity but recurred one
month liter There was agan prompt rebef with admmstra
tion of 15 mg of trethylene melamine

3 Teh The rdvantages of colch therapy for
Hodghins dise1se are reported to be the ease of administratson
the shight dinger of renction and the resultant symptomatic
relef fn describing this therapy Isch Wall (158) stated that
the almost specific action of colchicine s a matotic poison has
previoushy gone virtually unnoticed because 1t 15 usually 2d
muustered concurrently with roentgen ray wrradsation s a
means of wereasing senstinty to radiation and the favorible
results were aseribed to radiation therapy  He bebesed that
appatently 20 to 30 injections should be gvenm asenes  He
described four patients who were gnen only colchicine therapy
The frst intras enous ijections of colchicine 1n doses of 3 mg
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sponsiveness had not been evaluated seven hid “some response
to mtrogen mustrd theripy Al four patients who were
known to be responsive to roentgenotherapy lso responded to
mtrogen mustard therapy  Craver (73g) stited that they ad
mimistered the entire dose of 04 mg nitrogen mustard (Mus
targen®) per g of body weight m 2 single injection  This
smgle dose 15 gnen to pitients whose blood platelet count and
peripheral blood count are reasonably normal so that the rec
tions of niuse and vomiting which usunlly follow the mjection
occur only one time

2 Triethylene Melanune (TEM) Therapeutic results simt
Inr to those produced by the mtravenous mjection of mitrogen
mustird have been mduced in Hodghins disease leukemuis
wnd some carcmomas by the oral admmstrition of triethylene
melamme (TEM) tccording to Rarnofsky et al (168) nd
Rottino (282b) The 1ds intages of tricthylene melamine over
mtrogen mustard theripy appe ir to be the oril admmstration
(my be admnstercd to ambulwt pticnts), the mfrcquencs
of mwser nd vomtms which are proventable nd less diff
culty n control of prolonged dosage However mtrogen
must ud 1s preferable when riprd control 1 desired hecwse the
effect of triethylene melimine may be slower It 15 necessany
to carefully control the oral wWdmimistration of triethylene mel
amine since the touc reactions are the same s those of mtrogen
mustard

The rdministrition of orl therapy w s discussed by Rarnof
shy et al (168) Triethylane melunme 15 1 uhblen 5 mg
scored tablets which re tiken with one half glass of water on
aw 1hemng m the mornmng  No food should be mgested dur
g the followmg hour N wset ind vomiting may occur sk or
more hours liter ind continue for one or two dys Regulition
of the dosage to the tmount winch cn be tolerited from 23
to 5 mg will ehmmate this rewction  The mtrl course 15 5to
10 mg of triethylene melimine  If no change has occurred
the leukocyte count one w eek after trentment another course
of 5to 10 mg 15 given  Weekly obsers thon of the patient 1s
advocited nd further wdministr ition of this therapy 15 de
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the survval rate 35 no Jonger with surgery than wath roentgeno
theraps alone  Call (115) reposted n 45 per cent five year
sunnal and Hellwig (145) a 15 per tent five year survival
following surgery However these patients apparently had a
localized form of the disease and the results cannot be com
pared with other groups which mclude all climeal stages of
the disease aceordmg to C A Hall and Olson (136) In their
senes of cases three patients were treated with local excision
alone In two of these patients the disease was localized
the cervical lymph nodes  Followmng removal of all obvious
diseased tissue one patient had bheen free of symptoms for 12
years and the other had a recurrence eight years after surgery
and was then gnen roentgenotherapy  The third patient died
one month after surgical removal of a tumer of the spinal canal
However these mvestigators did not attribute the long survaval
of two of these patients to the surgery but rather to the bemgn
nature of thewr disease  They stated that the surgery 1n these
cases was no more estensive thin that performed at hiopsy
many cases who respond poorly even with additional therapy

Six patients who were treated surgically for localized forms
of Hodgkins disease were reported by Bernard (26) Two
patients were ahive and well after six and eight years respec
tively He discussed the possibility of recovery by removal of
the wutial focus of the disense  However this s seldom
possible

A patient who had surgical removal of the cervical lymph
nodes was observed by OBrien (246) There was A recur
rence an the supraclavicular lymph nodes 19 yeaes later
These nodes were also suceessfully removed surgically and the
istologic examination revealed Hodghins disease

E  Afiscellaneous Therapeutic Agents

1 Malanal Therapy \alanal therapy hs been used for
Iymph When ad

a d alone the results
were not favorable “but when followed by x ray the response

s snlnlmg’ according to G R Murray (237)
2 Artficual Fecer Therapy 'The use of a heated cabinet
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cvery three days, for a total of 10 mjections, were administered
After three weeks of treatment there was 1 ripid decline of
fever, regression of the lymphadenopathy and the general
health improved to such an extent that one previously bednd
den patient was able to resume lus occupation  Two weeks
after treatment histologic studies revealed hyaline fusion of all
the granulomatous tissue elements, producing a formless mass
without recognizable cells Subsequent removal of matersal
for lustologic examination revealed caseation tssue present m
an mgumal Iymph node He obtimed similar results from
colchieme therwpy m three other cses  The red and white
blood cell counts of the peripheral blood were not usually
altered by this treatment However, i two patients who
had recurrence of symptoms, one had a decrease of leuhocytes
from 6,000 to 3 000 cells per cu mm  without agranulocytosis
Both of these latter patients improved upon resumption of
colchicine therapy

4. Sterowds The influence of adrenocortical hormones on
Hodghin’s disease 1s not considered to be beneficial  The real
value of these sterords 1s probably for management of complica
tions and sequellne of the diserse  Hemoly tic anerma may be
followed by stukmg climenl improvement following admin
wstration of corticotropin (ACTH) or cortisone  Sterord hor
mones may also be of some vilue m the minigement of severe
bone marrow depression mcident to therapeutic measures

Sulzberger et al (3171) reported 2 fuvorable response to
corticotropin (ACTH) therapy 1n onc cwse  The patient was
a 66 year old man who had cutneous Hodghin's disease  He
improved following ACTH therapy, which was admumstered
mn conjunction with local therapy This improvement con
tinued after ACTH was discontinued but he subsequently de
veloped two tumor Iike lesions on the bach  Sulman (316)
also discussed the use of steroid therpy for Hodghm's disense

D Surgery
There are comparatn ely few reports of the surgrcal treatment
of Hodgk's disease and these reports appear to mdicate that
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Cravir {73g) He stated “It seems all too ohvious that despite
all the ther ipeutic agents that have been 1dded in the past 15
veus we still need something far better than what we have
today  The ridiosctive 1sotopes mitrogen mustards  trethy ]
enemelamine and similar chermeal agents and the vanous hor
wonl agents hove sigmficantly contnbuted only to pathation™
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to mduce a body temperature of 106°F was descrbed by
Hoster (154a)  There was no favorable response m three
patients with Hodghin’s disease who were given thus therapy

3. Testosterone and Amino Acids. A patient with Hodg
km’s disease who had enly temporary regression with roentgen
ray and anatouc therapy over a five year period was deseribed
by Broco and Slucewshi (45) Dunng an acute episode treit
ment with male hormones, histidine, glycine and tryptophane
was adimmistered  The sy mptoms disappeared, normal activity
was resumed and the patient appewed well 15 months after
treatment  They believed that Hodwlan's disease may be
alleviated with testosterone and amino aed therapy since the
testosterane apparently Jowered the fever and hvperealeemey,
but increased the serum mignestum

4. Vaccine and Serum Therapy. The antirehicular ¢yto
tovic serum of Bogomoletz (ACS) has been used for the treat
ment of Hodghins disease  Logically this serum would be
evpected to affect the reticuloendothielial svstem smee 1t 15 an
antt hum w hone marrow and spleen antibods, developed ex-
pernmentally m an anmal aceordmg to Hoster and Dratmn
(I54c)  ACS his wsually been adnmstered to pitients hung
far adsanced Hodehm s disease  Although the 1csults hne not
been favorable there was evanescent improvement  Because
there have been no prolonged beneficial effects, 1t 15 difficult to
evaluate the results of this therapy

5. Antibiotics. The most recent approach to therapy has
been the use of antibiotics notably by French mvestigators
Bertrand-Fontame ct al (28) used actinomycmn for the treat-
ment of Hodghin’s disease but the results were not encourag-
me Inthe Umted States Martin and Mumer (2154) rEpOﬂCd
the first results in 12 cases of Hodghin's discase treated with
actomyain C and Krost and Mever (215b) treated tiree
cases with actnomycin D Both studies provided these antibt
otics to be of no value n the treatment of Hodgkn's disease

Summary
The most effectnn e summary to the problem of eeneral treat-

ment of mahignint Iymphomatous diseases is that gwven by
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DEFINITION

L\\mnosm\m\m 1s 1 mahgnant neoplastic disease mvolving
the lymphoud tissue It 1s capable of ansing m any lymphod
aggregte and may occur pnmanly or secondanly i the shin
The course of the diease may be acute or chrome and the
fesions are nearly always radiosensitive



II.
HISTORY

Tl!h FIRST recognition of lymphosarcoma as t disease entity,
distingwished from “aleukermic” lymphomas (pscudolenhemia),
was mide by Kundrat (84) Giant folheular Iymphadenop-
athy, also known as Brill-Symmers disete, was desenibed by
Brll et al (14) and by Symmers (132b, d) and 1s usually re
garded to have some relationship to lymphosarcoma In this
monograph, there 1s no distinction of lymphosarcoma mto the
small round cell ty pe and the reticulum cell type  The cutane-
ous mimfestations are the same n both of these ty pes
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ETIOLOGY

Age and Sex In therr study Sugerbher and Craver (130}
found lymphosircomn to occur less frequently than Hodghins
disewse the ratio being 3 4 The werige nge on admssion to
the hiospital w1s approumately the same for men and women
4510 453 vears respectnely  This was bout 10 years more
than in Hodghin s disease and somewhat Jower than in the more
common types of carcinom which at thewr chimc was 539
yews  Lymphosarcoma appeared to be rare before the age of
20 yewrs nd After the age of 70 years  Their voungest patient
was four vers of 1ge and the oldest 88 yeirs although one of
them had obsersed 1 proven cise 1m a woman of 107 years By
far the lirgest number of cases were of the rebienlum cell
twpe  Three were lustologically dwgnosed as “malignant
Ivmphocytoma  and mine presented the lustologic picture of
gant folbicular lymphoma  They listed the age meidence of
fymphosarcom1 according to decades as follows

Age in Years PerCent
0-10 35
10-20 60
2030 110
3040 150
40-50 150
30-60 270
600 160
~0-80 10
8090 10

Lymphosarcoma occurred more frequently 1n men than i
womn ccording to Sugerbaker and Craver, with a ratio of
wbout 7 3 while this ratiowas 14 115 Hodghins disease
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HISTORY

Tllh FinsT recognition of lymphosarcom as a disease entity,
distingwished from “aleukemic” lymphomas ( pseudoleukema),
was made by Kundrat (84) Giant folhcular lymphadenop-
athy, also known as Brill-Symmers disense, was described by
Brill ef al (14) and by Symmers (132b, d) and 15 usually re-
garded to have some relationship to lymphosarcoma In this
monograph, there 1s no distinction of lymphosarcoma mnto the
small round cell tv pe and the reticulum cell tvpe  The cutane-
ous mamfestations are the same 1n both of these types
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1v.

ATHOGENESIS

er our present knowledge, 1t 15 not possible to gve any
clear cut statement regarding the biologic forces which meite
either lymphoid tissuc, or any other tissue, to malignant growth
Its app foll d of indole, as reported
by Bungeler {16), estrogens, as reported by Gardner (58), and
mjection of 1,25,6 dibenzanthracene, as mentioned by Lewss
(90), mdrcate that the mechamsms stmulabng Iymphatic
tissue to pathologic new growths are similar to, 1f not 1dentrcal
with, those actn ating other tissues (130}

“The frequency of chromc mlections, particularly long stand
ing mfammatory processes 1n the upper respiratory tract of
patients whose first evidence of lymphosircoma appeared as a
cenvcal lymphadenopathy, 1s rather strkang  Sugerbaker and
Craver (130) found 32 per cent of the pahents whose first
symptom was cervieal lymphadenopathy complaned of some
defimte chrome infection of the upper respiratory tract  The
role of tuberculosts was much less evident m Iymphosarcoma
than 1n Hodghm's disease, they found, and believed 1t not 1
concevable that prol d of lymph nodes may
eventuate 1 malignant cellular actimity  Ewing (44a) stated
that subacute hicterial infections, particularly of the shin 2nd
mucous membranes are one of the common evcitants of lym-
phatic tumors in both man and lower ammals Pyogenic cocel,
espeaially streptococar are most promunent n this relation,
although many other microorganisms mav be present in some
<ases  That subacute streptococere infection 15 capable of
rroducing lymphoes tic and reticulum cell hyperplasia instead
of polynuclear leuhocytic esudate, his been established
Fungus diseases, as well as staphy Jococere and other cutancous

421
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Cutler (30) observed 13 patients having lymphosarcomy,
four of whom had cutaneous 1y olvement which was the tenth
most frequent symptom of the diseise Among 22 patients
having eutaneous tumors of leukema and Iymaphoma, reported
by Gates (59), ten had lymphosarcomn St were men, foor
women, and the medin age was 56 years  The duration of the
cutaneous tumors was less than one month m one, one month
in five, between seven and 12 months 1 two, and more than 12
months 1 fiv e cases, wlile the median duration was six months
Tive patients had visceral metastases

Keim (80b) believed the mneidence of metastatic cutweous
lestons to be about fiv e per cent of the reported cases butstated
that myolvement of the mucous membranes, espectally tonsil
lar, was more frequent Among 122 patients having lympho
sarcomn, Epstein and MacEachern (42) found 29 (237 per
cent) had cutancous 1o olv ement and, of these, 17 had speaific
metastatic cutancous nodules  Gall and Mallory (57b) re-
ported cutancous i olvement 1n from 17 to 26 per cent of the
various types of lymphosarcomr classified  Hellwig (691)
reported 11 of 145 patients having entineous my oh ement
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or two rmutes following the stimulus  Cutancous arets free
of metastasis dhd not show the “white streak ”  Mnute metas-
tases, otherwise not dem ble, could be d d by ths
means  He asenibed ths reaction to the setting free, withm
the tumor nodules, of a base-hke substance, and believed this
picture ded not corcespond 1o that produced by histamine

According to Ewing (44b), lymphosarcoma 1s distingwished
from other forms of lymphomn by 1ts local destructive capacity
and by the formation of true metastases n different organs
apsing m a chain of lymph nodes  The tumors raprdly become
bully, mAltrate the surrounding bissue, and tend to cause
ulceration and necrosis of the shin and mucous membranes
Histol Ny, lymph 15 g Iy divided into two
groups 1) reticulum cel) sarcoma or large round cell lympho-
sarcoma anisung from the retrculum, and 2) malignant lvmpho-
eytomn ansing from the lymphocytes Ewing believed that
the te.o vanants vetan theyr separate Wentity and anse wader
different clintcal conditions, 1n the great mayortty of cases

Smee the cause or causes, of these diseases 1s not known
there 15 need for a classification based on eytologic structure
of the lesions, according to Director and Kern (38) Thas
fact was also stressed by Gall and Mallory (57b) Klemperer
(33} and Hellwig (694) Ewing (41b) stated “The com-
pleaities of the subject of lymphoid tumors depend chiefly
vpon the Yaek of knowledge of etiology and partly upon lack
of anatomical classification ™

Roulet (119) deseribed a4 group of tamors ansing from
Wmphatic tissue as “retothelsarkom,” which he beleved were
derned from reticulum cells of lymphatic tssue rather than
from hmphane cells In the classification of Ewimng (44b),
veticulum cell sarcoma 1s synonymous with large cell lympho-
sarcoms Such a classification 1 wsed by Osmsby and Mont.
®omens (107c) Sugerbaker and Cruner (130), and by Eller
{41} The term “Ismphosarcoma was ntroduced by Kundrat
(84) who described 1t as a tumor Ansing not from a smgle

fvmph node but froma group of lvmph nodes or from hymphod
$issue of a mutcous membrane which

after yemoimng locahzed
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mfections have been noted to precede lymphomntosis  Local
wfection with regronal lymphadenopathy has frequently oc
curred some months or years previously and, although the
Iymphadenop ithy subsided, 1t recurred 1n the form of lympho
sarcoma after a varable period of thme In cases of deep
Iymphosarcomn, there may be a lustory of typhod fever, 1p
pendicitis, cholecystitis, salpmgitis or other local infection

The lymph node 15 the first bancr agamst mfection which
has passed the shin or mucous membrane, according to Ewme
(441)  Free connections aie present within the Iymphtic
system and with the blood vessels  This relationship may ac
count for the tendency of Ivmphitic disewes to become 5ys
temic  He beheved the possibility eusts that grow th smulit
ing cell products, diffusing from the primary tumor focus, may
ply a part mn the remark 1bly wide and rapid extension of some
Iymphtic tumors At times the entire lymphatic system seems
to react as a whole

Berghausen (7) observed two prtients having both lympho
sarcoma and s\philis, a combination of diseases he beheved to
be nfrequent The first pitient had marked generalized
lymphadenopithy but scvere splenomegaly and enlargement
of the abdomn il kmph nodes pomted to the chimcal diagnosis
of lymphosircom1  The second pitient had marked peripher i
lymphdenopathy cluefly cervical at the onset, and Hodghmn's
disease was considercd ~ Both patients had speafic syphilitic
infection and the blood serologie reaction (Wassermann) 1S
strongly positne  Post mortum exammitions were done on
both pitients Combes (26b) stated that Trnmble’s cise of
“erythemi clevatum  dintinum”  eveptuated m 2 fatal
Ivmphosarcom1

Auler (2) described an illergic phenomenon associated with
cutaneous metastases of generahzed lymphosarcoma He
tound evidence of allergy by stroking the shin with a needle
potnt 1n an area mvolved by metistasts of Iymphosarcomt  In
the line of the strohe, a white streah (white dcrmugraphlsm)
promptly appeared  This streak gradually widened and about
the metastasis 1 red zonc resembling urticania appeared one
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Hlasts” by Ferrata (48), and as “common Iymphoid stem cells
by Gall and Mallory (57b) They have probably been ‘gg“
frequently designated “reticulum cells.” as by Klemperer (83),
Ewing (41b), Roulet (119), Sugerbaker and Craver (130},
Edling (38), Callender (18), and Herbut e¢ al (70) The
pature of the primitwe reticulum cell was summanzed by
Ehrlich and Gerber (39) who stated that “there has been
lated a array of evid to
the view that the cytoplasme reticulum present throughout
the body, n the spleen, lymph nodes, liver, bone marrow, and
pernascular tissue, retams i adult hfe the multipotency of
embryonal mesenchyme ”

Vanous 10y estigators have observed the steps m the trans
formation of the reticulum cell mnto the lymphocyte n the
emhryo, m bssue cultures and n the adult, accordmg to
Rlemperer (83) The concept of a widely distributed multi-
potent primitive mesenchymal cell (reticulum cell) which, as
a result of certain stimuly, acts as a lymphoid stem cell, best
expluns the nature and Justologie structure of these condi-
tions, generally included among the lymphomas, he beheved
The classification proposed by Gall and Mallory (57b) 1s based
upon the predominant cell of the tumor, each cell type bemng
Tecogmzed as representing a stage 1n the development of the
hymphocyte from the reticulum cell They divided malg.
nant lymphomas mto the seven followmng groups 1) stem
cell lvmp L 2) p f lymphoma, 3) lymphob!
Timphoma, 4) lymphocytie lymphoma, 5) Hodgkin’s lym
phoma 8) Hodghins sarcoma, and 7) follicular lymphoma

Stem cell lmphoma cosrespends to the reticular and nter-
medhate types of ly mphosarcoma described m detadl by Ehrhch
and Gerber (39) The reticular type consists primanly of
toeler & d 1 a cvtopl without clear
boundanies  The nucler are very large, 10 to 12 mcrons m
dimeter e osal usunlly vesicular, with a moderately thick,
darhly staining nuclear membrane, frequently mfolded  M;.
totic figures we often observed and are wsuaMy of normal
configuribion - Onc to three nucleols arc present In the mter-
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tor an indefimite period, spread esther by direct extension or
through the lymphaties  However, many inyestigators, melud
ing Gibbons (60), Flishman and Leopold (51), Baldndge
and Awe (4) and Brunschwig and Kandel (15), have objected
to the term “lymphosarcoma ™ Gall and Mallory (57b) stated
that “such a segregation 1s artificial and merely represents a
phase in the course of the disease”

Knowledge concerning the reticulum cell was frst obtuned
through the discovery of a network of stellate cells formmg
the framework of the spleme pulp by Tign (134) m 1847
Shortly thereafter, this retionlum of cells and fibnls was found
to cust mn lymphatic, as well as m spleme tissue  The sumlnty
betwecn the reticulum cells of the embr onal spleen wd those
of the adult spleen was pointed by Klemperer (83) Not only
1s this similanty morphological, but the cells also possess the
same developmental potentialiies  Each 1s cipable of dfferen
tation along four lincs, with the formation of hematic
phagocytic, endothelinl and fibroblastic cells  ‘The retieulum of
lymphoid and myeloid tissue can according to Mavimow (97),
be considered “an embryonal germmal layer of the adult
orgamsm ”

Foot (52) stated that more difference of opimon csts
concerning the diagnosis of reticulum cell sarcoma than that
of almost any other type of Iymphord neoplism He belesed
this may be due to the fact that there are two distinct branches
of the reticulum famly, thit ressident in the lymph follicles and
that found 1n the arealar connectni e tissue  Some pathologists
will not admit that a reticulum cell sarcoma can anse n the
latter situation calling such tumors fibresarcomas ”  How ever,
as a result of ammil experimentation and tssue culture,
Maximow (97) concluded that cells having the same deselop-
mental potenbiiliies as the reticulum cells are seattered
throughout the body  In the shin these cells (which he called
undifferentiated mesenchymal cells) are pernvasculir T,I'lesc
primitive cells hue been referred to as “Iymphoidocytes” by
‘Pappenheim (109), “primitive blood cells” by Fnrrfr and
Cameron (46), “hemocy toblasts’ by Turnbull (135), “histio
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(36) indicates that thus growth too 1 demnved from the
retieulum cell

There are numerous reports of transform ihion from one type
of Ivmphom to another  G1ll and Mallory (57b) found that
239 per cent of their cases of mahignant Iymphoma showed
on repeated histologic exammation 2 change m structure
toward less differentiation  Hellwig (691) found that 20
per cent of his c1ses showed a change toward less differen
tiation with 80 per cent retumng the ongmal hustologie strue
ture  Herbut et al (70) described six cases which histolog
cally showed vanous transformations between Hodghs dis
ease reticulum cell swcoma and what they desenbed as
Iymphosarcom It 1s beheved therefore that all malignant
Ivmphomas are denved from one source the reticulum cell
and that the development of a given form or the transformation
from one type to another depends on unknown shmul acting
on thus cell

Smce the reticulum cell 1s not limited to the spleen and
Jymph nodes as was orgmally considered Robb Smuth (117)
commented “we do not need to explun generalized tissue
thanges as a result of embolization or metastses but muy
tegard them as local proliferations of mesenchymal cells ™

Director and Kern (36) stated thit the present tendency s
toward a belief that 1ll duseases grouped as “ly mphoblastomas
even though not due to the same cuse produce histopathologs
cal changes an which the essential dise ised cells are the primr
tne mesenchymal reticulum cells and therr developmental
demnatnes  These prmutnve cells are widely spred through
out the body so that other uissues such as the shin may gie
f1se to a primary focus of the disease and the condstion need
ot anse primanly from lymph nodes or blood formung hissues

Srathmdry (133) dwided lymphosarcoma of the shin into two
tpes  The localized regontl primary mmfestation or evs
dence of invoh ement of and extension along lymph channels
He regudcd lymphosarcoma of the shin secondary o a
Yocalized process i the decper groups of Iy mph nodes as most
tfrequent  The second type belongs to the Paltawf Rundrat.
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medrite type, the cellular constituents are partly i syncytal
arrangement and partly discrete  According to Gall and Mal
lory (57b), the fundamental similanty between these two types
15 50 great that their separation into distmet entities 1s not jus
tified  Varymg numbers of lymphocytes and monocstes are
observed in these tumors, and the fibnllar reticulum 1s compara-
tivelv sparse  The second constituent of the reticulum cell sar-
coma group mn this classification by Gall and Mallory (57b),
the clasmatoeytic lymphoma, has as its predommant cell the
clasmatocyte or monocyte This cell 15 deseribed as smaller
than the stem cell but distnetly lwger than the lymphocte
with pronounced phigocstic propertics  They beleved that
clasmatocy tic lymphoma should be classified as a monocytomt
Hellwig (69a) suggested removal of the clasmatocytic Ivm
phoma from the reticulum cell strcoma group n this classificy
tion, since the cells compnsing this tumor are not actually
primitive reticulum cells but rather have differentitted from
them, and have taken on the funchon of pmnm‘“C(‘d
phagocy tosis

When clasmatocy bie lymphom s made a distinet entits, the
stem cell remams as reticulum cell sircomn, accordmg to
Director and Kern (36)  Regarding the remumng five clssi-
fications, lymphoblastie lymphoma 1s charactenized by the
predommance of lymphoblasts  In lymphoeytic Iymphoms,
the lymphocyte 1s the predominmt ccll  In follculr Iym-
phomy, the lymphocyte 1s agun the predonunant cell but the
tumor has a distinct architecture with the normal lymph node
structure replaced by multiple, varvng sized, follicle-like
nodules  If Hodghin's disease 15 accepted to be a pnmin
malignant tumor 1t may be considered to be derns ed from the
reticulum cell, since the pathognomonic Sternberg-Recd cell
1s probably a reticulum cell which according to Gall and
Mallory (57b), has become large and multilobul ated or multt
nucleated Callender (18) and Richter (115) mamtaned that
Hodghin’s sarcom? and reticulum cell varcoma are }denllc-\l
Whether or not one accepts the eustence of Hodghn's disewse

per se, the & 1dence at hand, according to Director and Kern
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summetrical tymor formation 1 the salivary glands  Primary
Iymphosarcom occurnng i a 19 year old child who developed
tvpical lymphocyhie leukerma foll g £ herapy, was
alsodeseribed  Berde and Lang {8) observed @ pahient having
multiple small cutaneous nodules which they regarded as
bemign probably of endothelial omgin  They found Jympho
sarcoma tecorded 1w only 21 specific wstances i the literature
prior to ther report Among 30 cases of lymphosarcoma,
Cutler {30} found and 1
in enly four of the 13 cases in which post maortem examinatton
was done  Primary cutaneous ivolvement was lso deseribed
bv Holmes and Schulz (71) Matheson (96) desenbed pn
mary lvmphosarcoma of the nech 1n 3 26 year old man who had
evension snto the abdomen mesentense lymph nodes hwver and
subcutaneous tissue of the chest and abdomen

Squires (126) reported lymphosarcoma with extension mto
the skm proved lustol lly before lymphad thy oc
cured  There were also pigmented cutaneous macules
Papules and nodules  \enne and Bitw (99) believed the
fact that this patient also had a three plus blood serologic
(Rahn} rencton mght be sigmficamt especially since the
‘anous cutancous lesions deseribed did not adhere to the
““f‘[ appearance of cutaneous lymphosircoma  In a study of
45 pateents having “lymphoblastomatons” diseases Epstern
and \Mackachern {42) found that specific cutaneous lesions
occurred 1n 139 per cent of the cases and they believed these
metastabie nodules to be the most frequent dermatologic find
g \eNamara and Hewneger {93) descnbed a patient
who had eemer 1 ad s« . the
& pho
sa

ames
quite remote from the site of ongm 1 difficult to explain

according to \fenne and Ditwr (99) Gates (59) regarded
cttaneous imasion. as definitely metastatic Often the oocur
";n"e of anew erop of cutaneous nodules 15 contrary to the flow
o lmph The best assumption according to Menne and
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group m which the lesions re ether definstely primary 1 the
shin or 1n closcly contiguous Iymphatics  He found reports
of only three cases of the frst type among them the gase
desenibed by Joseph (77)  He also desershed two cases of fhus
tter type nceurnmg 1n men 1ged 29 and 18 vewrs respectuely
The htter patient des eloped “pea to hizel nut sized Inid red
cutneous nodules of the epigastrum nd nght side of the
tongue within a penod of exght dys  The cutineous mohe
ment m both pitrents oceurred secondary to prmars medias
tmaf tumors Histologteally the majonh of cells were of
Iymphocytie type nd there were some polvmorphonucleirs
nd fymphoblasts Subsequent reports however do not gne
definite evidence of 2 sharp dision of the, two distmet types
of lymphosarcoma mentioned by Szithmary according to
Menne and Bitar (99)  [hev stated that most msestigators
have apparently diided lymphosarcoma of the sk into two
groups  those having evidence of localized cutineous lestons
with localized sprexd and those h wing regronl imolement
which gives rise to 4 gener1l etension m the shin wd not
mfrequently into other mternal organs

Chus (24) reported the oceurrence of 1 tumor of the ear m
2 gul two yeuws wnd nme months of age Hummngton et ol
(66) deseribed 1 35 3¢ old woman who had 1y mphosarcoma
occurnng between the second and thrd rsbs and extending
mto the cutwneous surfice up over the chest wall Shebesta
(125) desenbed cutweous Jymphos ircoma of the face m a 33
sear old man m whom the lesion was pparently pnmary m
the mavtiuy wntrum  Menne and Bitar {99) beheved that
such lesions were not so much metastatie dissemination of
cutaneous lymphosircom s s extensions into the shin by con
tinuty Lhese types they stated are in sh irp contrast to those
having extenstve mfiltration of the cutaneous and subcutaneous
tissues  to the end that not mfreguently the imoh ement of
the shim may completely overshados the primasy ste of
ongin  Bettmann (9) reported a patient having disseminated
Iymphosarcoma of the skin with secondars nodules m d‘Jw
conjunctis 1¢ associated with shght lymphadenopathy and a



V.
PATHOLOGY

Tm: \torsm anatomy of lymphosarcomt was reviewed by
Sugerbaker and Craver {130) who stated that Jymphoud tissue
st as other tsue may assume malignant properties The
sites of origin are potentially as widespread as the distnbution
of lymphoid 1ggregates throughout the body  The umt of
lymphad tssue the lymph folticle beng composed of two
Jistinet and easily 1dentifiable ty pes of cells {the reticulum or
endothelord cells of the germinal center and the small lym
phacytes arranged perspherally 1bout these centers) may give
mse to two corresponding histologic types of sarcoma the
reticutum cell type or reticutum cell lvmphosarcoma wd the
ymphoeytic tvpe or miligmint hmphocytoma  The exact
phyniologic ue between these two types 1 not definitely
established although their watemic juxtaposition bolstered by
the chieeal obsery wion of the not mrequent termiuation of
reticulum cell lvmphosircoma mto lymphocytic leukerma
strangly suggests the exustence of a very definite though as yet
obseyte relationship It seems reasonible they beheve to
consuder tumors composed of erther cell tvpe evhibiing mahig
nant propertics stmplh s vanations of the same diseise
namely lvmphosarcoma untal contrary proof 15 found
Svmmers (132c ¢) stated that the Symph nodes 1n lympho

sarcoma present much the sime mucroscopic ppearance s
those n Hodghins diserse  The indnidual lvmph nodes viry
m stz from 1 few millimeters to many centimeters and may
be arranged 1 groups or v chuns  They are usunlly closely
packed and therr shapes m 1y be 1itered by pressure reciprocal
s otherwise  On dissection thev are discrete the more acces

0w
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Bitar, appears to be that the cells spread by way of the blood
arculation  If 5o, 1t 15 not e sy to explun the regional selectnne
character of the metastases It has been suggested that um
versal 1rmitational hyperplasin of catncous Iymphatic cell
groups may develop, either simultaneoush or progressnely,
being stimulated by the same etiologc agent



Lymphosarcoma

— WA P ARSI
P N

-

Lymphosarcomatous lymph node sho s ng obliteration of normal

=

3 ARl 2o
4 h S e A0y, e
A ; %@%@%
RN s b é&&ﬂ.ﬂ.ﬂ% ‘st m«mww

&

AN
%

YTIFRR AT
Zelre
* ® :_
T LD
- l:/
4
FREL XL
e
X
S
e
3 A
s .
S0 Ly

Y [OS-SN

g the reticulum

mification of igure I showing

lymph nede structure
High power mag
cells of one of the nod iles

13



432 Malignant I ymphomas

sible nodes are pt to gue ths smpresston when palpated
through the overlying structures and therr consistency vartes
and 1s determined by the amount of connectine tissue present
Usually they are relitnely soft becse the strom s seldom
1bundnt and each 1s susrounded by a thun capsule and flm Lle
sheets of connective tissue betwcen the nades  The substance
of the node bulges somewhat beyond the cut edge of the
capsule and vares i color from pure or greyish white to 2
fant brow nush sheen but may be a pinlash hue of the deheate
connectne tissue reticulum nd the normal node structure 1s
well supphed vath capillary blood vessels On microscopie
eximmation the Iy mph nedes show overgrowth of lymphocytes
m the connective tissue reticulum and the narmal node struc-
ture s obliterited  Frequently the capsule 1s mfiltrated by the
sume type of lymphacy tes which presul 1 the prenchyma
2nd the mternodnl connectrs ¢ tissues are aften iy aded accord
wg to Symmers

Brll ¢f al (14) and Symmers (132d) descabed several
cases of lymphadenopathy often Accompanted by spleno
megily in which the lymph node picture showed “numencal
md dimension! folliculrr hyperplasia (Symmers) The dt
menston merewse m the follicle apparently results from
proliferation of cells within the germinal centers Whether
ar not such c1ses represent 1 separate elimcopathologteal entity
15 doubtful  Later Svmmers (132e) stated that m certun
mstances 1t least 1 trimsition to Hodghins sircomn or to 2
polymorphous cell sarcomr (lymphosarcoma) 15 pparent 1n
late hustologie studies or to Iy mphocy tic leukemra as shown
by successive blood counts mayv eventually occur mn gunt
follicle Iymphoma  Sugerbaler and Craver (130) tended to
regwd gt folheular lymphomas s an curly settng for
lymphosarcomt usuilly destined to run a somewhat less acute
but otherwise typretl course  and late hustologie studies 10
several of their cases showed typical reticulum cell 1y mpho
sarcomr  They belreved at difficult to decide exactly where
to phee Hodghins sarcomt  Cllender (18) would combme
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3 Lymphosircom cutis showing the subepidermal portien of the
cutis to be spared dules m
{ Densely picked lymphosircoma cells producing nodule:
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1 and reticulum cel} sarcoma mto a smgle group designited
“reticulum cell sarcoma ”

Histopathology of the Skin  Although pnimary lymphosar
coma of the shin 15 a relatnely mfrequent mamfestition 1t
may occur as solitary or multiple cutaneous todules or even
as an exfoliatne dermatibis

‘The epidermus 15 not 1nvolved nd the subeprdermal portion
of the cutrs 1s usually spired  This 1s an 1mportint pomt in
the hustol e tion of lymph and mycosis
fungordes

The cutaneous nodules of lymphosarcoma usually consist of
compact masses of cells 1n the mid and deep cutts  The cells
are usuilly of a umform character and m2y show motic
figures  This feature 15 1 further ard i differentiating lym
phosarcoma from the leukemus The masses of tumor cells
are well circumseribed and suggest secondary (metastatic®)
mohement rather than autochthonous development mn the
skim The wall of a blood vessel deep i the cutis may be
mBlteated wath cells 1n some sections  Usually the cells are
immature

Oceanionally the cells tend to mvade the cutis n strands
The bundles of collagen Rbers re pushed aside by the cells
which appear 1n large masses

The type of lymphosarcoma 15 dependcnt upon whether
small lymphocytie cells or reticulum cells predomtmate  al
though « combination of both types of cells miy be present
However the reticulum type cell 15 most frequently present
They present an 1bundant pile staming cytoplasm and van
oushy shaped nucler  Mitoses are usu ally present
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7 Sheets of lymphosircoma cells in the cutis
§ Reticulum cells showing pale-staining cy toplism and v
shaped nucle:

anously
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9 Cervical Jymphadenopathy
10 Cervical lymphadenopathy

11 Aol lmphadenop ithy



VL
CLINICAL FEATURES

L\\xmosmcoua, hle Hodghm's discase, appears to begmn
4s a localized disease, according to Craver (99a). Its onset 15
usually mn one of three regrons  the nasapharyngeal sing of
lymphotd trssue, the mediastinal lymph nodes or thyrmus and
1 the abdamen, most likely from the gastromtestinal nodes or
perhaps the lumphod tssue of the almentary camal  The
hmph nodes tend to be more dhffuse than in Hodghin's discase,
which Craver believed may be due to the tendency of lym-
phosarcoma to nfiltrate the fat tissue outside of the capsule
of the nodes Tt s veny strihing that patients wath Jymphosar-
coma tend to remam m much better condition than those with
Hodghin's diease

Visible and palpable Iy mphadenopathy w.as the ttial symp
tom 10 63 pexr cent of Sugerhaker and Craver's (130) patients
The enlargement was entirely pamless e nearly all eases
although occasionallh pam triceable to mbltration of the
cervical plevus aceurred when there was masswve swelhing
of the neek  Lyvmphosaicomatous nades gencerally tend to
have a chatacterntic vesilient firmness  Although the entiwe
chain is usually involved, a solitary enlarged Iy mph node may
oceur  Thev tend to be fived  Other jmitial symptoms, de-
sertbed by Sugerb ket and Craver were abdominal discomfort,
which oceurred 1 17 5 per cent of thor patients, npper respi-
ratory symptoms 1 118 per cont thoracic symptoms in 36
per cent and bone pam m 1 83 per cent  They found systemic
symptoms (chills, fever lassitude creased sweating, weight
loss) to be conspicuoush absent w early lymphosarcoma.
raxely appearng until the disease was fur advanced  An extra-
nodal focus of disease was found which could reasonably be

438
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symptoms which e frequently alummn,, Tlus pressure on
the supcrior veny e and Jugular ven cses the face to
become swollen and congested with cistended veins m the
neck  Compression of the trachea makes breathing difficult
and there 35 an mspiritory stridor and marked hourseness  1f
pressure on the deeper vems 1n the thorax occurs there mdy
be pleural effusion or ehylous effusion may result from pressure
on the thoracic duct Effusion 1s less common in lympho
sircomn than in Hodghins disease

Mikuliczs Disease  Mihuliezs disease 1s 1 symptom
complex charactenzed by symmetrical lymphadenapathy of
the laerimal orbital and salvary glands due to infiltration of
small round cells The predominant chimeal signs nd symp
toms wre caused by pressure from the enlarged lymph nodes
and dryness of the mouth and throat exophthalmos and 1m
pured hewnng, wnd vision may occur

A relationship between Mikuliezs disease and lympho-
sarcoma was frst suspected in 1889 when Adler (1) reported
this association Although there 15 usunlly imvolvement of all
the sl wry and bath lacrimal glands Kerschbaumer (82)

described & patient having involvement of onlv the licrimal
ghands

This syndrome assoernted with lymphosarcoma has been

Lyvinpho srcoma of the Licnmal gland

reom: of the lacr mal gland (A M A Arch D,
Bluckwh (Feb ) 1956) o Bermat

12
13 Lumptos
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assumed to represent the primary site m only one third of the
patients exammed

Stte of Per Sute of P
Focus Cent Focus Cent
Tonsils 14 Bone 1
Nasopharynx 5 Prostate 1
Parotud 1 Head 22 per cent Tesucle 135
Antrum 1 Orary 05
Orint 05 Breast 05
Fyehd 05 Lung 05
Thymus 1
Shin of Arm 0s
Stomach 3
Jejunum 1 Gastrointestinal 5 5 per cent
Ileum 1
Rectum 05

Total cases presenting an extranodal primary focus 34 5 per cent

Craver (29b) stated that Iymphosarcomu of the tonsil 15
frequently overlooked for a long period and “any pecultar
iregulanty or firm rubbery part of a tonsi should be regarded
with suspicron”  Lymphosarcom: of the tonsil seldom uleer
ates m an early stayge  He beheved that “all tonsils that are
remon ed, especially from patients beyond the age of puberty,
should be examned histologreally

Sugerbaker and Craver (130) beheved 1t logical to assume
that Iymphosarcoma 1s a disexse which m the majonty of
cases, begins and runs 1ts early course m the lymph nodes alone
They believed that lymphosarcoma 1s generally an acutely
mahgnnt diseise and although chrome forms do occur, they
are a small mnonty  Metastasis 15 apt to be sudden and
widespread and may mvolve any organ or issue Lymph node
1nvolvement eventually occurs in all cases unless death occurs
from gastne hemorrhage intestinal obstruction, or some un-
relted cause At first the disease 1s lurgely confined to the
Jymphatic system, contiguous node groups m1'y’ be;;r:; (;:_

volved 1 rapid seq or even 1
scribed the presenting symptoms as generally thoracic presssure
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symptoms which are frequently 1luwming  This pressure on
the superior vena cavi and jugular vemn causes the face to
become swollen and congested with distended veins 1 the
nech  Compression of the trachen makes breathmg difficult
and there 13 an msprratory stdor and marked hoarseness  If
pressure on the deeper veins i the thorax occurs there may
be pleural effuston or chylous effusion may result from pressure
on the thoracic duct  Effusion 1s less common 1n lympho-
sarcoma than in Hodgkin s disease

Mtkuliczs Disease  \Mihuliczs disease 13 a symptom
complex charctenized by symmetrical lymphadenopathy of
the lacrim1! orbital and salwary glands due to mfiltration of
smill round cells The predominant chme signs and symp
£)ms are caused by pressure from the enlurged lymph nodes
and dryness of the mouth wnd throat exophthalmos and m
pared hewrng and vision may occur

A relatonship between Mikuliczs disewe and Iympho
sarcom was first suspected 1 1889 when Adler (1) reported
this association  Although there 15 usually 1nvolyement of all
the salnary and both henma! glands kerschbaumer (82)
d[(‘scnbed 4 pitient having mvolvement of only the licrimal
slands

This svndrome 1ssomated with lymphosarcomy has been

—
12 Lymphosircoma of the lacnimal gl d
13 Lump! marcoms of the lactuml ghal ¢4 af S
Blucht (ot )R;g(m ()\ A Arch Dermat
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emphwsized by Fernandez ¢ il (49) Huwdest (65) wd
Schaffer wnd Jacobsen (121) A 43 vour ofd womn reported
by the hitter died three yeus after the Mikuliers disease
wpewed  Symmers (1321) patunt had symmetrical con
junctiy it hmphosiwrcomt v mamfestition he beheved ta be
related to Mikuhezs diseise

Leucutin and Price (88) reported 1 57 yeuwr old woman
who had 1 rather generihized small round cell symmetned
extension of the process to the Ierimal glhinds Al the tumors
melted vy following ridothesapy  Cornbleet wnd Pace
(281) presented 1 scyen yoar old Negro bov who had bilaterat
puwotid hmphosarcomt  The salnan wd henmyl hmph
glnds Iiter becime mvolied A 25 yer okd woman reported
by Iswrravlde wd It (74) hid enlwgoment of the Laerm!
pwotid submuulhry wnd sublingual hymph ghnds of tvo
months durition  She o Ind generlized Ivmphadenopathy
wnd numerous cutincous nodules which proved to be lympho
swrcom on istologic ey imun ition

Other cises of thus tssoctition hve been deseribed by Axen
fJd (3) Cupiny (20) | R Mbller wnd LCustermm (101)
Pooley (113} W allenfing (138) wnd Ziegler (146) These
cuses represent sccond iy locilizitions of the hmphosircomt
tous process

Case Report A 9 verr old Negro first develped 3 slonls
pragressive swellng of the neck wsoctuted with wekness
wd mlse one vew provieush  On exrmmation be ws
emicitted chronedh il and mrkedlhy deaf  There were
lige “stomy hard matted cervical lymph nodes which «x
tended up both temprl regions resulting m 1 frog ike™ p
pearance of the fice  He hid generihized Iymph wlenop ithy
which was most murked m the cervical regrons

Since a dignos s of chrome hmphocytic Ienkemrt hd been
considered on a prevus examnttion t! ¢ peripheril blood and
boue marrow studics werc reviewed A diagnosts of smill
sound cell lymphosroma w s then established The periph
er1) blood revealed 73 per cent hemoglobm 4 130 000 red
blood cells nd 4 100 white blood cells per cn mm  with 46
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per cent pohmorphonuclears, 28 per cent fymphocstes 2 per
cent easmoptufs 11 per cent monacvtes 3 per cent metamy elo
ovtes wnd 10 per cent band forms

He was gnen socntgenotherapy to the large nodules m the
nech and 1o relieye the medistin il obstruction

Tuo other examples of Mikulicz s diserse are Hlustry ted

8}

Mikulics s diserse (case report) (AM A Arch
Bluefurb (Feb) 1956)
15 Mikuhezs disease

Dermat

Internaf Organ Involrement In addition to the prmn
sites of mvolyement mtranodal or extranodal numerons orgns
mdy subsequently become imohed erther as a result of Iym
phatic or hematogenous metastasis or by direct extension  The
orgns i olhved later m the cowrse of the disease presumably

ts a result of hematogenous or lymphotenous spread are histed
tn Sugerbiher sd Craver (130) as follows

Po Per Per

Organ Cent Orzan Cent Organ Cont
Splecn 2t Stomach 2 Bram 05
Tungy 12 Lestes 15 Larynx 05
Bonrs 9" Spunial cord 15 Laenimalgland 0 §
Iner L3 Breast 1 Orbay 05
“un 55 Bladder 1 Conjunctiva 0 §
Intcuaaltract 4 Penig. 05 Tongue 45
tonuls 2 Tthmods 03 Patatc 0%
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16 Miluliczs svndrome

Among 31 cases of lymphosircom1 Videbiek (137) hsted
the following symptoms

Yo Ae
[utial Syn pta Cases Liter Sympioms Casts

Lymphadenopathy 18 Lymphadenopathy 21

Dysphaga 6 Fatique and werght loss 9

Fatgue 4 Splenomegaly 2

Cough and expectoration 1 Hepatosplenomegaly ;

Cutaneous wnfiltrates i Sore throat B
Nasal obstruction 1 Cutaneous infilirates

Fever b

Pain 2

1

Pruntus
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“\fetastrtic” cutncons mvolvement 15 reported to oceur
~hout 55 per cent of the cases  Intricutaneous nodules are
wdly guate firm bot lack the hed consistency of carcinoma
tous nodules and usually have a shiny blush red appe wince
accordimg to Sugerbaker md Crwver (130)  When there 15
evidence of hematogenous spread (s m lungs bone skin and
spleen) the prognosts 1s extremely grave nd the life expectancy

1" Lvmphosarcomn of the stomach and Iner

1 usuafly very short  They believed the rapsdity with whach
Imphasarcama ads ances 1s readily understood when one con
silers that the aserige duration of hfe from onset to death 15
205 months ’
The hemogsam 18 not speasfic i lymphosareemn  Sugerbaler
an{ Craver (1307 found that 1n contradistinetion to patients
having, 1 Wdghins discase 10 whom anema usuall (fe\cl
b an the disc se (32 per cent on admission) ))mp))ms:xrcoeps
Patients muntan execllent hemoglobin values for some t e
On admission 70 per crnt of therr patients show ed hem ﬂl“:e
+thies bove 80 per cent and only 10 per cent of the ;.\D(\qt:x:\x;
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had less than 70 per cent hemoglobim  The total white blood
cell count on admision was above 7,500 m 53 per cent of the
cases, 23 showed leukocytosis with a count abose 10,000, and
18 per cent had less than 5,000 wlute blood cells per cu mm
of blood  Cells of the granulocy tic series predomm ted

Craver (29b) stated that “It camnot be too strengly em
phasized that any enlarged lymph node demands mmedite
mvestigation  Entirely too frequent 1s the story of an enlirged
Iymph node 1a the neck beme passed off as the result of
cold or sore throit  Any supposedly mflimmatory enlarged
node that does not subside within three wecks should be
regarded as a danger signal demanding complete 1m estigition
Such mvestigiion should mclude competent evaminttion of
the dramage terntory of the node (for example, search of the
nasopharymy, tonal and adjacent arcas for o possible primiry
Iy mphosarcoma m the case of an enlirged node mn the upper
cervical region), biopsy of the primary lesion 1f one 15 found
biopsy of the node 1f no pnmary lesion 1s found, a careful blood
cell count, and of cowse, a complete physical exammtion for
enlargements of other lymph nodes or of the spleen or Iner
1f, as often happens mn carly Hodghm's disease or lvmphosi
cold or sore throat Ay supposedh mflammatory enlurge d
node, which 1s reported after bopsy as chrome lymphadenttis
or at any rate faling to show evidence of any defimte pitho-
logic entity, and 1f then other nodes apper near the site of the
ongmally enlarged one, there should not be undue delvy before
hiopsy is made of another node which scems on pilpation to be
representative of something abnormal

“Cough, substernal pressure fullness at the bise of the neck
and puffiness of the eves on arsmg wheezmg, and dispned
are symptoms any or all of which should indicate the need for
. competent straight postero antertor and strught later i
10entgenogram of the chest and, it necessry, obhque roent
genograms and tomograms to exclude a mednstiml tumor,
which might be Hodghm's disease or lymphosarcoma, among
other posslluhhci In such cases sigmficant lymph nodes hng
at the hase of the nech especially between the two lower wser-
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tions of the sternoclerdomastoid muscle, are often overlooked
because of falure of careful palpation with a light pressure A
gentle palpition with moistened fingers may disclose a node
that was missed on rough palpation”
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had less than 70 per cent hemoglobin  The total wlute blood
cell count on admusston was above 7,500 1 53 per cent of the
cases, 23 showed leukocytosts with a count above 10,000, and
18 per cent had less than 5,000 white blood cells per cu mm
of blood Cells of the granulocytic series predominated

Craver (29b) stated that “It cannot he too strongly em-
phasized that any enlarged lymph node demands immedinte
mvestigation  Entirely too frequent s the story of an enlarged
Iymph node 1n the nech being passed off as the result of a
cold or sore throat  Any supposedly inflimmatory enlirged
node that does not subside within three wechs should be
regarded as a danger signal dem inding complete mvestigation
Such mmestigation should nclude competent exammation of
the drainage terntory of the node (for example, search of the
nasopharyny, tonsil and adjwent aeas for a possible primary
lymphosarcoma n the case of an enlirzed node m the upper
cervical region), nopsy of the primany Jesion if one s found,
biopsy of the node 1f no prim wry lesion 15 found, a careful blood
cell count, and of course, a complete physical exunmation for
enlargements of other lymph nodes or of the spleen or Incr
If, as often happens m early Hodghin's disease ar k mphosar-
cold or sore throat  Any supposedly mflammatory enlarged
node, which 15 reported after biopsy as chrome lymphadenttis
or at any rate failng to show evidence of any defimte patho
logic entity, and 1f then other nodes appenr near the site of the
onginally enlarged one, there should not be undue delay before
biopsy 15 made of another node which scems on palption to be
representative of something abnormal

‘Cough, substernal pressure fullness at the hase of the neck
and puffiness of the ¢yes on anising wheezmng, and dyspnea
are symptoms any or all of which should indicate the n¢ ed for
A competent Straght pustero antenor and straght lateral
roentgenogram of the chest and, If necessary, ebhique roent-
genograms and tomograms to exclude a medistinl tumor,
which might be Hodghn's disease or lymphosarcoma, among
other possibilities  In such cases sigmficant lymph nodes Iymg
at the base of the neck, especially between the two low er 1nser-
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dent with the resumption of roentgenotherpy to the chest
wall all pruntus disappeared

\cGlasson and Lehmann (94) deserbed 4 25 yerr old
woman who complamed of generalized pruntus She pre
sented seratch marks and other evidence of triumatism to the
skin which otherw ise appe wed normal - Cole (25) reported an
18+ car ofd boy who had Iymphosarcoma associated waith prun
tus which was a troublesome symptom of the discase  That
pruntus 15 a mamfestition of disense of the lymphane nodes
was well 1llustrated by Blischkos (12) c1se  This patient a
‘oung man with lvmphosarcoma of the cervical lymph nodes
mamfested 1n intolerable pruritus which disappeared two diys
after exersion of the imvolved nodes but recurred with the
reappearance. of lymphadenopathy

A 33 vear old woman who hid reticulum cell lymphosarcomn
associated with cryoglobulinent was deseribed by Pascher
{110} She had “cold urticana for three successive winters
which was followed by purpura and igerwated by exposure
to cold  This was ehcited by the applicibion of 1ce packs to
the shin which way followed by 1 purpunc eruption most
marhed on the lower extremties resembling the so called
“pigmented lichenmid cruptions of the lower etrermbies”

Cryoglobulins were demonstrted m the blood  Hypertension
I

Wy and retmts

d retculum cell
lymphosircoma of the lungs lwer spleen wnd lymph nodes

and penartenitis nodosa of the hewrt norty and ahdommal
viscera

Prungo-lihe Papules Irungo hke papules (prungo lym
phadcmque) ocour with lymphoswrcomy just as 1 leukemia
and Hodphm s dise e wnd hse been deseribed by Dubreutlh
(37) ind Wunderlich (144)

MieVicr (913 presented 157 vaar old Neero who had 4
pruno ke cutineous cruption wsociited with lymphosar
comt  His mitiad svmptoms were pruntus nd cervieal and
mgumf bmphadenop ity Histologic examination of lymph
node rveded lymphosarcom . Transient Ppules and nodules

n p P ¥
appeared before death  Autopsy reveale



VII
CUTANEOUS LESIONS

A Nonspeafic Lestons

Desjardins and Ford (34) found that the nonspecific cutne
ous mnifestations of Hodghins diseise and lymphosircoma
show n close parallelism

Pruritus  Prunitus occurred somewhtt more frequently m
Hodghin's disease (9 per cent of 135 cases) than i lymphosr
comn (3 per cent 1n 102 cises) according to Desjurdins nd
Ford (34)

Wise (142) described 1 39 year old man who compluned of
severe generahized pruntus drvness and 1 ereeping senston
of the shin The prurtus which began on the calves of the
Jegs gradually becime generalized He presented many non
nfl unmatory scratched papules over the extrenuties shonlders
wnd bich nd dime to pim sized browmsh shghtly scihy
macules on the hips ind trunk  The legs were shghtly edem?
tous  There wis splenomegly wd 1 hizelnut sized night
mguinil lymph node which rcveiled 1y mphosarcoma on lusto
logic study  Vilhelm and Goechermwn (141) deseribed
gener hized lymphosreomt i 1 patient who had an intense
decp seated pruritus

Cornbleet et al (28b) rcported reticulum cell sireom
associated with generilized pruntus i 1 =2 year old man who
had a2 mass bove the night scapulr which had heen present
for nme months  Thrs mass grew to the size of 1 small
grapcfrnt within 2 few weeks nd simultincously sm ul e
t meous tumors ppeuced on the chest ind neek  Roentpeno
theripy cwsed reduction m size of the Iirge tumor and dis
appe rnce of the others There was some rehef from the
generilized pruntus with Inrge doses of slicylates but comer

448
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was mefieetwe and she died two months later from generlized
Ivmphosarcomatosis
72 vear old man desenibed by Rem (80a case 4),

presented an ulceriton of the junction of the hard and soft
palates and a generahized cutaneous eruption on the trunk nd
evtremities  There were vesiculir lesions scattered 1 many
groups sarying from “pea to oringe” size and mmy vesicles
tad ruptored the serum drying 1 1 yellowish adherent crust
The Jesions were superfien] markedly mflimmatory and on
molution left reas of brownush hyperpigmentation  The
conditton was beheved to be dermatitis herpetiformis

A patient having 1 grinuliting cutaneous ulcer of the left
forearm 1nd a nonspecific prpulir eruption m the deltod
vegion and ghateal folds wis reported by Ingels (73)  The
eruption sesembled that of secondiry syphths  An uleer on
the forewm proved to be lymphosarcoma on histologic
tammation

A patsent having prunigo Iihe pipules of the face associvted
with lymphosarcoma occurring behind the nght eyeball caus
g a proptosss 1s llustrited

Case Report A 23 veuar old man first develooed progressive

1asal obstruction bilater1] deafness and cervical lymphadenop
athy four months before admussion to the hospttal  General
1zed lvmphadenopathy had then been present for several weeks
and he had a large mass of tissue 1o both Dteral pharyngeal
walls  These were numerous luge soft nowtender lymph
nodes mn the cervicil post aunculas submaxllary and night
oceipital regions  The hustologie exammtion revealed lvmpho

sarcoma One month later he complaned of persistent sore
thatrw

s u v ul e
res da} pigmentation  The cutaneous eruption simulated
dermatitis herpetiformis  The patient died one vear after
nset of the illness and autopst revealed reticulum celt Iympha

wareoma priman o the nasopharnt vath metastases to the
nph nades and the Iner
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appeared, puticularly on the chest and upper Wl of the
abdomen

Occasionally the mtensely pruntic prungo-like papules re
semble dermatibis herpetiformus, as in the follow ing cases

Bernstein (8) reported a 44 year old man who presented
a dermatits herpetiformis-like  cutwincous eruption  There
was a polymorphaus, macular, papular, \esiculir eruption with
large pigmented spots on the low er extremities, and a scattered
pustular and papular eruption of the face Urticarn like
lesions, of papular character, and some nondescrpt blush red
patches resembling Duhring's disewse were present on the
trunk  Histologieally, the picture was considered to be consist
ent with a diagnosis of a lymphosarcoma “id” Chargin (22)
described a 51 year old man m whom the hustologic dignosis
of a Iymph node was Iymphosarcoma  He was given roent-
genotherapy and after the fourth treatment he developed a
cutaneous cruption on the forchead, neek, arms, and forewrms,
particularly on the extensor surfaces, and the dorsal aspects
of the hands  There were a few scattered lesions on the abdo
men and buttocks, fairly numerous lesions on the estensor
surfaces of the thighs and legs and numerons lesions on the
dorsa of the feet The cervical and awllary lymph nodes, while
still palpable, had decreased i size  The cutaneous eruption
was papular, the lesions varted from ‘mullet sced to pea’ size,
were reddish or of normal skin color, and severely pruntic
Histologically, there was foet of inflammatory cells and spindle
cells surrounding the blood vessels, but no evidence of lym
phosarcoma the shin

Cannot’s (19 case 4) prtient was a 71 vear old woman who
had numerous discrete, ‘pea sized, red, puffy, edematous, ex-
conated cutaneous papules, particulirly on the extensor sur-
faces of the extremities  There were numerous purpurtc spots,
of “pin head’ size, on the legs and on the lower outer third of
the left Jeg there was a ‘pim  sized, hemorrhagic area hwang
a seily surface The left mguinal lymph nodes were the size
of a “fist,” hard, nontender, and bound down to the underlying
structures and were histologically lymphosarcoma All therapy
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thema multiforme  The condition was at first beheved to be a
drug reaction but bwo months Iater similar lesions recurred
Five months liter the lesions on the nght side of the hard
palate had become more marked and histologic exammation
showed a granuloma  Three years ifter the onset of the mouth
Jestons she had a violweous discoloration of nearly the entire
top of the head most mirked 1n the left pnetn] region There
was dearded dopecia wnd telngectwes with some crusting
ind 1 “pigeon epg” size cutwneous tumor was present in the
nght pinctal regron There was definite ptosis of both upper
eyelids ind 1 large tumor the size of 1 pigeons egg”™ m the
ncht submwalliry region Histologie exammation of the skin
tumor and Jymph node disclosed lymphostrecoma

H E Miller (100 case 4) descnbed a patient who had 1
recurrent toxie bullous cutneous eruption of the low er extrem:
ties wssocuated with hymphosweoma At autopsy the chmeal
and pathologieal diagnoses were small cell lymphosarcoma
A 39 year old man having ers thema multiforme was reported by
Conner (27)  The lymphosarcoma began as a sero purulent
nasal discharge and the nght side of the nose became swollen
He improved following, roentgenotheripy but the process re
curred five weeks later  There was a perforating ulcer sur
rounded by granulations nd having a purulent exudate m
the mudline of the hard palite  The patient was at first pre
sented as i cample of mycoss fungordes “demblee™ Ths
agan emphasizes the fact thit mycosis funtgoides “d emblec”
15 lvmphosarcomy There were 1lso tovie nodular cutaneous
lesions of n erythematous type which resembled erythema
nodosum present on the thigh  Histologic exammation of
these lesions reverled “chrome flimmatony tissue At
witopsy the disc ase w s found to be generilized with lesions
m the skin langs left testicle and lymph nodes The pomary
lesion had oecorred i the mucost of the nosc

Histologically
the prodcss wis lymphos ircoma D Arbelt md Bracalons (31)
ko deseribed 1 morballiform cutimeous eruption

A 65 viar old Negro whose presenting symptom was g gen
trilized hchenmd mtamseh pruntic eatincous cruption was
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18 Prunigo hke papules of the fice with prepto ts of nght eveball
duc to haph sweoma

-
- -
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19 Prauge like papules of the legs

Erythema Multiforme  The mutial symptom m 2 62 year old
woman described by Olver wnd Rerngin (106) was
erythem multiforme like lesion 1 the mouth  She had a pain
ful tender lesion on the upper 1k eolar nidge on the left side and
a sumlar lesion on the nght side of the palate  Both
lesions were darh blwish red and had the appearance of ery
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Wl ema mulbforme  ‘The condition was at first believed to be 1
drug, rerction but two months later similar lesions recurred
Fune months Liter the lesions on the nght side of the hwrd
palite had become more mirked and histologic examnation
showed a granuloma  Three yeurs ter the onset of the mouth
tesions she had 1 violaceous discolorition of nearly the entire
top of the head most marked 1n the left parietal region There
was deculed alopecit and telingectases wath some crusting
and 1 “migeon egy” size cutaneous tumor was present m the
nght pinetil region There was defimte ptosts of both upper
evchids wd 2 large tumor the size of a pigeons egg n the
nght submallary region  Histologie examun wtion of the skin
tumor nd lymph node dnclosed lymphosarcom

I E Miller (100 case 4) desenibed 1 patient who had a
recurrent toxic bullous cutineous eruption of the lower extremt
ties assocrated with Jymphiosarcomn At wtopsy the climeal
and pathological diagnoses were small cell lymphosarcoma
A 39 year old man hning ery thema multiforme was reported by
Connor {27)  The lymphosarcoma began s a sero purulent
nasal dischirge nd the nght side of the nose became swollen
He improved following roentgenotheripy but the process re
curred five weeks later  There was a perforating uleer sur
rounded by granulations nd having « purulent exudate 1n
the midhine of the hard pilite The patient was at first pre
sented as wn cxample of mycosis fungoides “demblee” This
aam emphasizes the fuct that mycoss fungoides “d emblee”
1 ymphosircoma  There were 1lso touc nodulir cutineous
lesions of an enthiemitous tipe which resembled erythema
nodosum  present on the thigh  Histologie examuinabion of
these lesions revealed “chrome inflymmitory tssue” At
atopsy the disc 1se w s found to be generthized with lestons
n the shin Tungs Ieft testicle and Iymph nodes  The primary
lesion bud oconrred i the mucost of the nose Histologically
the process w s hmphosircomy D Arhely and Brcalom (31)
thso described v marlaliform cutweous cruption

A 65 vaar old Negro whose pre senting symptom was a gen
cribized hichenowd mtonsely prantic cut ineous cruption was
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desentbed by Lamb and Stont (85), He had pumerous, large
cervical lymph nodes A diagnosss of hichemfied eczema and
“lymphoblastoma” was made and, because the blaod serologic
(Wassermann) reaction was postive, arsenotherapy was be-
gun  The pruntus was somewhat reheved but the lympha-
denopathy did not recede with arsenotherapy  The shin, which
had lost 1its elashicity, appearcd to be “hanging on the body,”
and had a “Jeathery” testure with bulging of the body folds
The submaulflary, antenior and postenor cenvieal Ivmph nodes
were enlarged and hard, while the axillary and mguwnal nodes
were shghtly enlarged  The shin of the legs appeared lichen
od, and the anms and bach were studded with hehenod
papules with numerous winte scars and excorattons  The
lustologre diagnosis was subleakemice retreulosts, retieulum cell
sarcoma by pe

Wile (140a) presented a 25 year old man who dev eloped &
pruritic cutaneons eruption an the hands 18 months previoush
winch spread slowly to imohve the forearms, groms and face
Swelling of the grom, which had been present far about five
years, was beheved ta be a herma  One type of eruption pres-
ent on the face, groms, neck and forcarms, was composed of
confluent plaques, formerly vesicular which became consder-
ably crusted, weeping, sealing and apparently pruntic An-
other t3 pe of eruption, confined to the gemital Tegion, consisted
of several clevated plaques, of quarter dollar” size, which were
dull, mflammatory and shghty condylomatous  There was 2
gcnemhzcd hmphadcnopathy  more marhed m the nght
gumal region where it presented an arange-red tumc.sccnu;.
dpp.\renll\ composed of seseral smaller tumors All the lymph
nades were discrete, not espeadly tender and moderately frm
Hhstologie exammnation of an mgumal lmph node reverled
lymphosarcoma Onc of Ssmmeny (132 case 8) prtients was
.{ 13 year old boy who presented munerous petechral :l‘t’;ﬂm"
rhages m the shin and comunchiva, together with crusted bioot
about the gums

Herpes Zoster. When assoctated with hmp
¢ herpes zoster 1s due, as m Hodghm's discase, to

hosarcoma, the

mechanism o
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compression by the new growth which results in stimulation of
the virus and the development of zoster along the distribution
of the affected nene

The fust pathologic mestigation of the condition of the
spinal gangha 1n herpes zoster comphcating this group of dis
eases was made by Head and Crmpbell (67) m 1900 They re
ported one case of lymphosarcoma complicated by herpes zos
ter of the fourth dorsal area At autopsy the upper seven spml
gingha and postertor roots of the affected side were found to be
mohed by new growth  Of the spinal gangha only the fourth
show e mnflammatory and degeneratin¢ changes  They show ed
that herpes zoster was ciused by the new growth surroundmg
wnd compressing the ¢, inghon and since therr study Fahr (45)
and Morton (103) have reported finding degeneratrve changes
1 the spinal gaingha corresponding to the peripheral area
which herpes zoster occurred i cises of lvmphosircoma
Frcund (56) Fuschl (50) and Bluefub (131) have reported
this same assoctation in cases of lekema

Craver and Haagensen (29d) reported 59 patients with
Ivmphosarcomn three (7 per cent) of whom developed herpes
zoster  The first patient 1 57 year old man had herpes zoster
of the ninth left dorsal nerve  The second a 53 year old man
tad herpes zoster along the minth and tenth nght dorsal nerves
and the third patient a 31 yer old man had herpes zoster along
the tenth night dorsJ nave Al three patints hnd previously
recened deep roentgenotheripy  Wohlwall (143) performed
antopsy examinations on six c1ses of herpes zoster and has sixth
case. demonstrited lymphosarcomatous metastases which were
the causc of the soster - Kaposs (78) ease was probably asso
ated with the imqcston of arsenic This patient who had
Iymphos ircomn developed 1 few cutaneous tumors which were
treated wath subeut imeous mjeetions of arseme after which the
herpes soster appered A marked ncrease in the number of
tumors necurred 1ater 1ad further wsenatherapy did not cause
recutrenee of the zoster - Diason and Michaels (33 case 2)
desenbed 1 40 vear old man who hd lymphosarcomatous mn
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volvument of the posterior nerve roots which rosutted m herpes
zoster over the region of the fourth and Rith ribs

Herpes zoster associated with mycosis fungoidcs “d emblee™
was reported by Semon (123)  This 64 vear old mn de-
veloped herpes coster on the antertor surface of the amm,
abdomen, and nght side of the neck, which became general
ized Histologic exammation of the tumors revealed mycosts
fungordes “d'emblee” The tumars disappeared two weeks
after a simgle roentgen ray tretment  Vadebaek (137) re
ported a patient with lymphosarcomn of six years' duration
who, shortly bhefore dcath, developed generalized herpes
zoster  Santos-Stha (120) reported a case of Jeuhosarcoma
accompamed by generalized herpes zoster which subsequently
developed mto hmphocy tic leukemia

Exfoliative Dermatitis. Esfohatve denmatthis mav oceur m
assactatian with chronic Iymphocytic Jeuherma and Hodghin's
disease, as well as with lhumpliosucoma  Chmenlly, the
erythrodermatous type 1s indistingwshable from that present
w leukemia or Hodghm s disease  Exfohatne dermabitis was
desertbed 1n association with Brall Ssmmers disease by Combes
and Bluefarh (26c)

Netherton and Curtrs (104) desersbed o 29 vear old man
wha, at 18 years of age first had exfolatn e dermatitss, which
responded to treatment At 35 yeurs of age he agam descloped
exfoliatnve dermatitis with lymphosarcomatons nodules A 52
vear old man reported by Kemn (60a), presented a generahized
cutancous eruption  There was 1 diffuse Iyperpigmentition
with shight scalng of the tace and at first ghince, the trunh,
thughs and arms prescnted a picture of an extensive exfolatne
dermatitis consssting of (vident thickemng branny desquami=
tion, and fine wrmkling and fissunmg  Closer exammation dis-
dosed a generalized mottled prgmenttion of the trunk, with
atrophy and telangectasta suggestmyg a chrome mdmdcmmht\ﬁ‘
No defimte Iocahzcd mfiltrates were apparent, but g“n"mhz"“
Iymphadcnopathy was present  In the left aulh lhersb“crf'
threc defimte areas of ulceration  there was a small e:\!n
sized vlcerative nadule with 4 elean base just above the mppics
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a dischirging sinus from a 165 by 38 em tumescence in the
aullary fold and yust postenorly and more exactly in the alla
was an arca of wleerition the size of a “Iarge hidney bean which
consisted of an irregulrly shaped mass occupying nely the
entre left axilla  The climenl pictures strongly suggested pot
Miloderma atrophicans vasculare  Remm stated that the sim
Lanity of obsens ations 1n this patient to the examples of poikilo
derma atrophicans  seulire described by Lane (86) wnd
Ormsby (1071) “was so strking that this cise should be re
garded as an example of the Jacob: type of this rare condition ”
Histologically however the nfiltration of the neoplasm con
sishing of a Jarge round cell Jymphosarcomn type with abund
stroma throughout the shin and lungs 1s well s 1n all the
Iymph nodes of the body with localization m the lymphod
tissue would plice this case 1n the lymph mn group of diseases
OF the three ded of poililod t
vasculare (keim 802 Lane 86 Ormsby 1071) tworevecaled
lymphosarcoma and one Hodghins disease

Case Report A 78 year old man first developed areas of
cutaneous erythema three weeks previously  These areas soon
spread unt | the entire cutanecus surface was red thickened
dn sealng and mod lv pruntic I
and feet became edematous and pamful
moderately th
aullary lymph

the legs
‘The palms were
ichened and hchenified and he had inguinal and

d The histol of the
skin revealed some suface hyperkeritosis and parakeratosis
and a pemvascular round cell infiltration at the conum  The
majonty of the cells were lvmphocytes but there were also
nimero1s mononucl s and an occasional plasma cell and
eos nophil were noted  The diagnosis was lvinphosarcoma

Case Report A 36 vear old N\egro first developed prunt s
{ the dorsim ¢f the hwnds ore serr previonsly which was
followed by a papulir cutaneous eruption  Generalized prun
tis then developed and the entire cutaneous surface became
thickencd and scab  In add ton to the generalized exfol atwve
dermattds he had enlargement of all the s perficral Tvmph
nodes and | epatmegaly  The hemogeam revealed 94 per cent
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volvement of the posterior nerve roots which resufted m herpes
zoster over the region of the fourth and &fth nibs

Herpes 7oster assocated with mycosis fungordes “d cmblee’
was reported by Semon (123)  Tlus 64 year old man de.
veloped herpes zoster on the antenor surface of the arm,
abdomen, and nght ssde of the neck, wlich became general-
wed  Histologic examinntion of the tumoss revealed mycosts
fungowdes “demblee” The tumors disappeared two weebs
after n single roentgen ray treatment  Videbaek (137) re-
ported a patient with lymphosarcoma of six years” duration
who, shortly before death, devcloped generahzed herpes
zoster  Santos-Silva (120) reported a case of leuhosarcom
accompanmied by generalized herpes zoster wlich subsequently
developed mito ly mphaoey tic leuhemsa

Exfoliative Dermatitis. Esfoliatine dermatitis may oceur
assocration with chronte lymphocy tic leukerma and Hodghin's
disease, as well as with lumphosarcoma  Clieally, the
erythrodermatous type 1s distingushable from that present
m leakemin or Hodghin's disease  Exfohatne dermatitis was
desenbed 1n assaciation with Brll Symmers disease by Combes
and Bluefarb (26¢)

Netherton and Curtis (104) described a 29 vear old mn
who, at 18 years of age, first had exfoliitne dermatitis, which
responded to treatment At 25 years of age he agun dev eloped
evfoluatwe dermatitis sith lymphosarcomatons nodules A 52
year old man, reported by Kemn (80a), presented a generalized
cutanecus eruption  There was a diffuse hyperpxgmcntatmn
with shght scaling of the face and, at first ghince, the trunh,
thighs and arms presented a picture of an extensive evfohative
dermatitis consisting of evident thickeming, branny desguam?t
tion, and fine wrnkling and fissurmg  Closer exammion dl;-
closed a generahzed mottled pigmentation of the trunk, :\tl:“
atrophy and telangiectasia suggesting & chrnnlcmdmdem\\‘ ‘zed
No defimte locahzed mfiltrates were app went, but Sc“er““l ere
lymphadenopathy was present  In the Teft aallh ﬂ\ﬁrc_bm“..
three definite areas of ulceration  there was a smd &
sized nlcerative nodule with 2 clean base just abov e the mpp
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o dischargmg sus from 1 165 by 38 em tumescence i the
ulliry fold and yust posteniarly and more exactly in the alla
was anare1 of nlecrttion the size of 4 Targie hidney bean which
consisted of an wregulirly shaped mass occupying nely the
entire Jeft avillh  The cliueal pactures strangly suggested por
kiloderma atrophicans vasculire  ketm stited that the sim
lanty of observations in this patient to the examples of poikilo
derma atrophicans vasculate destnbed by Tome (88) and
Ommsby (107a) “wrs so strking that this cise should be e
garded as an example of the ] reobn type of this rure condition
Histologeally however the mfiltration of the neoplasm con
sisting of 2 lrge round cell lymphosarcoma type with abundant
stroma throughout the shin and lungs us well as 1 all the
Yymph nodes of the body with localization m the lymphoid
tssue would place this ¢1se m the Iymphoma group of diseases
Of the three recorded P of poikilod ph
vasthare {hetm 302 Lane D Urmsby 1Wia) wwotevednd
Iymphosarcoma and one Hodghin s disease

Cose Report A 78 vear old man first developed areas of
cutaneous ervthema three weeks previoush  These afeas soon
spread until the entire cutaneous surface was red, thickened
dry scaling and moderately promtie  Sunultaneously the legs
and feet became edematous and pamful
moderately th
aullay vmpk

The palms were
ckened and lichemfied and he had mgunal and
de hy  The hestol of the
skin revealed some surface hyperkeritosns and parakeratosis
and a pervaseular round cell mfilration at the conum  The
majonty of the cells were lvmphocvtes but there were also
numerous mononuclears and an occasiona plasma cell and
¢eosmoph] were noted  The diagnoss was lymphosafcoma

Case Report A 56 vear old Negro first developed pruntus
¢f the dorsum of the hands one veir previously which was
followed by a papular cutaneous eruption  Generalized pruri
tus then developed and the entire cutaneous surface became
thickened and sealy  In addition to the generalized exfoliative
d he had ent of all the 1 lymph

D

nodes and hepatomegaly  The hemogram revealed 94 per cent
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20 Eifolntne dermatitis
21 Purur1 of the chest and fice

hemoglobin and 16 300 white blood cells per cu mm w ith 36
per cent polymorphonuclers 5 per etnt bwd forms, 2 per
cent cosmopluls, 1 per cent basophile nd 55 per cent lympho-
cytes  Atyprcal hmplocites and 3 hmphoblusts were abo
noted

Purpura.  Purpura occasionilly occurs m association with
Iy mphosarcoma and his the same mechamsm and significnce
as purpura assocr ited with Hodghin's discase

Pigmentation The mcchansm of pigmentation i Ivmpho-
sarcoma 1s similar to thit m Hodghin's discase  Pigmentation
of the shin (Addisons discase), assvciated with 1y mphosar-
coma, imyolving pirticularhy the retropentoneal lymph nodes
of the solar plexus region was reported by Warthin ¢t al (139)
The cutancous pigmentation 15 of the type usully present
Addison’s disease since extreme pigmentation, as found n this
case, 15 practically alwavs Addisoniin despite the fact that
there was no prigmentition of the mucous membranes, a featare
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not alwars present  The varyng shin colors and the distrsbu
ton of shin pigment wre chractenstic nd the excess of conum
pigment over that of the rete 1s found n the majonty of cases
of Addisons disease with marked pigmentition They be
beved one important powt not previously recorded to be the
pigmentation with melanin of that portion of the subcutaneous
Iymph nodes lymg next to the skin Al the lymph nodes so

located d on their fl ] aspects a deep
Blach band from 1 to 1.5 mms 1n thickness due to the presence
of large p d branching loendothelil cells m the

stroma around the blood vessels of the lymph nedes Thrs
pigment 1s melanm and apparently 1dentical with that present
mthe sk The presence of melinn Like prgment 1 the lymph
nodes n Addisons disease has been explained as a prgment
transportation from the skin to the Ivmph nodes  Warthm
et al concluded that therr cise was one of Addisons disease
due to pressure wtrophy of the chromaffin tissucs of the bdomt
nal sympathette nd adrenal glands produced by a humpho
sarcom? primary 1n the retropentonel Jymph nodes

Acmthosis mgricans has lso been desenibed in assocr tion
with mphosarcom

Trophic Changes  Glazebrook and Tomaszewsk (81} de
senbed wcthvosiform atrophy of the shin m Yymphosarcoma
The patient a 44 vear old man first developed nght axllary
hmphadenopathy  \arked It had oc
curred during the previous five yers  He presented a diffuse
generalized brown pigmentation having the distrtbution and
appearance of melimn but the mucost were not wmolved
The skin was muversally dn 2ud atrophic with tendency to
hyperkeratosss on the soles but there was no evidence of in
fltration or inflimmation  The nails 1ppeired uneven and
transversely ndged  Following hospitihzation the skin be
¢ame more dry ind scaly and flaked mn sheets while the hands
cracked and oozed serum and a purulent conjunctivits and a
tendency toward ectropion appeared  However defimte 1m
provement occurred duning the sith weeh when the shm
beeame softer and less flaky and the eye condition mproved
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T'us improvement comaided with = deerease 1n body temper
ture wnd 1 nse m the plismi vitamin A concentration to 50
mternitional umts per 100 cc  The patient s general condition
w1s poor howeser and he soon died Durmg the Lt week
of 1llness the cutwneous pigmentation mcreised grextly over

92 Aciwnthoss ngncwns (Gerittries Bluefub  Sept 1936) and
(A A Arch Dermat Bliefub (Feb) 1906)

the "bdomen  Glizcbrook md Tomszewshi believed that the
cutineous changes m this cise were due to 1 severe disturb
ance of heptic function 1s revealed by ihoratory studies It
15 known that hepitic dysfunction miy result mn upsets 11
vitamin A metibolism such 15 was present i this case Tret
ment with hrge doscs of vitimm \ were not effectne HO\:{
ever the bisic diseasc process was progressive wnd vitim n

therapy fuled to restore the plismn concentration even to r'l
Jow normal level  The plismy vitrmin A concentrition pel
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sisted at a low level and they believed that the dmaged Iner
was “holding bick vitumin A from the blood stre 1m

Dermatitis nodul s necrotica 1s 2 cutineous mimfestation
of a clrome systemue discase s deseribed by Nieman nd
Wise (105) Autopsy revcaled Iymphosucomt (reticulum
ccll type) of 1 e thyroid gland stomich Jymph nodes mesen
tery and shin - The cutmeous eruption begin 1s hemorrhagie
papules and petechnie and hiter ulcerition wnd hethng with
scarring occurred

Edema and swelhng of both hinds nd uleeration of the
dorsum of the nght hand was descnibed by Beerman 1nd
McGuire (5)  Thus 62 year old man had shown a violent reac
tion to smallpox v wceme  We have obsenved a patient who had
marked edem of one leg due to obstruction of the lymphatics
by lymphosarcomtous lymph nodes

B Oral Lesions

There re reports of lymphos ircom ttous imohement of the
tonsi) tongue nd hard palate

Tonsil  Lymphosircoma of the tonsil 1s rare accordmng to
Davis (32) who found reports of only 14 cases duning 1 25
year period  Black (11) briefly menbioned seven cases six of
which 1ppeared to be of this tvpe

Danis {32) behesed there e three elmical types of lympho
sarcoma of the tonul  The first nd most common type 1s 2
sudden and rapul enhugement of one tonsil with an equally
rapid enlirgement of the corresponding Iymph nodes of the
neck occurnng in persons of 40 or more yeus of age The
tonsil 15 soft frable bleeds freely aud the capsule 1s almost
absent making cnucleation difficelt The bistology of the
tonsil )5 sometimes reported to be normnl but within a few
weths the cenic ) vmph nodes inerease in size and lymphaid
nodules appear m the tonsillar fossa quickly forming a tumor
Further careful search of the histologic section of the tonsi
teveals evidence of lymphosarcoma  Histologe study of
t section of the tonsil and not 2 small portron of 1t 1s
essentiil according to Dwis who described erght cases of
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23 Edemu of the leg due to hmphosarcoma of the fymph nodes

this ype  He abo reported four <ises of the second t)pe’
which closely resembled Vincents anmaa at the onset  The
ulceration, at first superficral and confined to the tonsil aren,
later became very deep and extended to the surrounding strue-
tares The patients were ahout 40 years of age and g(ucla
tustory of tonsithites some weeks before the ulceration nccur:lc;(c
Cervical Iymphadenopathy was shght and not a dxstmcf :
feature The breath was foul  Histelogic emmmam:{n omi
suffictently large piece of the floor of the ulcer revealed re

v The diag was doubtful for

ulum cell Iympl
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s ne tune 1nd all ustl tritment ndudm,, mtrnenous s
viesan was meflectise  Unless yidm therpy s nstituted
the pient soon dies sometimes with severe hemorthage ¢
cordmg to Davis  He beheved 1t to be huchly probable thit
this second type begins as the Brst type but the growth alcer
ates more quickly before tumor formation 1s apparent In
o of hus cases the ulceration oceurred m both tonsils - It was
also suggested that the growth spreads deeply in the tissues
and ther becomes ulcerated  He descnbed two cases of the
third type having a mass of enlirged lymph nodes m the nech
Tt was difficult to find the primary growth but this became evt
dent later Lymphosarcoma of the nsapharyne may reserbic
Ismphosarcoma of the tonsil, but m the former case the hm
phatic nodes at the angle of the jaw on both sides were en
larged although the priman growth was tudden for some time
Lvmphosarcoma of the tonstl mav resemble Hodghins disease
and it 15 only when secondary growths accur that the true
dagnosis 1s obtaimed  All patients with lymphosarcoma ob
served by Davis dred within 18 months after the appearance of
the first svmptoms A few patients recenved radwm ther ipv
the results of which ppeired to he muricolous at first  The
primary growths and lymph nodes rypdly disappear.d but
within 1 year the patients died of secondary growths m the
chest or abdomen  Lvmphosarcoma 1s well known to be very
tudiosensitive 5o that the earliest possible diagnosis and early
sadiom therapy should be suceessful he concluded
Lymphosarcomn of the tonwil occurring in 2 seven year ald
boy was reported by Chappell (21)  Van Voorthuysen (136)
stated that wradiation of a lymphos rcomntous tonsil must be
followed by complete enucleation since recurrence 15 hkely
to occur  He reported a 60 year old Chinese patrent who had
a large ulcer on the nght tons! which was Tistologically
lymphesarcoma A cur” wis obtamed with wrradiation
surgery ind further arraciat A case of 1

of
Ve vonsit was reponted by Caccialupr (17)  Riehl (116}

desenbed mnolvemant of the shin Iymph nodes spleen and
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bone marrow 1 1 48 year old patient who had defimte evt
dence of un olvement of the tonsils nd pharvngeal will
Jachson et al (75b) stated that mahgnnt Jymphom of
the tonsil occurs with sufficient frequency to menit careful at
tention and study particularly since 1t 1s 2pt to run 2 rapidly
fatal course  Although the imitinl symptoms re rather umform
1t 15 essentinl to suspect the serious nature of the condition
They tabulated 236 hospital dmissions of mahgnnt disese
of the tons:l which occurred over 1 15 year peniod  Of these
28 (118 per cent) were proved to be some tvpe of malignnt
growth The most prominent mtinl symptoms were persistent
sore thrott swelling withmn the throwt nd enlrgement of the
cervicil lymph nodes  They suggested that these patients be
tre ted s f they had ewrcinom v of the tonsi] thatis wath very
heavy imtial rachation with comparble doses for recurrences
Tongue One of Cutlers (30 cse 1) prents had 2 2by 2
em ulceritive lesion on the night side of the base of the tongue
which was histologically lvmphosircom:r  Another pitient
(case 2) presented 1 mass pushing the anterior pillar forw ard
and extending downwird toward the epiglots m the left
tonsillar fosst m addition to numerous cutancous and subcy
taneous scalp nodules Four patients (cases 3 4 5 and 6)
presented or1l moliement  He commented that lvmphosit
comn associted with lesions of the tonsi] or tongue m1y be
untlateral or bilateral It frcquently grows to lwge dimensions
and 1s seen 15 1 bulky tumor which ulcerates Iite n the disease
The cervical lymph nodes e 1lmost 1w ws mvohed 1 the
early stage of the disexse  Inrire cuses the discase 1s localized
to the tonsil wnd the regional lymphitic nodes and adequate
yradiation results m the disappearmce of the lestons the
patient sometimes rem unimg well for pmlongcd periods

Case Report A muddle aged man pre sented v mphoslrcoln}a
mvolving the bise of the toigue 11d the left cervieal and left
axillarv lymph nodes

Autopsy revealed 15 by 3 by 3 em cJovited red tumor
mass hwmnga smooth surfice 1nvolsing the bise of the tongue
and the dorstl surfact just 1bove the emglotis istologic
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24 Lymphosarcoma wvolving base of the tongue

studhes revealed this lesion to be composed of soft cellular grey
tumor issue extending nto the musculatute of the tongue A
few small petechul hemorrhages were present m the tumor
The lateral left wall of the pharynx was marhedly thickened
and consisted of greyash white fawrhy frm tumor tissue one
em i thickness  Histologse examination revesled the cervical

Iymph nades to be farly firm greysh white m color and
homogeneous

Hard Palate Primary Jympbosarcoma of the hard palate
appears o be etremely rire - One patient reported by Freed
man {55) responded favorably to herpy  He e
viewed the literature trom 1893 when Kundrat {81) established
Jvmphos tcoma as 1 dusease entsty t0 1940 and could find only
one other case of pnmany lymphosarcom Iimited to the hard
palite  This Case ws reported by Chaton (23)  Although
there havt becn numerous stinces of lymphosarcoma of the

hard palate all were secondary s olvement by contigmty from
lesions of neighbornng structures

The ranty of pnmary Jymphosarcoma of the hard palate
seeording to Freedman {53) suggests the follovang explant
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25 Lymphostrcomatous mvolvement of the hard pilite (A M A
Arch Dermat  Bluefaurb (I'eb ) 1956)
26  Liymphostrcomatous myvoh ement of the hard pilite

non By definition, lymphosarcoma 1s o mahgnant neoplsm
wising from lymphord tissue  While the structure of the oral
and pharyngeal ewities, such as the posterior nasopharyngeal
wall the fauces the adenoids, the tonsils, and the soft palte,
are relatinely rich in lymphord tissue, the hard palate is smgu
larly free of this issue  Quoting Gray’s (64) Anatomy tet
hook  The piltte 1s covercd by a dense structure formed by
the periostcum and the mucous membranes of the month, which
are mtimately adherent On either side and n front of
the raphe the mucous membrane 1s thick, pale m color and
corrugitcd behind 1t 1s thin, smooth and deeper color 1t 15
covered wath stratified squamous epithelum and furmshed with
numerous pilatal glinds which he between the mucous mem
brane and the surface of the bone’ Schumncher (122} m 1
detarled histologic description of the hard palate, alsom wde no
mention of the presence of lymphoid tissue  Therefore, the
pwaty of hmphod tissue m the hard palate explums the
ranty of 1ts occurrence at this site according to Freedmn
(55)
Keim (801 case 1) described a 72 year old man who hd an
srregular area of ulceration at the junction of the hard and soft
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pilates just to the left of the midlne The horder of the ulcer
was elevated and shghtly rolled bk while the bise was
necrotic and bled ewsily on pressure The Jesion was firm wnd
pamful to palpation  On the upper right Wveolar margm wis

an wlcerated area with char wtersues sl to those of the
leston on the pahite

-

Lymphosircomatous imoh ement of the wmula (EESN and T
Vionthly Bluefub and Rodin (June} 1932)

Case Report A 20 year ofd Mewucin man first developed a
tumor on the left leg which was histologically reported to be
hbrosarcoms  Nime months later purpuric streaks which ap-
parently occurred spontaneously  developed on the body
Within the preceding six weeks nfiltrated plaques had ap
perred on the cheeks  On evamination there were bluish red
ruved moderstely mfiltrated plaques on the upper half of each
cheek d mvolvemer t of the uv a

There were numerous
hinear streaks composed ot hemorrhages on the chest and sides

of the tnik  There wppeared to be some atrophy of the 1n
terosscous m iscles of the nght hand which many physicrans
hid suspected to be lepross  On histologic exarmunation the
corum wis found to be wfiltrated with 2 large number of
mmature cells of the hmphocyie tipe A diagnosis of
Iymphosarcoma was established at autopsy
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C  Speufic Lesions

MeCarthy (93) deseribed the specific nodular cntweous
lesions of Jymphosarcomn 1s one or several “pex to hazel nut”
sized firm round or oval bluish red elastic tumors at the
onset They are not pamful on palpation are freely mov ible
orver the underbing structures and appear to anise in the shin
of subcutancons tissue  The tumors mcrewe ripdly m size
tothit of i cgg or an “ipple and mcerese i number

25 Liymphosarcomatous nedules and tumars (A M A Arch
Dermat Bluefarh (Feb ) 1936}

29 Lymphostrcomitous nodules and tumors (A A Arch
Dermat Bluefarb (Feb ) 1956)

Case Report A 43 year old man first developed severil
furuncles myolang the right alla nape of the neck behmd the
left ewr wd on the chest followmg removil of 1 bods cast
Three months later he w1s admatted to the hosprtal at which
time he h1d a earbuncle on the neck and furueulosis - Therapy
consisted of the wdmmnstrition of antibiaties and surgrel snct
sion of the lesions  Following dramnge of these lesions he de
veloped a Inrge round shauph, murgmated elevated mfiltrated
cutaneous lesion on the npe of the neck which did not he1l
The hemogram revealed 44 per cent hemaglobin 2,520 000 red
blood cells and 12930 white blood cells per cu mm with 48
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30 Lvmpl oswcomatous nod les and tumors (4 M A Arel
Dermat Bluefarb (Feb ) 1958)
31 Lvmphosarcomatous nodules an 1 ¢ mors

3 A Lvmphosarcomatous nodules and t mors
3B Lymphosarcama of the neck {case TepoTt)
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C  Speufic Lesions

McCarthy (83) described the speafic nodular cutweous
lesions of lymphos ircomn 1s one or several pen to hazel nut
sized firm rtound or oval bhush red elastic tumors At the
onset  ‘They are not punful on pilpation are freely mov ible
over the underlying structures and appear to anse m the skin
of subcutineous tissue  The tumors ncrease rapidly n size
to that of ain egg or an “ipple and mcreise i number

28  Lyvmphosarcomito 1s nodules and tumors (A M A Arch
Dermat Bluefarb (Feb ) 1956)

29 Lvmplosircomitous nodules and tumors (A M A Arch
Dermat Bluefub (Feb ) 1956)

Case Report A 13 year old man frst developed several
furuncles involving the nght walla nape of the neck behind the
left ear 1nd on the chest following removal of 2 body east
Three months liter he was 1dmatted to the hospatal at which
time he had 1 carbuncle on the neck ind furunculosts  Therapy
consisted of the admnistrition of antibotics and surgteal et
sion of the lesions  Follo sing drimage of these lestons he de
veloped 1 Iarge round sharply margmated elevated nfiltrated
cutaneous lesion on e 5 1pe of the nech which did not heal
The hemogram reveiled 44 per cent hemoglobin 2 520 000 red
blood cells and 12 950 white blood cells per cu mm with 48



33 Ulcerated lymphosarcomatous nodu}
34

es (AM A Ard Dermgy
Bl efarb (Feb ) 19:8)

comatous nodules (4
Blief rb (Feb ) 1936)

MA Arch Dermat
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per eent polmorphonuclears, 6 per cent bands 1 per cent
easinaphuls, 43 per cnt Ivmplioey tes and 2 per cent monochles,
Biochermel examum shon of the blood disclosed 156 mg /100
e glucost  Sterns} bone marrow study was reported to show
retreulum celf swreom 1 wath giant cells, “the possibiliny of meta-
static carcinomn cells cannot be ruled out ™ Histologie e<anm
mition of the cnteous Jesion revealed a picture compitible
with lymphosircomn cutis

Metast e cutaneons nodules were desertbed by Epston and
MacEachern (42) as bemg firm, but not as hard as these
present m carcmomas  ‘The color vares from bright red to
deep blue, depending upon their depth  Ulcerahion of the
nodules, although not common, has been ohserved m lympho
sarcoma

The first patient descrthed by Mcnne and Bitar (99) wis 2
74 year old man who suddenly develnped cutancous and sub
cutancous nodules of widespread distnbution without prumiry
Tocal manifestations 1 any one group of lymph nodes, either
clmeally or at autopsy  The orrminal i oh ement of a group
of lymph nodes may have been masked by the evtensne m
vohement of the skin and subcutaneous hssues At no tme
was there evidence of prurstus or pam of the nodules  The
chuck symptoms conststed of swelling of the face, orbit and ear
abdommal distress due to ascites, wlich was assoctated with
plenral effusson and o termunal bronchopneumonit Thew
second pitient was a mne mouth old mfant  They assumed
that the primarv leston was 1 the viemy of the right shoulder
where a large mass had been remorved for histolame studh
which proved to be lvmphosarcoma

Two eascs of reticnlum cell Tymphos ircoma, m winch there
was emphasis on cutaneous touch smears, were reported by
Feldaker et al (47) Both patients had similar cmaneou:
eruplions conststing of generalized, discrete nodules Both had
Jefimte spo! s remisstons of the disease fn)lo“mg) m’t‘;’:s
gen mustard therapt  In the first patient the cuti\’neous E(Swnt-
mn ncnumdmted regions underwent ms olution fo‘ m:‘zngszm“
genotherapy t¢ the i olved cutancous areas  In the
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36 Ulceriton of the skin from extension of an imolved cervical
vmph node

amount of filtration extended mto the subcutis A 29 yewr
old man reported by Netherton and Curtrs (104) had Jost con
sderable werght was pale md mildly cachectic He had a
Temittent pruntic eruption between the ages of six and 20 years
and 1t 2o vears of age he developed 1 nodule m the Ieft axilla
accompamed by recurrence of the prumhic eruption The
nodule wis histologeally lymphosarcomr  The cutaneous
eruption gradually spread to the face trunk and thighs follow
ing roentgenotherapy  He hrd scalp nodules of one years
duration

A 67 year old man deseribed by Director and Kern (36)
developed a growth on the cheeh siv months previously
Other tumors grdually appeared on the fice until there were
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35 Ulcerited hmphosarcomatous nodules

patient, there was no hustologic evidence of “lymphoblastoma”
m a previously molved cutineous are following intrayenous
mtrogen mustard therapy  The cutaneous and visceral lesions
responded well to roentgenotherapy In both patients the
peripheral blood and bone marrow studes were not dignostic
but cutncous touch smears reveiled distinetly immnture cells
swhich were also evident in paraffin sections

Ehrlich and Gerber (39) noted 1solited metastases to the
skin and direct extensions from underlying lymph nodes m two
of 18 cues McCafferty and Machiceh (92) deseribed 2
patient who had lymphidenopathy for several years, subeu
taneous nodules and heprtosplenomegaly  Their second
patient hnd shight lymphadenopathy and several, farrly lurge,

protruberant, relitnvely soft reddish tumors havng a shght
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(140b) had “swellings 1n the left grom and of the sk The
mgunil swelling had been mersed and 4 sinus remamed
Histologre examm ition of @ lymph node revealed lymphosar
coma His second pitent 1 59 year old mn developed
swelling of the Jeft mgumal region which resulted in swelling
of the entire leg  There was 1 purplish red firm nodule on
the lower Jeft leg  Histolomeally the ingwinal lymph node
showed lymphosarcom

Combes (26a) first patient was 1 61 year old man who first
developed a “pea” sized pamnless cutineous nodule 1 the nght
temporal region It 1ncreased to “hens egg” size 1n one yexr
and small cutaneous nodules appeared on the chest and back
Hutologic  exarnination of the forehead lesion reverled
lymphosarcomr  The multiple tumors 1n this cise bore 1
defimte histological resemblance to mycosts fungoides “dem
blee” His second patient 258 year old man had a single pun
less slowly growng cutneous nodule on the cheek over the
malar bone  Although this single nodule resembled Spregler
Fendt sarcord the future courst of the disese proved at to be
lymphosarcoma  Piutrier and Wonnger (111) desenbed
man 1n his tventies who had multiple cutaneous tumors which
cmically resembled Daner Rowssy sarcnd  However histo
logic exumntion of 1 lesion from the abdommnl wall and one
from the hip reveled diffuse 1nd crrcumsenihed collections of
fymphobl ists

Two mstwces of fivation of the lymph nodes i lymphosar
com were noted by Symmers (132¢)  There w s ulceration of
the skin in one crse 159 ve1r old min who hid missive swell
g and edema of the left hind wnd arm  There were huge
masses of lvmph nodes firmly ttached to the skin and under
Inng structures on both sides of the neckh  The slin on the
left side of the neck behmd wnd about the middle of the sterno
cludomstod muscle wis eroded gving mse to 1 § em
sreguluhy rounded ulcer which had sloping edges and a
reddish granulir base  Cutler (30 case 16) desenbed a 44
vear old min who had nodulur eutaneous masses over the an
tenor chest wall for five months followed by similr lesions 1n



474 Malignant Lymphomas

ten nontender, elevated, well defined, reddish brown, rounded
tumors from 2 to 10 ems i diameter There were some
telangiectases overlaving the larger lesions  Both legs showed
browmish pigmentation and chronic dermatitis, and there were
several large ulcers on the lower night leg  Two months later
he had developed scrotal masses  Although the lymph nodes
were not pnmanly affected, the inguinal nodes later became
secondarily mvolsed by evtension from the testicular lestons
The patient died one year after onset of the disease Histo
logically, the lesions removed early m the disease resembled
Spiegler-Fendt sarcoid but later specimens proved the tumor
to be a reticulum cell lymphosarcoma A tumor of the left
thigh showed the epidermis to be thinned and compressed by
a very dense massie cellular mfiltrate which filled the entire
corium and 1mvaded the hy poderm, mfiltrating the fat lobules

The cells of the mfiltrate consisted almost entirely of reticulum
cells  They had no clearly defined cytoplasm, and the nucler
were of the histiocy tic tspe, vesicular but deep stunng, large,
and vared 1 size and shape, and contamed one to three
nucleoh  Mitotie figures and degencrated forms were numer-
ous, with signs of growth predommiting A few hmphocytes
and an occasional neutrophil were scattered about  The gen-
eral appearance was that of an actinely growing tumor, and
the preture resembled that of the infiltrate of the testes

A 40 year old man who had developed a purphsh, elevated

nodular, flat infiltration at the site of a previonsly exaised lesion
on the wrist and two enlrged lymph nodes above the elbow,
was presented by Rothwell (118) The leston was lymphosar

coma on histologie exammation  Fovs (53) prent, a 43
year old man, presented numcrous tumors on the face, scilp

chest, axillae, mgunal regions, back and thighs  These tumors
were from “split pea to paim size efevated from 03 to 25 cm,
and the largest, on the chceh measured 8 8 ems There were
various sized tumors on most of the anterior two thirds of the
scalp These tumors olved the overlvyng shin and were
movable on the deeper parts The istologic dingnosis

freely A 15 year old boy described by Wile

was lymphosarcoma
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wae of “cherry” size  Some mature growths were “thimble
shaped " drk purple under 1+ smooth ¢piderm and contamed
L dark bloody flind on ispiration  Some nodules showed ul
ceration secondary wmfection and many were undergomng 1n
voluton  Sites of lessons which had disippetred were of a
dark brown color The lesions underwent resolution with
roentgenotherapy but new ones appeared rapidly 1n areas not
previously mvolved and the face sealp and nech became m
volved 1n the process

A 68 year old man described by Mc\mara and Henneger
{93) developed a pamless nodule m the subeutaneous tissues
115t below the left pirotid glind  Histologic examimation re
vealed lymphosarcom 1 and herapy caused the lesions
to disappear  Fourteen months later 1 generalized cutaneous
eruption and an ulcer of the nght cheek had appeared  There
were numerous bluish red shgbtly elevated nodules over the
entire body but most marhed on the scalp face and trunk
The overlying sk w15 smooth less plinble than normal with
the deepest color i the center of the lesion and fading per
ceptibly into the surrounding shin - The lesions 1to 5 ems 1n
diameter tended to become confluent over the chest while the
largest lesion on the nght cheek resembled an mdolent boil
with dilated vems 1t the penphery and blood covering the
center of the lesion  There wis shght cenical aallary and
ingunal lymphadenopathy nd the nodes were discrete and
trecly movahle

Langmead and Heggs (87) described a 51 yer old man who
had developed swelling in both preauricular regions one month
previously followed by i olvement of the llary and ingunal
regions  The hymph nodes mn the nech and popliteal spaces
were also enlwged The histol dingnosis was lymph
coma  Cutancous nodules which appeared durmg the next
few wecks resembled the enlarged lymph nades histologically
but had fewer mitases  The nodules tegressed following roent
genotherapy A 26 year old mn reported by \Matheson (98)
had multiple subcut. nodules  Histol
of 1 cervical lymph node revealed lvmphosarcoma

Three
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both awillae and groms Autopsy revealed a severe degree of
jaundice, cutaneous and subeutaneous tumor nodules, and m
vasion of the lymph nodes 1n the neck, axlla, grows, mediast
num, and retroperitoneal areas  In the region of the thymus
gland there was a discrete tumor composed of round and poly-
hedral cells, wlich were growmng diffusely, with numerous
mutoses  This case 1s an example of rapid primary response to
wradiation followed by prompt recurrence, m a patient m
whom the disease was widespread throughout the body

Ormshy (107h) described a 33 vear old man who had an
mdurated pemle lesion, proved to be lymphosarcom, which
became generalized by metastatic mvolvement of the abdomt
nal and thoracic regions and terminated fatally m one vear 3
cutancous eruption of pigmented macules of ‘pea to hlf-
dollar” size imolved the trunk  These lesions were contiguous
and produced a mottled cffect The arms and legs were
similarily 1nvolved but were less pigmented  There were Jirge
areas of telangiectasia and atrophs  sumulibing healed rado
dermatitrs, on the thighs

The 75 vear old mn deseribed by Swestzer ef of (131), hd
a purple red cutincous plaque m the right preauriculr region
of four weeks duration  Histologic exammition mdicted
Iymphosarcoma nd roentgenotherapy was gnen  One year
later he had developed scattered pwiphsh red plaques on the
head and all purts of the body, evcept the hands and feet
These hemorrhagic, tender mdurated tumors, from 1 to 10 cms
m diameter, were most marked on the thighs Fraser (54)
reported a 25 year old womw who had numerous tumor-lthe
Jesons, of “pmhead to cherry wze on the trunk and evtrerm
ties The majority of the lesions were discrete, but some larger
nodules tended to become confluent appeanng as Johulated
masses, particularly on the buttacks and upper, mner portions
of the thighs  Vanous stages of development were evident

the recent lesions were pmpomt to phead’ size shghtly ele
\ated, discrete, reddish papules surrounded by a zone of
. he shghtly larger nodules were of “mullet sced to

hema, t
eryehe tule the fullv developed dark purphsh red tumors

pea’ size, W
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were of “cherry size  Same mhture growths were ‘thimble
shiped,” dark purple under a smooth epiderm, and contamned
« dark bloody flmd on aspiration  Some nodules showed ul
ceration, sccondary anfecion and many were undergoing
volutton  Sites of lessons which had disappeared were of a
Qurk brown color The lestons underwent resolution with
Toentgenotherapy but Tiew ones appeared rapidly an areas not
previously msolied aned the face, scalp, and peck became m-
volved m the process

A 63 year old man, described by McNamara and Henneger
{95) developed o pamless nodule m the subcutancous tissues
just below the left parot:d gland  Histologic exarmination re
vealed lymph 2and herapy caused the lestons
to disappear  Fourteen months later a generalized cutaneous
eruption and an uleer of the nght cheek had appeared  There
were numerous bluish red, shightly elevated nodules over the
entire body but most marhed on the scalp, face and trunk
The overlying shin was smooth less phitble than normal, with
the deepest color 1n the center of the leswn and facing per-
ceptibly into the surrounding shin - The lessops 1to 5 ems in
dumeter tended to become confluent over the chiest while the
largest lesion on the nght cheek, resembled an indolent hoil
with dilated veans at the penphery and blood coverng the
center of the leston  There was shght cervcal, aullacy and
ngumal lymphadenopathy and the nodes were discrete and
freely moyvable

Langmend and Tleggs {B7) desenbed a 54 year old man wha
had developed swelhng 1n both preauricul i regions one month
7 1y tollowed by T of the aulliry and mgunal
regions  ‘The lymph nodes in the neck and pophteal spaces
were also enlarged  The histologic diagnosis was Iymphosar

voma  Cutaneous nodules, which ppeared dunng the next
few *

butt
genc
had muttiple subeut, v

nocules  Hastol
of a cervical Ivmph pode revealed Iymphasarcoma  Three
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months Jater, numerous dhscrete, pamless cutaneous nodules
were wdely distributed on the anterior abdominal and thoracic
walls  The largest and most numerous lesions were toward
the mudline  These lestons enlarged slowly and vaned from
“miliary dimensions to cherry” size  They were freely movable
and the overlymg shin was not reddened, tender or puckered
Senear and Schorr (124) presented a 23 yecar old Negress
who had subcutancous nodules on the hody, most prominent
on the back, upper chest and breasts  Histologic examm1tion
of a lymph node and a cutancous nodule reyvealed lymphosar-
coma A 56 year old man who first noted a ‘lump” under the
jaw was deseribed by Bingham and Quarrier (10} Two weeks
later he developed generalized malaise, we tkness, constipation
uath nbbon like stools, wmguinal bk mphadenopathy, and cu-
tancous nodules The nodules and lymphadenopathy con-
tmued to progress until lus death two and one hilf months
later At autopsy the shin was studded with firm, elevated
nodules, up to 3 ems 1 size, whnch were shin colored, red
or non pigmented  The overlymg epidermis was temsely
stretched, g ing a glistening appearance  On cut section the
nodules showed firm greyish white tissue covered by a thin
layer of epidermis  suggesting an ntracutineous position
There was marked enlargement of the cervical, aullary and
ingwnil hkmph nodes, some measuring 6 ems diameter A
36 year old woman who developed a small cutancous tumor
on the left arm and one near the left brest was reported by
Mayer and Wolfram (98) Nime months later, a miculo
pipular exanthem appeared on the face and arms which svon
ncreased to large partly ulcerated nodules mvolhung the
wntire shin and some visible mucos She died seven months
later and lustologic studies at autopsy showed a general over-
growth of reticulum cells of tumor ke character, especially
n the shin and mucosa The tumors not sharply circum-
seribed, mfiltrated the normal t ssue  There was no endenlce
of a pnmarv tumor and no dcfimte metastwis  The enc Of
thehal cells showed no proliferation with the evception o
Kupffer cells, and there were no monocytes in the mfiltrate
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Poble and Golpes {112) reported 2 71 year old mn who had
developed a pamless Tump of “hickory nut” stze on the left
stde of the nech two vears before  One vear later 1 sumlw
growth appeared on the nght side of the nuch wd shortly
thereafter 2 similarly sized nodule was noted on the left but
tock. At this time he developed progressne wetkness the
lesions on the buttock mnerensed m size and tenderness and
assumed a purple colar - The cervieal lymph nodes were large
matted msses which extended down to the supraclavicular
regon on the nght side  The left mgunl Ivmph nodes were
enbireed to 3 cms  but not mitted and there were smll
discrete lymph nodes 1n the nght mgunal regron md m both
axtllae There was o Brm rounded 8 em mass which w3
raised 3 cms bove the skin surface on the upper inner left
buttock  This dushy red leston was apparentlv Inghly vaseular
The myws dherent to the nnderlying structures was tender
only on mrked pressure  Histologic eximmation reveiled
lymphosarcoma

Gangreene of the facc produced by hvmphosircomr was
described tny Shehesta (125)  The patient 2 33 year old man
fad & swelling on the nose which % as 2ccompimed by a pro
fuse foul smelling w wtery ducharge A 67 year old woman
m whom Jymphosarcoma was appirently locahized 10 the eye
hds and comjunctive w s reported by Levitt (83) The cor
rect dignosis wis made by histologe examinition  Heath
{63} reviewed the general subject of ocular vinphomas as to
smetdence chimcl chssificttion and pathologic structure A
case of lemphos ucom of the evehd which terminated fatally
m 40 dnvs w s reported by Stansbuny (127) who discussed all
spects of thy subject A woman who developed three dis
tnctly different tumors during her Wfetime was desenbed by
fhynes and Wintrup (72)  First. a pipallary eystadenoma of
the oy v occurred then a squamous cell carcmoma of the
skin ind fimlly lymphosarcoma of the skin One of H E
Millers (100 case 3) patients a 56 year old woman had a
foul smeilme uleerated mass the size of an “orwnge” m the
nght grom  The imtl lesion on the hip w15 considered to
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be mycoss fungordes demblee  However the wtopsy dig
nosis w1s lymphosrcom

Case Renort A 57 ver old mm compluned of difficults m
swallowing and breithmg wetkness and loss of werght  He
had 1 hrge mass mvolving the neht subpirotid region and
enlirgement of the anterior cervical lvmph nodes  There wis
A sohd miss 5 by 5 ems m mize formed by the left mandidle
sternocladoemastoid muscle and the submally lymph nodes
Both the wallwy and mguml hmph nodes were enlged b
Iterilly Histologic cvimmition of the hnph nodes revealed
Ivmphosarcom

He died three months Titer ind witopsy reveled subeutine
ous nodules weriging 15 ems m dinmeter over the chest
md abdomen which were papable and bl through the
shin There were aircumseribed nodules the Jirgest 6 ems
m divmeter present on both sides of the neck

Casc Report A 48 vair old man lind m llness of several
vews durition which had bon dugnosed  grnt folliculwr
Ivmphobhistom:  Tollowmg deep rocntgenotherypy he hd
felt wl until sicwccks before 1dmission to the hospital when
the abdomen beemme enluged wd 1 cutincous nodule
peired on the free nd one on the shoulder  The lower ¢
tremeties then bec e edem tous and he devcloped  nighiness
of the abdomen nd bick pun  There was 1 flit 5 em sized
cutncous nodule near the left ear ind nother 10 ¢ms
size mvolved the left scrpular region  There woes an omdefi
mte fattened Imewr muss picsent b the gle of the nght
scpulr  Hemogrun sevealed 2700 000 red blood cells wd
6300 white blood cclls per cu mm  with 72 per cent polt
morphonuclewrs 24 per cent hmphoeytes wd 4 per cent
cosnaphils  He fulcd 6 respond to fwrther deep rownteeno
therapy md died thice months afta wdiussion to the hospital

At autopsy the sk was pale nd there was some 1oentaen
riy pigmentition over the lowcr bdomen wd groms  There
were numerous 3 to 15 em round eley wted cutancous nodules
on the mner aspect of the nght thigh which were freeh moy
able  The nght supriclwacalu hmph wodes were pilpable
The witomica! dignosis mcludn g histol e findmgs wis
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3~ Cutaneous nodules on thigh

lymphosarcoma of the skin lymph nodes stomich and both
kidneys

Histologic studies revealed Skin  The skin appetred to
be “Battened out” The rete pegs were almost absent There
was an ifltration with tumor cells beneath the skin around

the glands and m the subcutaneons fat Lvinph Node There
was complete d of the derabl
TNecross

ant
The rema nder revealed a tumor composed of the
large hyperchromatic 1y mphocytes noted in other sect:ons

Case Report A 31 year old man had numeross multiple
subcutaneous nodules for four months preceding death The
ante martem histologic diagnosis was reticulum cell lympho
sarcoma

At autopsy there were numerous 1 to 4 em  purplish blue
subcutaneous nodules mvolving the face neck 1nd extremities
The nodules were superficully ulcerated 1n the nght hypo
condylar region and night lower quadrant of the abdomen
There was cutaneous prgmentation of the left jaw and of both
wlla  Hstologie stud es revealed reticulum cell lympho-

sarcoma of the lings pancreas adrenal glands myocardimm
stomach and skin
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38 Multiple subcutaneons nodules of trunk and extremities

Casc Report A 57 year old mw first devcloped lymphide
nopathy eight y e irs previously which w s reported to be gnnt
follicul hoblastom1  on histol ex Four
vears nter U cutwneous eruption appeucd orver both temporal
arexs which w1s dingnosed s Jupus enthemitosus ind treated
1s such for the next four years when he developed 2 swelling
of the left sidc of the jiw which was found to be hmphosu
com on histologic exammition  He then developed parilysis
of the left 1atcral rectus eve mascle which mprovcd somewhat
Mter deep roentgenotheripy to the temporl et

On examnition there wis 1 3 by 1 em  red rregularh
margimited cutncous leston m the nght temple wrer ind 2 1
cm subcutineous nodule mn the nght puietal regron  Two
deep 2 cm masses were present m the left pirotid arev which
were fived to the underl ing tissues but not ittiched to the shin
A firm fixed shghtly tender 2 to 3 cm miss mvolved the left
supriclwicultr region  Histologie exammation of the shin
revealed lymphosrcom

He died eight vears after onset of th disc ise and autopsy
disclosed lymphosircoma with mfiltrition of 1ll the retropen
toneil tissues drentl ghnds wd myocwrdum  testicle and

eprcardium

Case Report A 45 vewr old man hid muhed edemn of the
frce and mgumil cervicil md allwy hnphidenopathy for
severil months  He mmprosed follow ing rocntgenotheripy but
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38  Multiple subeutwneous nodules of trunk and extremities

Case Report A 57 yer old man first developed lymphade
nopithy exght ycars previoush which w1s reported to be gt
follicular Iymphoblstom  on histologic exammation  Four
verrs Iiter 1 cutineous eruption ppeired over both temporl
are1s which was dingnosed 1s lupus erythemitosus nd treited
as such for the next four veirs when he developed 1 swellmg
of the lcft stde of the j1v which w s found to be Ivmphosar
comn on hustologic exwnimation  He then developed prilisis
of the left later1l rectus ¢y ¢ muscle which mmproved somewhat
after deep roentgenotheripy to the temporal e

On exammation there was 1 3 by 1 em  red arregularh
margmated cutneous leston m the nght temple wer and 2 1
em subcutineous nodule mn the nght panctal region Two
deep 2 em masses were present m the left pobd rer which
were fixed to the underlyng tissues but not attached to the shin
A firm fived shghtly tender 2 to 3 em mass mvolsed the left

supracluicular region  Histologie evimination of the sk

revealed lymphosircomt
He died eight vears after onsct of the diseisc and autopsy
disclosed lvmphosarcom: with mfltition of 1l the retropen

toneal tissues drenal glwds nd mvocwrdim  testicle wd

epicrdium

Case Report A 45 vaur old man hid murked edemr of the
frce and anguinyd cervieal ind aulhry b wphadenopathy for

severil months  He mproved following rocntgenother py but
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39 Edema tefang ectas a and nodules of the face
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was readmitted four months later At that time he had marked
edema of the entire face and irregularhy distnibuted telangec-
tasis on the forehead, zygoma, and mtraocultr areas, where
numerous discrete, 1 to 2 em cutaneous nodules resulted in a
*“woods” sensation on palpation and some edemt  Severa] firm
nontender, freely movable nodules, of 2 cm size, were present
above and below both orbits  The diagnosis, at this ime, was
“follicular lvmphoblastoma, probably Hodghin's m tvpe”
However, the autopsy two and one half years lter, revealed
Ivmphosarcomn with mnfiltration



VIIL
LEUKOSARCOMA

THF. pemiprerar, blood picture frequently becomes leukemic
n pattents having lymphosarcoma  This syndrome had been
charactenized as leukosarcoma by Sternberg {128), or as lym

" n lymphocytie lenl

Sternberg stated  “Under this title (leukosarcomatosis) we
separated from leul.emte lymphadenosis a senes of cases which,
m therr anatomical findings, had many pomts of contact with
Kundrat's lymphosarcomatosts, but differed from that in certain
respects, especially as regards the blood picture  Lymphosar
comatosis runs 1ts course, as a rule, without noreworthy blood
changes  Only exceptionally were cases observed m which
there was a pronounced lymphema  But 1n the leukosarcoma
tows there 15 11 the blood a great increase of white bloud cc“s
with a p d y, of

P ameng them,

large ) with a relatvely pale stanmg
nucleus, which contans two or more svacuoles and with
moderately coprous non granular cytoplasm  They give no
oudase reaction  Sometumes the total white blood cell count
15 not rased and there 1 only a relave monocytosis At
necropsv one finds a more or less widesprend often umversal,
swelling of the lymphatie apparatus which m some places
shows a pronounced malignant type of growth with unhmited
mvasion of neighboring tissues, as i lymphosarcomatosts
Thus massnve tumors anse whose site of election 15 the
wienor medsastmum They could also anse 1 other parts
eg, the tonsils, thymus, gut Changes 1n the areas of the
lmphatie may be present, ind hable wath the
naked eye from thuse secn n I)mphusarcoma Among shu
thnges m h take
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first place”  Ulcerations of the skin may also occur m
leukosarcoma
There are also many reports of patients who received igh
voltage roentgenotherapy te a well localized lymphosarcoma
and subsequently developed “leukerma” (leukosrcoma)
Among three cases of lymphosarcoma, descubed by Evans

41 Uleer of the leg mn leukos ucomn
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nd Leucutia (43) two hid mvolvement of the mediastinum
22d one hid lymphosarcomitosis Joc hized to the lymphatic
systen All hd normal peripheral blood prctures at the onset
of the disease  Following radntion therapy the disexse ap
parenthy disippeared but extension to the hone marrow ot
cwred 1n about three to srx months d 1 tho eses 1t also
imvohed the subcutineous tissues  The picture of lymphoryhe
leukemua became mamifest at this ttme  This uniformuty 1n the
chmeal estension of the process iccording to Evans and
Lenentw mdicites thet the picture of lymphocytie leukemia
15 not merely 2 concrdence but 1 the result of 1 new locahiza
tion of the Jymphos weoma  Therr first pitient a 23 year old
man had consider ible medristinal pressure symptoms which
entirely cleared following deep roentgenotherapy  Three
months Iter metast wes to the scalp ocenrred but also dis
appetcd following, rocntgenothertpy  Two months Iater he
developed cutancous mufest itions d cetension to the bone
murow At this time the pictore of lymphocybie leuhemnt
with mirhed progressive secondiry anemit becime mmfest
Post mortem eximmation revcaled the only mmfestanon of
lymphosircom to be prescnt m the few cutineous nodules
nd m the one nodule 1n the Jeft wricle of the heart but there
were marked histologic changes in the bone marrow which
were the predomunating fetture of the diserse  The second
patient 1 21 year old min with gencrahzed lymphosarcoma of
the lhmphatic systcm had pronounced cerviel 1y mph idenop
athy  The tumory dippeared follawing decp rocntgeno
theripv  Later cutineous mmfestitions wnd hone marrow
myoh ement occurted and the picture of hmphocy tie leukemin
with muhed sccondary inann developed  Post mortem ex
wmnation revealed 1 few nodules i the retropentone ] nodes
and m the skan which were hustologicaily lymphosarcoma  The
predomnating changes were 1n the bone martow  Evams and
Leyeutin concluded that these cases proved without a doubt
that lvmphosarcormn transformed into lymphocy tic leukernsa
1 3000 as the bone marrow hecime ty oy ed by the focr of

hvmphosarcoma  The blood show ed 10 angre 1se of. mphocyter
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as soon as the symptoms of the bone imolvement becime
mamifest, and the lymphocytosts was 1n direct relation to the
extent of the bone marrow involvement  Irradiation of the long
bones produced an mmmedate decrewse 1 the number of
arculating Iymphocy tes  Since Iy mphosarcoma transforms mto
Iymphocytic leukemia as soon as the bone marrow becomes
mvolved, the question arises as to whether or not chrome lym
phocytic leukemia 15 a primary lymphosarcom or 2 related
process of the bone marrow  Acute lymphocy tic leukem, or
secondary lymphocytic lenkemin, as observed after certun
mfections, form an entirely different group, and were not con
sidered by Evans and Leucutrr In several such cases of
primary lymphocy tic Jeukera, they irradiated the long bones
and the lymphocy tes decreased at the same rate as mn the two
cases described here  They acknowledged that, except for the
1dentical radiosensitivity, there 1 no definite evidence 1 prov
ing that typieal chrome ly mphocy tic leuhermit 1s 2 primary lym
phosarcoma or related process of the hone marrow They
beheved, however that they "have the problem one step
nearer ats solution by proving that lymphosircomt 1s trans
formed 1nto lymphatic leukhemi as soon as the bone marrow
becomes mmvolved The picture from this moment on remuns
indistmgwishable from the ty pical chromic lymphatic leuhemn”
In reviewing the hiterature up to 1929 Flashman and Leo-
pold (51) found 107 cases of Ieuhosarcoma  In 60 cases the
pnmary site of the mvasive tumor was n the mediistnum, in
the skin 1n 11 cases i the eye or eyehd m 11 cises, and mn the
retroperitoncal and abdomm1l lymph nodes 1n i cases The
pleura, pentoneum femur, breiwst dury and intestine were
primary sites 1 two cises cach whereas the shull, cervical
lymph nodes, lymph nodes generally ribs, uterus, ovanes,
tonsils, and prostate were represcnted as the pnmary sites m
ach
Onés;j:;:,m (62) reported a 65 yer old man who compluncd
of “lumps ™ on hus fice of two months duration The:e lestons
were copper or plum colored nfiltrated phques 2 C?;M":‘
dmmeter, mvolving duclly the forche el and checks
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were numerous flat mfiltrations on the low er extremties and a
large fungating tumor which arose abruptly on the outer side
of the left thigh had been present for two years The periph-
eral blood studies revealed 300,000 white blood cells per cu
mm with 94 per cent lymphocytes Following roentgeno-
therapy to the face, thigh and spleen, some of the tumors on
the face and extremities disippesred and did not recur, but the
large tumor on the thigh, after short temporary mmprovement,
grew rapidly At autopsy there was an extensive fungating,
ulcerative cutaneous lesion extending over the greater portion
of the outer and posterior aspect of the left thigh and encroach
mg onto the antenor aspect which, near the edges, appeared
as an “exuberant eauhflower-like mass,” raised above the skin
surface  Over the remamder of the thigh, especially on the
mner aspect, were extensne rased, brawny and indurated
swellings, some 178 by 127 cms, which, on section, had the
same lobulated app as the mfil d growth extending
from the shin, which could be seen infiltrating down to the
muscle fascia, but not to the muscle itself Histologic ex-
amunation of a cutaneous nodule from the indurated area on
the thigh showed an extensive monocytic infiltrate extending
up to the cprdermis and down to the subecutaneous fat which
1t was infiltrating  Some parts of the tumor were markedly
degenerated and there were abundant pyknotc nucler wath
some polymorphonuclear leuhocytes infiltrating, more par-
ticularly m the deeper areas Immediately beneath the epi-
dermis the tumor cells were round or oval, seldom showing
much evtoplasm and separated from each other by a strue-
tureless matnx, each cell lymg qmte discrete  Some cells
were “considerably larger and appear to have two or three
nucler  The nucler tends to be clear and pale with knotted
reticulum definite nucleoh are not a feature of the cell”

Wile (140c) cited two illustrative cases  The first patent,
2 voung boy, had defimte lymphosarcomatous nodules but Iittle
or no peripheral blood changes  Later, however, sy ere hemor-
rhages into the slin and mucous membranes occurred, follow-
me which he developed o rapidhs Fatal fulmmating type of
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Iymphocytic leukenna  The second patient, an elderh man

had multiple s mphosarcamatous nodules 1n the shin and lvmph

nodes wath penpheral blood changes suggestiv e of leukemn
Uleers of the legs rarch oceur i lymphosarcoma *

*Sce Mhuste itron 34



IX.
DIFFERENTIAL DIAGNOSIS

Exvuur\c& 10 climel obiservtion of the hmphom s teaches
caution m attempting 1 defferential dragnosts except by shlled
histalogie stedy  Clhneally one can onlv hizird 1 guess which
at imes may have to mclude two three or more possible diag
noses  There are no chmeal features which without exception
will permut chfferenttation between tuberculous Iy mphademtis
Hodghins disease lymphostreom1 “ileukemme”™ lymphocy tie
leuhemn lymphoepithelioma or even metwtitic carcmomt
of the lymph nodes A therapeutic test dose of radiation 1s of
Iittte diagnostic « due 15 wy of the bove mentioned condi
tions may respand as reidily 1s does hmphos ircom

Climeally lymphos ircom 1 m1y be roughly dnded into two
@oups ateording to Sugerbiker wd Crwer (1%0)  These
consist of thase having a process obviouslv of monocentric
ongin presentiny, wn asymmetrre b lymphadenopathy involv
mg munly one to a few groups of lymph nodes 1nd those per
hps of multicentric ongin presenting 1 furly umform sym
metric ] distribution of lymph nodes 1t once suggesting chromic
hnphocytic lenkemiv  In the latter group 1 nonleuleme
blood count necessitites histologic study of 2 lymph node to
distingussh between Hodghins disewse rare cases of metastaitic
<wanoma and especially between  alenkemic” leukema and
v mpk 4 M 1l blood picture does nat
necessanly exclude hvmphosreomt There are also rare
cues of generilized symmetrical tuberculous lymphademitis
wd other generihzed hmphidenopathies of inflammatory or
met halic ongm to be differentited according to Sugerbaker
wd Craver  Concerning the former more loeahzed types they
believed it may be sad n general that lymphostrcoma tends
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B T
T o,

42 Nodules of dermatttis papilliis capilhtn simulwing lympho-
sarcomitous nodules (Conrtesy Samuel J Zakon, M D)

to be more diffuse and more aggressiv e than the other processes
mentioned  In lvmphosarcoma the Iy mph nodes tend to assume
a rounded shape and a rubbery, firm consistency

The rare diffuse Ivmphosarcoma of the nasopharyngeal and
oropharyngeal tonsillar ring presents a charactenstic appear-
ance, according to Sugerbaker and Craver (130) Lympho-
sarcoma of the tonsi, when fully developed, usually presents
a bulky, smooth, spongy swelling m the tonsillar fossa with
Rttle or no ulceration until late stages of the disease In the
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shin, lymphesarcoma charactenshically causes raised, dusky red,
“button hike” plaques, sumilar to leukermua cutis

The presence of nodules an the scalp may occasionally pre-
sent dragnostrc dufficulty betw een dermatitis paptllans capslhti-
and lmphosarcomatous nodules, as 1n the case presented by
Zahon and Emnberg (145)



X.
PROGNOSIS

Fl\l ractons which mflucnec the course of lymphosrcomt
wae Inted by Sugabika wd Crwer (130) 1) Indnadutl
wherent qualities for growth ind disscmm tion m the different
tumors 1¢ mwy run 1 1ipid comse but 1 few may be very
slow  \heioscopic cummation they found did not ud one m
forctdhing this dthough m gena il the gt folliculw lympho
sucomas tum 1 ess ripid comse 2) The extent of the diserse
it the bime of wmission They found four «f 21 pateats who
surined Jong had chimedl wudence of diseise i more thw
two contiguous uc1s  3) The locition of the pumary lesion
The results wae better when the primuy site wis m the he o
end of the body (23 par cent five you survn il wd 154 por
cent symptom free)  They had no prtients who sunvnved long
when the primany leston w s m the gutiomtestin W tract which
35 contruy to the capaence of others 4) Comphciting e
kemin OF thar sars 66 pa cent of the patients hd leu
Lamia wd L dicd  5) The age of the patent The werde
survis Al rite of the 010 29 voar age group w wonhy 11 3 months
wlnle for Nt g groups 1t w as morc thn bwace tht figure
The five yor survy il 1ite appe s to he better thn werige
of the dise e first mmfosts iself m the cervieal walliry d
mgllml] Iymph nodes the ord cwaty wmd nwopharym he
g’lstromlLShH Al tract nd shin wd oibit ind poorer thwn wer
1ge af 1t bogans the retroperitone tl mesentenie 01 medisimal
lymph nodes of the spleen and thyrod gl nd or f the conds
tion 15 gener thzed weording to Stout (129)  Persstence of
the disease and later deaths howaver narrow the more fvored
group to those h1ving mvolvement of the cery 1e1l and wallary
lymph nodes the mouth wd nsopharym and the gastromtest)
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43 Actne papulu cutineous lesions of lvmphosircoma
(case report}

4 Actne papular lesions of 1
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nal tract  He found the greatest number of cases to be of the
reticulum cell type wluch hd a survival rate well below the
average  Lymphocevtic cell tumors were the next most fre
quent, with a survival rate of about one per cent above the
average, while giant follicle tumors, with the smallest number
of cases, showed a sunvnval rate of about 12 percentage pomts
above the average He beheved, therefore, that the dmision
of the tumors mto histologic groups 1s one frctor which mwy be
used n stitistical prognosis  In lis opmton, there are some

46  Scarring or healing phase of Iy mphos ircoma (case report)

factors hwhich m1y be considered 1n the progrosis Gt

1s over J0qears of age  Cases assocrated Wit fuRenl ¢ v
always fatal

A }p'\hcnt who had spontaneous heiling of the cutancous
Jesions of lymphosarcom? wis presented by Bluefub, et al

(13b)
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Lvmphsarcomy cubis showing the reticulum cells 1 the
cuts many undergon g mtosis (case report)
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Case Report A 56 vear old woman first developed an arex
of erythema on the medl dorsum of the left hind four months’
previoush. This leston developed into a papule which was
followed by central necrosts and crust formation surrounded by
an ervthematous border There was nuld pun and mmmal
pruntus associated with the lesian  The crust fell off within
two weeks time resulting i a hvperpigmented aren which
subsequently became a scar  New lesions hwing 1 predilec-
tion for the mner aspect of the thighs, upper evtremities and
trunk then developed, which followed a simslar course as the
onginil lesion  There were from 15 to 20 scittered discrete
cutaneous lesions of various sizes which were miculir, pipuly
and necrotic

The hemogram reveded 11 per cont monocytes and the
tuberculin test was necative with 1 to 100000 dilution wd
posttive with 1 to 10,000 dilutton  The bone marrow findings
were compatible with lymphoswcomy  Histologie exumunition
of a papultr lesion dsclosed reticulum cell lvinphosircom wd
that of a scilene lvmph node showed chrome Ivmphadembs



XL
TREATMENT

L\\mms«m\u 15, as @ rule, extremely radiosensitne A
bulky tumor mass may regress to half 1ts size after a few days
of and completely disappear within a week  Recur-
fence 1s rare n areas adequately treated, although new evt
dence of the disease occurs w other arens  Sugerbaker and
Craver (130) found, among 108 patients treated by some
method of rradiation, that 15 (138 per cent) survived for five
ot more yeirs, but of this number only eight (74 per cent)
were apparently cured  Extupatne surgietl procedures wete
done on 23 patients m 11 removal of an extranodal primary
stte {such as tonsil, breast or rfleum) was done, lymph node
dissectron 1 12 and removal of both an extranodal prmary
md an atjrcent 1y ofved Jymph node group intwo cases  With
all but a few of these patients surgical treatment was shortly
followed by locl external uradiition gnen prophylictically
OF these patients six (24 per cent) were ving and apparently
cured” fve or more yes later  There were 82 patients who,
on admsston were considered to have a comparable amount
of ¢hmcal disease, 1lthough 1n some mstances not as ana-
tomcally accessible treated by same form of radiation Of
these 16 per cent survived for five yeirs but only eight per
cent were apptrently “cured ™ The small number of patients
1n thest two groups prohibats ny definite conclusions but, they
behieved further trial of combned surgical and radiologic ap
proch i early caves should be encousaged

The cfficicy of roentgenotherapy in prolanging life §s ques-
toned b\‘ D¢ 5 ‘“1"“ and Ford (31), except 1n cases where life

M d by the of meduastinal
compression intestinal ohstructton or some other acute com-
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pheation Mot and Isaacs (102) reported a shghtly longer
sunival 1ate among treated, as compared with untreated p1
tients 288 and 245 years, respectively  They concluded that
therapy was of benefit 1n some cascs destined to expenience an
acute course, but was probably without mfluence on disese of
a more chrome nature

Although the mmtial response of reticulum cell lymphosir
coma to radiation may be good, the ulhimate prognosis 1s gen
erally regwded as unfavorable according to Hellwig (691)
and Jenhmson et al (76) Eight cises of reticulum cell
Iymphosarcoma haing an average two year surnvnal following
radiation therapy, were reported by Jenhinson et al  Stout
(129), who reported 89 cases of reticulum cell Iy mphosarcomy,
found no mstance of ten year survival in pitients under 30 yers
of age and only 12 1 per cent of all the pitients sunvised for 15
long as five years

Although irradiation 1 the preferred treatment for reticulum
cell lymphosarcoma at the present time surgteal procedures
have also been advocated Gall (57a) reported mne cises of
stem cell lymphoma 1n which treatment was by complete surg
cal exaision  The median duration of survival was five years
Hellwg (69b) reported two patient, tre ited by radical surgery
who were Iiving and free of the discise 20 and 10 yeus Iater
Jackson (75a) stated that f reticulum cell sarcomi 1§
Jocalized to an accessible region exase wadely and hope for
the best” Holmes and Schulz (71) reported two patients ha
g single lesions of stem cell I mphoma at the ime of rudiation
therapy who were alne and free of the diseise more thn five
years after treatment  They noted that long survvals do no;
oceur n pitients with multiple lesions Apparently a locthzed
retrculum cell lymphosircom: aggressn ely treated, offers ]1
Detter prognosts than one 1n which multiple lesions were
ready present before treitment was begun Irmdflzmon 1]511:1(1
ployed primanly as a pllhatn e me wure in cses of gener
dlsvle-k:;e have been encouraging reports on the results of nitro-

gen mustard therapy for generahzed reticulum cell lympho
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sarcoms  Erchenlaub and Olnos (40) patient had regression
of cutaneous and visceral lesions following mitrogen mustard
therapy but died from a toue reaction caused by the drug
Goodman et al (63) reported a patient with lymphosarcoma
whose condition was mmproved by the ad ation of mitro
gen mustard but who died 12 days later from pneumona fol
lowmng agranulocytosts  Autopsy dhsclosed no evidence of

h Other 1 luding Craver (29a
b ¢) ind Rhowds {114) concluded thit the use of nitrogen
mustard offered Dttle n the treatment of reticulum cell

Iymphos ircom1 except for palhatne effect when irdiation
had failed

A patient who improved with oral mtrogen mustard (tr1
ethylene melamme) was reported by Rarnofsky et al (79)
This 44 yer old woman had cutaneous nodules hepatospleno
megaly and enlirgement of the abdominil and cervical lymph
nodes  Although the cutaneous lesions responded to roent
genotherapy new nodules continued to appeir  One year later
she wis gnen 8 mg of tnethylenc melamme with deeided
climeal 1mprosement ind regression of the cutineous lesions
and lymph nodes However severe and prolonged bone mar
row depression with bleeding, resulted and repeated blood
transfusions were required for three months  The cutaneous
lesions then gridilly recurred md n enlarged supraclavicular
lymph node appeiwred  Six months later triethylene melamine
wis admimstered and the cutineous nodules promptly de
creased m size and vasculanty  The left supraclavicular lymph
node became smaller but four months later another appeared
on the nght side  These lymph nodes promptly regressed with
local wrradition ind the pitient continued 1n excellent condi
tion

Osborne et al (105) reported 2 dramatic mmmediate re
sponse to nitrogen mustard therapy 1 a 61 yerr old man who
had lymphosrcoma There was no gross or mucroscopic evi

dence of lymphosarcom 1 the shin or other tissues 12 days
witer treatment
Despite some enth for rad h

T h theripy
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a decade ago (Kenney et al 81), 1t has been found to have
Iittle place m the treatment of lymphosarcoma, according to
Diamond (35)

Cutler (30) stated that the actual distribution of lympho
sarcoma 15 nearly always wider than climcal evammation dis
closes, and consequently the presence of the disease m wide
arcas, not climcally demonstrable, must be suspected and
irrachation therapy admmstered

The treatment of lymphosarcoma cutis 15 dependent upon
whether 1t occurs as a primary or a secondary mamfestation of
the disease For the treatment of primary lesions, roentgeno
therapy 1n doses of 3,000 r m air 1s advocated  For secondary
lesions, smaller doses of roentgen rays may be used, sice the
lestons are then merely part of a generalized disease process
and mitrogen mustard therapy may be administered
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IMMUNOLOGIGAL STATUS OF
THE MALIGNANT LYMPHOMAS

IT 1s wLL known that the reticuloendathelial system 1s anti-
mately d with antibody prodaction (2,9 11,134, b,
18 32) Inview of the frct that the reticuloendothelial system
15 the tissue predomnantly myohed in the lymphomas, some
disturbnce of the antibody production mught be postulated
There 15 considerable experunental evidence ta ndicate this
theory may be correct

In 1904 Reed (23) noted a ncgatne tuberculio reactron 1n
five ot of exght patients having Hodghan's disease  There were
22 negatn e reactions m 24 cases of Hodekin's disetse reported
by Bastar (1) m 1928 He found titers as low 2s 1 30 and a
weak positne reachon in two cases  He also observed that a
pegative reaction had no relation to the duration or scyenity of
the disease and that occasionally a negitive reaction became
positive following remission induced with roentgen rays

Morgwo {18} 1n 1930, reported that pitents having con
current Hodghkm's disease and tuberculosis reacted negatnely
to tuberculin I have observed one patient with Potts disense
and sarcotdosts who showed 2 negative reaction to tuberculin
Another patient who had tuberculous pleural effusion and
chronic lymphoeytic leukemia reacted nvegatvely to full
strength tuberculin

A further contribution by Stewer (20) 1n 1934 wndicated that
negative cutaneous reactions to both avian and human tuber-
culn protemns occusred in patients with Hodgkm's disease  He
smodified the nsual technic by using tuberculin protemn rather
than old tuberculin and by employing three different titers on
each patent namely, 1 10000 11,000 and 1 100 Hirs results
were essentially the same as those of earlier w orkers in, that. be.

e
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tersls, showed a lessening in antensity, prior to complete dis-
appearance of the reaction, thus indicating a progressive l”‘sf
of allergy rather than abrupt cessation The performince o
multiple tests in these cases enabled them to note a shuft in the
percentage of posine reactors from the mnitial 19 per cent to
12 per cent, a change due to rearrangement of statistics to
include four patients, who had first been positise, to the group
of negative reactors
Schuer (27) reported the cutineous reactions to the antigens
of mumps virus, Candida atbicans, Trichoph ton gypseum and
punfied protem dervatwve of tuberculin 1n 33 patients having
Hodglan’s disease  These studies revealed a striking cutaneous
anergy although the cutaneons reiction to hustamine was nor-
mal
It would then appear tht the statement of Parher et al
(22) that, Practically all aythors are agreed that by far the
geeatest majomty of cases of Modghin's disease give o egatine
reaction, even 1n cases with an associnted active tuberculoss,”
1s essentially correct
Other diseases of the reticulocndothels il system, such as the
leukemias and lymphosarcomas, may show a low incidence of
positne reactions to tuberculim tests and may be due to a
bloching out of that system with resulting anersy, according
to Parker ¢t al (22) \lycosis fungodes, a disease of the
reticuloendothelinl system shows a low neidence of posiive
reactions to the tuberculin test  In reviewing 15 patients with
mycosis fungoides on whom tubereulin tests were done, Rosen-
thal (24a) found that 13 patients reacted negatnvely, and he
Yater {24b) reported that 80 per cent of mycosis fungoides
pattents will react negatively to the tuberculin test  \Marten
stein and Noll (20) found four out of five patients with myeosis
fungmdes reacted negitvely to 15000 tuberculm and one
Patient reacted positively
The question now raised 1y whether this “tota]
:"}:cl‘;et[hi llsyn;pl;;:::: lsdpu:erll;; a secondany phenomenon or
(10} Proponents ofr(yhe lisi " D 28 Suggested by Dubin
rst hypothesis (Morquio 19, de

anergy” pres
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found repeated testing of the same patient showed negatne
reactors remained negative following roentgenotherapy, pos:
tive reactions were weak and subsequent larger doses mduced
a reaction no greater than did the smaller dose

The development of anergy m tuberculous patients with con
current Hodghin's disease was reported by de Marval (7}
1940  He attempted immunization with BCG vaccine but
fatled to produce a posttrve tuberculn reaction He found
that mjections as large as 2 ce of cerude tuberculn could be
given with no apparent rexctton ind s patients also proved
to be anergic to avian tubercubin

This phenomenon of tuberculin anergy was confirmed m
1947 by Dubin (10) who did tubercuhn shin testing on 28
adults and 10 children huving Hodghin's disease  The results
were positive m only one patient who showed a one plus reac
tion to a 1 100 dilubon  These results are far lower than the
50 per cent positni e reactions usually found  Dubrn also noted
that these same patients had a “weal’ positive reaction to the
Wassermann test and pomted out that thewr protection of
protectne antibodics wgunst typhod wnd brucelly infection
was below normal

In reviewmng 150 cases of Hodghin's disease, Bostich (4)
found that the tuberculn test had been perfomed on 34
ptients, 31 of whom showed a negitne reaction wd three a
posittve reaction  Of 57 patients with Hodghm's dise wse tested
with tuberculin by Rotting and Hoffmann (26), three patients
(5 per cent) gave a positive 1eaction to 1 10000 dilution, and
eight patients (14 per cent) reicted positively to a 1 100 dilu-
tton This was a total of 19 per cent positne reictions m
Hodghin's disease paticnts as compared with 37 per cent posi-
tive reactions among the control pitients among whom 42 (17
per cent) reacted to 1 10,000 and 49 (20 per cent) to 1100
dilutions  In none of the negatnely re wcting prtients was the
allergy regainer], even during induced remrssions with roentgen
ray or mtrogen mustard therapy The relative paucity with
which allergy may be lost 1s mentioned by Rottino and Hoff
It occurred within two months m one cise and two

mann
who were subjected to repeated testing at short 1

patients,
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1n most patients with chrome leukerma (38) Dwdsolm (6}
confirmed these findings and he observed mormal or even
slightly elesited titers in patients with 1cute leuhemin nd
followmg roentgenotherapy, in patients with chrome Jeuhermn
Evans (12) demonstrated a depressed antibody respons, to
typhoid vaceme m patients with lymphomis and Tewhermas
but not 1n patents with other mahgnant tumors  Immumz:t
tion with pneumoenceal polysacchundes was used by Larson
(16) who found bttle or no antihody formation in patients
with chrome lvmphoeytic leuhemia and multiple myeloma
shghtly higher than narmal antibody levels 1n chrome granulo
cytic leukemia and dingly ngh prod n
those with acute leuhermia  The latter response could be sup
pressed with cortisone

On the basis of previous reports and from his own mvestign
tions Dubin (10} concluded that pitients with Hodghns
disease exhibit paor wmmunologic response  He emphasized
the “poverty of immunological mechamsm” i these patients
and commented that although therr anergy to tubcreulin 1s
well known the concept of thus fatlure of reactivity should
clude a poor response to all types of antigens He found the
poverty of their antibody production mech misms™ mamifest in

the walility to produce antibodies fixed to cells (as i tuber
culin hymeveanc tat Vo alla wilana 1

such as
Rottino

Hodgkins disease were capable of pmduemz‘ typbod aggluh
tins although m the advanced stage of this disease they were
unable to mamtan agglutnm levels for more than three
months  They later confirmed these findings on the presence

of an anergic state to tuberculn m the oty of patients
with Hodgkins disease
Increase n Susceptib

PN

1o Inf An g paral
Iel to the anergy of antigen reactions 1 the mcreased si

usceph:
bility of these patients to various ntercurrent nfrctions I:lc
cording to Dubin (10)  Many different bactena have been

wsolted nd this greater susceptibility to infection scems pra
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Marval  7) argue that in Hodghm’s disease, or any chrome
lymphoma, the reticuloendothelial system 1s replaced by
lymphomatous tissue, thus mterfering with 1ts capacity to pro-
duce antibodies  On the other hand, Dubin (10) suggested
that anergy may be a primary phenomenon In Hodghin's
disease the fundamental difference may be a pnimary metx
bolic dysfunction resulting 1n a defictency of the enzyme sys-
tem, or systems, necessary for proteolysis and proteosynthesis
which oceurs m antibody production On the basis of this
deficiency, one of many antigemic stimuli may set up a pro-
hferation of retieulaendothelial tissues m an attempt to mcrease
the cclls which ordinanly produce antibodies This reticulo-
endothehal hyperplasia would normally result 1n increased anti-
body production, but in Hodghin's disease there 15 merely a
futile proliferation of functionless tissue  The cells are present,
but therr enzyme systems are deficient According to this
hypothesis, one would not expect to find a smgle etiologicl
agent It should be remembered that the body has a mted
number of ways of responding to mjury, as illustrated by the
multipheity of stimuli which produce the response hnown as
“inflammation ”

Depression of Antibody Formation. Although the evact
mode and site of antibody production 1s a debatable question,
it appears evident that the lymphoreticuloendothelinl system
participates 1n this process (9, 11, 13, b, 18, 32) It has been
postulated that anergy associited with reticuloendotheltal sys-
tem diseases results from a blockage of this system, m lympho
mas as well as m sarcoidosty  Studies of ammals having an
adequately blocked rcticuloendothelal system have proved
that the ability to produce antibodies and to react to antigens
are both impared (5, 30)  There have been several reports
of depression of antibody formatton in patients having Ivm-
phomas or leuhemnis  The Waidal reactions were found to be
negitive m leukemic patients either with typhoid fever or
after typhoid vaccination (14, 21), and those who faled to
produce agglutnins for sheep erythrocytes after the injection
of horse serum (31} Low titers of 150 agglutinins were noted
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thehd system Borrie (3) stated that, stace 1 bath conditions
the smmuanalogical agents themseliis are 50 varudble, it APpeATS
mate hikely that the phenomenon n dependent npon the con
shtution of the indaidial rathier fhan on hus particad disease
i normal ndividuals wha are tuberculin negitne about 19
pes eent do nat become tuberculin positny e after BCG vacein
twon  Therefore, Borre suggested that the mexdence of these
granulomatous conditions my be grevter m these pdnaduals
than i the general populition and 15 powdily due to therr
mmnnological state

1t was our helief (251} that 2 study of cortam mmunologieal
rewtions m patients g cutincous emons due to disedses
of the leuhemea Yymphoma group would prose to be of mterest
miwoways 1) To determme from a pathogeme standpomt,
whether the 1 were logrcally
thus pomting, to a possible etologic and pathogeme relation-
sup and 2) To determune whcthes there w4 digtarbance of
sotibody prodiction swee, from an wmanalogiel standpomt
Tymphorettculir tusues are inttmately concerned with antibody
production Becwse the tissue pnmnly mohed m Yympho
matous disease 15 Iy mphoreticulir tissue, somi dhsturhnce of
whibody production comid be anhieipated o fact sncheated by
considerable expenmental evidence  We were pramonly con
cerned with the persistence of cutaneous rectivity to antigens
which these patients hd presumably been exposed to prior to
onset of the tease

It was found tht there s o generad depression of rectivity
to the itrgens more marked for the delayed type One con
chuston was seached reguding ymmediate reactuaty  The

substrate for development of an immediate type of allerge
tection 15 not imp ured in that these pitents showed normal
re ihons to lstamine and to a histamime hberator

These s therefote, a general depression of the delayed type
of allergie reactnitv to antigens to which these patients had

presumably been evposed and to which, 1t may be assumed
they were at one time sensttine )

With our present Lnow ledge cancenuny, the

anderlymg
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doxrcal in the presence of the massive proliferation of reticulo-
endothelal tissues, these cells bemng the antibody producers

It is now the general opimion that tuberculosss 1s a complica-
tion of Hodghin's disease and sarcordosts m 15 to 23 per cent
of the cases and it 1s not the exciting factor, as was formerly
believed

Desjardins (8) was mpressed by the great frequency of m
fections of vanous types among Hodghin's disease patients
In all probalnhty, this 15 due to the poor immunological mech-
anism wluch results in the lngher frequencsy of mtercurrent -
fections and ncreased susceptibihty to infections This also
accounts for the finding of various bacternia m these patients
and expluns why the tubercle baallus, diphtheroid braillus,
brucella and other bacteria have sometunes been found m
tissues of these pahents

BCG Vaccination. Borne (3) recently reviewed the subject
of BCG vacemation m diseases of the reticuloendothelial sys-
tem De Marval (7) was unable to procure com ersion with
BCG vacemation m Ins cases of Hodghin's disease  Sumthr
findings were reported m a case of histoplasmosis by Lemmung
(17) We have been unable to procure conversion with BCG
vaccination 1n two patients hwing my cosss fungoides

The fact that the majonty of sarcoid patients hwe negatne
tuberculin skin reactions, and that this tuberculin anergy 1s
not affected by BCG vaccmation, can no longer be used to
support the concept that sarcoidosis 1s a peculiar response to
the tubercle bacillus  Sumilar phenomenon are found 1n
Hodghwn's diseasc mycosis fungordes and histoplasmosis
Furthermore, 1n sarcoidosis, immunologieal response to anti-
gens, other than those of the tubercle baaillus 1s also depressed
as, for example, to pertussis vaccane (15)  Symilir resnlts arc
found m Hodghi's disexse with regard to spirochetal, typhoid
and brucella antigens according to Dubin (10)

The fact remains that i certamn chronic granulomatous con-
ditions there 1s a nonspeeific depression m immunologeal re
sponse and 1t 15 frequently ted that this phen
can be capluned as bemg duc to damage to the rebeulocndo
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mechanisms 1n deselopment of delayed allergic reaction, any
discussion regarding one sensitive mdiidual’s subsequent fail-
ure to react must be purely speculative There 1s some evi-
dence to support the belief that the essential change m dexelop-
ment of this type of sensitivity 15 an enzymatic adaptation to the
antigen It is beheved that this enzymatic adaptation takes
place 1n the primitive reticulum cell and 1s passed on to 1ts
descendants  Therefore, 1t 1s suggested that in diseases affect-
mg the primitive reticulum cell or 1its descendants, there may
be impairment 1n the ability to perpetuate this enzymatic
adaptation (1t 1s wually agreed that lymphoid and myelod
cells are derived from this cell type) or m the abihty of the
diseased cell to react to the anticen which ongmally en-
gendered the adaptation or, finally, the enzymatic adaptation
itself could be lost  In any of these situations a reduction or
absence of the delayed type of allergic reactivity would result
It was suggested that lack of delayed type of allergic reactivity
n the diseases which were studied could probably be explamed
on this basis
As a result of our mvestigations (25b), we were able to show

1) that patients having a lymphoma leuhema disease accept
passtve transfer (Prausmitz-Kustner reagin) and react nor-
mally to the specific allergen agamst this antibody and, 2) that
such mdividuals have an impaired ability to develop an allergic
eczematous sensitization to a simple chemical It 15 beheved
that ths defect occurs because of a specific effect of the disease
process on the cells of the lymphoreticular system, masmuch
as a control group consisting of patients having a chronic,
severe 1llness were apprently able to develop an eczematous
sensitization to the same simple chemical It was suggested
that the lymphomas, by wirtue of affecting the cells of the
Iymphoreticular system (the cells concerned with a vanety of
mmunologic processes ), caused an impairment 1n all tvpes of

delayed allergic reactuaty
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