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ALF SJOVALL RESIGNS AS EDITOR 1 JULY 1970

Al SRvall m 1960 succeded Axel Westman a3 editor of this journal. In
spite of all our attempts to persuade him 10 contnue as editor he decided
(o resign at the same time a3 be leaves hi chalr of obstetrics and gynaeco-
logy m Lond. During his excellent editorship he not coly devoted a large
pert of by time to editorial duties, which he performed admirably but be
ako put the purnal on a sound cconomic basis. For me it 1 therefore a
pleasant duty to thank him heartity on behalf of the editorial committce for
all he ks dono o ensure the snccess of the journal. It was only in the hope
of being atie to call upon amd benefit from AH Syovall's wide experience in
yean to come that § dared to accept the reaponsibility as the new editor

Axel Ingelman-Sundberg
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1SOLATED TORSION OF THE FALLOPIAN TUBE

Oie Hart Hamen
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1o abpormal motion of the mtermal praftalia. This
__may be the cxplananon of our case 7 The trau-
fatrc theory Le. that accidents and other fraumn
@ may Sead o tordon, b fo keepiog with Sellbeim’s
theory That earller operation on the fntersal geak
" taha may kead 10 torwon han been demotatraied
by Kotl (1956) and hendrich (1965), each of
whom reparted & case of toruos aming o women
with « bistory of aerflization by the Pomeroy
method. Bhafr (1962) mentlord the so-<alied
phvuoiopeal theory that dhturbancey of the ot
ma) permaitic movements of fhe tube, Powsbly
m the form of spewm, my kead o torslon. He
_ hmted tht ortain drugs might perhaps cavse
suxch spasm. Apart from these pomible cavse,
purely anatomecal changes mint bo able 10 cune
rabe) tormon. $uch changss may be among others,
» Yorg, sxrrow DHonipiy . Pamovian oy,
or penitence of the sprd windmy which B
oormmally seen 1 the foeta] tube Ahhough po
Fatient of the presont serics was pregrant, it may
be mentooed that the phesomenon i not wn-
commooty swociated with the atier talf of preg-
nancy Ot of Regad (1932) patients, 12 » were
pregoant, and cmct m pregasst patients ha e
been publnhed by Grasset et o (1966) Chastromse
e al. (1966), and Walker (1962} la 3 out of 6
cawes of tubal tonuon Yousse!f et al. (1962) fornd
nncnhnrdmn-\n.T-oo(thnp-ncnuwum
nant whit the thurd had harge Dbromyomas. Tn
sl the presemt pavent the wteris wms of nomnaad
are.

In the comre of une many author hae dn-
Croed shether truop can oceir In the normal
tabe Youmef ef al. (1962} belwsed not only thet
b s powable, bot that 10 most cases of toruon
o tebe wat normal. Blur (1962) was mors
scepixal, @atmg thet ft had pover been proved
hat the tube bad been pormal before tommon oc
turred. Soven of owr patits had hydro- of hae-

caused the torskon. Apart from a tube
of the pateents (cases 7 and 9) showed ro ab-
Tormainy of the tube or orpan.
Tho  ould v (o indicate (b3t 1n fact & Borma!
tahe may get twinked The observation that olased
torHon of the tube, unlhe eg. Wruon of ovanen
CYSL. spparcnily never occuts m elderly wormen

mmb-dn-mthmw.nw
of the fbe and K ewular spply

™

y

Isolazed torsion of the felloplan mbe 5

The symptocs of tubal torlon are primaril
cousant patn and tenderncw in the bower part of
the abdoman on the affected abde. In the preseace
of hydro- or Ipiorc lnag
moally reveahs a palpable mass. In a few caws
there may be nrmea ad vombiting v well B
sfight vaginal bleeding. In spite of the very severe
palnmepnﬂammv_!domln:hock.Sc\euol
out csses bad » marked clevation of the ESR.
od In half the casex the temperature was clevated,
up to 38.5°C. The diagnosls does pot appear 0
fa  bten vade preoperatiety ln oanr of the
previomsty publabed caser This h dwe o ihe
rarty of the condition &nd to the diffkulty lo
aifferentiating #t from scite sppendicitls, tortion
of an ovansn cy®, evirmuterind pregnsncy and
commonplace salpiogitie The leson b mote com-
™mon o the tight. In the present serey there were
6 right-sided, 3 Leftadded, and | buateral case.

The treatment of tubal torslon must invarably
6o wrgical. Tn mott cases salpungectomy i neces-
sary but if gangrene hus pot yet ppeared, it may
oceastooally be encagh to untwist the tube Blair
(1962) snd Youwef ¢t o (1942) have repocted
rccenin| ireatmem by the mexns. In ooe of our
cxsts (ceae 1) only the extreme end of the tube
wat gangrenout. This part was exched, and plastic
reparr of the remaning part wes doos, This treat
ment appears to be weal, i ths patients are nearty
alway  children or women of the fertile age.
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4 O Hart Hansen

Table 1 Ten cases of isolated torsion of the Fallopian tube

Mav Duraton
Ape History of Side temp. Moo of Degree of
Case 6m salpingiths affected Q) ESR flincss torsion
1 13 No Lett 8 “ | dayx o'
» No Left 7 76 Ab 6 mo. 1wt s
3 n No Bulat. 33 L% 1dns U0 and 7T
4 ~ Yo Right . 3 3dy wo*
s 47 No Right 1n2 10 days AL
6 4 Yo Leht 37 1 1 day 10
7 19 No Rught 313 5 1 mo 360°
3 4 e Right s 43 dayy KL )
9 4 Y& Right 373 3 1 day
10 3 Yes Right 76 4 1 day w4

10 be a tabted ovaran cyst, and oncration was per
formed. The right tube, which was twisted 3 turms, was

disted and Microscopic reseaked
a2 twbe with k infarct. P P fre coune
uner entfol

Case 6 A 4lyear-old mlbpara who had been having

snere consinnt pain over the left inguinal ligament for

4 hour. Hiktory of syphilis 20 years previously Opera-

von revealed the lefi tube twisted 360 almost gangrenons,

and com red imo a blood-fillkkd coaxch horm  Rught
A

niied ovarian oyt exploratory laparotomy was dome
Thh revealed  parao aran oyst, &5 large 3 8 pooses
erg. and & tube 15 cm long and tapied 4 tums fo the
middle. Microscopac ewamlmatios: Falflophan tobe b
marled rrh et permsal

Fivrioop

pingitis.

DISCUSSION
Thrs study hxs shown that kolated tormon of the

wbe thickened and cuminy-
thon revealed acute noospecific inflammation and jo-
dpient necrovit of the wmhal wall Peostoperathe course
uneyventful
Case 7 A 19-year-old mllipara with  history of fairly
mild, constari pain In the right [Hac fosma for abomt
obe month, Allegedly the pain had started after hemy
fitting Duing the past 48 bours the pam had fncreased
comiderably and laparotomy was dane on the snpacicn
of 3 taibsted ovarlan cyst The distal half of the right
tobe was foond 1o be tabied  complete turms. The af
fected pert was emely gpangrenoes. Post perathe coon?
uner enthul
Case 8 A 44y W womin w th dng dull pain
in the right {Rac fosaa for 48 bours. 18 ) ars previomly
the patient had been admbtted for bilateral salpingitis
Laparotomy showed on the right e gangrenous, twisied
filled wlith glc frud. Salprogect my
w»is performed, and the postoperat COTTIe w1 wm-
erentful.
Care 9 A 47 year-old woman with increzang pafn in
the right fac fowa for 4 boure 1 am previoosly
she had been admitted with pehic mfammation. Meno-
rage 6 months before the present  dmusmoe Laparotomy
was done oo & mapiclon of prendicins. bumt nt meakd
lherhhlmttwbenmrdrnjmm)ﬂamw
cuminatics: A tobe whb haemorthape infaret. Post
operathe course uneventful
Cax 10 A 36-\carold woman wbo had been having

Fain In the nght e fowa Oning t
Acta Obsirt G mex Scand 49 (1970)

Falk tube 18 rather more common than the
Interature leads one to belienve

It occurs most often dunnp the menstrustiog
years. Among 201 cases Regad (1937 found that
_0  occurred before puberty whike the remain
mg 80% affected women in the ape range 1349
yeans. Cases among postmenopawsal women do
ot appear to be on record. In the present materul
the youngest patient was 13 years, while the
oldest one was Si—average 36 years. In three of
our cases (cases 3 S and ) the mepopawse fad
occurred from 6-18 months previowsly One of
these patenty (case 3) had undergone operatmon
for torsion of the contralateral tube 15 years ape
Such cases of bilateral fubal torsion are extrenly
rare Youssef et al (196.) clammed that including
their own case 13 were on record, but to thest
may be added the case of bilateral torswon 1o &
16-yrar-old prl repotted by Rogens 19-5

Several theories have been advanced concermung
the aeuology of tubal torsivn In ecpenmental
studies Pavr (1906} found a tendeney to torsien
in organs where \enou congesLon ArTeY Since
the veins of the mesosalpint are konger and more
flexible than the artenes, they ought to be able
to catne torsion of the tube m the event of  enous
congestion Sellbeim's (19.) theeny s that ud
dcncbangﬁmnhcpm:mno!ﬂthﬂ) may kead



% buormal motson of the ftermsl genitalia This
way be the explanation of our case 7 The tau-
rmatic theory L. that aceidenty and othef traumas
fmay fesd to torsion, b In heeplng with Sellheims
theory That earbrer operation on the tnternal gen-
tahia may bead to jorsion bas been demonstrated
v Kokl {1956) xad Kendrich (1565) each of
whom reporied  caxe of torulon sriaing Ja women
with a brtory of sterilization by the Pomeroy
method  Blalr (196.) mentioned the to-called
phywologral theory that disturbences of the not
ma permalic mavements of the tube, powibly
n the form of spewm, may ksd o tonlon. He
bunted that coraln drugy mighe perfups e
such spasms. Apart from these pomsble camey,
purdy amatormeal changes munt be ablo w0 caue
tubal torpor. Such changes may be ampoog othery,

rancy Ot of Regad' (193 ) patemts 1 % were
pregeant, aod exey i progrust patients have
been publnbed by Gramet ¢1 al. (1966), Chastnrtse
et al (1966), and Walker (1962) In 3 out of 6
cna of tubal toruon Youmef et al (1962) found
40 enlarged Mot Two 1 {he pabents were preg-
nant whi't the thrd had large fibromyomas In
4t the present patents the otens was of pormal
2w

I the course of ume many swhors have dus-
cured wheiher tordon o occor m the normal
fmbe Youwe! et al (196.) belered not only that
thrs W povable, bt that 1 most crses of torwon
the tube was pofmal Blalr (1962) was move

m&\mo{mmm‘nmum
matowlpirt Of counie, we ars wable %o tell
wheiher (hese chanpty were cemed by or bad
cavncd the torwon. Apart from  gangrencus twbe
2 of the gatiews (ceses 7 154 9) whowed no ab-
oommality of the tobo of Derghbounmy orgam
Thes would wen o emdicate that bn fact noemal
tobe may ot mrssed The obsers ation that molated
torucn of the tube, unlde g torucn of ovarun
crh apparently oever occuty i Werly wormen
may perhaps be doo to the postmenopamal atroply

Isolated torsion of the jdlopien tie I
The symptoons of tubal torsion aro primarily
constant paln and tendemens tn the Jower part of
1he abdomen on the affected side. In the presence
of hydro- or Ipiox vapoml fnatk
umaﬂyrwnh:pipabkmlul(cvmca
lhurmaybemmamd\unuh‘n-dlu
ight vaginal biceding. In spric of the yery severe
paln the patents are seldom o shock Sevem of
our casey had 1 marked cevation of the ESR,
aod in half the casey the temperature was clevated,
up to 38.5°C. The dugnosis does not appear to
havt beem made preopentively w wy of Ge
previously cosex, Thh b due (0 the
rarty of the condition apd to the dilficulty in
differentlating it from scute appendicitls, toron
of an orarian cyst, extramterino pregrancy and
commonplace slpmgith. The levion & more com-
mon on the right. I the present senes there were
6 right-sided, 3 keft-sided, and 1 bilateral case.

The treatment of whal tosion most tnvanably
be surgical In most cases salpingectomy b neces-
sary but if gangrene b bot yet ppaared, st my
occasionally be enough 10 twht the twbe. Blaur
(1962) and Youssef et al. (1962) ba ¢ reporded
succenful treatmem by thls meam. In one of our
cxws (cxse 1) only the extrems end of the tube

TeDl appeans 1o bo wesl. ws the patenty are nearty
afways cluldren or women of the fertile sge.
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CYTOLOGIC FINDINGS AND THEIR SIONIFICANCE IN
GYNAECOLOGY

Cllnico-Puthologie and Cytologic Correlation

Kood-Erfk Spafin

From she Departowst #f Pathoioqr (Heed Knud-£rik Spptm, M.D.), Sumdvy Hompusl, and
¢ Deportment o] Grasscolegy (Former Hoad. 1. Srasy A D Frevent Howd P Gprup M DL
Stmderire Hospual, Copenaprn 3 Denmark

For tho present study this series was amplified
50 23 0 comprne 1 total of 2055 women.

METHOD

Crwione caxomtion te Mo WwTs cytological
was wecd a the besis for the peticsts alocfion o see
of the sawd

Tuble 1 Bmtrwes the sgn distriowtion of Cas pariey,
f the peceny belomped 10 Tt age grOVP of 3534
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Table I Are distribution of 2055 patients

the mild, in 10. 43 had po signs of mabgmm or pr
discase, but the majority suffered from ..

Age inyears 13- 4 538 354 4553 3564 > 64

No of patients 34 375 2 80 1T 12

Table 11 Histologic examinations

pnaccologkcal dreases, most often of a1 Bflyr—r—
nmatore and  had benlgn tumonrs (Table VIak No fota
data are gvallable on the rermmmg 10 patents, of b
some falled to appear for follow -op camination,

Secvetions from 189 patients (Table VL) had eely

atypical nockel Of these, 4 had cancer of e cnh
3 cancer of the body 20 showed dufferent depro of
anpal h {or dyspinby), and of thew had

severe cpithelmal dysplasa 149 patwnts shomed mo o

'5ﬂ ;-“E Qogggs Ngmant or premahgnant epitbelial chanpes. The ey
2 ES5E 258 p5 - of the ind inflamatory gymsecological ducases (Tath
. G358 gEAEE 2 VI ). In 13 caes po forther detalls conld be chrured
+3 +2PR ORFST Z Table VIII shows the ape dbtribution of the pane
with cell findps and all degrees of epthela!
No. f patents 1168 170 59 e drwlash (from mild drplada o carcinoma) The per
Table V
Tabde Il Results of cytologic e
+ Tumwwr cells
+ Tumonr —~Suspiaons  Nuckear No Carcmoma of the cenix
cells cells atypla abnommlity  S¢vere epithelal atypla of the cenbx
M I epitbelial atypta of the cen
Erotion of the cenrx
19 12 189 1758

Table IV Age distribution of patients with abnormal
cell findingr

Age 10 yeans 15-24 25-34 3544 43-34 3564 > 63
Tumour cell 0 2 6 6 4 1
Suspxaom cells 30133 0 T N
Nockar fypa » 28 3 6 .S 1

Abnormal oytology was demomstrated In 297 (ust oner
14 ) f the 205% patients. The clasufkcavon of the cyto-
logical changes » shown 1 Table IIL

The age dstnbution  f the pavents with abnormal cell
findings » ilostrated m Table IV In panents below the
age f{ .5 no tumour cells wero found, but both cells
with tymcal nuicledl and cells sospiciows of malignancy
were found.

19 patents showed tumour ccfly in thetr smean On.
of these had an cromon of the cermx withoat epubelial
dysplasm (Table V) and thr specimen mest be classufied
= fahe positne Reevalmavon f ths case dad not
resutt in re<clasufication of the wbpormal celis

The hstoloncsl diagnoses { $9 paticnts wuh sespkions
cclls in the cervovaginal secretion ha e been st out
in T ble V1 Of these, 13 had cancer f ceniy, ! cancer
of the body and 1 volval carcinoma Forther 1 had
spinal metastases from provionsty treated cancer
the body and 1 a o aginal fimla resutung from
vesical caranoma. 4 patents had different degrees  f
aypal epithelium of the  pinal portkm, ranging from
the severest depress (Tearciooma 1n mwT), M3 cases, W

Acta Obst 1 G)mec Scand 49 (1970}

Table VI

+ Suzpicious celly

Carcnoma of the ceni

Scrvere cpithelnl atypua of the cenvre

Mod. serere ephth typla fthecen ¢
MK cpithelnl abpa ! the con ¢
Adenocare of the aterine body
Planocellular ul al carcinoma
Mctastasrs t the apma

\ asicovag. frstala from  bladder cramooma
No epithelial ppaa

Table Vla

tho 1 epitkelial an pit

Severo epithelal Hpa (g portoa)
Mod. scvers cuthelal typa (g PoTtion)
Ml epathelial ©ypaa ( 3. poruon)
Adenacarcinoma of the uterino body

N emthelal npa




S coniage th sbaormd crfh rom sesdly bm Tt okder st
11 srowpL Toa s of ccomreaes o

able.
“hdn,bﬂmW_)nwwddhﬂn-ﬂ
Lt m men Gt from G age Of 13 tha incliesan of
11 dpriasa carcinoma remsned mt sbost ¢-8% & coor
pred .“s.heaw-tmmmh:
buton for Cones of epwheial dyiphaa and cirtincea
ctusied }1 Tabio VITTa, No peticat below t e ot 23
fad crromosss, but te Ead woderiaely anvere epethesl

Tablo [X Mustrates the Feixtion betwcen The crrcinoos
,Mmmmammmhw

Tablk VI

Aty preal erll nackel,  xhowt o) pel grechehant
Crrvcnsromon

Vepran
Trchomoome

182
»

WU N— AU NS

S

|
|
3

Table VUL Ape dsribwtion of ail sbasrmol cell
Suadingt, and of &t pariexty with dygplatia and cer
clwmes of the femile penrtals

Apoyen 1524 B 34 433 3 > 6

Avsorme e 3 @ @ w0 7 0n
toodmgy T o wn »

D il t 11 ™ 33 L3
Cremons. PR TN | « &1

Table VILI

Age o pean

-
-
a-

:
i
H

Carc. ra s

Aua

quction

el
A corrmponding tibwkton ke been made for the
# pancws  hose mcrenons compned sowwlom ol
(Toble XD B 71 of tew tho firt couminaton wod @

Ent af the 10 paticuss of (b groap chosed stypcsd
suckn on the S ETREaton.
T foliow g htolopcal dngmosy sene moorded fior

the 12 pulicwn, bo dupliped wapacors oy om e
wecond rxamzoc

i mcusne o e Tpem tom  prevossy reoored
sicrocaranoue of te merme body
1 valn cacoons

The low potrr M bom mrpeoow cely
riacied Ul the toed Casmtrtion. wobwesuendy bt (g
ronde:

Howey deagnoms

drta (et G e Scamd 49 (1970)
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Tablke X

Total tumour ceils on
No of ot evamination no
cammabons of
each patient I u m
1 s
2 6 Lt
1 3 "
4 1
5 1*

i 3 2

dlagnosk bl i of the

Tterine

portion.
'F.umlm(mllndlhhc‘ed,wdynmluxm
and celly of ! gical diagnost
mild epribelial atypa
Examinatiop [ and lnho-rd, respecthely nodnxmpu
and eclle |
quremoma of the nierine portion,

1 showed eclh. Hist dag-

nods tsue from vaginal portion with severe cpithetial
atypa (of carcinoma in dta”™).
) a4 sl o of the

Tterme potton.
~ moderately severe epithesl dysplasia
~ rmakd epithetial dysplasha

The lsst pauent, n whom mapcions cells were found
on the fourth exammtion, hsd previowsly been operated

atypleal nuclcl was 6. Thus even though the
lightest cy changes may mupgest
prmncco(mncer the chance of thit & e
siderably smaller than when tumour otlls
found. Nevertheless such changes indicate ¢
aced for carefal examinatiop of the patient.

For didactic reasons it Iy also important tha
the examuner is compeiled to Judge the qualine
changes.

If we compare the terminology wed fo o
present paper with that employed by Papabicolace
& Trant (1943) rumour cells correspond to cas
5 suspicrous cells to classes 3 and 4 atypcad
nuclet to class 2, and no abnormality to class 1

Correlation beteen crtology and histology
Poginve cytology

It has been atated previowaly that the scverest
cytological changes most often are accompamed
by the severest tissue changes.

Among the 19 patients reputed 10 have fomowr
cells present (Table V) there was one false postne
diagnosrs.  Nevertheless, alter recvatuaboa e
cytological fladings were stll regarded as tomoc
cels. A subsequent examinatron reveaked no t-
mour cclis. The erosion had then healed.

The remaining 18 patients p d eptheld

on for bilaters] ovarian serots cystoma. The ab i}
otlogical picture sabsequently subrided.

DISCUSSION

Cyiological terminology
In the present material the abnormal cells were
classified in three groups. tumour cells, celly suspy
clom of malignancy and cells with atypleal nucler
This clasdfication 13 employed by most patho-
logists in this couatry It bas the advantape of
being used afso 1n other fields of exfoliative cyto-
logy A few chnkcians have expressed a desire
to have the cytology classifed merely as positive
when abnormal cells are demonstrated and nega-
trve fn the remaining caset, This deuire is under
standable wn 30 far as even the slighteat cellular
abnormality puclesr atypla may indeate the
presence of cancer On the other hand, there b
teason to point out that just over four fifthy
(84 ) of the patents with amour oells had

H{ or “carc in sltu™ (Table
V) The corresponding percentage for patients

dysplasia of different degrees, ranging from the
mildest forms to carcinoma. Note, howmever tha
even the mildest degrees of epithelal dysplasa
(2) may cause desquamaton of cells having the
appearance of fumour cells.

Within the tumonr cell group one patient had
the diagnosis of cancer established on a cytological
basis. The ¢eytological dlagnosis together with the
clinical symptoms of pain and menstrual disorders
indrcated the need for operatron. Repeated brop-
sies and curcttage did pot disclose the presenct
of cancer m this patient, but an introcervical carch
noma was demonstrated in the surgical speaimen.
Shortly after the collection of the present material
had been concluded we had another patient of
the same type

Caranomas and epithelial dysplasia were found
m barely half of the group of patients with ccils
suspicious of malignancy This group sncludes,
at stated, a patient treafed previowsly for sdeno-
carcinoma of the uterine body  Metastash 1o the
vagial wall was poticed at the time of the present
inv Apother patient had a vesical carch

with suspicrous cells was .2 (incl and
vesical caranoma) and that for ail patients with

Acta Obstet Gy mec Scand 49 (1970)
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t hﬁnnﬁmmﬁﬂnkﬂuﬂmﬂdﬂu:“n
!7wmmﬂ¢udmmlm20ﬂmqﬂﬂm
:dysptnh.mmwmmubdaldnnp
mhﬁam&wwdwdm,v&h
tharefore mmt bo exdmded before the patients
4 can be declared fit.

y Fedse positive
The remaimng 162 pricats (Table Vila) with
nuckear atyphe together with the 43 baving copic-
1o cells witbout epithebal dyrplasia (Table VIa)
and the patient with erodioa and tumour ccth,
may in fact be clamified 1 “fabse poutive How
cver there b Teason %o Pokm oot that they afl,
cvcept about 10% for whom further data were
oot evulable, nrifered trom o grest varkety of
fynaccological disensex, chietty of an inflamema-
tory pature. The abnormal ceth omst be supposed
© represent  reactive phen agalost these

Tabls X1

Total sepiooss crlby on
Ne.of eyt na.
cnemnons —_—
exch pazient 1 i m hY

[P 3
e
-

Semudtusumn

1
n [F 3 1

O shomod Sochear Aypea.

drsaes, provamably hyperplais
Ascordungly the cooclmion may be drown that

stmpumth cytologicalty betwoen (heso groups of
disctaer, bat toust resoct to other methods of
Frosecuiope examination.

Age
As stated above, tomoor cilly wer  not obecrvod

=@ patlents wnder 25 yean of age, wherea both
oneroas oells and cefls with atypical nciel were

False nepative

e present serix fhes wry w0 for 9% of the

S

of the vapimal partlon. Stungely
mwﬁJmﬂwnhHm&dﬂmmmumd
uhlpﬂbmnﬁyﬁﬂh&lhmhh\%ﬁ
and slmost entical with that calculsted by Bre-
datd & Lefbvre (1565) 1% Cywilogy may thmy
tafl m about 10% of the patients with carclooma
o the vaginal portion. The corresponding figmre

This s dstappoustmy & way but, oa the ofber
hand, wo must besr 1 mind that even I a vaginal
Porhon bopry reveah b0 tigm of carcinoma, b
docs not precinde presence of & GArtinoma in thuy
portion (Lyng & Hreorfeen, 1968}

utenne body u eapected A curctisgs b reqowed
for making this dlagocak

Repeated exominations

Tables X nd X1 ifhostrate that shoormal celly

(vaginal portion, valva, vagina) alth N were
mdmthanqmddm‘,hm
ever the first wxamination drclosed ety
o mociear Mypa in all the patlents of the

Ack Obatrt G mac Seamd 49 (1970)
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cell group Hence on the shightest susplcion of
malignancy we should not rest content with a
“negatnve cytology™ on a single exammation.
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NUCLEAR INCLUSION BODIES IN VAGINAL SMEARS FROM
PATIENTS WITH VAGINAL DISCHARGE

mmmmmmmmmw

Froem de

of Odsetricy amd

(Head Profroor St Kulusder 3 DJ

e Departoren #f Patwiogy (Hoad Profexser Folke Lanell, L.D ), and the Virolotxcel Labetstery
(Hed Ass WTWLMH.DLMMMHMMM 3 rden

Hospual. [n 1967 Naib produced evidence g
Feimg that theso nclawon bodies are prodoced
by berpes emphex viros. [n o, prevsons ddy (Ce-
dorqmst. Elamon, Ledell & Stormby  1968),
winch ket mpport to the theory that this type
of tchmon body n brought about by the above
mevtoned virm, o was poticed that these bodies
wev demomirated matnly m womsen who had

cammed cytolopeay watil tho lafection has
bealed, by whach ume hetpes vumms, of ay may
00 bger be demonstrable, W was decuded to
nderiabe cytolopical and bacterio-
bpcahcclopeal mvestrpaton of pabents with

sods vepeal dhctarge, = won m they sought
medacal advice.

MATERIAL AND METHODS
The matrril comrmed of 100 wowmen sdcced 2 rasdee
Gmong Tt e toOgbl MITR 31 Ohe departmest of
-~

o ey g oad 0 temee el The

§

awwocsect
Al e rropaion buch ackeded  carefal praaecologieal
Choation, (e workes WY o MEtd  ther fhey
o T mx pertam kad ever had mewfstationg of
Ity

Actn
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cell group Hence on the shightest suspiaion of
malignancy we should not rest content with s
“pepatrve cytology™ on a sinple examination.
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dlagnoshs was verified virologically

] Iopbmuﬂ-ﬂ‘!u)thommnﬂhmmd
that they bad previously had herpes labhafis ov
geattalle. Four of them belonged to the 11 patienty
of the cytologially positive group. Ordy oo
woman Teported berpes o manifestations in ber
wexpartner She win cinically smpected lo have
berpes peratalls, which was verified both eyto-
logically and virclogially

for cancer detection. Nalh Nahmies & Jory
(1966) found soch changes o smears from 62
€0 16%) of 40,000 patients. Such smeans often
show sigm of genenl lafection. Varga & Browel
(1960) reported (1 cams with the tame type of
cytoloyical changes of berpes. The genend latec
tion was scyere tn 9 and moderais o 2, Of the

wrict of vaginal emean. The frequency st oaf
laboratory m 1568 was 0.04 % (63,000 patlertts)
Slavin . Gavert (1946) were first to bolato herpes
vt from a woman with acote volvo-vaginrtis
204 i 1945 Nigogoryan & Muths dlagnosed borpes
e of the carvix. Cytolopeal clunges sgpest
mwwwmm"mmww
darmg the screentng of routios Taginal
man (Ve & Browsll, 1960 Stem & Locgo
193 Yen, Reapm & Rosenibal, 1965 Nab,
Nabmas & Joecy 1966 Nahmia, Nub Jowey &
Ckpper 1967 Cedwrqvst, Elfason, Lindell &
Siormby 1968). In mch semas the betpes smpbex
dlagoosis ks been virokogeally confirmed fn up
10 43% on  retrn vhR afier the loitial cyto
abon, which 1 of great fnterent
became this i 19 Tare in routine
{Christuen,

Nuclear treludon bodles in ragined smeers 13

more often if materha) for adtare were col-
mdwn&anmﬁmeumndmlmm
This way done I the present fnvestigation and we
malsted berpes stomplex virms n 45% of the cyto-
hﬁmﬂyw&iﬁmmpxmdwﬂ.ﬁ 17% I
umptcvblninvuninﬁouwbavlhp:ﬁcubhd
to return for virological conflrmation of the lnutial
cytdlogical dagnoets.

Posible venercal transmimion of the infection
s been reported (Starlit, 1940- Savin & Garett,
1946). Gooocncct and Trichomonss wero found
twict xs often in the cytologically pasitive group
w i the entire serics, which supports thn posd-
bility No evidence m svailabls of any relationthip
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rry —
o

In samples from 5 pateents a herpes umplex virus-
like agent was isolated. One aample gave a cyto-
pathogenic effect in both MASA and BS-C 3 1hs
sue cultures. No attempt was made in this case
to rsolate vinm on epg membranes. Two samples
showed cytopathogenic effect on BS-C 3 cells only

Fiy 1 Photomkrogriph shouleg 2 oM
1 of pucel with incturon bodies In 8 xarty
cytoplasm. Papanicolacn staln, 76

found in smears from 11 of the women. The fit
above mentioned virological posive cass wert
all found among theso 11 patients. G
ctwamination revealed changes sugptsting herps
genitalis in 3 of the women. All 3 showed eyt
Jogical, and 2 of them ako virological, evidenct
of herpes simplex.

Infection with go i and Trich i

Two of the five samples gave pocksdike chang
on tht egg membrancs. Positive tlsue cultures
gave invanably pocks on egg membranes and
pountive ¢gg membrants could be paued to tysue
cultures, The cytopathogenic effect in tusue cul
ture and the pocks on the egg membranes were
typical for herpes simplex vinm However no
attempt was made to dustinguksh between herpes-
vinn hominls antigenic type 1 and 2.

Cytological evidence of herpes simplex was

almost twice as common in the cytologically po
tive group—36% and 45*% respectively a @
the entire setres, where the cormesponding figare
were 21 % and 24% respectively

The mean age was 255 yeary for the entm
scries and 29 6 for tho cytologically positive grovp
One of the women In the latter group was meot-
pausal, There was no obvious relation between
the phase of the menstrual cycle and the cluia!

Photomicrograph showiag  ypial
syncytwm, Papankcolaon stam,  7h,
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DIVERTICULA OF THE WALLS OF THE FALLOPIAN TUBES

Staffan Troell

From the Radiceyical Txstiwtion (Hrad, Profrswe Bidm Nerdonstrom, A D).
Karohaiks Spk'rusre, Siockhelm, Sweden

Abstoact, The pert phaysd by prabal obervuioms, sl

oy Jemon could B0t be drerned  th ooy

Dnerticola of the walh of the sthmic and itra-

upigi kthmcn nodota e eudo-
metrosh tubos mterna are sahd to eccount for
these lesont. Each of thess three condiion 18 a
dmct chmacal emtay with charscionistic brsto-
lopcal fextures. 1n tuberculons alpupita ters
Wt HeTTote arews, tubercles snd glant ol m
the tobal wall. Salprgitn wibemica nodom 1
form of chromc salpmyn, the be-

g tmatl epeheimmlined cannsly and small cave

Cazal e caviixs are sho aeen m endometrons
tubae mierma and hmokopeal ¢xaminaton shows
e fatura of How
ever the hiiolopcal differynnial dagnoss may
be dificutt

T peper brefly dcxcribes  case of dherte

cuum ! the widl of the mthmuc portion of the
tube, which wm resled by Iy

gty end mhich was sppartatly dus to othe
1 aral
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DIVERTICULA OF THE WALLS OF THE FALLOPIAN TUBES

Sutfan Troell

From the Radielopicsl Taeneon {Hesd Profaor Biem Nerdenstrom, H.D ),
Karoharks Spaklmooet Stockhobm, Sxedes

 revcaled by lryserossl pagrgrichy la
T yrars e bad @ brory ot teo cpmodes of plposgioe,
twe mottacom sboraots end of bl

fe npn wde bxh was toswd by xamen of

o twboovares g C (he keft mde aad fubury of
the opages medim b Pems w10 the sbdosmml cnky
o8 the e droriculom, chowi 4 by B we o em,
0 the weddle poruom { Lhe mght tabe, st kbeming
of tm drtxt end of e tobe bemg soywessced (Fig. 1)L
Otbernwe the nght tbe dul Bt thow any aboormalny
the opaqoe twhom bemg seen to

the
wy wmafl cpihclmmimed canoals nd wnafl cavi-
tes m the meddle poroo of the tube. Inflam-

e the hmologal differemal dagnosh may
be chifkeuh

Tha paper boefly dexcribes s of divert-
ctum of the wall of the rtheme portion of the
whe, which wa revealed by hy

1 order

der 0 Jook for n wmidar case, 4360 ab-

Eaphy and whach was spparcatly doe %0 otber
L

1
e

from the Radiologth
! Department of the Karofinka Hospal wers

Acta Obstet Gymec Scmd 9 (1970)



reviewed. The hysterosalpingograms reported as
normal, were not reexamined because it was
connidered to be most unlikely that a leston of
the size described here could have escaped atten-
tion.

In 50 cases there was defimte radiographic
cvidence of diverticulosis, but 1n none of these
cases did the findings resemble those 1n the case
reported here, It should be mentioned, however
that some of the radrographs from which tuber
culous salpingitis had been di d, were not
available for re-examination.

In 12 of these 50 cases the specrmen removed
at operation was exarmined histologically but only
in 7 did the examination include the part of the
tubal wall showing diverticula. In a further 3
cases only curettage was p.rformed. As the curet
tingy showed histological evidence of tuberculosh
these cases were Included because 1t has been
demonstrated that the tubes also show tuberculous

—

A 1 0%t t Gyoee Sand 49 (1970)

Fig ! Hysteroulpingogram on 2 &z
aped 8 yean. A dherdcnlum, 4 by $ 2
in sire b shown in the mikile pan of &
right wbe

m wvirtually 100 .5 of cases (Nevak L Noval
1958)

Thus, the conditions occounting for the tobd
lestons were diagnosed in 10 cases, being salpmgr
tis isthmica nodosa m 4 cases, endometriosts tubat
interna in 2 cases and tuberculosts 1n 4 cases.

DISCUSSION

The md.mmph.rc app-arn.ncc of the dnertcnlum
d by hy aphy in the ot
reported here differed from that of the dusertiouls
scen in salpingibs sthmicn nodosa (Fig. ) endo-
metrioshs tubae fnterna (Fig. 3) and genital tuber
culosis (Fig. 4)

In the presence of these conditrons there usually
are several small diverticula with a dameter of
1-- mm whilst m the case described here there
was radiographic evidence of only one irregularly
outlined drverticulum measuring about 4 by 8

Fir  Iyucrowipngogam oo w oo
aped My o Nemerown small dnertend



-
.o

LTI

N

—

I

mm The faciots iavolred in the formaton of the
Tevon could Dot be determmed It i mieresting
to Dot that the muxkle postlon of the right mbe
way conudered 1o be normal &t the fint operation
which was performed six months before the sec
ond Thn suggesty that the Jeoon developed com-
parttrvely rapidly

Tho nomber of caxes stoded b too small to
permtt any firm conclruon about whether or not

adsographsc differential dhagnoehs between sal-
pmpts rhmics podora and endomeirioshs tibee
mera n powble However the {mdimgs suppost
the wew cipremed by Madien (1943) that the
acsograptoc findings do not enable a differennal
dugaous batween these condons to be mado
Dr erticula of the tobal walls muy aiso be seen
w gerutal toberoloms. However the radiographic
tppeanancey are oot guflickently charactenstic t
enabls the dugnoen of the dnerw 1o be made

The criterta suggeated by Ekengren (1955) proved
to be of value In the radiographic dlagnosls of
this condition.

Flg 1 show that the radiographic appesrance
of the lesion observed in the cese dhcussed bero
dufered from the ppearances f the diverticuta
thown m Figs 24 The facton iovolved m the
formation of the letlon could not be determined.

Thia type of lesion appeans 10 be rare o the
e deacribed bere wa the oaly one in the 4360
cxse reviewed.

REFERENCES
Ekemgren, K Acts radhol, Suppl. 113 1935
Frakl, O Arch Orek 115 536, 973 B
Mechaa, V. Acis obnirt gymec scasd 23 353, 143

Novek, £ & Nowak, B Gymscolope and
Pethology 4t od Lamndery, [958 Qutrtric
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reviewed The hysteroslpingograms reported 23
normal, were not recxamined because it was
comdered to be most unlikely that a lesion of
the mze described here, could have escaped atten-
ton.

In 50 cases there was defimte radiographic
evidence of diverbculosts, but in none of these
cases dud the findings resemble those n the case
reported here. It should be mentioned, however
that some of the radiographs from which tober
culous salpingitis had been di d, were not
avaulable for re-examination.

In 12 of these 50 cases the specimen removed
at operation was exammed histologically but only
m 7 did the examination Include the part of the
tubal wall showing diverticula. In a further 3
cases only curettage wus performed. As the curet
tings showed htological evidence of tuberculoshs
these cases were included because 1t hos been
demonstrated that the tubes also show tuberculosis

-
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Fig 1 Hyveroalpingopram on 3 cgun
aged .8 yean A dnendoulum, 4 by $ 5
in sire it shown in the middle pan of te
right tube.

m vicually 100% of cases (Novak L Aoval,
1958)

Thus, the conditrons accounting for the tubal
lenioms were diagnosed in 10 cases, being salpugh-
tis isthmica nodosa in 4 cases, endometriows tubad
interna in 2 cases and tuberculosts in 4 cases.

DISCUSSION
The radiographic app=arance of the dnerticulum
disclosed by hy p by in the case

reported here differed from that of the divertcuh
scen in salpiogits Isthmica nodosa (Fig. 2). endo-
metrosis tubac interna (Fig 3) and genital tuber
culosts (Fig. 4)

In the presence of thee conditrons there usualh
are several small diverticula wath a diameter of
1-2 mm whilst m the case described bere there
way radiographie evidence of only one uregularly
outhined diverticulum measuring about 4 by 8

Fir Hy terosalpengogram on soman
red W yeans N merows small dr erteulz
m the wally af the mwdde portiom of both
tubes are shown Hmtologwal dognoth.
Salpinghis Fehmics nodosa
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MICROBODIES IN TISSUE CULTURES FROM HUMAN
CERVICAL CARCINOMAS

Laura Kurz

Frow tu Departwnt job“m-lﬂyn-whn(ﬂnl Goorg Swdamarn MDD
pwcmw

Adstrect Trox from 33 petcms sk v sqEzOm-

tume of tisue from different organs, The reasons
for this vary ope of them b presumably the
h hment of the 1
with ume, dae to faiture of the diffalon through
the flters. For the purpose of morphological
stodiey, therefore, the uthor chose & period of

on the
comctl stge of the Cuncer

Muroboden of biebe serd fomed wrowad Ge ol
—cm m TR Mabers The greeick wamber wm
towed m e froon choscally wdvsaced caser The
wriory of thew macToboders hae mot bvn Charifcd, bwt

Ko proecion gamat the tovason of celbular
lernenta, bt perrant the duffrwon of protewns and

Sab P with the
tnaplanhaton of endoctine e have thown
tat 10 the difftmon chambery, within  hrmuted
penod thin e o ble 0 produce hormones
(Brook & HUL 1960 Casteltanos & Sturgn, 1958
Lmet | 196, Porter & Haverback, 1960 Stur
Fictal 1955 Thers i vansuon m the survival

ety 10 days for the duraben of the
tramplant in tho host organtun, and obtained
good results in the tramplantation of normmal
porto eptheirm into female rats (Korz, 1966).
Tho present report concentrater on the results
with tisne obtained from hrvasiv cervical carch
norma.

MATERIAL AND METHOD

Seertiomrd
rors Faer (MF) © 2 oo, el
R pore moe of 043 u, wrre placed m merfle Pen
dxhei The s wEs draccied ox . moal

Both
o taew weked  ak MF g e

Acva Obstet G mee Scamd 49 (1970)
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Microbodies In fizswe cnli res 23

Thlouhmhno(lhchbmblmlﬂlknﬂlh‘
bouthood of proliferatisg cpithelial cells of basal
ccutype,hnpmcdmwpnknnmewﬂr
mmhd:cumxmlnnthuﬂ.cpmhcﬂllmﬂ:
formed a shest coathting of one or meoce cell
hycn.Afunhﬂ'modeofp-thm(mnd.
wbﬂ'td’:hbmblm.lmn‘upbocdbymﬂ
undd d celly. Thess und tiated cells,
mﬂi@tdh!bkumbdludq:mn!
cdh,(ofnrdlrtthimmﬁwhichhm;om
growths were amochted.
The cultures obtained in pon-castrated female
nnmhpm:lmcnmﬁnbk!umorphdoﬂ-
cal s, These revohts could not be correlased
with the e of the patent and the clinkal stage
of the cancer at thh trme., A subsequent study will
deal with the posublity of bormonal Influence on
epdtdhlprwlmﬂmmddlﬁﬂmﬂlﬂmlnthc
hifoson chambers.
The eprtheflal cells m the cultures were charac
tered by potymorpiism, tryperchromathm f the
nocker, sboormal pockens/plavma ratlo, chromo-

All the critera f roalignancy m epithellal call,
famifiar from cytology can be recognzed tn the
cultures.

Tn the present report the observabon of micro-

or severn! npcleok, the mucicoplasm b seen 10 be
surrounded by small bodes or blebs. They appear
1n varying mombers at the cell ouciens, bt can
be $0 pumerous that they form  kind of nng or
corona eround the mcken.

The greatest mumbens have been fornd 0 far ba
coltrres from clmcally advanced cervical cancer
but  few have abso been found in cases of clinical
sage L

1 magnitade, these bodies or “blets Lo 1n the
mucToscopic range which u clearly viuble whh
te immerson objectnve, and comist of  plawna-

Fu 3 Tdiokd cabms I coursed it (low ponen.

Acta Obsiet Gymec Scand 49 (1970)
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Case I (Fgz 1-9) 35 yearold matent with cancer of
the yterine cervix stape IL Hhtologically: baso-ceftalar
» th Tular dif locally

Fyg | Bopry material from the porto imsed for tram-
plantaton (low power magmfication).

tmplanted mimapentoncally m female rats The tosoe
from 3% pauents was ramplnted 1 30 diffouon
chambers in 300 female 5 (one chamber per ra) In
the s from obe paiwdbl, { cast ted ™8 ( PIE X
00 g} were  ahbk onc haf of the transplamtaons
were made mto these and the other half w re made it
Don castrated rats (approx 150 g) The entire proces s
compieled w thin - hoany

The emaindder f the tmsue underwent the wsual hato-
lopxal vammatocn. The chambers were removed bet een
the th nd the 10th day The mplant geoerally was
cxmmined hutolopcally whide the flen were Hiaed an
9% clhunol and then stuned wuh hsematoxylm and
coun and mounted on sludes

The tame techique a3 ropofied prevromly was wsed
in the tramsplantavon f pormal po vo epibelrum (haorz,
1966)

RESULTS

The transplants from 35 patients with invaave
squamotns-cell cancer of the cerviy uteri produced
growth 1n all cases but in varying degrees.

On opening the chambers, the actual implant

Acwr Obitet Gy mec Scand 49 (1970)

was found to be more or less pecrotized, bt the
structure could still be recognized. The greater
part of the round cell infiltration remaleed m the
implant

A troue culture was found on the inner sk
of the filters contaning growth of epithelual md
stromna elements, either as continows sheets of ek
in ome or more layers with a certzin degree of
organk structure, or in a reticular arrangement
with isolated epithelial isiets or cells

The proliferation, the epithelial differentinem
and the dutnbution of the epithelial ¢ ements and
the stroma cells were d termmed by the
structure in the transp ant. Good correlation v
found between the fived cultures and the tres.
sections from the biopsy matenal

In cases of small invasive cancer proceses it
wms of importance to perform larger transplama-
tlon scries of thsue from one patient to asoud aa
incorreet impression of the proliferation and

pithelial dif jon of the sndbndual cancer

Tbc fibroblast proliferation was found to be mot
pronounced in these cultures. In the clinkally
advanced stages of cenvical cancer varying degree
of fibroblast proliferation were found.



m  aryng oombers t the cell nockns, but can
Nwmmﬂ:nll!ry(mlkmddrh‘ T
coroma around the puclen-
W;rmn:ﬂmbmhmebem(omdwlxh
cdmuﬁumcﬁm!lyndvmdmlam
but lt'h.‘ncn.lwbtm(mnﬂ\nmuo(d]nb]
wage 1

In magmtude, theso bodies of “bicbs be in the
wm‘hﬁhudndymhbm
Fz L T-dnpctd cetmry S casratad o1 (o poren) the mmmeruon objectve, and consist of « plsma-

Acks Obsict Gymac Scemd 47 (1970)

-



2 L Aur

/v ?"0-'
& e 'y

&4 ‘u-J'«L.w‘“,}f_‘

WL

5 figz"’ a‘l‘«""”

:"‘ \,\‘}}

\ (A
e bEs c"?_;g:;-;;?’ﬂ;"_'w 5 i
LAt e- Vsl ‘
BT SRS e T

% ¥
u ¢ l.‘d_ ‘\."" "',.\-«ﬁ':

’
}r“fb »}\....“fl - L
Va » ! . TR A SR |
r-U- 1 Ry
i-l."'* :zﬂ \;\§°4\{,;§{p“'§
,-.-.("i “Jr:- "G p‘;-._, "’\t&n ;,,v‘~
g “v‘““""x'ﬁ.‘l* PR A R
LS =Y }(‘!1;1) ,\E,.%s <t
~
A SR i AL A
t }‘L.,m -.v“,\.,!.\\‘.\\
TSRO CUIC A A R SR
vhiy o WA 6
U AR L AR N L BN
\\\ W, gl ::p\;—.'_‘;:.. AL N
-
hh ¥ opnfer J’-L:; L
Y \4 PR x«‘_n ~ -
.
H\",' . r‘.}g -
! a1 ’
. ¢ - .

Cose I (Frz 19 5%yca obd pavent with cancer of
Lhcumme:enhm:e[LHulkvﬂuﬂrbmo—a:ﬂm:

with T Jocally
Fie 1 Bmmmnmwmmm{o:m«
7l (tow power

implanted mtrapermooeally w female s, The U
from W pancots was Uansplanted 0 300 daf{euon
chambery m W0 femake 1> tome chamber per ) Ja
e wna from wme pavent i Setrated rat  (arpToON
00 ) were  alable one half of the tramplinuabion:
were made 1nto thew sod the  ther half were made into
000 cbdraled rats (approt 140 g). The ennrt proces wao
compkted withm  heury

The remumider of the e undetment he woal hito
opcal ammanen The chambers were remaned beisecn
e Tth nd the tth da) The mplam pencrally »
ammed hwologucalh  while the fiers were Hud m
9% cthunol sod (hen  tam~d sih baematonlm and

in the traneplaptavon of normal pertm epithelom (RKorz
1966)

RESULTS

The transplants from 35 patients with masne
squamouscell cancer of the ceny uten produced
grouth in all cates but 1 varying degrees.

On operung the chambers, th, actual implant

Acta Ob tet Gymec Scand 49 (1970}

was found to be rmore of less mecrotized, bm e
structure could sull be recognuzed. The grestr
part of the round cell infiltration remarned m the
nplant,

A thsu culture was found on the mner tik
of the filters containing growth of epithelal md
stroma elements, either as continous sheets of cels
1 one or more layers with a ¢ fan degree o
organtc structure or m a reticular armanpgement
with [solated epithehal islets o cells.

The proliferatron the epithelial differentianem
and the drstribution of the eprthelial ¢ ements and
the stroma cells were determined by the traue
structore an the transp.ant. Good correlanon was
found between the Gned cultures and thy toar
sections from the bropsny materzal.

In cases of small invasive cancer proceses it
was of importance 10 porform larger tramsplants
tron serres of tissue from on  patient to aved an
incorrect impression of the prohiferation and
eprthelial differentiation of the individiml canoer
The fibroblast proluferation was found to be me<t
pronounced in these cultures. In th  choxall
advanced stages of cerical cancer vary g degres
of fibroblast prodiferation were found.

7dav-old tasglim m  ooted  at (ow powet
ragefia )

T
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Aﬂthﬁndhduuhplntymcpﬂ}thﬂcdh,
famitiar from cytology can bo recoguzed in the

mﬂmﬂlnmnbcnnm:cdlnudmbum
b‘wmﬂnlﬁry(tXEIKhdu(nn'm
corona around the machrm.

The greatest numbers have been found so far i
m!mrnﬁwud]nbﬂyndrmdmhlﬂm
but & few bave also been found m cases of clinkcal
wago L

In magnitode, these bodes or “blebs L in the
croacopic rengo which 1 clearly valble whi

Acm Obeter Gynec Scund 49 (1570)
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Case | (Fgs 19) 55yea old patient wih caocer of
the utetine cervix stage 1L Hniologically baso-celhular
carcinoma with spino-celhtlar differeniiaton locally
Fig 1 Popry matertal from the portio wed f r tom-
plant tdon (low power magnifknbon).

he AN Rl
U ‘V t’(';“z';) S, FERs
- -

implanted intraperito Oy m female rats. The thee
from 33 patieots wai trepsplanted in 300 diffnuon
chambers m 300 female ras ( ne chamber per rat) 1o
the serles from e pateny, if castrated ratt ( pproxv
200 g) were a miable ooe half of the transplantstiom
were made mto there pd the other half wern made into
non castrated ruts (appr L 190 g) The entre proces was
completed with boun.

The reromder f the tmswe underw ™ the wual heto-
lopcnl cxammmaton. The chambers were removed beincen
the 7th and tho 10th day The implant geoerally was
examined histologically whie the filten were fixed m
95 ethunol and then tanrd wuh hacmatowhn and
cown and mounted on dxdes

Tho same technlqu  as reported praviowdy was used
in the tramplantstion of normal poruo epahelum (horz,
1966)

RESULTS

The transplants from 35 patients with imasive
squamous-cell cancer of the eervix uten produced
growth in all cases but In varying degrecs.

On opening the chambers, the actual jmplant

Acta Obiwt Gymec Scund 49 (1970)

was found to be more or less necrotized, bt the
structure could still be recognized, The greater
part of the round cell jnfiltration remained 1n the

mplant,
A tissue culture was found on the mner nk
of the filters ining growth of epithehial and

stroma clements erther as contivous sheets of o
In one or more layers with o certaln degree of
organic structure or 1n a reticular arrangement
with isolated epithclial 1slets or celk,

The proliferation the eplthelial diffcrentation
and the dutribution of the cpithelial elements and
the stroma cells were determined by the usme
structure in the transp ant. Good correlation wat
found between the fited cultures and the 1he
sections from the biopsy material

In cases of small invasive cancer processes 1
was of importance to perform larger transplaniz
ton seres of tusue from one patient to avosd a8
Incorrect impression of the proliferation and
epitbellal differentlation of the mdividual cancet
The fibroblast proliferation was found to bu most
pronounced 1n these cultures. In the clinically
advanced stages of cenvical cancer varying degrees
of flbroblast proliferation were found

g 2 T-day-old tramsplant im casiraled rat (low poscr
magn ficau )
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DISCUSSION

In an attempt to gain imight Into eventy keading
to neoplasta of the huran corvix uterl, thaue from
35 patlents with fovetve squamons cell cancer
at cifferent clinical stages has been tramsplantated

P in diffusion chambers into femate
raty. Thereby a thsue culture bas been achieved
“tn vho over a limied ume interval. In the df
fuslon chambers the tamsplant frods itself fn a
more phywoiopical miliew These conditions cam-
ot be recrested in vitro. [o vitro the cervical
carcipoma thows a tendency to grow vigorownly
m the first days, but to0n after the carly extensne
growth degencration becomes evident (Kratochwil
et oL, 1965 Moore, 1952)

In the diffusion chambery the cuttures wers
tound to contaln growth of cpithelial celly and
stroma elements with a certaln degree of organc
structure. The eprthelal proliferation and differen-
taticn way found to be increased In the neigh-

Cam 2 (Fagz JO-17). M-Jear-chl paept  Hh cancer of

Fip 10 T-day-cld cxitare in sos-crurated rt (low powsr)

Frp. 12 The mora m Fig. 3]
[aseiniy b

Ak Obsme Gy me Soand 48 (1979)
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lke body and a dense and intensively stuned
centre. The body may be round, oval or pear
shaped, and in tho last case the small end points
towards the mucleus, At times these bodies appear
to be attached to the nuclear membrane by means
of a fillform process.

If a connection with the nucleus cannot be seen
under the microscope, the impreswon is gained
that the bodles are in the process of withdawmg
from the nuckmn. The large nuclel are always in

i -
"
i"
|

ST - N

Fe¢ 79 Mcrobodes around roc.s1 from culrure M
non castrated rat (mmmerwon)

A 9 Ob 1e1 Gynec Scand 43 (1970)
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the resting phase and in the culture they fie per-
pheral to sites where mitoses are takmg place
Occationally there s a single round cell m the
neighbourhood. These gant nuckd are relatnely
exsy to locate in the cultures, if only on accoont
of their size and th 1 intense staining with hacma-
toxylin-eosin

The nature of these microbodies has nat been
clarified, but they are 1n the course of being in-
vestigated.



Aficrobodies in rimie culfures .S

DISCUSSION

In an attempe 10 gain Mmight nto events leading
o peophata of the buman carvix uted, thsue {rom
35 patieats with lnvasve quamous oefl cancer
at different cfinkal stages bas been tramplantated
e Iy in diffusion bers nto female
e, Thereby a tiwoe cultore bas been achiered

m vivo over a fimited tlme Intenval o the &f
fusion chambers the tramsplant finds Hself in a
mors physiological miBeu. These coobtions can-
Dot be re-created in viro. fn vigo the cervical
carcinama thows 3 tendency to grow yigorowly
n the first days, but so0n after the early exterthe
growth degeneration becomes ovkient (hnvtochwil
et al, 1965 Moore, 1952).

In the ditfosion chambers the cuftures were
found to contrdn growth of cpvthellal ceity end
droma ehements with & certaln degres of organic
wrocture. The eptthefial protiferation and ditferen-
tation was found to be incrested In the meigh-

Cam 7 (Figr. }0-17) Yyearchd penet whhh caocer of

Fa 1) Nocrws kb micro-
4 bodsts (gt poner).
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r,""*y };‘ :" ‘*' l"‘ S -’.;iW' bourhood of fibroblasts, The role of fibroblasts
1 :j:: ol .. LN -, 1 tissue cultures has not yet been clanfied bot s

2 -
P LB 4 Jtt ". ¢ . M undoubtedly of great sigmficance
e To¥ -"t“*"‘,& - t.arz The microbodies or blkebs found aronnd the cell
I ~2 ‘“\-1‘*;"{ l,'!a nuclews are in the microscoprcally range mn these
~ AR ¥ary v
T RIS e,
Y =5 > FAL- " o Projection of nuclear material has been reported
R ST 5 RS > in certain chromosome abpormalitres (Athin &

-
A -4 Baker 1964) In cervical by

. PRy R . ha peoplasia an abnormal

L A 5 DL :‘4“;,~ wnterphase chromosome marker 1n the form of a

BB S
3 ‘3\35“"’ )‘..‘,"’;o:.\""‘“ “'::‘;’\ nuclear protrusion has been described (Uyeda et
ES < )‘5""} .:‘ . ’ 4, al. 1966) Abpormal (marker) chromosomes hne
St <, l*.,h',, by S 1 b been 1dentified 1n cases with eprdermoid carcinoma
~“' R -t L. :,:IE“ i t|  of the cervix (Jones ct al 1967 Wakonig Vaar
;y%,. .40( ?3‘,' a8 * ;‘::l“qé taja & Hughes 1965) As yet no firm conchusions
‘L‘S:“?,-o-(“ L,"t':’.':a s :”. can be drawn, whether the chromosomal changes
&t 33 F ot A R, j are primarily respomsible for the malignancy or
Pl e AT
':"*l':»““ir b‘;”;, R ,-5,1 are secondary to it.
v oo oS r,: , .;t\",“" Protrussons of the interphase nuckel do not
- -
R A AL
KR A i
;- - o‘o" P et
' ~ \‘p" . Case 3 (Figr. 13-15) 5¥-yearold patient with cancer of
] - © § - &~ o pierlno cerviv stage L Wertheims radical operation.
| . ik d oc slightly &l
: - g [l h' ary il
L} :ﬁ"\«‘: Fig 13 7<dayold thax culture in non-castrued mt
- rasht o0 Gow powen).

Fig 14-13 Nudher wath bieb
formatons m same cuhlare
015 (mmenson).
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pecemsarily tmply the presence of abpormal chro-
omes.

Semal] bleba, which appear 10 arhe by extrusion

et al, 1967 McDuflie 1967)

Ulirastroctun) etamlmatons of these biebs re
vealed cytopimenic materiasl with mitochondria
and centricles within them.

Electron  microscope
matenial from hymph nodes and bone marrow of

plasma,
mycoplrsma st different sire (Dmozhowaky et
1965

The relabomhip between viroses and caneer has
drewn stimbon © e geaital berpe stmpiet o
fecoon m (e female, Thers haa been found
atypecal sqEmom epnihelial alieratiom in the oot

o okey ¢ al, 1965)

An exmeme profiferation and plicaton of the
muclear i b fect

dermodd cncer el \me (HE p2) tofected wrth
berpes 1ros bommn (Rupkey et al, 1967)

Aueshon hi alo been drawn (0 mycophsma,
PFLO = wn cytopathic apent.

STVicdn, vspodh and cretchs m women, It
was found that women carry PPLO much more
{ tquend than men, end that theae bodses are ety
™ bo tnesfered by sl mercourm (Kbene
berger hobed 1959),

Epd wuder and data
mphca an infectre gt m e enology of

neoplama

Bman cervical

Th:purpmeo(thnp:pnhmdﬂymd:m
the fuention w0 ths Twsplantetion techmique for
trmoe from female prnital orgpam and to demon-
Hrate the prewence of microbodiey aronnd pmcled
™ tinog caftures which 30 {ar bas only been ob-
“ned in cervical aarcliomes The mnbors ob-

Microbodtes In tioue calrmres 27

servations are based on expericnce with 500 tram-
with tissoe from different reglons of

the female gen tal ogams from padents with be

ﬂminﬂmﬂm{wmeﬂloﬁ:ﬂld}m
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bonriood of Doty The ~uz of Evham
 Lase Gres o 0t 1eg been chotfied s
modrinelr of ey L fogeee.

The mazrohSes o Biebs formd gromod Je =l
oodes e 1 e susmeormseTh e D e
culmres

Proesion of ool mrtern] Bas been SR
e dorowooe 2hmemiTes (Al A
Beler 195) In remaml oecrupss an choomm
meritrse chtpmosome meder @ the {0
andery prtrmon hes been desPeed (Ui =
2L, 1961, APmorm I fmerfer) chrremoaomes I
Do e fed o ees wih oo, pTOOTE
of the cenm Jooss o1 2, 1957 Wileoy Var
1 & Hophes, 195510 As 1t 05 firm consionTs
20 b drran mlbecher the chroeosoms] EXUPS
iTe v epenier for e ouTpomey
= ecmicT o

Poeromoms o e reephise orln 42 BT
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mmwﬁvh\p\ylhepmol-bwrmﬂchfv
mosomeL.

Small blebs, which appear 10 arow by extronion
of the ouclear envelop. and pucleoplasm, wert
observed tn fuman kerhemic celh and Burk it
{ympboma ceth (Ashoog & Epstela, 1966 Abcan
o sl 1967 McDuflie 1967

Ultrstroctural examinatioes of theso blebs 1o~

micToscope
materal from lymph podes and booe marrow of
wukerme patlents har demonstrated the presence
of stroctures tesemblmg v partkeies n the cyto-

The relatsombhip betweeen yiruses and caneer bas
drawn  testion to the gental berpes umpiex -
fecuon @ the female, Thers kas been found
typscal 1quamons epdhallsl sherations in the cer
vic with berpete celllar chenger It has by
sugpesied that the bespes dimpler,  DNA viros

s miected cefts have revealed inteannclear -
closom Josey et al 1966)

An coireme profiferanon and plxaton of e

mm:mhurnﬂnmm:nb\nhaﬂhmmql—
pormowt ey cal e (HE p2) fofected with
Vi bomiss, (Shipkry et al, 1567)
Astention bas aho been drewn 10 oryeoplsema,
FPLG m mn cyiopaiic agem
[ ol mtechons the PPLO orpronas hav
betn found, by cuttral methods, amocuted with
o, apmin and wrethotn In women. It
s foond that women carty PPLO moch momy
than men, and that thew bodses are ety
® be tnmferred by sexual iercourye (Kluene
berger Nobed, 1939).
Epedemuological stodses and de asta
Picam e miccive gt o the cuckgy of
eoplatia

bman cervacal
T prposs of e paper © mally o duret

0 twoe crtares which 30 far b only been ob-
erved @ cervicll caranomm The anthor o

wmmmmmﬁmqrmo{
the femade genital organs from pathmts with be-
m:n-ndnmﬂpnnt;y-nuvdoﬁcaldhnm
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SILASTIC®
Cystocath Suprapuhi
Drainage System

Stenle kit with matching components
completely disposable

Developed for use following gynaecological sur
gery the SILASTIC Cyst suprapubic
drainage system offers five major bensfits

~ Earlier spontaneous voiding

~ No catheter caused unnary tract infectrons
~ Repeated cotheterizations are unnecessary
~ Less chance of urethral trouma

~ Increased patient comfort

Each SILASTIC Cystocath kit contains six
basic components. All vital parts are made
of Dow Corning medical-grade silicone
elastomer Primary components cre a soft
flexible silicone catheter a silicone body
seal and pressure sensitive silicons adhesrve
A 10 gauge needls universal connector and
adhesive applicator complete the kit
Prestenie — reody to use and disponable
For one patient use

DOW CORNING
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—
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Or consult your local Dow Corn ng med cal d st b lor
Denmark A/S NC N elsen Copenhogen
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Finlond Christla N ssen AB Helsink
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RECURRENT CHOLESTASIS OF PREGNANCY

Tn-nnurﬂiChdaf)rmdnoleaewhﬁmUnmdnypfyOm

3 Enpubm, k. Helsrtn, N Pome and J Sgivall

From she Drparizamnt of Insermal Af cdacwse Sevafoner Horpuel (Hoad, Professer G RiSrck, M.D )
ke Gemral Materacty Hocwol (Fead L Lindtren. M.D), ond the Department of Chemaziry
e Corckrw lomuse (Hred Profrowe § Begirtm, M.DJ, Swekhelm, § cdan

Abovect Tom  mpant of Tywrold weman ik

aur  Gurd pcgrancy bol B wll chetried tvo md
Mt e ey e Lot cme.

supported this hypothean in so far that patients
with biliary clrrhosis &3 well a1 pregnant women
with fiching scem w0 kave an clevation of serum
bie ackds (Data & Sherfock, 1963 SRvall &
SPwall, 1966) According to several reports the
prurites of bilary citrhosis by been succeasfully
troated with chokstyramme, an amonic Tevn ex
changer with & special affingy for bile scids (Ha-
thim & vap Itallic 1960~ Datta & Sherfock, 1963
Kecrkey et sl 1964) Brown ct al (1963) and
Frmst & Roultton (1964) gave cholestyrsmine to
two pregnant women and in both cases the ftching
drappaared.

A case of recurrent niclong and ondies in four

Prumtin and wteros, whech isnally develop durlog
the st teeter of the pregnancy nd diappear
shortly after defvery The niching i often sovere,
WheTen the faumdsce 13 mild. The haboratory find-

T b been suggested that an eleraton of bile

a5y 16 blood may be reponmite for the riching
0 bepao-biary dneeses.
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P
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raim were interpreted a

bitiary colic. No Iab Y

Fig 1 Lner blopry specomen, second
pregmancy  Orfphnal magndicabos, 0.
Haematoxyfn and covin ttainimg

i,

bt no

7 showed no Svadener

data concerning the Ther funtton during this petiod are
allable. At tbe end of the $th momh she was
delhered of a child ( dght 440 g), that bad daed before
Lbour The body shomed general maceration, rupture
of the cerebellar teptorlum, subdure! as well a3 Jepto-

of bllary obstroction. Mcroscoph.

caminanon of 3

the
bleeding. The mother recovered rapidly after mh in bile thromhe The cnamecthe titoe of the portl

meninpeal
the delivery On the fourth day the kcteric fodex was

I 10 apd shonly thereafter the itching disappeared pruches disappeared after e operation bot
complet Iy Chokecystography fn the late poerperium re preared within three months. At the end f the
caled servennl stones in the gall-bladder monath tbe icteric Index was 1 27-1 3 She n

Ivered of a normal child (weight 1920 g) in ¢
Second pregnancy werl after digial diataton of the cenic Iewrm
Three months afier the first delivery the patient breame  Prurimos dappeared wiitm 3 eels. On the 62
Pregmant apabn Prumtus, icteros, pale stool and attscks 12tk day of the poerperium the Ktepw fodex was I

of abdommimal pain reappeared duting the fint month.
The shdomumal pains were of the same chincter a3
duning tbe fimt pregmncy Cholecystectomy was per
formed t the beginuing of the third month, The h er
was fonnd t be firm but of pormal size The gall-bladder
contaiped several small siones and showed cholesterom

.0 © Tk o
At Obitet Gy mee Scond 49 (1970)

Fip Li er Bopoy speconen,  sevood
pregoaney  Ongsnal 600
Hacmutonhn and eoam stasdng



Recurrent cholenasly of pregnancy 31

Phowlutin

Urymck tartatay 03 walta,
2 $ OPT 15 ity (Kxrome moria) (Fig 3.
= Om blood were markedy ceracd (F;

g 4

of chale e, ¢ -

drorychoks ad Wi 309 217 sod 43 pgiml

wcirdy In e metbod wed Saochers @ o1 IM9)

- Sor BOWTTITSR!  cwwm aTE:
ook scid 029

At owl (remgs 663-00Y), b
Acte Obuict Gy e Scand 49 (1370)
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Fig 1 Lier blopry specimen, scoeed

week after digital dilstaton of the cervir I
prunms doappeared whhin 2-3 weekw On the 6
17h day of the pocrperiom the fttenc fndex was 1 1
and 1 10 resecinely No furtber Iher fmchon
were performed.

Third pregrancy
The thurd [regmncy started wben the padent was 4
years old I+erm, male stooh and pruntm appeared o

Fig Lher blopsy specimen, sccond
pregoancy  Origiml megmfication. 600
Hacmatony[in and comn stainmg



PISCUSSION
Recorrent chotestads of is & diere
cntkydnr-clu‘h‘tdby(\)hmmdmmdn
oxical Hhie with

totrah

pictars
cholestsie, (7} rapid disappesrance of symptoms

Revarrent cholestatls of pregnancy 33

Yﬂ“wﬂdeﬂvcrymhdluladih:rdnlthe
recovery of the Liver s extremely slow after the
last pregancy or that tho patlent hxy got & resh-
dml fiver damagy

In recemt years several investiguton have re

velops Late i the prognancy when the prodnction
of oestrogens and progesterone b bigh i b tempt
iog to speculate whether these two types of chole
stash may be tiggered by the same mechanha
Reparts of cholestush cansed by ovulation inhi-
bitons & women with previos cholestarhs of

of the marked etxsh in the bBe camalientl, which
aho produced acholic faeces. The caly complica-

Acs Odutat G yraee Scand 43 /1370
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Fig 4 Serum bile ackls during the foarh
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BEGIHALT
o1

Y
D) % % K » ) » wEE 3 pos
oz
wIX 3 OF eeSIATION o
oaL yrwr

cholic acxd 030 g ml (0 08-066), deoxycholre scid 078
g m! (0.03-093) and total bile acids 0487 ,u/m;l(\) 4
165

Thete was 0 andemia (hacmoglobin 127 g% and
serum fron 133 4g ) and no evidence f remal diseose
(scrum  creatinme 080 mg%  normal etandard urine

the liver function tests werw followed atmost once & weel.
After 37 days of Ueatment the patient policed decremed

epechally on the arms At the tame Ume the
blle wckds fell by about 75% but were sull far above
notmal valoes (Fp 4). No chanpes were recorded m
the bitirutin, allaline phosphatase, trapsamneses, clkam
or ph in the scrum.

analyses). Bleeding Ume lon time thromb

ton of Salobuline (137 g*).

Bon

f 2 wgp

pFromptly the indet
uhkh!cllﬁomlwlo“Omlb!‘Lhdayolﬂﬂm
therapy  # stopped in (he Mth  cel,

Parenteral I

Dunng the next 14 days the pateent
ously The serum bilirubin dropped 10 07 mg*  alkaline
phasphatsse to 2.7 units, 8 GOT and SGPT to 31 and

lDdlh.urrmhrdLni.naurdhdnn;nndcknllmﬂf\hf
scrum bile acxds These changes wero again revered by
f16g per day (Fie 4

e

37 unis The f1ching &
but ¢ not dmappear

After thn period the pavent was xamined 1t

i
i
gﬁ
4
1
i

rubm, 5.GOT and SGPT wer all pormal
of the 164h week Sernm bue ackds and alkaline pbos-
phatsse dropped too but did not resch potmal values

The qymptoms  ppenred sgam in thy 17th week of the
pregrancy and dunng the mext four weels the prurun
war very mtemse and fiver tests wers w3 abnormal s
when the patient was sdmitted ¢ tho hoxpital eight weeks
carler (Flza. 3 and 4). In apite of this ber groeral coo-
diton way good Al Doine sbo took care of most of ber
houtework ex well a3 her three-yes obd daugther

Treatment with cholestyrarmne (12 g per day) was
(ostlitated In the 30th week Electrodytes, profhrombin-
proconvertin Index, serum caloum And photpbor wnd

Acta Obstet Gy mec Scand 49 (1970)

Dunng the rest of the pregrancy 10 mg mensdol
sodiot-dipbosybiate way g en onlly mice  week md
wth thih tberapy the prothrombinprocomerta e
remalned about 100 From now o the patent wis b0
ghen calaum (1 g Sandoz). folrc sad (1S mp), Mre-
srecmate (100 mg)

Labour was fnduc d in the ITth  eck by andidal rep
twre of the foctsl membranes The deinery folloned
after three Bours and w33 uncomphcated. The weght of
tho chid 3 B840 g Itchmg dwappearcd ahmop coo-
plet ly and bilrobm, tramsamenases and the scrym bk
cids becamw almost normat wahm four weeks (For 3
and 4). At that ume allalmo pbosphatae wa il

following
tion of HSP in the 1Sth month after delivery was J9 and
14 o after 30 and 45 min regectrely Op  coxamptation
two and a half yean pout parmm the correspondies
vakoet wers 13 and 15%
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APPARENT LACK OF OVARIAN QESTROGEN SYNTHESIS
ASSOCIATED WITH OVULATION AND CORPUS LUTEUM FORMATION

X.-Q Tiinger E. Jobsnnison, B- P Lisbos, T L Restido and E. Drerfalury

From the Swodmk Modcal Romarch Comncd

Endocrimology Rewarch Ums

Reprwibacthe o
MPMLWHDJ.‘-BMM-JHW owan s Diwases
(Hoad. Profesor U Borel, M D), Keretmda Sradloct, Sieckhole Sneden

subject in whom stiulation by buman gonado-
trophins roenited in maltiple ovufation wod fn the
sbseqotnt. {ormation of several corposa lutee,
without ary apparcnt sigm of Increwsed oestrogen
sypihexis.

MATERIAL AND METHODS
Trrial memer: Syxrmare nomes
Adourroms: 11421 <kydrory-16-tido-jrrgm4-e00-)20-
]
Androsttacdone: indst4-rae-), 1 7-deone
Asdroscromy: 3ydrary-Soandrosa-17-one

D ydrovphamdroveroe: 3 - ayorory-androe-S-ca-1T-ome
Deraomthamor: 114,172 aerdrony-1 b tmetirst -
3

3p-androsas-17-one
11p%rdroay edocholanolons  3a.11#-dipdeony-5 A-andro-

$0 elagperated that bt may reach mid-pecgoency
bevels (Gemzell @ al, 1958 Dicrfalory ef al,
1964). On tte other band, m all sbjects in whom,
follomng gomadotrophin wumlation, the endo-
etrium remamed atrophlc, and w0 tiee & urinary
crlrogen wxcTRion was found, Y was frvarisbly
posnble 10 cxablah e sk of fynetlosal ovarian
‘:‘;L“W“m'(ﬁumaﬂ_
1 view of these comderntions, wa thought B
would be of contkicrablo imerwt % report on

3-trypdrony-S fandrostan-17-cme
ncrisis,

aceisir). {12, Ta 2l 4nkyiroTy-So-looTo-prepe-4com-
3,20-ecw 21 -#crrate

Oumtradiok ocutrs-13,9(185-trewe-3,17;

Orsrwl. osatra-1,3 10 trurma-3 1,174 ol

opriingid 13,419 triee- 11000
$arkydeary-Se-endrostane 11,17-400e

11-0m-

Pregranediok ’J’M}M

Prigmemetnok $4-proagneas-de. 1 Te20g-tricd

Pregstanione. 3 Heydroxs-propn-S-ex-
ey Lal14,17a21 58

3 deiTa 2l tikparocy '
Terabydro-11-desreovtent: Je.17s,21-cck 58
Gonadeteyyhany
T e (D00, Rt .

Acts Odsiet G ymec Scamd 49 {1979)
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tion that could be related to tr was the
transent drop of the prothrombm proconvertin
wdex. Unoary excretion of pregnandiol, oestrone,
oestriol 17-hydroxy and 17-ketosterords gave no
evidence that cholestyramine [ntcr[en:d with the

s ¥, A A study of recorent jrondice jn pregemey
Acta Obst Gyn Scand 33 44 1954

Thorling, L. Jsondice fn pregmncy a
Acta Mcd Sand 157 Suppl. 302, 1955

Sub 1 for publ

metabolsm of the hormones i

It hos been suggested (Haemmerl, 1966) that
the prognosis after cholestashs of pregnancy o
excellent. However only a few women have been
observed for several years after delivery and it
is not possible today to dmw any definite conclu
sion with regard to the long term prognous. The
present status of our patlent indicates that chole-
stashs of pregnancy under certaln circumstances
may be followed by chronic liver disease.
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AUtie wgw of 37, s mecrd e agrd 20, Bhe wae
sdraciad bow 1 the bosptie] becaen of

Utiae sommd messrrmcet wia 56 cm (prac ‘e the
somnwrtase of conroprss coby 4 cm) Ou palpation,
e erurics sppesesd of tormd wm Vagae: pocmal sas
Labsrgtory fusdomys (The norowd reage b shown m pe-
roaarsa )

Sarwm smalynn

wdmem 141 mIQN (136-14D)
Petrmmas 43 miqfl 0250

Lock of ovarian oestrogen symihests 37

calhun 43 pEQ | (43-5.5)
chioride 105 mFq)l (%0-110)
Creawes 10 g% O 10

wood gt 105 3% (60-100)

povhe bound kodioe 4.5 x/100 xl (40-30)

“Toml gomadetrephans™ i wrioe: soncd 13 MU (rormal
vabum),

“Tow!” sorses (s T mm of osimooe, 173
oourachol and ocu3dl: 10 ag/24 b (ow

Orwary pregramedl. 16 wg/3 b (siromgly
veiow for en woerhosk patenr) acvend

Urbvary pregmamsrtriol. 50 g (24 & (ceried vaime).
17

o
rooe egmy "4 b Clxgh moroal vk
30-2350 mg/24 W) moren! rnge:
Totad 173 dr 76 me dakréro

oy (24 B (uormel valo)

o 174 The pus
e w mckcpted i Fig 1
The emdromrrem sad colachelamdons fractiom wim
QI of cu wal od (1

merokds cov
raponded to 264% of e wal, &

At O¥siet Gymes Soumd €9 (1970)
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Fiy 1 Sloping shoulder outline in the patiemt aged 33

rono, Rome, Italy The potency of this rmiterhl was
bloassayed in this hboratory (Diczfalusy 1t al, 1964).
Each ampoule conttined 35 LU of folicke stimmtating

Urinary oestrone 17, and 0l Nery xin
l!cdbylbenrthodu{an(lQ!S)nwp,
Diczh}n:y&“rﬂ.m(l%é)md&uwndd.mm
Umrwmmmdmnm
per et al. (1955), with the exception that the Alen (4
coloar correction equation wis osed.

For the estimation of urinary preguanettol thy metod
of Stern (1957) was employed.

1o Hydroxyeorticosterokds were estimated sctorey ©
Appicby et al (1955), a3 modified by Brrke et oL (M,
and 1 tal J7-hetosseroids by the method of \egerpnd
{1951) wsing the Allen coloar correction
Frectiomated 17-hctosterods were estimated ycoordng
to Plmiin & Birke (1934)
Androstrrone and etiockolanolons wero deserouned fob
lowing pradwent elubon, column chromatograpky md
thin-layer chromatography s described by Biger &
Lisboa (1967).

Aldasterome  tetrahy drocortisol  tetrakydrocortione ond
tetrohydro-11-desovycorthol were kindly  estinated by
Prof. B. HBkfelr, Malmd, using previoosly described
methods (Holfeh & Laofy, 1959 Hall & BAlfdy, 19¢4).
Bicaray of wrinery ocstrogens. Semiqmanhiathe man
were aamed out, ting aginal comification I adsh
spayed mice a1 the endpoint of sy (ADen & Doky
19.3).

Meanrement of radicecthity This was camed oot 83
described by Goebehmann et al. (1965). The JotwEranom
and of radiosctive ds oo thin-tyer
chramtogram was carricd oot & described by Gostsh-
son & Lhkboa (1963).

bormone (FSH) and 55 LU of n el i
bormone (ICSH)
Huwma  chorronic goradotrophin (HCG) Thh was Lindly

supplied by Dr T Perllev AB Leo, Hik Sweden
The specific  ctivity of this preparation was 6000 LU /mg.

Sweden), and Fluorkrdmyrvtisons acetet  OzF10) (Flo-
rinef—Bqubb & Som Inc, New Yok, USA) wero com-
merchlly avalbible preparstions

Labelled steroids admtixistered
Androstenedione44C (New England Noc ear Co,, Baaton,
Mma, USA) Lot 66-164-1, with geafic activity of
0138 mCY/mg was purified & described by Mancmo ¢f
al. (1965). The material was radiochemically pure, &3 m-
Geated by repeated crystaltimtions,
Preguenolone-Tg*H (New Eogland Nodear Co, Bos
ton, Masm, USA) Lot 51 287 22, with & specific sctivity
of 73 mCl/mM, was puarfied by thin hyer chromato-
graphy m the systems cthyl acctate ‘berzens (15 85) end
bermrene/ thanol (90 10), followed by partiion chromato-
graphy ou Cellie, uring x-hemare/70% qoeoms methanod
€ jv) Is radiochermical parity was lhbed by repeated
crystallisatiom.

Laboratory wwthods

“Tos! gomedotrophins  The uiering weight metbod in
immarare mice (Loraine, 1958) waa employed, using the
extraction procedurs described by Johreen (1948)

Acta Obstrt Gywee Scand 49 (1970}

culrure This was Lindly carried out by Profesor J Lind-
sen, Arhm, Demmarl.

CASE REPORT

Anaxrestic data

A thrrty-three-year-old married woman, who is pmber
amang 6 asters and brothers. Her soter b 30 yean od
and b2 3 bealthy chidren

The fint signs of puberty appeared at the age of
17-18 and comisted of a slight growth of the msmmuy
glands end the apprarance of some pobc and  llary

A1 the xye of 16 sbe was operated upon becanse of an
appendicith
From the age f 18, she has experienced occasiosal
pam by



AL toe oo of 33, she marred 23 tgrd 22, Fbe wa
sdmaied wow to the howcal becrem of koferiay

O—if-h-p
The pevent dwpleysd dypogooeds proporooes with
mea o AT cm uad \:Hn-(\ﬂc-.hn--nv
=t §7 o e prowih e Elbow jos
deferary Shouitar outkas

sopmg (Fig. 1)
Rrpasted Xoriy srmmastoes ryvmicd swilomenon of
B nom iad of the cemibule, with owadbviar tagle

the evanes appeered of normal M. Vigme: mocmed e,
Laborutory fadoegs (The sacmsl Nage m shows b pu-
resthem)

Serwm wotrmn

soduem 141 mEaft (136-14D
Poureem 43 mlqfl (32-59)

Lﬂo}m‘amnm&tﬁ 37

caldum 43 oEq | (45-35)
chlonds 105 mEql (%0-110)
croctralon 10 g% 0 8-17)
hood sagae 103 1, (60-100)
prowcs bouod lofios 45 /100 wd (40-9.0)

The baml aetsbolxc Tuie of the patkot wa —17% A
"l indcricd Soreal vilow She had  powtise mx
chrowatio sod the karroiTro @ blood cxlinn wa 46
Hermone ety

“Toinl gomsdetropicmi ts oriae. erowad 13 MU, {(normel
Takeey)

“Towal emtrorers (a e mo ot cesrooe, 175
ocwradicl ead oexmol: 10 kg 4 b Gow valme).

evaed

A2 Obctet Oymee Scamd 49 (197)
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yo_d

Flg J Sloping shoulder outhne In the petient aped 33

rono, Rome, Italy The potency of this material way
bloamayed i thh haboratory (Dicrfalusy et L, 1964),
Exach smponle contined 85 LU of follkke atmrdaging
hormone (FSH) and 55 LU of interatitial esll stimmlaging
hormone (ICSH)

Huma chortonic gomadotrophin (HCG). This was kindly
supplied by Dr T Perllev AB Lea, Hahingbory, Swegen.
The :vdﬂc-:ﬂ-rﬂyu!xhumrubu-uamLU/m.

Sterold preparations edministered

Demmerhasone (Dexacortal—FPhatmackh  AB, Uppuals,
Sweden), and Flworhrdrocortsone acetst (9aF1C) (Fo-
rinel—Squibb & Som Inc, New York, USA) mere com-
merchlly aflsble preparations.

Labelled sterosds adwurdstered

Androstemedione4-1C (New Enogland Noc ea Co., Boston,
Mam, USA) Lot 66-184-12, with 2 specific scivity of
0.158 mCl mg wis purifled ss described by Muncmso of

P egnemolone-Ta*H (New England Nuclear Co  Ros
ton, Mas USA) Lot 51.87 22, whh a specific activgy
of 13 mCl mM, was punfied by thin layer chrowao-
graphy m the systems cthyl acetate benzeme (15 39) and
benzene /ethancl (PO 10), followed by partition chromaye.
sraphy on Celite, maing x-bexanc/70% squeoms methayo)
(/)21a dcal pority was by repeated
erystallbn

vons.
Laboraiory methods

extraction procedure descrived by Johneen (1938).
Acin Obstet Gymee Scand 49 (1970}

Urinary oestrome 178-oestradiol and oestrial were st
ated by the method of Brown (1955) s moddied
Dkﬂllmy&“mmnn(WSG)andBmwnﬂd.(l”T).

Urinary was estimated accordmg v K3
per ct al. (1955), with the exception that the Allen (1Y
colonr correction equation was wsed.

For the estimation of utinary pregmanetriol te met
of Stern (1957) was employed.

17g-Hydroxycorticosterolds were estimated accordmg
Aprichy et al (1955), ws modified by Rirke et al (19’
and total I7-ketosteroids by the method of Veserpx
(1951) using the Allen colour correction,

Frectionated 17-hcsosteroids wero estimied xecord

to Plantin & Birle (1934).

d) and & fome were 1
kslng gradent elutlon, column chromeography o
thin-layer chromatography a3 described by Bdtiger
Liboa (1967)

T X ydrocortisol b
terrakydro-11-desoxycortisod were Lindly estimated |
Prof. B. Hakfel, Matmd, wsing previomly describ
methods (H Lfelt & Luft, 1959 Hall & Halfelt, 1968

Indrocortiond &

wayed mice x5 the endpomtt of sy (Allen & Do
1923).

Meanaemnt of redicacthity This was carried oot 1
described by Gocbelmann et al. (1965). The loaakniio
and Soacthre ds on thdeln
chromatograms was curried oot as described by Gastad
300 & Liboa (1963)

Astersment of vegimal swmears The bormoml achx
was cratmted by the karyopykootic lodex (KI) w &
serfbed by Johaminon ct al (1961).

E aluation of emdometrial biopsy spechmens. Thina 1
the same a3 that described fn & previoa commaoicatia
(Drcrfatusy et al, 1964

Estimation of sex chromatin and ksryotrpe in bo
cufrure This was Lindly carried out by Professor J Lisd
sten, Arbos, Denmark,

CASE REPORT
Anamnestic date
A thirty-three year-old married woman, who i mmber
among 6 diery and brothere. Her sister b5 30 yran ol
and bas 3 bealthy chikdren.
The fint signs { puberty appeared at the age of
17-18 and consisted of  light growth of the mammay

of the secondary sex charmctenstics ocrmrred ontfl the
sgs f .5 when oestrogen Crestment remilted i mods
rate growth of the breast and  memstnnaHIL  bleedang.
At tbo go of 16 she was operated Tpon becense {80

ppendicitly
From the spe of 13, sho bas experienced ocoasions
pains accompaneed by mamsew Beczmw of
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Fig. 4 Lack of wnary osrogen oad pregeasedecl re-

womm © masrs doum Of hooen mcospeesal gonedo-
workia (FUG)  xh e wihout harsen chooodke gonedo-

total of 12 dayx It can be som that this combined
treatment resobeed i aogrificant depresion of

pregoanedsol and preganciriol exerehon
4wl 33 o muor decrems in 17-ketosteroids
and 1 Te-bydronycortconterokds, Thers was 1o rive
‘hwhmmmmumm

B atar]
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e (100) Oren clemms, et s P
soatncal Hopmes mrambly

mbcared s atropkls endo-
Toctrmm A1

dpm of amn incressed ocdrogen production e far
#a thha coold be fudged on the basts of the vaginal
cytology and endometrial blopsy

Steroid membolc rtwdies

Tn order 10 stplore o powdble «x o

ystmic sierokd metabobic blocks, & combination

"’:”mh"mmom <) and
lied androtencdions (33 mc) wern ad-
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M

Fir 3 Panern of fnctiomned 17
Letosteroids fornd I the wrine of
1be rotent, Gradwnt elutioq dm-
m3toprarhy ca akuminarm ende
For the Menthy of the hndfividml
componnds pwesent In the yaros

RVA
o " 11 10 23

Fotiea meeber

dnribution (¢ ¢ BMper & Liboa, 1967). The ctiochal
anolone to androsierone ratho was 135 (normal valves
acrording W Battiper & Lishoa (1967 1.44036)
Aldosterome 0.73 and QH pg/H3 b (low valors).
Tetraky drocortisol 1.8 and 1.6 mg /48 h (nocms] valoes),
Tetrah drocortisones 37 and 4. my/48 h (normal
valeer)
Tetrahidro-11-desoxy~cortirol. Jess than 05 mg/43 h
(normal vakoe),
Ehunro!wf:mymfromhmmn_o,aoem
Sl equiv j 4 b (ow -alue.

Endometrial blopsier. lovarkably atrophic, withoat spms
of prolferaton.

EXPERIMENTAL

On the basis of the hormone assayy, the patient
was suspected to bave a pnmary amenorthoea,
presumably of hypothalamic origwn. Therefore
treatment with human gonadotrophms was muti-
ated, as indreated m Fig, 4

In the first course of treatment (indicated by A
in Fig 4} a daily dose of 170 U of FSH (con-
tainmg also 110 U of ICSH) wat gven for 10
days. As Indrcated by the dota of Fig. 4 this
treatment did not result in anmy significant e of
unnany oestrogen excretion or of the karyopyk
notic index. The endometrum remained atrophrc.
However there seemed to be an increased elmmima-
tion of pregnanediol and 17a-hydroxycorticoster
oids In the unne, although the pretreatment excre-
twn of these sterod groups was already patho-
logpcally dlevated.

A pew course of gonadotrophin treatmient was
grven approtimately one month later As mdicated
by Fig. 4B this time daily doses of as much »

Acta Obstet Grywee Scand 49 (1970}

1 1 1]

340 LU of FSH (and 220 LU of ICSH) were
grven duning 8 days, follomed by a smgle injectaon
of 6000 LU of HCG on the Sth day Nenber
the urinary oestrogen excretion, 0ot the karyopmyk
pofic index indicated any ipcreased oestropen
formation. The bjopsy revealed an atrophic ando-
metrium Explorative laparotorny was performed
on the 10th day of this treatment course. The
ovaries were found enlarped to a size approtuma-
tcly twice pormal. In the nght ovary a walmt
nzed cyst was found, which was filked with old
clotted blood. However several fresh corpora
lutea were observed. The histolopical prctures m-
dxcated s pormal tumrca albuginea and a number
of pnmordial follickes pormal for the age (Fig. 5k

No secondany follicles were seen in the secthoos
studies. However several Graafian follicles were
present both with and without signs of carly
atresiz. Two or three fresh corpora lutea were also
seen (Fig. 6) topether with a few corpora albican-
ta

The macroscopically ebserved 33! in the uppeT
pole of the nght ovary appeared to be a Graafian
follxle with d Iy 1 d 1k ot
finating probably from the fint course of treat
ment.

Onc year later the gonadotrophin stmmgdation
was repeated m conpection with adrenal corheal
suppression. as shown 1 Fig. 4 C Apain, 340 LU
of FSH (and _20 1U of ICSH) were given daily
for 8 days This treatment was followed by the
wiminstranon of 6000 LU of HCG during 4
days. Dexamethasons (6 mg day) and fToorhiydro-
cortsone scetate (01 mg; day) were given simu!
tancoutly with the goradotrophin counst for a
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woem % maas doms of hesan mracpeost] gomedo-
ek (HUG) ik o wibowt koo choroaxs oo

total of 12 dayx It can be seen that this combined
treatment resuftsd in - wgoificxnt depression of
ormry pregoanediol and pregmanetnol soeton
wwell min  mapor decreass In 17-ketosteroids
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trophin (HCG) Opex colamer pretrostoaeot valocs. Prdk
mctncal blopsics krvariebly mdscaied e stropiic endc

ugn { an ncrexsed ocstrogen production s fa
a1 this could be Jodped on the basit of the vaghs
cytotogy and endometrial

Sterold metabollc studies
In order 4o exploro the powible evience
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ministered intramusculardy in 10 ml of arachis It appears from the data of Tabke I that
oil (Apni 3rd, 1965) and urme was coliected dur  elimunation of tritrm labelled matenal was m
fng the subsequent 4 days. The climination of slower than that of the MC-sbelled matenal
rad material 1s indi d in Table L 4 dayy only 371 of the administered SH

Fig 6. Secton of a frah copos utenm found m tbe
right ovary
Acta Obstet Gymec Scand 49 (1970}
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sirzons (o3, wcording w0 Blutlger & 1ibos,
1961)Tbcnﬂonlu:mhbdkdm?°m“’
101 The rest of tho ketonic fraction was wub-

foliown. yrocp §, frwesions 113 group 11, 16-29
group TH, 3042 and group [V 43-50

The matecal efuted fo grovp T wae not stmrdiod
furtber Uting the materhal constitoting group IL
atiempts havs besa made to bolato debydroapd-

belied material was aed, 2
TIa% of the M#Clabelled sirvosds.
Tie wtipe wcretsd during U firt 48 boans
wie coxobined. An aliqot of it was sabjectsd 10
enryme bydrotysh! tho fiberased sterolds were
mmdbydhylncumamdmbpwdw-m

pared 10

2 and ep

Jone, wing TLC with threo developments in the
system cyclobexane [etbyl acetas (40 6. The
the mobllity of theae
{hres steokds was etated and eryvuailized with the
comaponding cartier ANl SH and 1Clabelled
maturial wis dweochited from the suthentic as
ey,

The matertal prescut in groap 1 was subjected
to TLC tn the system cyclobexans/ethyl acetate
(50 50) with fhres dwrelopments (eg. Lisboa,
1965), and the ciuted androterone and etiochols
nobooe-Hte material was chromatogrspbed again {n

oaterial
poexding to that of 11

o 4 Aaydroxyetiocholanoloos oy
o) 11-ctoandrosterooe. Unfortunaiely the scarcity
Table IL of “C-lmbelled aud e k
'y twlated from the
wine following the ad H-hmelled pr lome and *C-Jabelod andro:
Ho "Heistulled mattarm! wad prewsd s the crystaliowe sutanal. Fiymen who dowstegraons Per Rmcae per g scrchl
Asdeowartme Toochotaneions
Crrotmacn® [ ML Crrstalomeon® [=d ML
Efbyl aowoie 342 i1 Bt acesm
Bexaenaln-becam 21 “g Paroua/s-heuace :;‘ ::g
AcTicwea- e £l
x : Acwoenfehaisne ey 1
Acriemmis-besace %0 4
Lol ppetcitie peteviy- 379 DM Crymts. Mother kquorn
l-mw-mnunm‘:; ¢ -
Acta Obsie G
o ynet Scwd 49 {1$70)



42 K -G Tillinger et al

Table Il  Radiockemical homogencity of H-labelled pregnarediol and pregmanetriol isolat
Sfollowing the administration of H-labelled pregnenolone and  C-labelled andrastenedione e from thewe

No *C labelled material was present in the {solated sterolds

Pregnancdiol Preganctriol
Crysallsation c* ML Crysalisations? o wL
Methanol 2024 2442 Methanol
;:eet‘h‘mblml 1835 1500 Benzeno };i 1%‘4—:

1197 1849 Methanolbenzene 12 m
Ethyl scetate/methanol 1874 1833 Methanol/peirolesm ether 2 ”
Metbanol/petrolenm ether 1786 1790 Ethyl scrtate 91 101
Methanol/petrodeum sther 1528 1789

Specific activity 1994 DPM/my. * C=Crystals,

of the radicactive material in this fraction pre
clnded crystallization.

The non-ketonic fraction was subjected to ab-
sorption chr aphy on aglumina and was
cluted with 08% (group A) 30% (group B)
and 60% (group C) cthapol in benzene. In the
material constinuting group A, attempts were made
to demonsirats the presence of Sa-pregnane
38,208diol and Sa-pregnanc-3§,20a-dicl by cry
stallizing nliquots with authentic carriers. All
rodioactive material was dusoclated from the teo
carricrs during crystallisations. The material pres-
ent in group B was subjected to TLC in system
cyclohexane/ethyl acetate (50 $0) with three de-
velopments, the eluted pregnanediol like material
was chromstographed in TLC in system chloro-
form/ethanol (90 10) and crystalitzed (Table 1IN

The material corresponding to group C vwas sub-
jected 1o TLC in system cyclohctane/ethyl acetate
(50 50) with two decvelopments, and then to
another one 1n chloroform /ethanol (90 10) with
three developments. The pregnanctrioHke radlo-
active materlal was then crystallized (Table 1D

Another aliquot of the urinc which way excreted
during the first 48 hours was hydrolysed by boll
ing at pH 70 under ethyl acetatc cover (eg.
Fotherby 1959) snd the liberated materlal waz
extracted by ethyl acetate. Only 1-2% of the
urinary conjugated radioactlve material became
Jiberated by this procedure. The unne wa then
subjected to hot acld hydrolysis according to the
method of Brown (1955) and the liberated mate-
rial was extracted by ether Following the removal
of the acidic material, the mdloactive matenal
was subjected to a phenclic partition between to-
luene and 1 # NaOH The phenalic fraction thus

Acha Obstet Gymec Scand 49 (1970)

M L.=Mother Uiqocrs.  © Specific activity” 1460 DPA/mt.

obtained ined 80 little radicactive material
that no further identification of its comsttuents
could be carrred out.

DISCUSSION

The analysls of the urinary steroid metabolites m
thus patient revealed several ancmalles of steroid
metabolism such as 2 strongly clevated excretion
of pregnanediol and pregmaneitiol as well
pathologlcally low aldosteronc excretion. These
changes were emociated with certaln sgns of a
diminubed, or perhaps absent, ocstrogen syntheshs,
such as a low karyopyknotic Index in the vaginal
smear and an atrophle endometrium. Although
oestrogens {(estimated In the form of hober chro-
mogens as well ax by a semiquantitative bioassay)
Were not completely absent from the unne the
excretion values wero low approximately as Jow
£ in postmenopausal women. These low ocstrogen
valucs werc amociated with apparently normal
total gonodotrophin values.

Whea as much os a total dose of 1700 LU of
Fsﬂmndjmmucdwhadmingnpmodcf
lOday:,uodgmofmnm!tdocm'DFDpﬂ)'
duction were seen. Thi dose is much higher than
lhntgcnenﬂyuscdbyu:forlhﬂfndmjonofam—
Iation in amencirhoesc women (c.g. Duczfalusy et
gl 1964 Johanmsson et al, 1965) Slnco it s

blished that the individual ity of pa-
tients to human pituitary or menopausal gonado-
trophim  may show marked differences (c.&
Crooke et al. 1966) in the next course we have
doubled the doss of FSH and administered a3
much sa daily doses of 340 TU of FSH for 8
days, followed by a single dote of 6000 1U of
HCG Not even this stimulation gave riso to any
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" sochol.

(e Gemuell et al, 1958 Dicriatoyy et al, 1964
Jobanarwon ef oL, 1965}

Io m attrape to exclude the powdbllity

io ep o <P
rndmnr could abo be excloded. The amomt of
pbmol:m!eddmtﬂb&ﬂlcdlhﬂ“ﬁh.
if any aromatic sterold was farmed The L o8
Tabelled pr A i

i d to and ol
fone and in normal proportons No 3f-aplmeric
redoction products of phenolic metabolitss were
detected.

These data scem to sugpest & defect In 1o dde-
chaw epltting and aromatizing enzymo systemy
In vitro studBes indicatn that human ovarian tsoc
1 able to hydroxylate pregocacione to 17 -y

b remove the xidechain of this
serobd (MacAuly & Weliky 1968) and aromatire
the C 19 steroid foarmed (Axelrod & Goldzicher
1962 Ryan & Smith, 1961). In nivo experiments

sppaan

m which 17etydraxyy was admink-
stered to volopteers indicats that part of the wd-
1 d steroid wax to roepk

2

therefore that Ik, f w1y ocwtrogen was secreted
by the matoang follickes and fresh corpora lutea
The beited me i urtmary Kober

and et
(Roberts et al, 1961 Solomon et al, 1960 Fuko-
shana et al, 1963) It b aho established that &

kich was observed upoa dncontinuation of sdrezal
wpptulon, might Fpest the sorstlon of an
adrenal  fereaturated 3kaome werold winch
gt be sutsequently aromatized by the kver

To find out the powble existencs of steroldo-

b la agreement emih tho deta poblnbed fol-
fong the sdmlemtration of 17

part of d 1w volm-
toers b converted 10 otstrogezy (MacDosald et
al, 1967).

Reports bn the Htsrature oo a deficlent ovarhan
srootatiting enzyme system afo scanty Howeves
Axstrod & Goldreber (1962) repored & case af
polycystic ovarlan dizase, with the apparent lack
of aromatizing abdity It could not be establhhed
m our present case, whether the lack of oostrogen
formatin was doe w0 & defichent aromatizing,
sde-chaln eplitting, or If-dchythogesting enzyme
system, of to  combimtion of several of these
defickncxcy. Becanm of hack of further co-opers-
tion of the patient, bt was not possble to earry
out additional metaholc sndies,

At koY i o deh indicate that folficl
mataration and corpos futeum formation mary tako
placo without & concommuttant yynthesk of otst
gem. Whether the oy developing in snch follicles

-;:;o(c;ilmuu 1961 Romanoft et al,
1

The molaton ehxhet reveried that the admin

of ctiochotancions dd not contain amy H-label
e of the

ae remiain to bo qtablabed.

Astn Obstet G rnry Scond 45 (1375)
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ORNITHINE-8-VASOPRESSIN A NEW VASOCONSTRICTOR USED FOR
HAEMOSTASIS DURING OPERATION FOR GENITAL PROLAPSE

Oto Vagn Nichen and Nids Valentin

From the Deportesert | Surpery (Howdss ] Babier Iprrensen, M D and H. Munlsmaz, 2D},
5t Etmbeth Hocpical, Copewheyer, Downerk

1965 Rintala & Tammisto, 1965 & and b Aroosen
& Nylander 1966 hallnder & Wide, 1966 Dahl,
1968). Al agres that it s an effective baemostatic
apet, though not 90 powerful ¥ noradremaiin or
adrenalln. However Hochull (1967) Shanks (1964)
and Dahl (1968) bave reported the occumence of
cardiac arhythoiss when it B wed with hal
otbane

The penibtence of this undesible side effect
of comeatly avaflable vasocoostncton makes the
ol a pew of comider

of the h

ofane asesthews (Brmdle « al, 1957 Hall &
Norria, 1958, Katz et al_ 1962 Miflar ot al., 1958
Tobnwone & Nubeth, 1961 Rosen & Roe, 1963).

Demon, 1964 Rawstom o ol, 1964 Shanh,
1964 Fiher et ol 1963 Ovengo, 1965 Rigyly

mony, POR-# and .

with that of adrenalm. Tho folowing articies an
e we of POR-S aro being printed. Burghardt,
Wedge resection of the corvix, Daemath, Neoro-
wrpery Fi Obsietrie and

sorgery’ Hibler Tonsiliectomy Urbatury, Obstet

AUTHORS' INVESTIGATIONS
Owr wrrsnguices vere comdocied ot St Pleabeths  Flow
;:_'Lm Between Sepbeabar 1966 end Febroary

Trcmonast ecom of POR wat tuewd
et L apecracons ov geaml protrsee crng

Acks Obsert G moc Scamd 19 (1970}
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The operative fleld way infiltrated whh the tmknova
averaping 17 mi/patient

Amfromthnhmnnhnmolhnhkmkm
dares, Bgamres of ondersesing, were wed, except hen
the corvit was smptated, when the uleine wch at
the utero-cervical jrction were ligated,

23% of the operations were performed by only tao
surgeons (66% +2%). Averape duntion of operatioo—
sbout 35 min—warred hule in any of tbe groope.

Al blood lost during operaton and durmg the fiot
24 bours postoperatively was collected and weighed,

The resuhs bave been saintically eraluated and po-
scnied using amtiveis of vadance (Hald, 1343), based oo
a progmmme worled out by K. E Keber Nichen, 2

The woek was done at “The Northern Enrope Untrersity
Computing Centre  (NEUCC) on an IBM 7090 comx-

If obscrrations afe dexignated x x
N w=nmnber of observations

x
- -IIN'Elx,. the mean valoe of observations

i

x
S'-l/(H—])‘Ex(x —m 1bo variance of observariom
§ ~|/5* the strodard-deviation of observatioms

Table I
Age-distiibation
Age Growp Group Group  Group
o) I iy m v Total
20-19 1 1 2
30-33 3 1 4
40-49 1 4 4 16
30-59 10 1n n 3 as
&0-65 7 7 2 P24
-7 7 7
50— 2 2
Total 22 24 24 it 11 civil engincer
Table IT puter
Type of operation Sratistical dats
Ant. Post. Amputation
No of  vaginal vaginal of the
paticots  repalr cervix
Growp I 22 22 10 6
Group I1 24 24 6 9
Gropp 11T 24 pil 3 n
Group IV 18 16 3 9

The lovestigation was conducked as a double blind
trial viing POR-3 noradremalin and a placebo,

70 patients under 2 Yeart of sge were lovohed. Al
Pabents with more than the mildest degres of pulmonary
or cardhovascnlar diseas were excloded. For instance

disstolic BP > 100 nwn Hg warranted exciuson.

Patents were allotted t random to ome of three
Froups:

Group L received nomdrenalin 1 200,000,

Group IL received placebo,

Group IIL. recrived POR$ 01 JU ml

To thess baxic gronps, we added & fomrth composed
of patents over 70 yean of age mathenty with cardise
dicase who had been excluded froo the first three
groupe, and gx young {herwrs healthy patients added
to mwake the group of comparable size with groups I
(m afl 18 patients)

Group IV recehed POR-S, 0.03 TU/mL

The ago range is shown in Table L It may be scen
that the wrerage age B very similar in Groops [ [T0, but
higher in groop IV

General ansesthesia vsed for all patents was halothane
(WHO) 03-10% N,O and O. (ntu.l.l]y T+2 1/min)
dministered I w (Ruben or
Ambo-E vabve) Rmhﬂonmcmmﬂtd.?hht.m
and ECG were manitored thronghout  perations,
The batic operstion performed was enterior and/oc
poserics repalr with or withont amputation of the
Cervie Table I thows the incidence of exch operative
peocedure fn the four groups.

Acta Obstet Gynac Scand 43 (1970}

§ = comman estimate o the standard-deviation in all groops
F = the quotent of vartance (“Flacher s F7)

RESULTS
Since the distributon of specific operations i2
the different groups (I-IV) is the same, the col-
kcted results are based on the average value
determined for each group.

In the coune of the opemations, the surgeons
gave opinion of the effectiveness of the hacmosts-
sly, grading it—good or bad. Table II shows
clearly that the best hacmostasis (subjectively
evaluated) was obtalned m groups [T and IV
Surgeons were unaware of the nature of the In-
fitration 1n group III patients, but kocw that
group IV patients were being infdtrated wth
POR-8, 005 [U/ml.

Table I
Hacmostans
No. of —_—
pahents Good Bud
Group 1 19 L4 10
Growp 1 2 12 1
Groap ITT 214 0 4
Growp IV 18 16 2
F=4.99(»<0.01) with 3 and 83 degrees of frecdom.
-~



There b signlficant. unhﬂcdﬂg;:nmhc
the four groups (F~499 p<
wz\mm-mﬂmm
dwhmmﬂmhdﬁmh‘rm
IV Agan hecmostasis wan chearly most effective
ia groop 11 (m=4833 p and grovp IV (m=~
2056 g The Yom In these groops was virtmally
mif of that in the norsdrenalin end placebo
mmdn:hmrmhumnfmlhe
resaits. differrnco  brtwien  prooiss
F=467 p<00l
Postoperative

acmostatic, but their conclusions are largety wb-

Our evaliaizd reschy add satisticsl confirma-

wot,
wr than povadrensiln, Blood low doring operation
for protal prolapec was afved

{rer POR-S lnfitrahon compared whh los after
eoradremalin or placebo Infitrtion.

Tuble TV thow tiat POR-S in concentrstion of
enly 005 1U/ml (group JV) gives pood heemo-
s, Powstly tven & lewer conceniration wall
gre 1 good remtn, The axperimental stodes of
hlogeastefos el (1366) indicato thay between
0005 and 0001 TU/ml may be sdequats (par
tcalarty for skin trenplant),

Whis G ord wpsficaa™ wppaans w O O3, R B
wocd e Ohy Satwtaal semte.

19.3) 2.6
2

e

Fe01TH{p>0.0%5) with 3 and 13 oo of trosdoa.

‘There was bo coarked postoperative bleediog
when the POR-8 effect had worn oft. What litte
Heeding there was, wma simflar in all groups, It
h that the fnfk on the

marfest by charges in BP and pulse rate, wa
wery modest i all proups (m grovpe I and TV
er0)

Thees was & cardiac arrhythmia noted (Bolated
extra-sysioles) in ondy one patient, and it aboold
bo remembered that soch an arthythma hes been
repotted doving halothane anmesthegla even when
cavecholamines have pot been wsed (Black et al,
1559 Johnoone & Nisbetb, 1961 Kz ¢t al,
1962, Miflar et al, 1958).

Noos of the suthors whose work B In press
(Burghardt, Diemath, Fankbauvser Hibler Rin-
tala, Zeller) haa observed any arrhytlonies when
POR-S was usad aloog weith local sosestherls, noc
when #t was osed during general ansertheda (o

Toeder of casts with halothane) Thia point B
decimried in detall esewhere (Valentin & Nichen,
1565).

CONCLUSIONS
A double tlind tral hay thown that POR B b a

of ooly 0¥ IU/m! (and prob-
bty b weaker sohotion) POR-S. gives completrly

Table IV
i
Biood-bwae deeng
aprriome eovmcd w g
e o
vl
U"":_‘ n Ny Nw
Grwp ] N My
Cromp 1 n ay  uu @R
Greep IV i ©% N

4 for go-
ol profape. The operutrr procedure bs facile
mied by t clear view afforded of the fleld
Mh’hmhhnlm‘bmlhw“ln-

T ASTUCO0) vth ) and 13 deprom of Frevdene.

hester (anterior and posterior
MW“m‘mﬂnhﬂm‘w

Acta Ok siat Gryce Scand 49 (1970)
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STAGE AND PROGNOSIS OF OVARIAN CYSTADENOCARCINOMAS

Usko Nieminen #nd Esko Purols

From fog Deparimneats | ond 11 of Obsiairics smd Oynaeceiory (Boade: Profesor S. Timonsm,
MD and Prejsser P Vars, MD), Duveraxty Comtrad Hotposl, Helmall, Flaiend

Absrect A wncs of 9 peooes Mk poeary
crmadeaccarcnonms # presuoted. Of fhe twmcea, 10
wete of (e saowm mod 106 of the prrsdomecnoos Y74
Thw wx2] member wriodes 41 bordesise werom sod 18
PedomncTaow CYRMdenccarcocmes. o s

ame besdiog Taylor (Memnell & Taylor 1949
dncumuon), bowever pointed out that ovasin
QaToome n e grocp of dnesses rather tha
undorm deeae, and that @ b mors i to
treat e vanow bisiogeneta: types scpanately than
1o dricum the heterogenon group of ovarian carch-
0Omy 13 whole In accordance with thes viow we

tave vony of cystnd
the Largest and clmically most Fopartam grovp of

ovima artsomm. Two histogenenc maln types
ke borm distl wrom wnd

S0 tmouns  Endometnold carclsoma by not
fteated scpurately to this paper The prognows
Of thes Latier type has been studed by Santeston
& hottmeler (1963) wnd Lanren e al, (1960).
Bemda the blstogrnetic type of the tnenour
4 T

the ctinlcal stuge of axteasion and the histological
Segree of maligmancy are the most fmportant
fackors from the standpoint of prognosh. The
Porpoee of this stody was 1o estimate the progoo-
sh of ovarhin cystadenocarcinomas prectcly on
the bash of the clinical stage of extention, atten-
thon being paid abo 1o (ho treatment. With regard
10 the degres of malipnancy we have caly disting-
Thbed between borderline tumours and troe carth-
oomer. One of us (Purole, 1963} has previowsly
graded part of to present materisd (110 serots
cystadenocarcinomas from the period 1945-1956)
and found that the prognoss waa defirdeely better
m patients with well-differentlatsd tonows than
12 those with twuoars of & lem mature type.
The chadfication of ovaman

on the batit of the anatomical externion of the
tmour a2 the e of operation, while othens have
wed operabiliy a3 & bush of clamification. In
Certaln papers both principhes In conpunction have
Been appled. Craloys (1938) clasification, based
90 operability may bo citod s u typical example:
Stepe 1 toenour totally operable: Sage B, tumour
Bartially operable Stags 11, tumour moperabe, ¢
Hofmsn (1962) and van Orden ot 1L (1966) bare
fevowed the pepers 1 far publiied fn which
staglug of ovaries carcinomas has been attempted.

In the presot sindy (o clinical wages of cx

Acsa Obsint Gynac Scamd 19 (1370)
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Fiy 1 Age grooping of 183 scrom and 106 iends.
OMICIMOTS CYAdenOCRITtInoms.

Stage 1 Growth hmited to the ovares,
Ia Growth lunited to one ovary" no ascites,
15 Growth lmued to both ovaries, no ascites.
Iec. Growth limited to one or both ovanes

ascrtes present with mabgnant cells 1n the
flud.

Srage IL Growth involving on¢ or both ovanes

with pelvic extension

D a Extenuion and metastases to the Utenys
and tubes only

115 Extension to other pelvic tissues.

Stage 1. Growth inmvolvmg one or both ovaries
with widespread intrapentoncal metastnses o
the abdomen (the omentum, the small mtey
une and its mesentery)

Stage TV Growth involving one or both ovaries
with dstant metastases outside the peritoneat
cavity

Special category Unexplored cases which are
thought to be ovarian carcipoma (surgery
exploranve or therapeubc, not having been
performed)

Note The presence of acites does not influence
the staging for stages I, I and IV

Since the ascitic flukd, if present, 23 a rule hag
not been histo.opically investigated, stage Ic had
1w & doreprdad Ao sner the series enn

Acta Obsict Gynee Scand 49 (1970)

sists of sargwcally treated cases, and panents wih
distant are seldom op upon, the
number of cases of stage IV 15 xmall, and the
special category i not represented at all.

MATERIAL

The setes conssts of 239 pationts whh ovaritn cystadenr

treated fn D 1 and 1T of Grawer-
logy and Obstetric, Helsinki Unnersity Central Hoqind,
during 1he period 19431960, Of the tamours, 11} were

The abore mentioned figures incinde $ bocdertne caxs,
modnom. During the period uoder review a tonl of

mens were imestipated by the xame pathologist (Profemer
C. on Numers M.D). The age distribotion of the xerict
is shown ja Fig. 1

\famapement Duting & period a3 Joog ay that covered
by the present stmdy methods of treatment abways chamge
to soent extent. However (hroughont thiy teme the sxme
min priciple wn applied: 11 ndial smpery o v
sible, followed by rafotherapy Stoace the use of Cyteto™e
drps was pot sdopted In our hopital untll 19%9 sk
therapy a5 an adjunct to srgical tratment was ghen b
oaly 20 of the present caven

The opetationms most frequently performed was total of

In ™7 cases caly explorriory laparotomy could be per
formed.

In the manority of the prewem cxex, posopenane
\rxy therapy was phen wing fiwd fiekds or peodakm
14 petienes reoened bradbton b

RESULTS

The distribution of the tumours by clinical stage
of extennion and the survival rates are shown in
Table T When the whole seres it considered,
borderhine tumours incloded, 167 patients (58%)
belong to the group with stage L

The serous type of carcrnoma s more frequent
in this group (9- cases) than the pscudomucinous
fype (75 cases) The patients with carcinoma of
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Preadorancinom cystadons-
Sarow cysiadeecatinomes acciacwet Woth together
e
Alres shwr Abrvs wftar Alrrs afier
tree youu fres yours frw yours
Sap No - Mo, - No = Ko k3 Ma. k3 No. *
g = “% » o 3l kad 125 ” ks
tu"h 34 » 1 1 4 0 - » M
Sapd ” = k2 2 n n 3 a 167 2 130 mn
T 11 3 y W S 1 2 L] 4
Sape 112 n n » ] 3 L] » 16
an U -3 " 16 “ u 11 4 3 n n » B
e 111 o M 14 n 1 7 2 1 n n 1% n
ap TV 3 kY - ° - - - -~ 3 1 - °
Toul LT I ] 513 1% e 6 514 W 10 1 ST4
sape 111 2o twke 2 numeroos ae thow trtaed  of e preodomnemo s, With reard to
for carcinoma of stage 11 (24% and 13% respec M, DO tetically ifs
vely)

Of the wholt xeries, 166 patients (57 4%) wers
alrre atiet five yoan. Fig. 2 shows the qurrml
curvey for the two types of o

wxs found between the wmilatera] and hilstersd
cses,

1n 167 cases of stagn 1 the yomonT was adherent

wparately and unhed Althongh the corves seem
0 adcaie that the survival thoe of patients with
cstnoma & thorer tho @t
ference betwren the fire yoar sorvival rates i pot
suistically sgnibom. I ppean, mortover from
o curves that mortallty w highest wiiun e
i3t Two years i both the werous and the peendo-
mocnowt groap  After tha, the sarvival cloves
drop mors alowty
The wnohement of both ovaties wi rveorded
caly a stage [, Le. b0 37% of the seron and 11%

1o the thsuer. Of these patients 41
(T2%) were alivs afier five yean, Among those
110 patienty whose tymaonmy were not adbereat,
the cocreapondmy figures were 39 and 1% The

Dot Imificant, bt

appear b Tablg IL It may be seen thas, of 41
Prdents with tumonn of the acrom type oy one
Ged within firy yeary, the five-veas survival rase
being 58% The progoos of the pstudomocmous

LT R T

AW Ohutrt Grmas Zeamd 49 (1979)
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Fig 1 Age gronping of 183 scrom and 106 pecndo-
mucinons cystadenocarcinomis.

s

Stage 1 Growth limited to the ovanes.

Ia QGrowth limited 1o one ovary” no ascites.

& Growth limied to both ovaries no ascites.

Ic Growth limited to one or both ovanes,
ascites present with malignant cell in the
fluid

Stage 11 Growth involving one or both ovaries
with pelvic extenmon

Ila Extension and metastases to the uterus
and tubes only
II 4 Extension to other pelvic tissues,

Stage 111 Growth Involving one or both ovaries
with widespreod intrapentoncal metastnses to
the abdomen (the omentum, the small intes-
tne and its mectentery)

Stage IV Growth involving one or both ovaries
with distapt metastases outside the peritoneal
cavity

Special category  Unexplored cases which are
thought to be ovarian carapoma (surgery
explomtive or therapeutic not having been
performed)

Note The presence of axcites does not influence
the staging for stages II Il and IV

Since the ascitic fluld, if present, a3 a rule had
pot been huto.ogically investigated, stage 1c had
to be disregarded. Moreover since the series con-

Acta Obstet Gymer Scand 43 (1970)

sists of surgically treated cases, and Pahenty sib
distant are zeldom upon, te
number of cases of ttage IV i3 small, and the
special category is not represented at all,

MATERIAL
Thun-mcondsnoruvmckuu-hhomhnma&»

H:.-h.lnu
during the pertlod 1944-1960. Of the tumonr, 183 e
scrous and 106 prendomacinous. Mixed fornm were char
ding to the dosmt

620 patients with malgmnt ovarlan tumours were tredied
in our hospital. The cystadenocarcinomes comtimte 46 6%
of all ovarian primary malignancies. In all { the prom
289 cases laparotomy was performed, and speamens for
hitomathological Investigation were obtained. All ged-

ment were L by the samo pethologist (Profctor
C. von Numers M.D) The age distribution of the seties
I shown In Fig. 1

AManagemens During & perod a3 long 23 that covered
by the present study methods of treatment aheays chwge
10 soum cxient. However throoghout this thme the sim

In 77 cases only explorstory laperotomy coukd be Pt
formed
In the marjority of the present caser, Postorerdihe
A-ray therapy was given uing fhrd flelds ar pendolkm
therapy A tolal of Ilpulh]nrrtdndlrncﬁzlbn-f-ﬂ
some casey the teatment was given preoperntirely O
porpose bemg, 83 rule 1 reoder  widespresd temanT
mnbh.ln“umnp‘mlndhmmm:ulhrﬂ

rhhﬂpr: or postoperatively and In 27 eaxs ntor
with old (An™) 8

adrminksred.

RESULTS

The dutribution of the tumours by clinical stags
of extension and the survival rates are shown in
Table 1 When the whole series fs conmdered,
borderline tumours Included, 167 patents (58%)
belong to the group with stage I

The serous type of carcinoma i more frequent
1n this group (92 caset) than the psewdomucinous
type (75 cases) The patients with carcinoma of



mt,pxlxﬁvmmwmhmpmnnn
an;ulLThh-:aﬂmlnrﬂauthuwbmwd—
poma begin ¥ speesd octalde the ovaties, it very
npmynm-hintod::pdvbmdrunhuhm
the abdominal cavity The wme sppears from a
Andy reecntly published by Monoell (1968) On
the basts of the present werics bt woold scem that
crum:ﬁndemardmwrnﬁmnﬁ&y
1t the abdomen than the pacodomucinons type.
Allan & Hentlg (1949), bowerer umved at v
contrary resalt.

When the whole scriex b coosidered, the five-
year sarvival rais B ST4% §f tho borderfine

regarding the ociga of u carclpoma, the lhter
wnt regarded ac belonging w0 (e group of -
flerentiated curcinoenn, the progoors of which
B rumifesty poorer than that of craadenocarc
norass (Randall, 1945 Loog ot al. 196™).

From the tendpoint of progocehs, in tho proct
study no spmflast difference wes observed bo-
tween the werow ind preadomncinons catcinomat.

The o of am oo

urtinomas. The camm of thh stems ¢0 be that
the w7is tuvs besu short Momnell & Tuylor
€1949) found 1hat comam testologhcal types (muct

TTHAEDOCArCMOmA

) progoosh than fhe picudoamaco type.
Ln the stries of van Orden v v (1966) oo appre
"“""M"'Whumk
tween thets two hntological typen

Whea the both typts of carcinoma wers con-
sdeted wparately and joislly mortally was fonnd
¥ by bithedt wubm the it tee yess This b
comwinl with the Teport of Mounnell & Taykr
(199) mecordimg ®0 whech 60% of the dest
ocrurmed wilua the few oto snd & hall
aficr whch the survivl dropred more 7 ;
Al (e of earchaoma. oty
™ of tserom borderline tumoans

Smmdmho!qmdemdw 5

proved 10 bo yety fxrounable: of 41 patieaty with
mour-ofﬂ‘:ytypu.wmuhedmﬂvc
ygn.'rhhcormbcnmth:ruﬂulnpfcvkm
fovestipations (Purols, 1963 Lauren #t al, 1968).
On the other hand, the prognosh of peendo-
macinons bordtiloe trnouTs seemed o bo wome-
what poorer

According 0 data collected from the Gterarare
by Parola, both ovanes are hvolved in 37-74%
of casesr of serous cystadenocarchnoma In e
pmdomud.mtypn.ll—”% of the cases are
bilateral, according to Miller (1937). It shocid
e borne in mind, howerer that all exses of card-
poma o which the growth s mantve and wide-
spread throughout the entite peivic ares are chs-
sified s bilateral, altbough it b pot at all certaln
that such tumeun wrote {rom both o, I, o
the present serles, ocly mmours of stage I are
taken ioto account, 37% of serovs and 11% of

conradictory

& Pehrman, 1954 Randall, 195%) have steted
that the prognoshs of x bllateral carcinoma b
poorer Kerr & Eldoy (1951) and Plast et ol
(1962), howaver advocated the view that fovobre
ment of both ovaries docs not kmpair the progno-
s, It the clinical degres of extemalon Bt taken
into sceount. Munndd & Taylor (1949) sad Jarert
& Ruxcon (1937) wers sble to thow that G
progoosts wes more favourable in blateral than
3o mlsteral cesos. The latter wrien did not com-
meat o this, but Munoel & Taylor offered two
poselbla explenations. thhy paradonial remit can
be due either 10 a suthical scckdent or to the
fact that fo meny ceses of unilateral

only uailateral aophorectony b performed.

As reqards the resits obtalned with the varlous
methods of treatment, raBotherspy did not secem
t0 be of bepefk in carcinoma confined to fhe
ovirida (stapa La 18d 1b). This b bn agroement
‘ih\htmh:u‘(llmmn&‘rw“mm
anthors stated, morvover that
wmhmhhmmm
& low depres of mafigrancy and that i patents
whth Hmked fumonns of Ligher degroes of mafiy.
DAy hmamwhmk‘
©cept, perhaps, o A pallfative mesre On the

P
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Table 1L, Srage and surcival rates for 41 serous and
18 psevd borderline cyvtad

)mt\mongthcnmmnrmtbcmm
Whohadlaltrbcentub)cctrdloﬂdiu.lmm
Tberummnzt‘nhndmcmrdmﬁmhmp;

Alny Alne
No o aherT e Nooo!  aMer frow

Stage pathnrs  yeary matients  yers
Suge le PR 2 14 1
Stage I3 1 12 3 1
Snge § s » 17 n
Sage i« 1 1 —
Stape 116 - - — _—
Stage I1 3 3 - —
Sage I 3 3 1 1
Stage N —_ —_ —_ _
Total 4 40 13 14

borderline turours was poorer 4 patients out of
18 died within five years, the five year surmval
rate bewng 78°

As mentroned previowsly subtotal hysterectomy
with removal of both adnexa (“radical surpeny™)
and supplementary radiotherapy was the metbod
of treatment most frequently used m the present
series. It was camned out In 139 cases (Table 1IN
The five-year survival rate 1n this group s 59
Radical surgeny 2lone was performed on 40 pa-
tents, 31 of whon (78 ) suraved five years
On companng the group with stspe I tomours
treated by radical surpery plis radiotherapy and
the group treated by radical surgery alome 1t is
striking that the five-year survival mate 15 74
in the former and 9. in the Jatter

It appeans, in addison, from Table TII that the
fiveyear survival rate in the group of 59 pauents
treated by consenvatree surgeny plus rrdiotherapy
15 54 while the comespondmg fipme for the
group treated by copservative surpery aloac is
78  If only cases 1o stage I are considered, the
fine year survival rate is 72* for the patients who
recenved the combined treatment. while of 1bose
treated by conservative surgery alone, 84 sur
wed five vears

Exploratory laparotomy was performed on a
total of 27 panentr. Radical murgery was later
carried out i 2 of these cases, and comservaing
surgery 1n 2 cases. Before the second operation,
all these panents teccived radiotherapy In this
group of 27 only 4 (15%) were alive after five

Acsa O stet Gynec Scand 49 (1570)

Radioactive gold (Au™) was administered post
operatrvely to 27 patents, 8 of whom (30%) were
alrve after five years. The distribution of the cases
thus treated 15 as follows Stage T 10 cases (4
five-year survivors) stage 1L, 2 cases (1 fiverear
survivor)” stage I, 15 cases (3 five-year sy
vany) In the cases with tumonrs of stage 1, radio-
actre gold was admmustered because of the pres
ence of ascites or ropture of the tamour

DISCUSSION

With regard to the age dstribunon. the present
serres doss pot duffer apprecably from those prev
oty pubinbed (von Numers, 1934 Vaz & Pan-
kamaa, 1946 Beuson et al, 1953 Purola, 1963
It contans no cases under 20 but 1t shodd. per
haps, be mentioned that children are not treatsd
1 our hospital. However the serzes of ovanm
tumnours m children collected by Lindfors (1969
10 be publshed) from both Finland and Sweden
contans no cate of cystadenocarcinoma,

The maporny of patients were 10 stype J abem
treatment was instituted. At the mitivtion of treat

Tabke L Fire-vear sertiral and nype of treatment
“Radial surpery ™ ~total or sobtoal hyterecremn with re-
maval of both adoewr. Comervathe sTopor¥ = exnTinon of
tumotr

Therapy

Radxcal surpery
=Xy
Radical eerpery
Radxca) surpmy
~Xray
Radial sopery I
ConstTraty Sogery
—arwy
Conurvanve sarpeny
ConstraLye surrety
~X-ray
CoaseTvatne sorgery I

-3 88 5%
Y de er ug

La

Sorpery
—\-nay
Surprry
Surpery
~Xeray
Sargery t

g
4



ment, e more often in stage 1T than
hmummmwhﬂammtwmnmd-
noma begine to tpeead ontside the ovazics, # very
r:y-kﬂy:nmdilnmlhpdrhlnd(mﬁ:rhna
he abdominal cavity The ama eppant from a
amdy recently pobfiabed by Muoecll (1968). On
the basis of the presest ectics it would scem that
mcym&m:dnmvudﬂmnﬁd&y
to the ahdomen fhan the pecodomucinons type.
Allan & Hertly (1949), bowover arived at a
contrary resoit.

When the whole serics b copuidered, the five-
year murvinal rate B 57.4% If the borderflne
tomours arp omitied, ouly troe carcinomus being
taken im0 acooant, the five-yoar Survival rate b
49% This figre 1s strikingly high s compared
with the resstts of treatment rvported in most
studees 00 Oovstian carcinoma. Tho explanstion i
that ooty tumours definitety thowing the eirocture
of cysadenocartinoma brve been locioded in the
prevent serier Where thers was some I’

Stape and proguotls of cysadtnocarcinomas 53

proved to be favoanabie: of 41 pabents with
mmnof;yqpa,wmnuw-fmﬁm
yan.'rhhmrmbofutsm:rmﬂnh\wm
fovetigations (Porola, 1963 Lagren et al, 1968).
On the otber hand, the prognosh of prendo-
rmochom borderiine tumonrs semed to bo same-
‘what poorer

According to dats coliected from the Teratore
by Purola, both ovariks ere lovotved in 37-74%
ol cses of serom cystedenocarcinoma. In the
eendoqmelnom type, 11-39% of tho casey are
bilateral, according to Miler (1937) It should
be borne In mind, bowever fhat all ceses of card-
poma in which the growth {3 memive and wide-
spread throughoat the entire pefvic area are dlas-
alfied 1 bilasenl, althoogh 1t & not «t all certain
that soch tmours arose from both ovares. If, In
the present stries, ooly tomours of stage 1 are
taken Into account, 37% of serom and 11% of

regerding 1ho orighn of » Carcinoma, the latter

n mamfestly poorer than that of cystadenocard.

the wries have been short. Maomnell & Taylor
(1949) foand that certsin hestological types (ot
o, fave  mo ._

thax odur 1 Kjellgren (1967) ad
cyudadenocarcinoma haxs

Monnell (1968, serom
A POOCEr prognosa than the trpe.
Ln the sercy of van Orden et al. (1966) no appre~
cusble diflerence was observed in this be
tween these tno hestologcal typex. Pec
Whea the both types of carcmoma were con
wlered sraucly axd ol sorialty was fouad
® be tughest wthin the Lm0 years. Thes i
conuvent with the report

2

|3
!
]
o
a
¥

the deathy
occurred within the first one and  jalf
afieT which the mavnal ,mhl,
3 npe of arcoom. v owty

&f
ference between stage 1a and sage 15 The data
anilsbic fn the Hi¥matore concerning the cffect of
tvolvement of both ovarkes on the prognosh are
contradfictory Many anthors (Hebel, 1946 Fearse
& Puimman, 1954 Randall, 1955) have sated
that the prognosis of  bllateral carchioma b
poorer Kerr & Elims (1931) and Platt et al
(1962), however adwocated the view that torvobee-
ment of both ovaries does pot mpair the pogno-
33, H the clinical depree Of exkasion b taken
tnto scoount. Munoel & Taylor (1949) and Javert
& Rmcoe (1933) were able 1o show thay the
Prognoss was more frvomrabls bn bilasenal than
m wmiareral ceses The latter writery did not com-
et on this bot Mumnedl & Taylor offered two

oraries (stagex 1 and 15). Thh ks in
it the reeatts of Mounell & Tulor (1945). Thow
wobory eixted, mOTEOYEr that radiott

Acta et Qe 3camd 43 (1379)
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Table IL Stage and surrical rates for 41 serous and

18 & borderline c
Prendomucinous
Seroms borderline  bordertme
Alhe Alive

No of afterfive No of  after tree
Btage paticats  years patients  yeary
Stags I 23 n 14 n
Stage 15 12 12 3 1
Stage I s M 17 &)
Stags 11 1 1 — —_
Stage I1H 2 2 — —
Stage 11 3 3 —_ —_
Stage 111 3 3 1 1
Stage IV — — —_ —
Total 41 40 13 14

borderlme tumours was poorer 4 patients out of
18 died within five years, the five-year survival
rate belng 78%

Ay mentioned previowsly subtotal hysterectomy
with removal of both adnexa (“radical surgery™)
and supplementary radiothernpy was the method
of treatment most frequently used In the present
series. It was carried out 1 139 cases (Table ITD
The five year survival rate in this group s 59%
Radical surgery alone was performed on 40 pa-
tents, 31 of whom (78%) survived five years
On companng the group with stage I tumours
treated by radical surgery plus radiotherapy and
the group treated by rudical surgery alone, ft fs
strikung that the five year survival rate m 74%
in the former and 92% in the latter

It appears, in addition, from Tabie III that the
five year survival rate m the group of 59 patients
treated by conservative surgery phn radiotherapy
13 54% while the corresponding figure for the
group treated by conservative surgery alone 1s
78% If only cases in stage I are considercd, the
five-year survival rate i 72% for the paticns who
recerved the combined treatment, while of thoss
treated by comservative surgery akone, 84 o aur
vived fivo years.

Exploratory laparotomy was performed on a
total of 27 patients. Radical surgery was laer
cartied out in 2 of these cases, and comscrvative
surgery in 2 casea Before the second operation,
all these patients received radhotherapy In thes
group of 27 oaly 4 (15%) wers alivo after five

Acts Obstet Gy mec Scand 49 (1970)

years. Among the survivons were the two patients
who had later been subjected to radscal surgery
Thertmlmmgtwohadrccavedndm.hq-;w

Rad}oacﬁvvgnld(AuU’)wuldmhlnuch
operatively to 27 patients, 8 of whom (30%) were
alive after five years. The distributicn of the coses
thus treated is as follows: Stage I, 10 casey (4
five year survivon) stage I, 2 cases (1 fiveyear
sarvivor) stage I, 15 cases (3 five-year smi
von) In the cases with tumours of stage [, radio-
active gold was administered becawse of the pres-
ence of ascrtes or rupture of the tumour

DISCUSSION

With regard to the age distribution, the present
senes does not differ apprecuably from those prev
1osly publshed (von Numers, 1934 Vany & Par-
kamaa, 1946 Benson et al, 1953 Puroly, 1963}
It contains no cases under 20 but 1t should, per
haps, be mentioned that children are pot treated
In our bospital However the series of ovaman
tamours 1n children collected by Lindfory (1969
to be published) from both Finland and Sweden
contains po case of cystadepocarcinoma.

The majorlty of patients were 1n stage J when
treatment was imtituted. At the inrtiation of treat

Table II1. Fire-vear surriral and type of treviment
“Radical surgery” =total 0 sulxotal bysterectomy with =
moral [ both adnexe. Comervatn  sargery = cxtipation of
tumonr

Fhe-year

Therapy Sags Number sorimat rate
Radical surgery

+ X-ray 13% 5
Radscal surgery Imw 40 n
Radical suegery

+Xeray » 7
Radical surpery 1 30 ”?

Conscreathe surpery
+X-ray

Conservatn  surgery

Conservatne surpy

+X-rmy
Comervative sorpery 1 pil
Surpery
S+ Xeay 198 57
Sargery HY o "
X 115 74




mt_yaﬂmummmhmpmm
hmpmmwmmm'ww&
nmhﬂmw-pndmﬁdcmmhm
rl?U‘thtmdllnln!hepd\rhmdfnr\hcrhﬂD
the sbdominal cavity The wamo appean from 3
Mymnypﬁudrdhyllunndl(l%l)-m
the bash of the present scries 1t would seem that
mqmmmvahmnpkny
tnto the abdomen than the prcudoaicinom type.
Alan & Henigp (1949), bowerer wrhved at &
contrary rewh.

When the whole scries B comidered, the five-
year sorvival e B S74% 1f the borderiloe
tmoun are omitted, only troe carcinomas being
taken o sccount, the fiveyear sorvival nate b
49% Tt figure b urlkiogly high . comgrared
with the resulh of treatment reporied o moenst
fudkes on ovarkm carclnoma. Tho explanation b
that only tumouns definticly thowing the structore
of eystadenocarcinoma have been Inctuded in the
present series. Whers thert was some uncertainty
regardmg the ordgin of 3 carcinoma, the hatier
wu regrded w belooging o the group of oo
differentutad careinoaas, the prognoks of which
a manifestly poorer than that of cystadencearch
nomxy (Ranchil, 1955 Long e al., 1967).

carcinoma. The came of this seerms 10 be that
the scties have bren short Muane]l & Taylor
{1949) formd that centain hastol types
bodx, grenaloss) have a mote fxvomrsble progoss
i oben. Accordimg (0 Kiellgren (1967) and
Mmnell (1968), scrom cntadenocarcinoma bat
F progaoen thaa the pecadormrucinon type.
T the seney of van Orden et al, (1966) no appre
‘“&“"m"wmmmb‘
fweet these two brstological types,
et the both fypes of carcinoota were coo-
wpaniely and jorotly mortality was found
o b hughest withi e fint two yuan Tha @
comrdent with the report af Mool & Tayioc
0949 acrordmg 10 which 60% of (o dexths

smcmdpmgnad.lofqmdemﬂw 3

Mmkm(mﬂco{llpﬁmﬂm
wmours of this type, 40 wers altve after five
mmmmmnhpm
fnvestipations (Purola, 1963 Lauren et al, 1968).
On the otber band, the prognoals of pacado-
mncinons borderiine tumours seemed 1o bo some

what poorer
According #0 data collected from the ltermtuore
bme'dl.bothmrhuulnvdﬂth»ﬂ%

of costs of serom cystadenocarclooma. In the
p-mdanmdmmtrpc.!l—”%o(dnmm
blatenal, sccording o Miler (1937k R should
be borbe in mind, howerer that all cases of carch-
noma In which he growth b mauive and wide
wpread thronghoot the entire peivic area are dm-
Afed w3 bllateral, altbough 2t b Dot & ali coraim
that mach tumoun srow from both oanes I,
the present seried, ooly tumours of siage 1 are
taken into scoount, 37% of serouns and 11% of

jovolvement of both ovarlet on the prognosh are
cootoadickory  Mamy aathors (Helael, 1946 Pearm
& Pebrman, 1954 Randall, 1955) have stxted
hat the progooh of a bistend exrchooma
poores Kerr & Flkim (1951) and Plan et al
{1962, bowever dvocated the view 1hat tnvobve
faent of both ovaries does pot impair the progno
sy, if tho clinical degres of extemaion b taker
o eccount. Mrmiodl & Taylor (1948) and Faver
& Reacoo (1953) were able to whow that tin
progoots was more favourable in bilateral thee
in unflateral cases. The Latter writers dad not com
ment on thh, bet Mumoell & Taylor offered tw
posidle explasationy: this parsdovieal rewlt coxc
be doe either 30 & sitistical accident or to the

ovancs (stager 1€ end 14) This & fn agreemen

with the resatts of Monnell & Tuylor (1939). Thes
boat elated, moteower that ough

mwkmhh‘ﬂiﬂ&mhm.m
fow degree of maligrancy and that bn putlent

bt moues of higher degrees of roaly

oancy the alve of dotherapy b

except, perhaps, s & palliative mqwonu,
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Table 11 Stage and surciral rates for 41 serous and
18 pseudomucinons borderline cystadenomas

Scrous borderllne  borderiine
Alive Alrve

No of afterfne No of  after five
Stage patients  years patients  years
Stage 1 pa] n 4 12
Stage Ib 12 12 3 1
Stage ] s M 17 n
Sage Il 1 1 —_ -~
Stage 114 2 2 — -
Stage 11 3 3 —_ -~
Stago 111 3 3 1 1
Stage 1V — — — -
Tomnl 41 40 13 4

borderline tumours was poorer 4 patients out of
18 died within five years, the five-year survival
rate being 78

years. Among the survivors were the two patenn
who had later been subjected to rdical smpery
The remaining two had recerved radiotherapy

Radioactive gold (Au™) was administered post
operatively to 27 patlents, 8 of whom (30%) were
alive after five years. The distribution of the cases
thus treated 11 as follows. Stage I, 10 cass (4
five year survivon) stage 11, 2 cases (I fiveyer
survivor) stage IIL, 15 cases (3 five-year smi
vors) In the cases with tumours of stage I, radio-
active gold was admimstered becawsz of the peer-
ence of ascites or rupture of the tumour

DISCUSSION

With regard to the ape dmtribution, tho present
serles does not differ appreciably from those prey
1ously published (von Numers, 1934 Vara & Pan-
kaman, 1946 Benson et al 1953 Purcla, 1963}
It contaims no cases under 20 but it should, per
haps, be mentioned that children are not treated
in our hospital However the series of ovanam

As mentioned previously Y y
with removal of both adnexa (“radical surgery™
and supplementary radiotherapy was the method
of treatment most frequently used in the present
serics, It was carned out in 139 caves (Table 1IN
The five year survival rate in this group s 59%
Radical surgery alone was performed on 40 pa-
tents, 31 of whom (78° ) survived five years.
On comparing the group with stage 1 tumours
treated by radkcal surgery plus radiotherapy and
the group treated by radical surgery alone, it »
striling that the five year survival rate Is 74%
in the former and 92% in the latter

It appears, in addition, from Table III that the
five-year survival rate in the group of 59 patients
treated by conservative surgery plus rudiotherpy
is 54 5 whil the corresponding figure for the
group treated by conservative surgery alone »
78% 1f only cases in stage I are considered, the
five year survival rato i 72% for the patients who
recerved the combined treatment, while of those
treated by conservative surgery alone 84% axr
vived five years.

Exploratory laparotomy was performaed on a
total of 27 patients. Radical surgery was later
carried out in 2 of these cascs, and conservative
surgery in 2 cases. Before the sccond operaton,
all these patlents received mdiotherapy In this
group of 27 onfy 4 (I5%) were ative after five

A Obstet Gynee Scand 49 (1970)

in d by Lindfors (1969
to be published) from both Finland and Sweden
contains po caso of cystadenocarcmoma.

The majority of patients wero in stage | when
treatment was instituted, At the iniation of treat

Table TIT Fire-year swrtival and tpe of freatment
Radical surgery =total or subtotal hysterectoay with re
moval of both adaew Conscrvative surgery = extrpation of
tomonr

113

I3




fment, patieats were wore often tn stage Tl than
hmummwmm""m‘wd—
poma 10 spread outdde the ovanes, K very
nugidly extends buto the pelvia wad furder o
tho sbdorminal exvity The mame sppan from 2
sty mecentty publshed by Munneil (1568). On
he baris of the present serics 1t woold scem that
scrous cystadenocarcinoma gpready more Tapkdly
mto the abdoeen than te ype.
Alan & Hertig (1949), bosever amived st @
contrary Tesult.

When the whole scrier b coasldercd, the five
year wurvival mate b 57.4% 1f the borderfine
tamotry are omitted, only troc carcinomes being
takem into sccoun, the fhe year rurvival Tate B
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red 10 be very favourables of 41 paticats with
tomours of this type, 40 wero alve afier five
mmmmmbm
mreestigations (Purcle, 1963 Laoren et al., 1968).
Op the other hand, the prognosty of podo-
mocinous borderime trmoun seemed to be some-
whal poorer

According to duta collected from the literatore
by Parola, both ovanes are Invoived In 37-74%
of cases of serous cystadenocarcipoms. o the
pacodonmcinoas type, 11-39% of the crey are
bfateral, according to Miller (1937) It should
be barne in mind, bowever, that all cases of carcl-
boma In which the growth b masive snd wide
tpread throughout the cutiry peivic srea wro ey
sificd a3 bilawemal, slthough & 1 not at all cetaln
that sach tomouns arom from both ovarlet. If, in
the present series, only tumoas of wagt 1 arc
taken Into acconnt, 37% of seroos and 11% of
tho preudommctaons fumoun wers bilaeral. With

the hwtologieal type and the prognoshs of ovarian
carcnomat, The came of this sceoys to be tat
the wery bave been short, Monnefl & Taylor
{1949) found that certam histological types (mock-
DO, gravulonk} bave e more fxvourabie prognomis
than ofeny. Accordmg © hidgren (1967) and
Monacll (1965), wrow cyitadenocarcinoma has
PoOFET progrout then the upe.
In the series of van Orden et al (1966) no sppre-
mbhd:(lmmchtnulhthbmbc
ween these two nstodogical rpper
When the both types of arascss wers cos-
wdered separately and Joustly mortality was found
© be ghest withm the fim two yearw This b
cm-mwuhlh:n-pmo{llmﬂLTw
(1549) aceordeng 0 wbich 60% of the deatin
e:whﬂm‘:m-fknoumdlhﬂlm
et il mors
i dropped Mowly in
The progoown of scrom borderling tomouwrs

repard to there was oo &
ference between sage 1o and stage 15 The data
svaiiabls in tho literatore concerning the effect of
javolrement of both ovasies on the progooshy are
cootradiciory Many anthors (Hebel, 1946 Pearse
& Pehyman, 1954 Randall, 1955) have stated
that the prognosis of s bllmeral curcinoma h
poorer Kerr & Elkies (1951) and Plait et ol
(1962), however advocased the view that fovohe
ment of both ovaries does not Immir the progno-
us, i the clinical degree of extpmsion I taken
fnoto aecount. Moemel & Taylor (1949) and Javert
& Reacvw (1953) ware sbic to show that ibe
progoosis was more favoursble in bilateral tham
in unllateral casex. The halter writers did not coon-
ment on thh, bot Menoell & Taylor offered two

mrh(mgulawdlb).‘rhhhhtm
with the resutts of Mummell & Tuylor (1945 Thewa
authors stated, moreover that radiotherapy ought
umkmmhmmhm‘w
-bv&cpnolmhpnncymdminp-ﬂnm
with Bmited temooty ¢mmu¢mnf
mancy mnvduuo(ndolhu-.pthum:hmbk.
mwﬁmn-pﬂhﬁum%&n
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basis of a Jater senes, Munnell (1968) states that
irradiation 1 requured when a carcinoma has
eatended outside the ovarres and in these cases
of stages I and II in which the histological struc
ture of the tumour shows a low degree of differen-
tuation. In the present senes, surpical treatment
alommemcdzo)xldbcncrmxﬂhth.mnngcr}
plus uradiation (Table 11 This obtams to both
radcal and conservative surpery The result was
the same when the comparison was performed by
stages, Le. by companng all stages together and
by distingusshing stage 1 It should be borne 1n
mind, however that the zame stage jocludes a
number of more “favourable” cases, In which
radiotherapy & more likely 1o be abandoned. In
other words, the group of patients treated by
surgery alone includes a relatively greater number
of “favourable™ cases, which may influence the
end result.

Opimtons differ concerning the jushficaton for
postoperative radwotherapy  but the majority of
authors regard this as an indispensable adjunct to
surgreal Some iga however
consider the valoe of irradiation as open to ques-
tion (Saxén et al, 1963). Latour & Davis (1957)
were even abk to show that the results in groups
treated both surgically and by irmadiatron were
poorer than the results obtamed by sorgical treat
ment alone, The present resufts seem to justify the
conclusion that postoperative radwtherapy b not
required in stage L o any event If a carcinoma
has spread oufside the ovanes, uradiation should
always be connidered if it is uncertain whether
the entire neoplasm hay been successfully removed,
In cascy of widespread malignancy the usefulness
of irradation can hardly be disputed. Preoperative
radiotherapy i indicated at lcast in those cases
m which the carcinoma has extended far into the
pehas, the purpose of the treatment being to re-
duce the amount of tusue to be excised The
same view was put forward by Long et al. (1967)
Local adminstration of radum is wseful in those
cases in which the carcinoma is situated near the
vagmal stump, or has extended into the uterus,
This kind of treatment may be applied cither
pre or postoperatively depending oa the case.
Radwoactrve gold may be of valoe in cases where
there is a suspicion that carcmomatous cells or
have r d m the abdominal

mmuote

cavity
On evaluating the merits of pre and postopera-
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tive radwtherapy it shoold be borne in mmd that
local radium treatment and advanced $UPen cltage
therapy are more cfficent than ordmayy X1ay
treatment. At the time covered by the present
study 20l of the modern inventions in thy fied
were not yet available Advanced ieradiatuon tech-
niques render it possible to e higher duses, and
the modern methods enable preche centermy ca
the affected area even 1n obese patrents (Niemn-
nen & hotsalo 1966) The conclusont drawn, for
mstance from the present study concermmg the
ments of jrradlabon may therefore later prove
wrong.

The wse of cytotorre drups in the treamment of
ovarian cancer cannot be evaluated on the bam
of this study but our experience during the Lt
few years speaks in favour of the view that they
may be hefpful m advanced cases, at keast a3 2
palliative meanure.
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basks of a later serres Munnell (1968) states that
irradiation 15 requured when a carcinoma has
extended outside the ovaries and in these cases
of stages I and IT in which the hutologieal strue
ture of the tumour shows a low degree of differen
tiation. In the present series, surgical treatment
alone seemed to yleld better results than surgery
plus irradiation (Table 1IT) This obtans to both
radical and comervative surgery The result was
the same when the comparison was performed by
stages, Le. by comparing all stages together and
by dstingushing stage L It should be borne in
mind, however that the same stage includes a
number of more “favourable” cases in which
nadiotherapy 13 more likely to be abandoned. In
other words, the group of patients treated by
surgery alone includes a relatively greater number
of “favourable” cases, which may influence the
end result.

Opintons differ concerning the nstficaton for
postoperative radiotherapy but the majonty of
authors regard this as an indbspensable adpnct to
surgical treatment. Some ivestigators, however
comider the value of irradintion us open to ques
tion (Saxén et al 1963) Latour & Davis (1957)
were even able to thow that the results in groups
treated both surgically and by irradution were
poorer than the results obtained by surgical treat
ment alone The present results seem to justify the
concluslon that postoperative radiotherapy iy pot
required in stage I in any event If a carcinoma
has spread outside the ovarles, irrndlation should
always be comudered If it Is uncertan whether
the entire neopl. has been fulty d
In cases of widespread the uscful
of irradiation can hardly be duputed. Preoperative
rediotherapy b5 indicated at least in those cases
in which the carcinoma has extended far Into the
pelvis, the purpose of the trentment beng to re
duce the amount of thsue to be excised. The
same view was put forward by Long et al. (1967)
Local adminktratton of madium Is uscful in those
cases In which the carcinoma is situated near the
vaginal stummp or has extended into the uterus.
Thi kind of treatment may be applied either
pre- or postoperatively depending on the case.
Radioactive gold may be of valoe In cases where
there fs a suspiclon that carcmomatous cells or
minute have Ined 1n the abd {
cavity

On evaluating the merits of pre and postopers-
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trve radiotherapy it should be borne 1n mind that
local radium treatment and advanced

therapy are more effictent than ordinary X.y
treatment, At the time covered by the present
study all of the modern Inventions in this fied
weere not yet avallable. Advanced rrradiation sech-
niques render 1t posuble to use hgher doses, md
the modern methods enable precitc centermy on
the affected area even In obese pabents (Niem+
nen & Kotaalo 1966) The conclusions drawn, for
imstance, from the present study concernmg the
merits of irradiation may therefors ater prove
wrong.

‘The ure of cytotoxie drugs In the treatment of
ovarian cancer cannot be evaluated on the bast
of this study but our expericnce during the last
few years apeaks In favour of the view that they
may be belpful in advanced casey, at least a3 2
pallative measute,
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TREATMENT OF THE UMBILICAL CORD OF THE NEWBORN

L Eck Toterman and S, Autio!

ohserl, M.D), and the Cladren’
the Sate Hocpuel #f Leplend (Hoad H Ne
= Horplial of Layland (oad P AfBked, M.D), Reveiel, Fidand®

embilcal mfecton, we compated three groups
of fafants, born m the wmters of 1964 sad 1965

MATERIAL

b Loreh oo m wmed. La grown 11, Lowmt
e wad, 1ol Gu wabicl sewr wn

M

Cvsbirex Clasc, Unev of Flebuall, Helarakd, Flatyad.
The Thepsais himy mace becn omced wader G xame
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Wadar? shme smimeTL poiyvidon jod 106, d-
drade t 54 porcicats. Leirm, Tarta, Finlod
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STEREOSCOPIC X-RAY IN OBSTETRICS

An Atlas and a Chncal Study
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Formerly Professor of Obstetrics and Gynaecology Umvernity of Copenhagen.
Publisherr Universitetsforiaget i Aarhus, Denmark, 1969

Ttus publication consists of an atlas of obstetnic roentgenology and a book.

THE ATLAS

15 made up of printed reproductions of roentgen {llms taken for stereoscopy Two
matching reproductions printed mde by side form a stercogram. A speaal type of
stereoscopy 1s applied in the study of the stereograms, an optic device being enclosed
Yor Yus purpose. "With the use o} s method a 3-2mensona) image o} the obpect
photographed is obtained, an 1mage which 1s very like that produced in a preasion
stereoscope and of almost natural size. There are 40 obstetric stercograms repre
senting practically all pelvic types and almost all foetal pontions and presentations
met with in clinical work

THE BOOK
contains comments on the stereograms, case abstracts, ducussions of mdividual cases,
2 broad clinical inquiry additional illustrations to be studied together with the
stercograms and two Appendices with special contents,
The atlas and a good deal of the text of the book—in all 120 two—column pages—
are well suited for group teaching of students and pupil midwives. In the more ad
vanced parts of the text technical and scientific topres are dealt with, and the clin-
cal panciples applied by the anthor are set forth and discussed These parts are
mennt for the experienced professional

Prce D Kr 36500 US 849 —
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Moreover Bret e al. (19585 foond a clear simb
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wenght baby groops may be witributed to o Joager
mpmyhhowhlwkh-bnﬁmhmd
Betadine ® treatment of the stump,

Cotumaa 7 gives the sox direibaton of the in-
fected caser. We were susprised 10 pote that the
frequency of wmbilical tnfection wae higher In
gris. We havo 0ot been abls to find & reasonable

of the fact that in group 1 the mte of Infechon
w23 thoro thin twice the re i groups 11 and
1l Sioce po wch differercs was obscrved be-
twren groups 11 and 111 the betey result in thees
groups b probably dne o 1be Beisdine® trest
ment The tnie of tbe rubber rlag dud ot redocs
the frequency of safection. No complicationm due
1o thn treatment occurred, no skin reactions wers
reporird, and tho PRI values deteremined In same
caecs On dhxcharge of the nfant from the hotpital
wery nommmal Hence, Betadimet may safcly be med

racy of infection reporwd (Huotogford et oL,
196) Andcrsen et al, 1963 Henderson et al,

oY dight, masifcun el o an vl
fengin o oemple Gmbical wettog,

As 1 the chow betwoen & cffp soch o Low
i Of wme of the newer oney made of plastic
#nd Onterbnd’s robber trog, we dcfmetely prefer
e rubber tmp It w, as A ne, endly applicd,
aksbough 3 applcation oo & very thck cord mey
be A b of  probler Homever 1 far e we
MM‘“”“"MMWM
on hech the ring couid oot be placed. The rg
™ #ho probably the chapest and the least vaaibla
Grliance svulable foc closing the cord, and In-
mmmmnnmﬂmmm
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wers afnald of the big metal cIip and thought it
would Interfere with the mining of the baby The
Hing A abo very secure, there was no cre of
Late umbilical heernorthage n over 2500 cases.
Ndjnnct;L(lW)mcdnthﬂnm:condu-
siom. These anthon tsed a rubber band whh
which tho stump was tied. They emphbaired
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Table I Three groups of 200 infams listed according to birth-wefght The time of separation of the xmbicd
stump Incidence of clinical umbllical infections in the rarious subgroups o

Average thme Average time of Iocidence  Sex drid-
Methods Distribution of cparation  No.of casea  separation of pmbilical of cord benon e
of acrording to No of of pmbilxcal  of wmhilical  stump in infected Idection  intecwd
treatment  welght () patients  stump infection caxes (day3) ) s (3)
Lovaet s 2500 3 3 ] ki 1
dlip 2301-3000 30 74 3 80 10
3001-3500 76 63 9 13 11
3501- B [} 15 ts 17
Group 1 00 85 n 34 s nns
Lovects =2500 3 5 [ ? ?
dip+ 2501-3000 21 £ 2 30 10
Betadine®  3001-3500 L 6.1 3 77 3
3501- 112 [X] [ 6s 3
Growp I 200 62 11 67 18 an
R bber ~-2500 6 [ 0 1 ?
ring+ 2501-3000 33 53 0 ? ?
Betadine®  3001-3500 60 57 3 66 3
3s01- 101 50 2 62 &
Group 10 200 59 3 64 45 an
All groups  =2500 14 5 0 1 ?
together  2501-3000 133 62 3 2] 60
3001 3500 200 €2 15 79 73
3501- 302 64 bl T 15
Group I+11+ 111 600 (4] 47 78 74 170

premature ward of the Childrens Hospital. The
premature groups were included in the present
series, however became we whhed to find out
wether the prematures had been particularly -
ceptible to umbilical infection.

As 13 seen in column 4 there are only slight
dufferences in the tme of scparation of the um
bllical stump between the different weight groops.
Treatment grouop I has the longest mean time of
separaton, group IIT the shortest. As regards the
dutribution of the individoal tmes of sepanation,
there are no differences between group 1 and
groop II, nor between group II and group IIT
(p<005) On the other hand, there is a highly
significant shift towards shorter fmes in group
111 as compared with group I (p<0001). It may
thercfore be asurmed that the use of Osterlunds
rubber ring m conjunction With painting with Be
tadine® to some extent accelerated the separatfon,
21 compared with those cases in which only a
metal ip was wed.

In almost all treatment and weight groupa there

t:pmuonofthestnmpmayuanyntcp.\rdyh
due to infection (Forsham, 1964)

ﬁem;hcstnleollnfaﬁbnmdam\‘tdh
group 1 in which an aluminmm dip way wed
and po Betadime® painting of the stump ws
performed. When the clip was used 1n conjunc
tion with treatment with Betadine® the ressit
was moch better It was not mprosed when the
clip was replaced by the rubber ring.

When the cases of mmblical mfection were
compam:lwnhtbewbolcmiu,uodiﬂ:mmﬂ
were oberved in the penod of hospitatizaton and
the frequency of vagmal examinatrons in the
mother No correlation was obscrved between um-
bilical infectson and the interval between Iupture
of the membrapcs and delrvery of the child In-
fectons of the mother showed po relatiouship,
either with umbilical mfecton. Previously ZB-
liacs & TBtterman (1953) found a postve correls
tion between urinary infection m the motber and
mfcctions of the newbom. Neither did Jeucarrhea,
a3 recorded in the routme delivery reports, affect
the inadence of flical infe in this series,

hdd:ymtheﬁmeofup:muonoh.be flical
amnpm\hemf:ctcdcnmuoomymedw{zh
lhmeinwhlchnoi.nfecv.bnhmcord:d.anycd
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althongh durmg delivery the umbilical cord and
\wmcomein(odaxcomlctwhhonembﬂ
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COAGULATION AND FIBRINOLYSIS IN RHESUS-IMMUNIZED
MOTHERS AND THEIR FERYTHROBLASTOTIC NEWBORN INFANTS

Wiehy Chr Nielaen

FnthmMWanH(Bcﬂ.h-ﬂmu Ingersin}  Arkar, Deomark

htion in powborm Infants with erythroblastosis,
The raoits of these studies will be reporied in

The individnal frveatipations will be reported in
relation to the thres phases of coaglation.

Firgt phase of coagulation

Pletetets. In 10 erythroblastotic newbom infants
Heyn et al (1952) foond within the firt 6 houry
of birth a plateflet count averaging 240 000 /comm.
Hartmann & al (1955) reparted thrombocyto-
penha in three pewborn iofanty with savere eryth-
toblagtords. The et tme of wmpling ot the
et platelet coamt ate not stated i therr reports,
o In that of Stefanini & Dameshek (19535) who

ﬂ"-'nﬂm penls a1 a common findmy
In stmdy of 325 newbom
hhnuhm;mmanmnmm-

maxrm) 1 well g3 miant s parametens of coaguls
hon and Gshonolyy

PREVIQUS INVESTIGATIONS

The fotlowmg revew of the Bterature will deal,
{27 wy posuble onty with the ressty of anatyses
of Limples aktw from mother asd infant Kt e
o of brrth, In addubn, some stodies described
d:-nmo{cmmm(mmw

d n all cases before ex-
d:-n tranwtmion, bt the cxmel (kme nit sigted—
Huuﬁniu(l%‘r)(mu7swm-w
platelet count (between 100,000 and 140,000/
com) knd 3 7% svere thrombocywopenia (helow
80000, cmm). Similady Ekert & Mathew (1967)
wtadying 17 newbom mianty, fovnd thrombocyto-
penia (beiow 100,000/cmm) (o severs cases, a5
remed on the basks of the billrubin cootent of the
cord. Tho Hamples wers drawn from 2 % 24 bours
before exchange transfusion,

There bave been no reports relatimg 10 the
other factors of Uw flest phate of coagnhtion
factom VID TX, X3 and XI).

Secomd phase of cospulation
n l939“nue(l\.dtmud mﬂdtnhk

bypop
a2 aped JhmuLFmbvrm}hmmﬂ.L
Acte Ot Gymec Scmnd 1911970
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Administration by means of tablets 1s only
one of the reasons why Cyklokapron®isa
better antifibrinolytic agent than Epsikapron®

The administration of Cyklokn
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(1955) found reduced factor II (prothrambin)
factor V (proaccelerin} and factor VII (procon
vertm) m the three erythroblastotie infants men-
tioned above, but here again the tests were made
rather a long tume after birth.

In contradistinctbon Heyn et al. (1952) found
the same prothrombin level in normal and
roblastotic Infants within the fint 6 houny of
birth. The same result was reported by de Bruijne
& v Creveld (1955) as far as factors II and VII
were concemned, while factor V was found to be
greatly reduced i 27 full-term nfants with “hae
molytic disease”™ Thelr analyses wers done on
samples drawn when exchange tramfusion was
being started, but the exact time Jn relatlon to
birth is not stated.

Third phase of coagulation
Fibrinogen Stimulated by a case report by Rice
(1953) on hypofibrmogenaemia in a newborn pre-
mature mfant with erythroblastosis Engursm &
Kager (1961) performed a study of the fibrioogen
content in the plasma within the first 2 hours of
birth in ten erythroblastotic newborn infants. On
camgparison with a group of pormal newbom in
fants they could pot dermonstrate any difference.
It 15 spparent also from their report that the
fibnnogen content was Independent of the haema
tocrit. These rewnlts have been confirmed n a
subsequent study by Ekert & Mathew (1967)
Fibrinolysis Studies of fibrinolytic actinty in
newborn infants with erythroblastosis have not
been reported.

MATERIAL AND METHODS
The present amalyses were based upon blood samples
from the following frre groups,

Groap 1

direet Coombe test aversged 1 36 (mmge 1 11 25
The blood sampls wero drawn within the fimt

pontapcotnly at term In
deliveries, and poerperal perlods were olberwie normal
nbodumabmdmdnmbmmt-mtbm
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Growp 2

Fourteen Rbess D nepatlyo women fn whom Rbexs D
antlbody (in four cases Rhesos C4+D and bn oo o
D+E) lnd been demonsirated, bat of a more marked
degree than In groop 1 The indirect Cooobs wxt
averaged { 240 (mngs 1 1-[ 2046 Vismia K pro
phylazis o3 well a3 blood sampling were as bn grogp L
Labour wma induced, on aversge, 3 weeky beloro e
(eango 14 weeks) s described above. The pregpaecia,

ringe 41-60%), 5o that, mainty becawso of the Grect
Coombs test and the amacmis, o
had to be done in all casey within first 9 bowy

al the mieon bed cxchings
Tt 6 houms. The _ rerege b weight waa 719 §

st
(wlsmmuTwhhme_‘b_‘i“;" .

33y 1 the department.
The folloning two grocge served as controlc
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7 1w 207 16 16 TR 25 15T DI I
o Cu, Taen) m % -0 #% [T -1 N -10 1%
m 15200 e s 13 R 1 7RIS
Prosccrham (%) o 137 -4 %18 -7 12 =10 17
Prevromte 1 1+-m FL ! " N 152
e (i) 3 o 14 14 14 1 o8 10 *17
[T-LI w1 1 140208 1T+ 020 1T 1SN
E ] Tl i I ~10 M
Parml thrombeplesra T3 €531 ] [ I nmn a1
oras (vec) 1) x40 EACIES ) 23 ~18 130
Thtoawom ucss (we) L] 3-10 1 b 7 -2 [ L= )
n s 14 to3 1 126 ~10 10
Firmagen (g per 32 HO-60 40415 1045 513 440-4%
100 ¥ n 8 ™ e PR H -7 1T RETIY)
Hormasocrt () 4 MM w0 3348 © 145 M 3533
n 112 40 =14 24 =7 ¥ 1 4
Untrated bbrm
e, enireeed L] L] o 0 o ° o e e a
piama (g mam) » _o 10 1o -14 +0 7 40 =10 0
Usircatsd (brm plitcy, 37 nm 17 -3 >4 n 1671 093
Lugioloaton (g wm) n LI 4 ¥ =14 1ie 7 +0 =10 133
Hud bhom phears, 0 . o » . ° [ ° ° °
wnrrried plrscae 0 0 1! +0 1“4 40 1 +0 =10 10
o mam)
Hetcdbbma s, 23 070 20 AN 0 (k4 2 2 040
Lugobum (sq ) N it 10 t%0 M 12 ? 198 M+
Plemcogr (rg Cv- 160 126208 1M IB-m 178 1 -2 S TR
Tyrours s wml) n _n 10 B "ooEn 3 £33 -1 -3?-.".

¥ erhmmic cetnge  wmber of esmabons.
Ringe raage of idn chal reviis (x), e 3D aeczwted
Clotlong bt sharier thon 68 so ma Oo paroal
>

Arta Obairt Gpmer Scad 49 (1970)
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Table I Rewuits of coagudation and fibrinolysis stucties in normal and erythroblaxtotic infants

Normal tnfants, Erythroblastotic infants Prematere
dethery at term, tafanty,
Group 4 Group 1 Group 2 Growp 3 Growp §
Range Range Range
Tests, sce Methods fand 3D  fandm et 5D fand e5D fandw ot SD. Faod ::xnn
Platclets (thoutands  371° 250604 352 251486 303 p04s9 163 24279 3 1M
per cu. mm) =20 inz ~10 +67 =18  £104 =7 483 =10 4
Proacerlerin (%) 122 12180 %0 55125 54 6120 &4 4105 92 218
=20 130 =10 21 =15 +17 x=7 420 =10 1
Prothrombin time (sec) 19 13-21 0 -1 19 16-21 19 17 1 -3
=20 09 a=10 +13 =15 +14 =7 +13 =10 1
Pand P (*) %0 62-150 54 n-n 8 LTI ) e M nn
n=20 +21 a=10 19 =15 14 =7 FI4 -10 16
Pl-jmu thromboplastin 92 135 96 s 9 2w 2 w2 1 Lt
e (se<) x=20 +12 Am10 14 -5 t13 =7 4 ~10 %IS
Thrombln time (sec) 14 19 13 9 21 1 921 13 10-3 10 ksl
=0 25 A=10 133 x=15 430 x=7 34 10 123
Flbrinogen (myg per 29 230-343 165~ 45 221 135325 219 10315 264 105
100 i) N="0  t51 ~10  +27 15 57 =7 +% =10 1€
Haematoerit (o) 56 4662 51 a3 a4 4160 3 338 56 14
=20 136 A~10  £39 =13 +66 x=7 165 =10 336
Untreated f brin ) 26-245 2 037 3 084 Al o-31 1 o5
plates, untreated n=20 151 m~=10 432 =15 432 =7  tn -10 2
phsma (sq. mm)
U treated [ brin plates, 283 107-576 189 36-361 168 11-40 110 060 21 M
Euglobubins (39 mm) x=20 1155 a=9  +115 =15 $127 W=7  +106 =10 3104
Heated Iibrm plates,  .$ 449 17 0-36 14 0-25 10 0.3 12 028
untreated playma n=20 +10 ~10  £11 =15 197 x=7 N1 =10 IV
(sq mm)
Heated fbrin plates, 38 254 2 9-23 26 436 21 0-36 27 -
Euglobuhms (3q mm) =20 +82 ~9 453 =15 +86 =7 114 =0 il
Phyminogen (g Co- 61 3104 57 o s 771 2 17 3 114
Tyrosine per ml) =" +19 ~10  tig -15  +14 r=7 +20 =10 *

Sce footnote ta T ble 1

® The platekt count 13 based upen a re-Imestigation of another group of pewborn chadren of. Nuctsen (1969 )

plates (sandard plates) a5 well as on beated fibrin pates,

RESULTS
The results of the studies of coagulation and
fibrinolysis are Lsted in Tables 1 and 1T while
Figs. 1-10 glve the resolts for TAT and recak
cification times.

To elucdate whether a dufference exists be
tween mildly and severely Rhesus-immunized
mothers groups 1 2, and 3 were compared. Thiy
comparison showed no mgnificant differences,
either In the parameters of coagulation or of
fibrinotysis. Morcover the coune of TAT two-

Acta Obstet Gymec Scand 49 (1970)

and three-stage as well as the recalcificatron tun®
were practically wdentical.

Thereafter group 3 (that with the most seven
Rhesus immunization) was compared with groop
4 and § to demonstrate a difference, if any bt
tween Rhesis-immunized mothers on the o
hand and normal mothers delivered at term and
normal hy d d pr iy on the
other The PP in the Rhemus immunized mothert
was lower than in the normal mothers at term
(p<0001) but equal to that in prematurcly delk
vered normat mothers. Apart from this, no signifi-
cant differences were demonstrated, either fn the
parameters of coagulation or of fibrinolysis. There
seems 10 be a tendency to a somewhat more rapid
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Fry ! Twcebophstm sctviion cwre of penpbenl
blood dres  wowsedutiely aher dclwery from 39 poread
womes o Wrm,  — 70 pormal adelt wooms, Tuo-
way: TAT @—9 20 ronmsl womcs, thostips TAT
mmedately aher 0—0 20 wormal wooen,
afur delivery

dcdnery
treestrpe TAT sarcdaicly

course of tbe TAT twostags In scverely Rbesmy-
mmmuntred mothery, bot thiy was sgaife

v

Ny

|

H

33

E 2RI ¥ U ] LR ]

ry 3 Trromboriesils sctvation curve of pripherel
bhrod dnewn.
wih

for ty (001> p>0.001) on comrrhon with not
mad mothery dednered st tom. On comparhon
with the mormal prematurely ddfvared mothers,
oa the other hand, there were po shgmflcant &f
{ rences The content of clot-promoting  com-
pooent in the plauma, jodging by the TAT three-
stage was practicadly identical in all five groups.
fy comparmg groapy 1 2, aad 3 &t ks posuble

1
verrn. thevedtsm TAT twncdaicly afer defivery
3 Terw)

v N

fonts atter with iocrearing severity of the ervthro-
blastosls. In groups 1 and 2 there were po signlfi-
csnt changes, either the parameters of coagulation
of of fibrinotysly, while group 3 showed  marked
decreste in the platelet coont (p< 0001), and at
tho e time the TAT two-stage man a mowo
rapld course, with u shortened + ¢ T, and
recakedfication time, However the chaoges are

Acts Obset Gymee Scomd €9 (1979)
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Table L. Ressdrs of coagulation and fibrinolysis studies in normal and erythroblastotic tnfaxts
Normal infants, Erythroblastotic fafagty Fremann
Aelhery at term, ndamis,
Gronp 4 Group 1 Group 2 Groap 3 Groop S
Range Rangs Range Range
Tests, sce Methods fandx L&D  fandm et 8D fands et 5D faodsm ot SD  Fasd D
Platekets (thowsands  371% 280604 352 251486 305 sauss et P52 B Y ]
per cu. mm) =20 482 =10 167 =15 F14 x=T 493 n=10 4
Proaceeiesin (%) - T T ) 15125 o4 G120 o 418 92 s
»=20 430 x=10 21 R=15  £17 a=7 +20 =10 1
Prothrombin time (sec) 19 18-21 20 H o] 19 16-21 19 17-21 1] 11
=20  tos a=10 113 =15 +14 a7 £13 w10 _M
Pacd P (%) 90 £2-150 34 27-8 53 39-86 L] 2765 4 -1
w=20 21 =10 +19 x-S 114 =T iM =10 16
Partlal thromboplastin - 52 B-135 98 2-tie 53 $2130 12 %0211 1z M
Ume (sec) ne20 £12 =10 14 n=15  +13 a=7 14 a=10 115
Thrombin time (sec) 4 19 n 9-21 13 9-21 15 10-24 10 Hi
a=20 125 a=10 438 x=15 30 »=7 134 a=10 323
Fibrinogen (mg per 239 230-143 09 165-235 221 135325 219 130-313 [akd
100 mp w=20 151 =10 177 acls 37 -7 t® =10 16
Haematoctit (%) 36 4“6 5 455t 4 16 23 4 a8
a=20  £36  a=10 435 =I5 166 -7 163 =10 136
Untreated Iibrin 74 26245 8 087 3 o8 2 o-31 o34
plates, untreated =20 +51 n=10  $32 =15 132 -7 132 -10 22
plasma (3q mm)
Untreated fTbrin plates, 283 107576 189 36361 168 1140 10 0250 211 B
E fobuling (a4 mm) a=%0 135 k=S 115 a=15 127 w=7 1106 =10 16
Heated f bawn plates, 23 e 17 036 " 0-25 1 s 12 83
onueated pistta m=%0 10 =10 41 =15 197 =7 411 a=10 %83
(g mm)
Heated fibeln plates, 38 2384 5.3 2 436 21 0-36 -
E globulos (g mm) =0 182  w=9 +43  aeIS 26  a=7 114 -1 1R
Plasminogen (g Co- 6] 14 87 17-80 ] 27-74 n 31 33 14
Tyroune per ml) w20 119 =10 18 "5 +l4 -7 1 -0 22

Beo footnote to Table L

* The plateiet count 15 based upon a re-n estigation of anather group of newbom chukdren, of Nichen (1969 1

Plates (standard plaiex) as well as on bested fibrin plates,
plasminogen, haematocrit, and platelet counts wers abo
pcr{mdnducrbedprvmn!y(mhrn,l%? )y

RESULTS
The results of the siudles of coagulation and
fibrinolysis are listed in Tables I and II, while
Figs. 1-10 give the results for TAT and recal
cification times.

To clucidate whether a difference exists be-
tween muldly and  severely Rhesusimmunized
mothers groups 1 2, and 3 were compared. This
comparison showed ro significant differences,

and threo-stage as well as the recalcification té

were practically identical
Thereafter group 3 (that with the most scver
Rhesus immumzation) wmcumpa:cdnmﬂw
4 and 5 to demonstrate a dufference, 1f any be
tween Rhemn-immunized motbers on the 00¢
hand and normal mothers delivered at term acd
normal hers delirered p ly on the
other The PP in the Rbesus-mmmumized mothers
wat lower than in the normal mothers at term
(p<0001), buleqm]tuthatinpr:m:mn}ydtu'
vered normal mothers. Apart from this, no signift-
cant differences were demonstrated, citber in the
3 of latlon or of fibripolyss. There

cither n the s of lation or of
fibrinolysis. Moreover the courro of TAT two-

Acts Obstet Gy nec Scand 49 (1570)
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u:ywmmoreobﬂun.md-mmbﬁofnc'
changes: a reduced PP (p<0.001), factor v
(DDI);)O(X)\),Indplﬂdﬂm! {p<0.001)
n‘cﬂundircdf[bmﬁyﬂc-ahhybylﬂ!an

aring methods: mprecipitated  plasma on
sandard plates 05> p>007), bo-electrically
wwbhzkdplammnundx\iplm(001>
,>0ml),m-prtd-phncdplmmh:ntdm:dn
paks (001> p>0.001), and bo-clectrically pre
capuated plasma oo heated fibrin plates (p<
Owl).Th-mo(lhuTATmp}ndho-
mmlmo\'en‘pid,whhllboﬂr.ntdl,(ﬁﬂl>p>
0001) and a tendoocy to shorsened £; T, a0d
recakaficabon time, The course of the TAT three-
mpmmdmhnemdmmlddm

ha o » low bath welght (2830 ) and wers borm,
on & erage 3} wreeks prematurely they wers abso
compared with pormal premature babies (groap 5)
with an averapo birth weight of 2260 g &ad bom
about § weeks before term. This showed the in-
drndaal p of and frbrt
to be in the same range, except for the plhatelet
count which way redoced Ln the ery

o o
- ‘\

Fig 16 Tirosboplast sctivetion curve of venom cord
blood froce 10 prematars knfaots (growp 5. — 10
sormal sduht wooes, tho-sixgs TAT @—8 10 prooecme
felwts, txostsgr TAT O—0 10 prematary fafeuts,
Guresage TAT

d content of clot-px i
compooents in the plasma.

DISCUSSION

mfanty (005> p>0.02) In sdddion the coamse

The results above show that [mmunl s-

of the T. tiorr of pregrant women by Rhewws D antibody
the TAT teo-stage »as comlderably 5o -
1n thess fofants, wth b log of of 1 w.,ul " al parameters

t 005> p>002), Taee O03>p>002) £y,
©03>p>00"), and thon trme {p <

0.001) In accordance with these findnge, the
coune of the TAT threcstape teat indloated 8

may contrfate 10 the reducton in PP (174%)
when compared with normal mothers at term
27%), of. eg Nielsen (1969 d). Since the PP
wat calaudated by tho ald of dikbon curves plot
ted on logurithmic paper the uncertainty ks most
marked at high vales, and thiy too may have
been contnbutory

The content of clot promoting compooents n
the masernal plasma will not bo discumed further
here, a1 the varions theories advanced to explam
thh phenomencn hay been dbscowed i & previ-
ous paper (Niehen, 1965 )

e bormt with exbibed a

of changes In the paramctens of coapula-

toa and fRrinolyin.

First phase of coupuletion. As compared with

only m the severe cases (group 3). Thn resdt
b I agreement with thowe reported in the Iiters

;’“m""'c""k—lnum;
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Fiy 3 Thromboplastin activation curve of peripheral
blood drawn immedistely after delivery from 10 women
a0 a erago of five weels before estimated date of con-
. x—x 10 normal adukt women, two-stage
TAT ®—@ 10 women, twostape TAT hmn:dia!.dy
sfter delivery O—0 10 women, threestage TAT im-
mediately after delivery

not significant, but accordingly the TAT three
stage shows an increased content of clot-promot
1oy components In the plasma, manifested by the
rapid courte of the curve and the short recalafica
tion time

B }

o 2 0 3 [:3 '
Fig 7 Thrombophstin acthation curve of venom cod
blood from 10 mildly erythroblastotic infenty (grom 1
x— 10 pormal sdnlt women, twostage TAT ¢
10 erythroblastotc infants, twostage TAT 0—0 10
erythroblestotic infants, three-stage TAT

ly precipitated plasma on heated fibna plai
(p<0001) There was no change in the TAT
two-atage apart from a slightly reduced 1, 0 05>
p>002) The TAT three-stage ran a somewhat
more rapid course for the erythroblastotic infants,
but the recalcificatron time was of the same Duf-
mmmummmwmﬂwwﬂ‘mmf‘ﬂ“

Comparison of muldly eryth ic pewbom
wmfants (group 1) with normal newborn infants at
term (group 4) showed n significantly redoced
PP (p<0001) ond factor V (0 01>P>0001)
Slmilarly the fibnnolytic actinity was reduced,
but this was significant only for so-clectrical-

- [

-
o 7 g 0 CA: BT S
Fip ¢ Thromboplastin xctivation curve of \vepous cord
blood from 20 pormal knfants x— "0 Dormal sdalt

omen, twostage TAT ®—@ 70 normal fufants, tao-
mnro—-o:onmmnlnmm-ﬂ.mfﬂ
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p was larpely unchanped
" When, thereafter comparing infants with %~
vere erythroblastosis (groups 3) with pormal ne¥
born Infants at term (group 4) the author found
some of the samo changes a3 i group 1 althougd

- [ 11

~

’ ¥ B

8 Thrombopisstin actrvston cury  of veoas cord

b ,muwmmoumkmlmm
Q-
oo 15
15 erythroblssiotic infants, threestage TAT

14 pormal sdull women, twostige TAT:
infants, thoslage TAT O—0



Courulation end fibrinolysds in Rhesadmmmmzzed mothert 67

they wero more cbviom, and & number of new
changew: & redoced PP (p<0001), factor V
©01>p>0001), end placlet count (p<0.001)
a well a3 reduced fiorinolytie activity by ol four
ring methods. wnpreclpitated plauma oa
standard plates (005 > p>0.02), bso-clectrically
precipriated phama on standard plaey 001>
# > 0001), unprecipriaicd plasma on beated fibrn
plates (001> p>0001) and bo-clectrically pre
apliated pleuvma on beated foorin plates (p <
0001). Tha cormse of the TAT two-stage had bo-
come more raphd, with & sbortened 7, (0.01>p>
0001) and a endency 1o shortened t; Ta.,, and
recalafcation tme. The course of the TAT thres-
sage 1o thowed an increawed coment of dot
promotmy componcnts o the plarma
Since the fnfants whh scvers erythroblastosts
ba ¢ u low birth weight (2830 p) and were born,
oa xverage 33 weels prematorely they were aho
compared with normal prematute bables (group 5)
with an & erape birth welght of 2260 g and bom
abont 3 weeks before term This showed the o
devidual of sisthon and fbrhr s
®© b 10 the tme range, evcept for the platelet
count which was reduced i the ey

Je 1

T
Fog 19 Thromboplestin activstios cwrve of wsoms cord
bood from 10 preoesture bnfests (rowp 5) — 10
porreal adolt wonen, thosage TAT €—8 10 preomtans
ixlaots, (wostege TAT] OO 10 prematare hifews,
dhree-mage TAT

d content of dot i
components in the plasma

DISCUSSION

ofats (003 > p> 002 In sddition, the course
of the TAT twostage was coosh

The renilts sobmitied above show that {mrtariza.
Hor /mmvmbmeDwfbody

Y

m thewe infants, with srgif

everts no fnfl upoa the matemal parametery

g of
10055 p>00.) T Q05> p>0.02), 1,
©03 23002}, and i time (p<

of 1 or oot cven in the case
dmmlnhmmintbn(pwpl).mlm&ncym

0001} In eccordance with theve findmgs, the
coure of the TAT threestage test indicated &
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dellvery of Rbesmy mothers
may contrftute 1o the reduction In PP (174%)
when compared with normal mothers at term
QITX), cf. eg. Nichen (1969 d). Since 1he PP
mnhﬂmdbylhnmald&mmunmph
wd on kprithmic paper the tmcertatnty b most
mrud-thiﬂ:nlna.mdu:hmmyhne
been contribotory
mmc(dm-wumdnlcwmln
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ous paper (Nictwen 1969 4)

Nenborms  th erythroblantosis cdiblied o
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tion and fbtinciyil.

Tir phate of coagulation As compared
nocmal newborn nfants e

{groop 3). Thl el
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ture. Attempts have been made to explain ths
decrease 1n platelet count ns a coosequence the
immuaologieal process, as there may be plotelet
ncompatibrliy along with erythrocyte Incompati-
bility esther m the form of speaific platelet ant-
bodies or as a result of the Rhesus D antibody
(Stefanim & Dameshek, 1955 Moulmier 1967
and others).

Eiert & Mathew (1967) os mentioned above
studred the platelet count and fibrinogen content
m ervthroblastotic pewborn infants. Finding a Jow
platelet count but a normal fibrinogen content,
they abandoned the theory that this may be due
to intravascular coagulation caused by thrombo-
Plastin released from the hacmolysed erythrocyles.
Instead, they suggested an pathog
nesis™ as the most likely explanation,

The clot-promoting ability of hacmolysed
erythrocytes was described as earhy as 1954 b)
Quick. The P of the released sub
& phospholipid called erythrocytin has not becn
fully clucidated. This subject has been rewened
by Mey & Hesse (1966)

The present results concerning TAT two- and
three stage show in keeping with the nnm‘-‘d

also be operatnve as the changes found were of
the same magnitude in 2ll three groups of entire
biastotic infants (average bmh weight 3330 4
30%0 g and 2830 g respectively). The explamiy
is possibly to be sought In impamed hepanc fusc
tron m the erythroblastotic mfants, causmg 2 r
duced synthesis and possibly akso & poorer utifin-
tion of vitamin h from the mother Sughtly o
creased intravascular coagulation mav ako be 3
contributory factor

A direct comparison of the present resoits wh
thowe reported I the literature is not powiic.
as the hme and technique of blood samphny art
pot identical Moreover several of the reports an
based upon only one or a few observanom. Ga
the whole, however there seems to be a redoc
ton in the coagulation factors of the second phre
in scvere cascs of erythroblastoss

Third phase of coagulmion Enpurdm & hager
(1961) as well as Etert & Mathew (1967), 2 3+
ready mentioned, have reported that the fibrinegen
content in erythroblastotic mewbom infants 1t @
the same rapge as in pormal newborn mfat.
regardless of the seventy of the drsease. These 1t~
sults accord precisely wath the present oocs. 12
contr Rice (1953) has reported 2 ¢

dreti

studies o erythrocytn, that the clot-p

activity m the plasma of the erythroblastotic in~
fants increases with the severin of the erythro-
blastosls. Regardless of the normal fibnmogen con-
tent it cannot be ruled out that the increased ciot
promoting actvity in the plasma may contribute
to the low platelet counts 1o severe cases of enyth-
roblastosis, However there must be a possibility
of relatuely modest degrees of Intravascular ¢o-
agulation, as no significant changes m PTT have
been demonstrated.

Second phase of coagwlation Comparison with
normal newborn infants at term showed a ngnifi-
cant reduction m PP and factor V for all three
groups of erythroblastotic infants, the lowest valuts
belng found n group 3 However the differ
ences beteeen the three groups were not snigrufi-
cant. The prothrombin time on the other hand.
vwx unchanged. On comparnon with a group of
normal premature infants (group 5) there was p0
significant difference between pormal premature
mfants and erythroblastotic infants in respect to
PP and facter v Thus. it & reasonable to con
dude that mild prematurity mn the erythroblastouc
infants ma) have contnbuted to the demomatrared
changes. The Rherus disease itselfl however must

Acta Obstrt Gy nec Scand 49 (1970)

of hypofit map mfant
(1900 g) with er)‘!hmblnstmh, but as pointed out
by Enpstrdm & haper this may have been a resok
of intravascular coagulation dve fo other caned
Nevertheless, it seems reasomable to wmagme that
severe erythroblastosis s be abie to prodoct
intravascular coagulation of a consrderagie depree
of the effect of erythrocytin.

No effect upon the thrombin tune was demao-
strated.

Fibrinolysir. Ax already mentloned, a decre®-
ing fibrmolytic activity was found on a compae
son of normal newborn infants at term with mitd-
h erythroblastotic newbom infants (group 1k
Companson of the vartous groups of exrytho-
blastotic mfants showed groups 1 and . 10 B¢
practically Hentica) while in group 3 fibnnolyte
activiy was reduced, but the difference 1 oot
snpmirant.

Several factors may ctplain the decreasmg 3¢
yaty In the firm place a steadily decreasing
birth weight, the fibrmolytic activity wn premamre
fants bemg beow that of mature infants. Ths
wbpct has beea gevewed fnt al. by Nielsen
(1969 ) In the second place four out of the
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«rven infanty of group 3 were delbvered by Cae-
sarean section which often gives rhse to 2 re
doced activity la the newbom infants plisma
(ef Nichen, 19638 1969 ¢) Laxtly the averape
duration of laboar was shorter for erythroblsstotic
than for fuflterm infants.

No changes jo plsminogen content were dem-
omirated =4 & consequence of erythroblastoss.
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ture Attempts bave been made to explain this
decrease in platelet count as a comsequence the
immunological process, as there may be platelet
incompatibility along with erythrocyte incompati-
biliy erther 10 the form of specific platelet ant-
bodics or as a result of the Rhesus D antibody
(Stefanmi & Dameshek, 1955 “Moultuer 1967
and others)

Ekert & Mathew (1967) 28 mentoned above,
studied the platelet count and fibnnogen content
in erythroblastotic newborn mfants. Finding a low
platelet count but a normal fibrnogen content
they abandoped the theory that this may be due
to intravascular coagulatron caused by thrombo-
plastin refeased from the haemolysed erythrocytes.
Instead, they suggested on  isoimmune pathoge
nesrs” as the most likely explanation

The clot-promoting abiliy of haemolysed
erythrocytes was described as early az 1954 by
Quick. The comp on of the released sub
2 phospholipid called erythrocytm, has not been
fully elucrdated. This subject bas been reviewed
by Mey & Hesse (1966)

The present results concerning TAT two- and
three-stage shom  in keeping with the pamed
studies on erythrocytin that tho clot-promoting
octlvity in tbe plasma of the erythroblastotic in
fants mereases with the severity of the erythro-
blastous. Regardlens of the normal fibnnogea con-
tent it cannot be ruled out that the mcreased clot
promoting actrvity in the plasma may contribute
to the low platelet counts in severe cases of enyth
roblastosis, However there munt be a possibility
of relatively modest degrees of Intravascular co-

gul as no signifh changes in PTT have
been demonstrated

Second phase of coagulation Comparhon with
pormal pewborn nfents at term showed a signifi
cant reduction 10 PP and factor V for all three
groups of erythroblastotic mfants. the Iowest values
beng found in group 3 However the differ
ences between the three groups were not signift
an'[bcprmhmmblnﬁme,ontheozhcrband
was unchanged. On comparison wnth a group of
pormal premature infaots (group 5} there was oo
significant diffcrence between normal premature
infants and erythroblastotrc 1nfants 1z respect to
PP and factor V Thus, it is reasonable fo con-
clude that mild prematurity in the erythroblastotic
infants may have contributed to the demonstroted
changes. The Rhesus disease itself however must

Acta Obstet Gyree Scend 49 (1970)

also be operative, as the changes found were of
the same magnitude In all three groups of enytm-

blastotic Infants (average buth weight L8 ¢

3080 g. and 2830 g respectnedy) The explmtee

s possibly to be sought in impaired hepatic foc

ton in the erythroblastotic mfants, cansing a re-
duced synihests and possibly ako a poorer utfi-
tion of vitamin K from the mother Slghtly in-
creased Intravascular coagulaton may abo ks
contnbutory factor

A direct comparison of the present results wh
zhasercpcn:dlnlh:hmmnlsnoxpo@h
o1 the ime and technique of blood samplmg are
pot identical. Moreover several of the reports am
based upon only one or a few observations. O
the whole, however there seems to be a reé
tion m the coagulation factors of the second pbaxe
In severe cascs of erythroblastoss.

Third phase of coagulation Engstrom & hager
(1561) as well as Ekert & Mathew (1967), o
ready mentioned, have reported that the fibnnogen
content 1 erythroblastotic pewbarn infants b W
thcmmn;eutnncnna]ncwbommfm
regardlesa of the severity of the disease. These e
sults accord precmely with the present oors B
contradistinction, Rice (1953) has reported a e3¢
of hypofibri in & p infnt
(1300 g) with erythroblastosis, but a8 pornted out
by EngstrBm & Rager ths may have been & reselt
of intravascular coagulation duc to other cnses-
Nevertheless, 1t seems reasomble 10 imagioe that
severe erypthroblastoss mur be able 1o product
intravascular coagulation of & consideragle degree.
of the effect of erythrocytin.

Noeffcdupon!hethmmbmm-ncmd:mm-
strated.

Fibrinolysis As already mentioned, & decreas
ing fibrinolytic actrvity was found on a compar
mnufnnmmlncwbummhnu:tmmlnhmm‘
ly ervthroblastotic newborn Infants (group 1k
Comparison of the varous groups of erythro-
bmmucmrmummdmlmdzwh
practically fdentical while 1n group
acirvity was reduced, but tho
significant.

Several factonn may explain the decreming ac
iy In the first place. a steadily decremmg
birth weight, the fibrinclytic acuvity m premanire
{nfants bemg below that of mature infants. This
subject has boen yeviemed int al by Nielsen
(1969 d) In the second place four out of the
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THE INFLUENCE OF EXCHANGE TRANSFUSION UPON
COAGULATION AND FIBRINOLYSIS Ih NEWBORN INFANTS WITH
ERYTHROBLASTQSIS

Nieh Cbr Nichen

From the Unneroey Mamrmey Hogpuel (Fosd Profeemr M Inpersie), Arkmy, Dewmark

Ahsrat A comparsire sy ol G facions conceraed
uh corpnisnon sed [bnootysis In rewbors mison M
eryDrcblinie—a) 1 B woa of Bots, () blore, od
) aher oxchengs Ursasfomos—thoued U
wphcem Oxanper

A Darmg tha (enod from beth woul tee st of the
nbhiage mowleoa (B2 svorngo of eyresmedy 3
bowr) A decresse m PP oand factor Voshoobrseousdy
Wi mackedly decrvameg Gbomobrre

™ Flecmmoprs coctest.

The coww of these chouprs i ducomed, b partcsbar
refereace o dhee kereis of (avors, W the deoec bood, con-
emed  wh corpuleson and fhrooirm

Enythroblastoss grees rme 10 a number of changey
m the mewbom mizaty cosgulabon snd Lbroo-
Hbc  wean (sen the preeeding paper)

11 has fong teen recognored that erythroblasioss
may be awocisicd wrth & hatmotrhapic dorhests
m the newborn mivet. Therefore s pomber of

hat vaally beem concerned merdy with bad-
whu) rapmetens of coaglaton sod have Bot
omied & complete rmcmment of cowpulation s
=l o Gbrnchin @ thoe whint,

TREVIOUS INVESTIGATIONS
Pervowr publcatom Wil be Teviened below in

eeliton 10 the Phaac o phasey of coardston with
hach they have been concerned

Flrut phave of coagulation

Matelety. Severn! investigations have shown a con-
udenble decresse In the plateder count folowlng
exchanpe tamafmion (o). Thh wr observed by
Desforges & O'Coanell (195%) Krevams & Jack
wa (1955), Nold (1960) Mollison (1961), D et
b (1963), and de Bruljoe et of {1936} Troe, the
1at-inentioned authors dud not frod the decrease
immediately after the et

Ia regard to the otber factons incloded In the
fust phune of coguistion (lactons VIR IX, X1,
and XIT) there have been no reports except for
» study of the recxkification time which eccord-
lag to Nokd ((950) recmined cochanged.

Second phase of conpulation

Nold (1960) found an facreased content of second-
phawe facton following &1 manlfested by 2
sboriemed Quick time. In sccordincs with this
(inding, there was an ncreased contert of factor
I (prothrombin) and factor V1L (procomvert),
while factor V (proaccelerdn) was practically om-
chamged i treive cries and greatly redoced bn
twa. fa wctlal eratycs dustng et Bernio! Canan
ctal (1965) foumd  slight increaso | factor 1T
and s somewhat more marked icrease of factor
VI abls factor V thowed o sight fall.

Third phase of cosgnlation

Noki (1960) fomd  sliight fall b f3
content follow ny et (200~300 rag/100 mi before
wed 100~ wmg,lmmlmbmmm,d
siboabn toe. Toh @ sl (196) o the
other hund, demonstaated a bighly dipsificant fall
in fibnoogen cootent following et

Acta Ghsiet Grec Scumd #711379)
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The influence of exchanpe transfusion  pom coaglation n

gmp La, bt dren Spcdiedy belors (4 ik u l

mmmmmmuhwﬂ )
ood fresbly drvwn, o bew them 24 hoory
un&n:gmcmmk\ﬂmm\u T 2, Twowhoplastin scthation curve of  enoos cord

oo, of packed blood drw  wad sovmem of 20 din Hocdkmlchfnnmuﬂhmm;n o
fukorr moe (rowge 3 3 dam). Simbes of cosgolation o rarceaicly befors exchomgs Uastoson n— 2
fbrootyin could Mt be dooe ea thet blood 3 x con-  3d0ll woorn, tuostaps TAT e—e 1O ilums W
tuoed 00 bite plem teostae TAT C—O 16 intwms with
erTtheobiastoss, thery-staps TAT
Grep S
Tt e oo B ot e povpans Tt (TAT) e wx thve 3y, perta b
osrn Thit coutrol acries ks boen dexcrioed previooaly bovlsmtin tee (PTT), throohin ton, prodwowden thie
(\ichen, 1969 0) (Qwiet), factor ¥ prothrocatee-procomveriza (FP), florin-
o conat aod mcxmrement of floonolyne acthky
The Mosd muories {room tht sdalst v drown frn 3 By plemot tud o Wo-ckectrically prectpieated gl
tn wccabrtal vom afu STCEon Of  LyM KT ay airesied (b Pries (sandard pisen) and on hexed
1t mntorn mfests Ow cord  un Mcacd Caet 0 fbea plnicy, s wel o3 phawon ond
O vk, aed  dwposbic peuc CNDOET X Mvwiid  pheirt cwmts  ere s cned oxt s decrbed prr-
Trwgh Gy Trblcsl von The mapies o7 wied ouy
toere ww

The remats of the mudier of cosgulation and

n, the RESULTS
S fibrinotysn wre Fsted in Table L while Fis 1 .,

2

and 3 gree the results for the TAT and recaleifies

N won lmes.

\:;\k‘ A comparson of group 1 (erythroblastode
- ~ infants at blrth) with group 1 b (ramples from the
: \ ume iofmt immeditely before the e} grees

an {mprevon of the changes in the parameters

' NN { coapwation end fibeinolysls during th first

4 3 hoars after birth The following significant
changes were found. trductlon of PP (003>
P 007 and factor V (007> p>001) xnd a
reduced fibnootylic sctivity by afl foor menr

o - wy methody unpreeiphtated plsma on standard
T GG v plates (0.02 > p > 0 01), isochectrically pitated
:‘I'MM“-’ = actmenem cww of waow ced plrmy o standard platey 001> p>0.001),
o ok b e e Plasmm beated fibrin
whsly st dtmey  — ¥ el edaid wen o Liaid
tacig TAT  —8 10 misew ¥ crrheobions, U<Owl),nndh0-tkctﬁanyp«drhnudplum
escip 1;:104 10 whats  xh erydocbieuca, O beated fibrin plucy 0.01 > p > 0001).
Sy

Comparmon of group 15 (bood sacples re-
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Table 1 Results of coagulation and fibrinolysts studies

Erythroblastotk infants

Immediately after  Beforo exch
debvery tanduosion

Naormal adok
After cxchange Normal women (bot
trandfusion bank blood pregmant)

Ranpe Rango
Tewts, tee Methods Fandm e $.D fand at 3D

Range Ra go Reagr
Zanda et. SD Fands ot. 8D Zanda et $D

Platelets (thousands a1s 172443 34 198-300

per cw. mm) =10 +54 =10 39
Proaccelerin (¢) 97 73120 w1 64-100
=10 16 =10 11

Prothrombin time (sec) 1§ 16-2) 19 1321
2=10 F1.5 x=10 *10

Pand P (%) 61 4386 30 31
a-10 113 x=10 *10
Partial thromboplas- %0 83-112 92 2-113
tin e (sex) a=10 189 -10 +88
Thrombin time (sec) 12 10-18 12 lo-14
A=10 f2.1 -10 %11
Flbrinogen (mg per 244 135-325 244 190-308
100 ml) a=10 353 -10 440
Hacmatocrt (%) 43 41-60 49 3350
#-10 168 ne10 193
Haematocrit, packed
blood ()
Untreated fibrin platey 26 o-81 1 0-16
otreated plasma =10 +29 a=10 134
(3qg mm)

Untreated flbrl  plates, 165 29440 16 036
Euglobullos (sq. mm) =10  +128 n~10 +14

Heated { brin phates, 14 0-23 Qo 0
untrested plasma =10 11 a=10 310
(sq. rom)

Heated f brin plates, 27 14-36 9 025
Euglobubins (s mm) =10 70 ¥=10 390
Plaomnogen (v Cu- &4 Hn &0 3690
Tyromne per mi) A=10 186 =10 113

1&2 289 236 17265 382 -3

w10 £54 =10 #31 -28 7
4 52105 s 6-103 103 k8
=10 17 R=10 +12 -2 =

2 -2 F .2 1 12
»=[0 03 =10 +13 =23 312
[>] 45-73 95 63-133 103 %6120
=10 193 x=10 19 =25 *1

L4 292 s bz LI} 10
=10 t30 =10 46 =25 #5%
1 513 7 59 9 712
=10 113 a=10 09 -3 ne

206 150-45 255 D530 27t 1MW
2=10 129 10 +32 =23 &

52 »6 42 ¥52  ® 3446

A~10 180 ~10  ts0 -1 131

% 74-93
-0 16S

3 043 0 0 0 o

=10 18 -0 10 -1 10

1 0-353 z 04 12 0-3%

=9 119 =10 19 r=25 IO

7 04y o L} 4 °

=10 16 =10 0 x 235 10

21 064 10 o 12 0-11
-5 I ==10 7 ~25 t&0

9t U7 1 to-177 1217 M
~10 17 -10 2 ~25 ~D

£~anthmetn a cfuge  ~number of estimatom.

Range - range of mdrvdum] resalts (1) est. .D =~ estimmeed etandard devianons. +}

Fibrinolyns. There have been no reports on
fibrinolytic activity before and after ¢ t.

MATERIAL AND METHODS
The present aoalyses are besed pon blood samples from
the followmg three group

Groxy 1

(#) Biood samples drawn pot Jater than 20 m  afier
birth from 10 infants whh erythroblustoss due to Rhesus
D amibody (i three cases C+D and ! ooe case D+E)
Labour had been mduced by miranasl axytocin followed
by rupturs of tho membranes or merely by ropuming

Acwn Obatet Gy mec Scand 49 (1970)

[——
I -

tbe membrunes. The wfants  erv borm, oa & erage -4
weels before term (mngp 1-4 weeka) and theur & cTAd
birth weght was 7900 ¢ (rango 2100-320 g At (e
tme of buth the durct Coombe test was posrve @
onc cawe moderately and 1 the remamde  ery srosgly
s0). Frequently moderats anscrwe wis peesent hacmats:
et averagiog 40% (nge 41-60% ). AD (e oibm
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frer thy third day Similarly the Qukk tme Wi
dpurmnﬂywulontcdudnhﬁme.Tbanmﬂu
confrrm & number of earlier reporty that the
Quxck time gets profonged fn bank blood after a
few day (Rboads & Pagrer 1939 Quick, 1940-
Rewho'd et al, 1940 Zicgler et o 1940) The
banl blood wied by us showed almoxt the sune
changes, only the alteration ia fackor ¥V and In
the Quwck thme were alresdy present afier 24
houns Seegrs & Schneider (1951) on the other
hand, found sn unchanged prothrombin for the
first 20 days, and factor ¥ wxs not reduced wmtll
fler fiv dmys

A o spparent from Tabla 1, a potmal fibrino-
g¢n content was foand 1n the donor blood This
aso conflrms Gerbartz & Blum s study

fly the presest methods no changes were found
m frhrmolytic acinty or i the plasminogen coo-
wut of thiy blood after 24 boury

Afl the changes m the paramcters of cosgula-
w0 asd fibrmolyws camsed by fhe exchenpe
o [ pon may be cxpluoed on the basis of the
compovien of the danor blood. The et con-
wsted. o aiready mentioned, ! 395 mi whoic
biood and 170 mi peched blood. As the packed
oo wa older a eraging 2.8 days, 1t might be
owpected © b had  lower platedet connt and
fower contem of coagulation factors than ordi-
nary $onor blood which b not been stsndmg
for more than 4 boun,

oy phar of congul The

mhnnybeﬂnuphmﬂon‘hytbe()ukkﬂm
ws protonged. The probonged Quick time bn the
donor blood may abo be contribatory The long
Quikk time b at variance with Noid's study which
shomed u shortening after the et m spite of the
fact that the factor V coatent wat bower fn the
dopor biood than in the nfant blood prior to the
et, whie factor IT and factor VII were in the
samo rnge.

The demonsirated incresse in PP was also mank-
feyt tn tbe TAT twostage the latter part of the
cuve nmming & more mpkd comrse after than
before the et

Third phase of cosgulation The light decresse
In Librinogen (003> p>002) ahter the et can-
not be explained directly ss n comequence of the
Titvinopen content n fhe 3000r Hiood, a3 (i was
higher than bn the infant blood, before as well &
aer the et The explanation camnat either bo
foord tn the componltion of the packed blood,
since the fit content, x1 & a
Gesbarz & Blum (1965 remalin mochanged dur
tng the fist 10 days ahey collection. Téih et al.
(1563) havo reported & pronoameed fall b fibrioo-
en after et which in thelr opfuion may have
been chac to acwle deflbrinaton. This explanation
anpot be eccepled o the presem exes, & the
TAT threestage did not show signt of incressed
wtivation afier the e.t. As b apparent from what
b stxtcd befow that increased fibrinolydls may

13l 1n the platelet coont compared wrth the Ged
o before the ¢t noja accoctaace with the
rexnlts feported m the Gterstore. The explanation
ment be that tho domor blood has a krmer plateler
count than the tmfants blood The reason why a
141 o belrw the level of the domor bood ecrurs
fmay be that the platcict couns m packed Hood
nOenloner 1t mght be mapned that mereased
iy, ncohar coaplation dunny the eichange was
contnbriory bt the caanot have been so a3 the
TATﬂnnund(nm-ho-u;mdw
minny  fer the et

The FTT 1 recalaficateon tme determmataon

mmmmummrn\h:tm,.”&
foe Thewe sufts may o be explaned 11 resgh
of the doner Hoal PTT

Second phate | coapulation. Afwer the 1
#m i increne m the PP bad ooy whic
the tsbde factor \ way anll decrenlag, and

have besn rosp
Flbrinolysis. Barrie (1965), Boda et sl (1966),
and others bave demommtrated that i lncrested
metabolic acidown occury following et with eit
rated blood. Smce creased scidotis gives rise to
L ® & Kager

REFERENCES

- * O b Thcowbos
kscmorh (Sevaz) 2 117 1960 Drades
B 1 Lason 2 112, 194
foin E R i e 3¢ e, s

Casanl, Fa > AL
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“h, G Y Mok, L&
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Fig 3 Thromboplestin activation curve of venows cord
Bood from 10 infants with erythroblastosis drxwn im-
medisiely after exchange tramsfudon. x— 9 normal
ndult women, twostage TAT @—@ 10 infants with
erythroblastosn, two-itage TAT O—O 10 infants with
erythroblostosh, threestage TAT

moved immediately before the et) wath group
lc (blood tamples from the same infants after
the e t) fllustrates the influence of the exchange
transfusion upon coapulation and fibrinolysis
After the ot the followng mgnificant changes
were found. a prolonged Quick time (p< 0 001)
and iIncreased PP (0 02> p> 0 01) reduced fibri-
nogen content (005> p>002) and & marked
fall m platelet count (p < 0 001) Aas far as fibnno-
Iyiis fa concerned, no mgmuificant changes were
demonstrated apart from an Increased plasmino-
gen content (p <0 001)

Lastly the parameters of coagulation and fibri-
nolysis in the bank blood (group 2) were cvaluated
by comparing it with blood from normal, non
pregnant women (group 3) This showed the fol
lowing sigmficant changes in the bank blood. a
prolonged Quick time (p< 0001) reduced factor
V {(p<0001) reduced thrombin time (p< 0 001)
and reduced platelet count (p<0001) but no
differences in fibrrnolytic achivity

DISCUSSION
It has been pomted out by Beller (1955) as well
a1 by Vest & Meier (1957) and others that the
content of factors II V and VII decreases fn
pormal newborn Infants during the first few
hours after buth. As in apparent from Table I
the same applies to erythroblastotic newborn in-

Acha Obstet Gynec Scand 49 (1970)

fants. In other words, this 1 nplndolcpquh
nomenon, not & change doe to the materna) Rie
sus 1mmunizatron. Incidentally no changsy |
coagulation factors have been demonstrated w gk
in the fist houn of life apart from a sigh
flattening of the latter part of the ame ik the
TAT twostage which may be explamed by e
reduction of the named factors. TAT threstage
shows a decreating clot-promoting actmty m
groups 14 compared with the findmgy at buth
The explanation n probably that the effect of
Wesslers terum thrombotic sceclerator  which
presumably causes the incrensed clot-promotmg
activity (ef Nielset 1969 a) subsides m the coune
of a few hours (Wessler 1955 and Astrop &
Albrechtsen  1969)

Changes 0 fibrnolytic sctivity after birth &
normal newbom infanty have been reported by
Engstrdm & Kager (1964 a) who demomgawed
that the highly increased actwity at the time of
birth will retnmn to normal o a few bomy, Thi
observation is explained by changes in the blood
gases ond acid-base balance which tale place
this ime. The present cases show a sumilar refum
to pormal of fibrinotytic activity In erythroblastote
newborn infunts dunng the first few houry after
birth.

As already mentioned, the influence of the et
upon the factors concerned with coagulation and
fibrinolyms can ooly be asessed when the donor
blood hms also been anatysed, Although sificon
coated vessels were used for storing this bood, 1
sigificant reduction . platelet count was fond
in blood drawn in maximum of 24 houn prevk
owly Thu finding conflums previous studkes, e
pecially those of Nold (1960) who plotted a cune
iltustrating the average fall in the platelet com!
In 50 bottles of donor blood over a period of 17
dave. This curve shows a fairly marked reduction
from day to day 1n the fint week. The explanaton
s pr bly a lon pb induced
by

through tion of the
contact factors 1n spite of the technique of draw-
ing and stormng the blood nung ellicon treated
a) tuy.

p%l:f.m VIII content i normal durmy the
fint 24 hours (Revol et al 1965 in keeplog
with the unchanged PTT In the present study

Gerhartz & Bhmn (1963) found a pormal Jevel
of factors 1I V and VII in blood after 24 bours
storage while factor ¥V was significantly reduced
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COAGULATION AND FIBRINOLYSIS IN MOTHERS
AND THEIR NEWBORN INFANTS FOLLOWING PREMATURE
SEPARATION OF THE PLACENTA

Niels Chr Nichen

Fmﬂuummllm"w(ﬂrﬂ.?mﬂ Jugersder), A, Downeck

Abmrac  hnndagshon of the parswcwn of cougiadon

i thrmolyws w wotien o premeiiy

of the pleceoa (PSP ) asd thel Donbes s, com-
premararsty dekvered womes and

PRP of varying severity and their pewbomn m-
fants to clockdate whether apert from the known
AENNs e ateseal bond, PRR wmay s
infloence coagulation snd fibrinolnh in the new
borm wfants.

PREVIOUS INVESTIGATIONS
e e TAT urestas mdoscd  shghdly mcreesd
oy e i e stadies o od ;
T el cftoct wom | " iy mothers with PSP have been
- wpon fbesviyie vty of prem:
e wcpetanom of Gw Facen fitnanre wis toviewed by Nimen {1938 \%J)

N7 o mfewy | poraten separatoo of the pla-

Alteratiom m maternal coapuistion and fibeino-
i a romatare separston of the Bonmally m-
Taxted plaenta (PSP) hawe been deserbed
wany Loy, both m the form of wdrmdua) cawe
rports s Large sores

Dunng the past few years there have mores
e e ‘f‘wrm o0 PSP gmag me
b i of ul
memuhmm,ﬂm

The obect of the present P per 1 10 whmd &
s sty of o mumber of molhen having

who aho submitted a karge serees of bl cwn.

Oua the otber band, only a few stmdies bave been
concered with the influence of P.SP upon coag-
oplaton end fibonolyss wm e pewbom hnfant,
Valentine (1958) reported & caso of PSP with
Couvelalre werus b which Investifations 24
tours aftes delovery revealed highty hereased
tibrmolytic activity m the mother o well x the
vofant.

On the bt of aix cases of PSP with hypo-
pbrinogtraemm, leadmg m thres 1o intruterine
dexth, Forghes (1962) felt m  position 1o estab-
inh that PSP can gee 10 alterations o coapuda
1o snd fiiinotyshs ooly fn ihe maternal bood.
However there are scveral obpeciloes 1o thiy coo-
drmon which b based mainty on the {allare to
(ind (mn tromty w1 aopsy kn e fortimes.
When % the Sacreaned (ibrinotyls which
WW“W(M&M 1954),
U wem quttbombie whelber sach 4 negative
fimlirg can bo pren wasch bmportanee Moreover
Torgics coukl nat demonstnrte definfte chanpry
of tnalyws of blood s1mpkes from the three Frree
bom talnts. In tha commection it may be men-
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COAGULATION AND FIBRINOLYSIS TN MOTHERS
AND THEIR NEWBORN INFANTS FOLLOWING PREMATURE
SEPARATION OF THE PLACENTA

Nicts Chs Nicloen

Frem she Uncermey Mowrnty Hospaal (Hesd Profecov M [agercer), drkm, Demeurk

factor V' contrat,
Liand Srombeptan trae. In acTezy
coms the TAT twes-stage mcicoted & shyblly ncresmd
Comral ot n the
Ploraa

PSP of vaning scventy and their pewbom -
fants w0 einckiate wheter xpact from the kaown
ahrranons in the materml blood, PSP may sho
infioencs coagulation wnd fibrinciyik in e new
bosn infants

PREVIOUS INVESTIGATIONS

tlnted placemta (PSP) have been descrbed
Dany ey, both 1 the form of mdividual case
TEPOM wnd ange scren

Darmg tho past few yeans thers bave. moro-
ONT been  few Tepom o PSP pymg nse
* n the o
(ersotysn o 1be newborn infants,

The obyect of e frevent pager 5 o bt »
nuemate wody of  number of mothers having

)
aod

stodies on log and flrmotyils
In mothers with PSP have been reported The
lnmanme was reviewed by Niben (1936, 1963)
who abo submitted a large weties of his own.
On the ofher kand, only a few stadies bave been
concerned whh the infiuence of PSP upon coag-
uiaton and Fbnnoiyis m e pewborm infant
Vlenting (1958) repasted u case of PSP with
Couvelaire oterus B which hrvestipatioms 24
houns afies delrvery revealed blghly tocsancd
frnotytc activdy m the mOther wa well 83 the
mfaat

On the basis of dx ceses of PSP with hypo-
fhrinogenaemm, keading in three to intrauterios
geath, Forgas (1962) et ta » poution 10 estab-
lih that PAP can grve to alteranom fn coagpla
tion and fibrmolysn ooly m the masrmal blood,
Howerer there are sevens! cbections o ths con-
clowon which & bated mamly on the fallure to

poRt mortem (Crulla & Luraschl, 1954),
A scerny quesbonabie whetber voch o bapative
flodding can be grwn rmch bopottamee Motaover
Forphes could not demonyirazs def
of wnaiyshs of Yood sarmpler from the three e
bath!mlnmhmhmyum
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COAGULATION AND FIBRINOLYSIS IN MOTHERS
AND THEIR NEWBORN INFANTS FOLLOWING PREMATURE
SEPARATION OF THE PLACENTA

Niet Chr Nichen

From the Uscermiy Mewraky Hoposl (Mesd. Professor M Ingorsier), Arks, Devesark

PSP of verying evesity and thelr nowbom fo-
fasts to elogkiate whether xpart from the known
atteratons i the maternsd blood, PSP may abo
influence coagulation and {ibtindlyss in the pew
bom infante

PREVIOUS INVESTIGATIONS

Plicema parston of the
tixmoiTho actvAy cookd be thown,
The clarw of & drmoacirued Chaeges m dwcnred wnd

Aberatons 10 maternal coagulation snd it
Iy 10 premabie eparaton of the pormally k-
plaated placenth (PSP) hew bom described
many wmet, both 0 the form of indreidual case
Teport and Bargs serles

Duning the past few years thery have,
owr bern  few reports on PSP pvmg rhe
‘o LS o caagal
nd fiprmotyss m the newborn tars.

The object of the present paper b %0 Fobmit &
Nuemats stady of & nomber of motbens baving

sodics on sion and Brioctyss
in mothen with PAP baw been reporied. The
Igeratute ws eviewed by Nisen (1958 1963)
who abo submitted a large serier of his own.
Ox tho other heod, only a few stidies have been
concemed with the bflenco of PSP mpon coap-
olation and fbroolyis in the pewborn afant.
Valeotine (1938) reported s case of PSP with
Oonelairo wiers fn which {vestipations 24
boars afier deftvery revealed bighly inereased
fibrinofytic actrvity in the mother a3 well &1 the
mfamt,
Onnnbwhnldxmao(l’ﬂwahhm
fibrinogensemia,  thres to intresectoe
dexth, Forgha (1962) felt Ja » ponltion to catab-
Ush that PSP can guve 10 ahterations kn coagia-
ton end flbrooiysis oaly fn the matersal Hood,
Howerer there are severad objections to this corn-
conon which & based matuly oo the -
mmwuw"jh“h’m‘
mm" s the increased which

post mortem. (Chulla & Lumaschs, 1954),
i e questomble whether oach 4
(Nhlmbcmuuhm“m"'ﬁ“
F“lhwddmdmum.dtﬁn}nw
of anzhsls of blood smpler from the thres Eve-
mh!mulnmhmumyhm

fibel
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< of nomul defivered
women and their infsah (group 3) with mothers
baving PSP grade | (mid cases) and thelr fn
oot (grovp 1) showed ihe followlag significant
Jtiferences:

A, Peripherel maternal Hood. Redoced plusiet
comt 003> p>0.02) xnd redoced £
content (005> p.~0.02) In mothers with PSP
mTATm;:nWmm)crmm
betwern the two groups, and TAT treestage
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tioned that his pormal values were dermved mainly
from the studies of other workers, and that be
does not state these three infants turth weights
which arc important in assessing neonatal coagu-
laton status (Nielsen, 1969 d).

In 1968 two cases were reported which m
dicated the likelihood that P.S.P may cause intra
vascular coagulation in the infant as well as the
mother

Edson et al. (1958} described a case of PSP
with reduced {ibnmogen (194 mg/100 ml) in the
roaternal blood. No other analyses were men-
tioned. On the other hand, a number of changes
were demonstrated in the infant: Unmeasurable
fibrinogen essentally unmeasurable prothrombi
and proaccelenn as well as a Jow content of factor
\. Studies for fibrmolyss were pot done. The
analvies were based on blood samples drawn
through a catheter 1n the umbilical veln 12 bours
after birth at which stape the infant exhibited
signs of hyaline membrane dsease and a haemor
thagic diathests. The mfant was treated wath ex
change transfusion and fibrmogen but died yust
over 24 hours after birth. Autopsy revealed mild
subdural and severe subarachnoid, intracerebral
and mtraventnicular haemorrhage. Furthermore,
microscople haemorrhage was found in the pan-
creas and kidnevs. The authors concluded that
there was Intravascular coagulaton m mother
as well ay infant.

Stark et al (1968) described a case of PSP
7-8 weeks before term, resulting in the delivery
by Catsarean section, of a premature infant,
weighing 2040 g No analyses on maternal blood
were mepboned, but the findings in the mfant

13 hoars after birth were Fibrinogen 145 mg/
100 ml prothrombin 18 .+ P lerm 45%
partial thromboplastin time 97 sec, and pH 7.30
These changes were interpreted as sequelxe to
mtravascular coagulation caused by tmue throm-
boplastin of placental origm infused into the foc
tal arculation at the time of the PSP The
infant was treated with NaHCO, and heparin.
Repeated investipation 80 hours afier birth showed
fibrinogen to be 185 mg; 100 m! prothrombin
45 and proaceelerin 85

MATERIAL AND METHODS

The amalyes were performed on blood samples from
the following three prourss

Acta Obstet Gy mec Scend 4% (1970)

Growp 1
Nint women with PSP grade | measing mild oo

48 weels before term (range -8 weeks) Three panent
were dethered by Caesarean gection. The mutermal Bood
wmpics were doywn within the firt 23 min after ddnen

Blood samples were drawn aho from these Patentt
£ive 1nfants walp the fint 15 min aher buth, The ted
weight & eraprd _HS ¢ (rnge 1160-3060 gl To  infust
died whim 4 boors of bith Post mortem disgoas

department.
Growp 3
As & comtrol. we ha Eromp of 20 wowen delntred
on erage, <6 weeks before term (o
+8 weels) whow poegpancy  detnery mdnﬂ'm’m‘:’
were othersrse pormal Half these mothers had recon,

In sddiion, thew patesss mwmmmhnn.msf:
ing 2 buth, on  crape, DX g (range 1440~ 40 o
Tho comtrol scnes has been described proviously (Niehest
1968 d).

The muernal blood samples were drwn from st
ante-cobual em after the aprbcanon of - Lght woaroiquct
In the 1nfxts the cord was fiched come © the skm, and
a diposable plastic catheter was mirodoerd dhroush the
ombibical cin The samples were teed only of (here was
& free flow of blood through the entbetrr The techniqoe
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Coagulation and fibrinolysis following PSP 81

PSP (grade 1 and grade 2) It is not possible ko
whmit componding stndles of PSP grde 3
fwth materml ahock mad climcal coagulation
disturbancea). In theso cxoed the infanty wero either
dTborn of 30 teverely affected that &t was Dot
fostifiable to TemOTe the blood

for the anatyses, sples necded
Motbers with PSP grade 1 showed a slight
reducton of tho platelet conat mnd fibrinogen
content. In PSP grade 2 the changes wero more
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Table 11 Rmh.rof.m«ﬁe.rojmagnb—rmM]&Mlmlnmdmmmbu'm:mdinwmﬂfm

with prematiure separation of the placenta
Infants of
Neo mothers itk PSP
ff u« First degree Second degree
Range
fandm e 8D Pands atSD rand ::ru
Plat Jets (thommands per co. mm) w01 174-6.5 251 830 261 195,355
x="0 T109 -0 +H a=3 ]
Proaccelerin () 11 34150 0 40-1°0 5 L]
=20 ) =10 27 x=3 =
Prothrombin thne (sec) 20 174 0 15-25 z 57
=20 +3 =10 6 =3 .7
P odP( } 4 7 » 160 7 L
x=20 L =10 +99 x=5 91
Partlal thremboplastine (1ec) 17 97 L. 123 20-193 173 101 H
=20 + =10 *37 -5 36
Thrombin time (sec) 12 -4 n 9-13 13 s-17
=20 E3X =10 +3. -3 i35
Fibrinogen (my per 100 mi) 2 140-370 pad 1°0-133 1% 135-35
=0 > %75 =10 =76 =3 +u
Haematoent (*) 56 4765 36 30 H-
=="0 47 x=10 +47 -5 40
Saandard fibrin phates, Tutreated 45 0-70 &t 18 6 &
phaym (3g. mm) -0 +o =10 +5 =5 in
Standard (brin phates, Englobulim 10 591 il 5340 " 0-1/
(sq. mm) -2 +9% =10 1t -5 =n
Heated fibrin plates, untreated 1 05 2 08 9 0-34
plom (g, mm) -20 EXAl -10 +1t =3 s
Heated fibein plates, Euglobatim ] 1 ) 1-36 16 0-33
{eq. mm) =20 93 =10 *t -3 *ip
Plominogen (4g Co-Tyrosine per m) 35 L ot 3t 1966 312
-0 ES Y =10 14 =3 +n

See [ootnote to T ble I

groups. No ugnificant changes in fibrinolytic ac
ity
B. Cord dlood No difference, either in the
porameters of coagulation or of fibnnotysn.

Thereafter a companson of the same normal
prematurehy  delivered mothers and thewr infants
(group 3) wath mothers havng PSP grade 2
(severe cases) and their infanty (group 2) revealed
the following sipmficant differences

A. Peripheral maternal blood In mothers wath
P.SP rcduced platelet counts (001> p> 6001
PP (p<0001) factor Vv  (p<00D1) and
fibnnogen (p<0001) with prolonged PTT
(005> p>00-) No sipmficant changes in TAT
two-stape but possibly a somewhat greater activa
ton in the TAT threestage. Reduced haematocrit

Act Ohstet Gymec Scasd 49 (1970)

(p<0.001). No significant changes m fibnnotyhe
activity or plasmmogen content except i po-
electrically precipitated plasma on standard plates
and on heated fibrin plates where the activity
was reduced in mothers with PSP (001> p>
0001) and (» <0001).

B Cord blood. In newbom infants of mothers
with PSP reduced PP (005> p>00") and
factor V. (001> p>0001), prolonged PTT
(0 0. > p~>001) and reduced hzematocnt @ 0>
£>00D In additon a pop-sigmfkcant redocbon
of the platelet count and of fibnnogen. The course
of the TAT two-stage and three stags jndicated &
shighth, mcreased coatent of coagulation-activanng
components in the playma of the newborn infants
of mothers with P.S.P., but no significant changrs.



‘womes, two-stags
TAT -8 20 vemes, tuosep TAT trmeduniy sfwer
wrrtry O—0 20 women, three-siege TAT fmmecdicsdy
ter debery

No changes ka {ibrinolytic activity ot tn plausmd-
oopen  part from redoced activity b bo-clec
rically pama oo standard plates
©02>p>001) in the npewbom Infants of
mothery with PSP

DISCUSSION
Tho present serwes inchudes stuches of mothers and
thexr newborn jafants n cascy whero the delivery
el by oild or

Jm
-
;

y severe

Cougulation and fibrinolysis followng PSP 21

1

-
Gl
thaly wcirretion carre of_ pacighantl
Draetasicty afier froca fiwe women
witi P3P of meosd degree.  — S moeesl e
tuosage TAT; 6—0 5 wooes wihh PSP
trnosage TAT; O—O § wooms %h PAP tirscstag
T

content. In P.SP grade 2 the changes wero m
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—
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Fit 5 Thromboplastin activation corve of venows cord
blood from 10 infants of mothers with PSP of firt
degire. x —x 9 normml adult women, twostage TAT
®—@ 10 infants of mothers with PSP  two-stage TAT
O—O0 10 infants of mothers with PSP  threostage
TAT

pronounced, and included also a reduction of
factor V PP and h 1t and a prok

of the PTT Thesc changes may be due to muld
Intravascular coagulation, although the course of
tho TAT three-stage for P.S.P grade 1 does not
suggest this, In P.S.P grade 2 the course of TAT
threestage 13 compatible with slightly increased
clot promoting activity In the plasma. The cause
of this activation may be tissuc thromboplastin

P

wl
: O 0 o '

Fig 6 Thromboplestin acuranon curve ! enoms cord
blood from fivo tnfants f mothers with PSP of second
degree — S pormal adult women, two-stage TAT
®—# § infants { mothers with PSP two-stage TAT
0—0O § Infants of mothers with PSP  threo-stage

TAT

Acta Obst t Gymee Scand 49 (1970}

from the placenta or serum which b relessed from
ntravascular coagulatton or from the retropla-
cental clot. In a study on clot-promoting com-
ponents in circulating blood in a case of abmupto
pl with afigd In  Skjadt (1967)
demonstrated the likelthood of a serum effect.
This i in keeping with an experimental stody by
Astrup & Albrechtien (1969) who democstrated
that tissue thromboplastin injected into the femor!
vein of rabbits grves nse to intravascular coaguls-
tion locally while gross clots were never observed
in the arterial circulation In no case could they
d rate tisyus thromboplastin m blood drawn
from the carotid artery after mpection of tisme
thromboplastia mito the femora! vei. By TAT
they conld demonstrate a fant, shori-lasting cot
promoting activity m the arterial blood which
they attributed to a serum effect. After intn-
venous injection of serum, on the other hand,
they could demonstrate a dntinctly increased ac
tivation of coagulation during a penod of up to
two hours. The concluslon of their study was
that tsue thromboplastin fnjected intravenoasty
is removed from the blood during 1ts passage from
the femoral veln to the artenal circulation, prob-
ably in the pulmonary capillarics, and that hyper
congulabllity appears to be caused by a serum
effect or by parhal activaton of the intrins<
coagulation system

Thus, the reduchon of the individual coaguls-
tlon factors demonstrated in the present study
may be duc to consumption through the forma
tion of an intr lar or 1 ! dot,
moreover the hacmodilution cansed by the haem-
orthage may have been operative. On the other
hand, fibnnolysts may be ruled out in the present
senes (of Table I)

The question b now whether these changes n
maternal coagulation and fibrinofysls, caused by
PS.P are demonstrable also in the infants blood-

In the infants of mothers having P S.P grade 1
there were not, as already mentioned, any changes
in congulation or fibrinolyss.

It by different with PS.P grade 2 In spite of
the absence of clinical symptoms, the moibers
extubited a number of changes in the coagulation
factors which occurred also in therr newborn io
fants, but in a lexs pronounced degrec In the
infants too the cause Iy probably consumption

due to mild mtravascular coagulation caused by
from the pl The

Tnst

tiwsue thr plastin




slightty Incressed content of clot-promoting com-
poumulnﬁ:p!mz.mudbytthAT
three-sctage, 1t then explicabie on the beckground
of & serom {actor telemed from the ntravascolar

oot

Hutological exatmination (Profemor K. Nichen)
of preparutions from the lung, picen, fver pan-
crent, and kdneyr of tho two dead infanty of
mothert having PSP grade 2 §id pot show mim-
ymscudar fibrin thrombl. Indecd, =t B apparent
from Table 11, there was not ouch reduction in
the fTbrinogen content.

The Yews proounced fibtiootytic activity in 1he
infants of mathers with PSP grade 2 1 ponaibly
due to the fact that three of the free lnfants were
delrvered by Cactarean section which  ppeans o
ha ¢ a lew activating cifect than vagme! delrvery
upon fibnoolysis (Nielwen, 1968 b),

Cocrparnoa of the results for Infamy of group
1 2, e0d 3 confioms 2 gradeal redoction in the
content of coagulation factors with Increasing
scvenity f the PSP Thee findings, when con.
sdering abo tho two cases reported by Edson et
ok (196%) and by Stark et al (1968), dempoastrate
that o theso infants thow xugm of & hacmorrhagx:

Coagalation amd fibrinolysls following PSP &
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MONOAMNIOTIC TWINS

A Case  th Venel Anomaly in snc Tria Usiifical Cord

J k. Moatrup

tacobwn, WD ol
Fm&wdmdmm(ﬂnlcl !
X Krpteifrarn, M.D), Odense Connty mid City Flospuial, Gdemat Deworark:

Akstract A crw of MORETIONS twine W reported  Mere
ot Cubren srvrved waibowt deraceirable soatforne-
toos Onoe taoe bed aptace of cme wwbdcat wriry Upon.

wody of the beraney ¢l smomty M Iechorn, esithy
e ot T b fowed © kive beva doscrbed caly
ence befors

Moboammotic twins are kentical twing who aro
found ks the same sac of the membranes, fe
they thare the amnion & well a3 the choroa.
Thn type of twin prepmancy b rarr; the fre-
quency n recotded o from 2-3% of all twin
prepnancics (Trodle, 1958 Simonsen, 1966 Whar
woetal 1965) 10 1 2% i older papers In the
Amenican Lherature whets thes type of twin preg-
nancy 1 evpecually mentioned, spproximately 00
i tawe been and revicws of these
were made by Quegicy I 1935 Wensinger & Daly
196, gnd Tmmom & Alvarez m 1963 In the
Sandanue benfure 10 e ke been re-
rored,  review of thest wan made by Sumoneen
m 1966
Monoxmpiotlc twin pregrancy cames an m-
€teaed aty of permatal mortafity a3 both fetumes
ST m only 40-30% of the taves (Benirschie
& Drrcoll, 1967 Simoosen, 1966 T senons &
Mt 156D Filieen per ot of be babies
B2 conpental malformanons (de Leeuw 1563),

llhwbkdhlﬂﬁlmm.wher
e of moommmotx twm where both bables

tarmied wod ooe bsd aplmle of one ombilial
ety

CASE HISTORY
™ hnd X ey
Mo v drpoe v Soce the spe of 1

4 o had

menatrusted Tegulaity The bt warsiroation stereed oo
Apad 1, 1967 sod te date of cosfmermnt wm esi
ruiad © be wowkd Jaouxy 10, 196). Durig the Bth
ek of preguancy the petest wm rehaTed to the cob-
peexn cho of the  ad owizg w0 & mepkdon of
tnom, ead by meam of fetal decocardognphy toe
dugooss Wiy coofwteed, Dhamey the 33rd-Md weeln
of prepsecy the paboat wim hosplialired in order Yo gt

;g
zz






mho(pnp'mcymdnhlrm.‘l‘hhpmudmc
no\ﬂd,mﬁou&.hmrhcpmnndmomﬁtyo(
snoooammictic twins but, on the other hand, R
does oot sees rensomable 10 mblect the 7% of
wamen who bear dasmmiotic twins to an examina-
pon which b oot totally withont dapger
Accordmg w0 Corpers (1355) theory mono-
amoiotic twims wil develop when the nmer cell
man of the egy dhides between the 7th and the
13th day after conception, 1¢ at a tlms when the
wmmlotic cavity b formed. If the divislon taukes
Pace el fuer it becomes Socomplete wnd The
fetuses will be conjolned (so-cafied Shamese twin)

The b divalon b posssbly comelated with the
mcresed e of Hat 1 n

FoncuTmotic twint. Going throogh the Itersture
from 1935 1o 1965 de Lecuw {1965 found mal
Tormathons tn 15% of the cames. Jt fawoived 15
children, fn 13 caes thero was & malformation
ont oxd (3 1 cane in both wime Menmgocoets,
wmescephaly and congenital heant diemae wero
found mom often. b B chanckerisuc thet a5 a
rele only #no twin &5 malformed, which excludes
 comences gractk caanc.

In the case reporied bers the only anomaly
found was aplnla of coe nmbliles) ariery o Iho
fmt tsm Ta spde of the the twios hed the same
segi t bmb and the same heemoglobln con-
cenfration, which idrams that there has betn
Baemody o equulibrmam between the two fe
ey circilrion Aplmn of the ombtdical arery
n found m §~1  of all pewborm Infents. Bee
rxchie & Drescoll (1967} iochcase that the fre-
QUncy M Righer in twing After cxamming 250
DIMCCUIITE TR pregnancaes they found the ano-
maly @ 18 out of 00 fetmer (1 6% ). §

other wthors bve not been able & confirm thr.
Fm(h::bmumfm.mm
™ 108 tais, 00 cases of xpizu of the umbdical
artery sed among 106 twin pregnaocies K
feren (1959) foomd onty one chid with aplasa
of the umbilcal snry Ow the ather hand, It

Hyrd (14703 (ound the gn i oe of

i
|
i
i
:



The central part of the placents. Tain As oo
bilical cord to the keft No septum Nopmerows vessel

centration was 195 and 19.6 g per 100 ml, respectively
They tirhed on breastfeeding and were discharged, to-

TR YA L 'V SRR <D
Flig 3 Microphotograph. A crow scction of twin B's mx
bilical cord contalomy 3 vessch; arteries mnd 1 o

days after birth At m

griher with their mother 1
dgbed

cmamimton 10 weels afirr bith they both
4700 ¢ and showed nothing sbnormal

DISCUSSION

The high peripatal mortality rate 1n coanecton

with mopcammotic wms 1 fint and feremoest
due to licators  Or from the um-

Fix Micropbotograph. A cross secuon of twin A
wmbitical cord contaming only 2 emelss 1 artery and
1 dn The cin 1 disted and degeoersth  chanpes are
found m the ascular wall

Acta Obstet Gy xec Scand 49 (1970)

bilical cords, especially koots, which may lead to
ratrauterine death of cne or both fetuses. Often
there will be a prolapse of the second twins vm-
bilical cord after the fint twms birth, and af
authors therefore agree that the second of mooo-
amniotic twins ought to be delivered as queckly
upom'blehxorderlomnpm\’emchamm
in the case reported the diagnosis may be made
after the first twms burth, partly on the basss of
the two intertwined umbilical cords, posxibly with
knots, partly on the bass of a vagmal examun2
tion where the presentmg part of the second twm
will be found directly there will be no amnfotse
sac.

Dunnihoo & Harns (1966) dlagnosed mono-
ammiotic twims before birth by ammography and
consider the posmbility of doing routine ammio-
mphyhlh:ﬁl&hlvckmdlmm'mh
twmprcgmndumordcrtoﬂndlbefcwusuof
monoamntotic twms. They abo recommend de-
lherybyCacs:uunxccﬂoni.nl.beJGLhmkh
order to avold cord complicatrons durmg the Last



women who bear dumnlotic twing to an ctamina
on which s ot totally without danger
Accordig to Comers (1955) theory mono-
umalolle twms Wl develop when the foner cell
rmass of the cgg divider between the 7th and the
l]ﬂldayl(lcrmnu:pﬁon,l.c.l!lhmivhcuthl
ammiotic cavity b formed, If the &vison tlm
place &l later h becomes Wncommpiete and the
feties will be conjoined (so-called Slamess twim).
The tate division b possibly correlated with the
Incresed rate of i

Momoarmnlotic twins 87

m:mo\xtw)m.hmnmol-twmhlnh
dormy the Tth month, sad the looks asd fates of
the fetmes were ot dexcribed. Bexddey Wharton
et al (196%) have described aplasha of Ge vme
béical artery In ooe moncamnlotic twin. They
foxmd tho anomaly In 2 cases among 18 momo-
nmniodcmndalnmen’cnmmnard-
fac momiter where aplasda of the umbdical artery
fs the ruke. In the second casc the anomaly wm

and, In

spite of thh, survival of both children
withort d L formath

monoamnlotic twies. Golag through the Literature
Trom 1915 w0 1965 de Leeow (1965) fornd mal
formuom n 15% of the cases It fnvoived 15
children, ¥o 13 casey there was v malformation
aoc and n 1 caxe in both twloe Menmpocode,
amencepbaly and congerutal heart dicase wero
fouod most flen. It B characteristic that ss &
rode ondy one twin n malformed, which excindes
£omUDOD gERCTIC Catge.

In the cxs reporicd here the only snomaly
fomnd wiy aplsia  { one ambilical artery in the
first twin. [n spste of thi the twim bad the samo
eight at buth ind the same haemogicbin con-
ceatrationt,  bach mdwcates that thers has been
hacmodyramic equilibiium between the two fe
e orenlation. Apissia of the wmbfcal artery
n foond m 1% of ol pewdom kfastc Be
nirschie & Drocoll (1967) mdscate that the fre
quency # higher In twins. Afier cxamining 250
emavostme thin preguancies 1bey found the sno-
maly ;n 13 oat of 500 fetmes 3 6% ). However
other authors bavs not beem abls to coufirm
Papadaics & Paxchor (1963) found, after examin-
tog 103 thm, 00 ciet of aplaua of the cmbdacal
dstery and emong 06 twn pregnancia Knstof
ferien (1969) found only onc child with aplana
of the vmislxcal artery On the other hand, &
mmhwmmwwmqh
unbiecal atiery n by permatal
mortalay Gle { 15~0%  «od malformapom
phcar m 2350 (Bewmchie & Dreoll, 1967

Krisothurnes, K chutrt [ymes scaod 41195 1965
de Lorow L H. A Ned T Verlosk 64 295 1965

C & Prxchor, A Obwt & Gysec 26 W7

|

Somommcn, M Acia sbviet 1mec woand 43 43, 1964,

Towoos, J D. & a0 Abarer, W R Amat J Obtet
Oyscx 36, 873, 1963

Trola, D Nord Med 39 191, 1953,

Wemager J

¥hwwa, B Edwsis, | H & Comeron, A {1
ot w7 oy Comom A1) Oome

Swboucied for publacoen Oct. 14 1963
Jrm Krngh Mowmrep
Netrbrogade 17

%00 Arbes C

Dercmack
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THE PROGNOSIS OF THREATENED ABORTION

A. Jobarmen

From the Drpactment of Ginercolery and Obcirwrs (Hred C. 5 emarp M D).
5 Maa Hepeal Ve Demorark

Absrect Of 266 patars adenkizd with thretiracd abor
wou, 139 (S03%) sborzd, bade 131 (#92%) grwe birty
ksl chadren.

of premaiore chdd  as ) toeet preat atur  doveened
shorion s ahicr & pormel prepmscy The permatal
ity B ow

A frequens cause of haemarhage durieg the firt
moath of

Iy threatened abortion (T-ALY
sccondmg t Hertig (1944) the conditlon occurs
moatberst 16 of all pregrancer

A number of mvesngators have attempted
fate (ho prognots for T.A. but the remtts,
oming o difterent deliottiom of the ferm T.A-,
we ery dufferent and pot compareble.

Thus kaye (1953) found that  bacmorrbape
of thort duresion did not alfect the rrmatnder of
the prepancy On the other hand Haasen (1963)
and Holhtrin (195%) both foond that approxk
makdy 0 of al TA ended in sborthon, whi
ADer (1969) and Turnbudl (1936) found o fre

ahom scries. Thus Raye (1953) sty that the
malformation 1 Bt fncteaned alier T.AL
Y of nestgaton, however comider

that matformation s ighty more frequent fol-
lowing TA. than after sn preg-
nancy (Burges, 1951 Hollsieln 1958), and finally
a single lovestipator (Anntl, 1963) atates that the
hk of malformation s 12%

A pumber of artickes on T.A. have appeared in
the Scandinevian Lterature (Altmer 1960 Amantl,
1963 Pochs, 1963 Hamen, 1963 Hgtond, 1961
Mpller 1966 Lundsteen, 194] Pederscn, 1966),
bot (b grest majority am conctned with the
question of wbether bormone treatment fmproves
the progoosis of TA. and ocaly In & very few
stoetics bas the progooth been stdicd 0 relatkon
to certain clinkcal and anmnestic factors (Alkner
1960- Auantl, 1963 Humen, 1963)

The object of the followlng study has been to

-y

tager 1966 Nowwsciaters cbwtricia, 1999)

A il of 771 peocns wars sdoiteed 1 Mire Hos-
pusl, Velle, b TA d the pod 1119V 1AM,
Of taew n wm to
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Teble 1 Number of births and the perinatal mortality
in rartoux weight groups

Tow!

1000~ 1,500~ 2000~ under Over
Weight 1,500g 2000g 2,500g 25005 2,500
No born 9 4 12 il 106
Mortahty % 100 30 23 36 09

(Fuchs, 1963) has shown that progesterone trestment
does pol improve the prognosh of TA, the materal
has been trested as o whole,

RESULTS

[35 (508%) of the patients muscarrded, 43 7%
of the abortions occurred withm the first week of
admussion, while 0% occurred within one month
of admission.

The remainder of the patients—131 (49.2%)
gave birth to 106 full term and 25 premature
children, the weight of the children and the peri-
natal mortality in the vapous weight groups are
shown in Table L

Three children suffered from malformations—
in two cases this consated of morbus cordls and
1m one case of spina bifida and myelocele

The majority of patients, as 15 shown 1 Table

I were admitted In the 9th-12th week of preg-
nancy The table also shows that the later by
pregnamky the patlent was admitted the lest wa
the tisk of abortion, while the mk of having a
premature child and the permatal mortality ws
greater

Hoth the amount and duration of the hatmor
rhage influenced the prognoss of T.A, so tha
the msk of abortion became greater both with
severe haemorrhage and with haemorrhage of
fong dutation (The term severe haemosthape &
used in this conncction to define a haemorrhage
that is more severe than that occurring durhg
menstruation or where blood clots were pased)
The severity of the symptoms was also related
to the incidence of premature births and wxb
the pennatal mortality (Table IIT)

The great majonty of the patients were in the
age group 20~29 years. The age groups 704 and
25-29 years contained equal numbers. The fre-
quericy of abortion, of premature children and of
pennatal mortality was lowest for the ape group
25-29 years m both younger and older women al
these factors were increasingly more freqoent
(Table IV)

The majonty of patients in the series wer
primigravidae. The frequency of abortion and of
premature children was lowest for the secund-

Table IT The course of the pregnancy in relation to the time of admdission

Admitted in week  No. f Abortion Barths Total ‘Premature Pertnatal

of pregoancy paL (%) ) bom (%) mortshty .
-8 20 T 3 [ 133 333
91 117 333 463 55 136 st

13-16 T4 432 563 42 214 143

177 45 457 53 24 25 167

Totsl 266 58 49.2 131 191 114

Tabke Tl The cokrse of the pregnancy in relation 1o the severity and daration of the hoemorrhage

N of Aborbon  Blrtky Total Promatars  Permotal
Soventy of ymploa pat. %) ) bom > monkty
haemotrhege bess than 1 da M 29 971 3 ” "
:‘:}‘em’;hﬂml d.nyy 26 77 9.3 24 167 ;-_-’1
Shght haemotrhage kews than 7 daya 6 333 66.7 @0 13 2
Shght baemorhags more than 7 days 52 635 265 19 £ ]
baemotthage angke . » 2
SHght bramorrhago kese than 7 days 65 K} 185
haemorrhags dinge 1 day
Stght haemotrhags mors than 7 days 26 9.3 77 2 50 lg
Scvere laemotrhage 647 133 1 100 1
Acta Obxiet Gy e Scand 49 (1970)
o T
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Tabke IV mmn{rkmhrrhtwmdrqra/wmhn

No.el  Aboson  Beri Toul  Precmtars  Prrinenal

Apewiyears  pai ) ) born, (%]

¢ 3

20 2 Qs i t

024 i x4 o4 © 213 k-4
n» n » @1 0 10 40
3014 4 €1 u3 1 7% ni
nm n 56 “s n b 154
ou . “7 3 2 00 0

gravidae and thereafter Incremsed with gravidity
§ cootrast, there was o definite redation between
the permatal mortality and the number of preg-
nances (Table V)

abortioms &d pot change
whereas the frequency of
bly
ticnts that had previoudy had & legal sbortion
0 the chikdren that wer born of thews patlents
were premafure and the pericatal mortainy very
high (Table VIL

Froally an sttempt has been made to evaluate
the prognom of T.A. m relahon to the soclal
statin of the patient. The divhon of the patients
o 1ocul groups has been carried out according
to the groupmg osed by Svalesioga (1959) The
aathor 1 wware of the fact that some uncertainty

occurs In grouping the patients sccordmg to -
formanons contxined fn the cxso history but it is
coosidered that the reltionship between the dif
ferent grocpe fs almost correct.

The groupiog s bascd on the follosiog schres:
Growy 4 Owmers of brcscmes
mmmw:dﬂm h
saiverty o
Or-sormulbuﬂm-ms-um
Ermplayers o charges of 10-30 persom, or Sho have
Powtion reqeaTey ex edacatkm cormempoodiy 0 the
Unbwenity examiznon

Estrracs
Grewp 6 Owners of bostmemes with 1-3 employess
wxh 310 years adocaton of o ame In
cloarge of 1-10 ader exphoyess.

Group 7 Osours of 008 Tt busicemes  bo caly kave
By belp. Tradcwren  h sy apprenticesbip, o soollar
spccial tradeing.

Growp § Laboores The kem affiorst of the aetf
eoployen.

Table V. The course of the pregaancy in relation fo the manber of completed pregaancies (inciadixg the presemt)

Ko of  Abornon  Bute Totsl  Prewatoe P

Frpasc [ ) P

! " 543 457 162 o

2 “ 436 a4 37 h ot
» b1 "2 2 "1 o
Al ne a1 s X7 -

2 o “? o . s 27

Hmmass * “ ’ n2 i

Table VI The cowse [ the pregramcy in refanon 9 prevk

Atoroom.

Moo Atornos Btk Total
T Ne -~ - ey —_— (ﬁm-) Permatal

° 133 03 "1 ” .

bromirers sy Gl X1 o
More then 1 " ne 0 4 m K

H Ny “? 4 ut e
Loty mdwend 1 ™ Nna a6 N ou

O Tarm wh otk wmectanaowt Aad ety dwcad rborion

00

Ackr Obatet Gy Scomd €9 (1970
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Table VIU The course of the pregnancy in relation to the sockal stotus of the patient

No of Abortion  Births Towl! Premature  Perinanal
Social groap paL %) () bom %) mortality
4 L] 123 8.5 7 143 0
5 s 40.0 60.0 b4 LX) 13
6 & 4).5 %3 » 1.8 77
7 m 86 414 46 196 (%]
8 63 524 476 30 3 200
Unmarried 13 722 wn 3 200 0
Married 248 49 508 126 190 s
~+employment ki 389 431 3 194 6s
“~employment je2] 415 sLS 100 150 130

It woa found that the abortion rate and fre-
quency of prematurity mcreased in the lower
groups whereas the perinatal mortality appearcd
1o be independent of the social status of the pa
dent

The frequency of abortion was considerably
sbove average among the unmarred women. On
the other hand the frequéncy of abortion among
employed pattents was only slightly higher than
among patients that were umemployed. The fre-
quency ofprcm:tunrywmthenmeinbolh
groups while the perinatal mortality was highest
smong the unemployed patients (Table VII}.

DISCUSSION

If one attempts to compare different senes of
T.A. one findy that this 15 often ympossible due
to the different definitions of T A. in the studies.
Thus Asantt (1963) and several others spesk of
T.A abso in cases where uterme contractions oc
cur without haemorrhage. These cases are not in
cluded in the present sencs, masmuch as it was
comiderced that a diagnosls of T.A. based on this
often subjective symptom noukd be uncertain. In
contrast to this it can be mentloned that Alkner
(1960) in by study excluded all the cates where

terial. It B thus clear that a direct comparmee
between the different studies with regard to the
prognoss of T.A. 15 not possible, and that the
results will be very dufferent.

In sertes that can be compared with that pre-
sented here (Hamsen, 1963 Hollteln 1958) there
s agreement m the frequency of abortion, v
approvimately 50% A larpe percentage of the
abortions occurred shorthy after admusstoa Han-
sen (1961) found, by histological exammation of
his material, that In those cases in which abornoa
occurred shortly after admisson there were swch
distinct regtesuve changes (fibroshs, necrosly) m
the placenta that the ovum could pot possible
have been alive at the time of admusion.

The nsk of abortion was greater the earlier in
tho pregrarcy the hacmorrhage took place The
same was found by Alkper (1960) this must be
mhlhe]igbtofﬂtl:dlhumlborﬁaﬂh
the early stages of a pregnancy often resulls from
a defect m the ovum (Hertg & Rock. 1949) In
theee cases the haemorthage begns on averaget
the 8th week of pregnancy and the abortion o<~
curs on average 13 dayy later (Colvin, 1950
Similarly prolonged and scvere haemorrhage more
frequently resulted in abortion than bref and
slight haemorrhage. a finding confirmed by Ak
ner (1960) The explanation of this can be that

] more pro-

abortion occurred within 1 week of the th

of haemorhage as he conmders thase cases as
;ponuncomnboniomAlkncthmlo-mdnfrc—
quency of abortron of 194 following T-A.
These cates are included in the present series,
matmuch as the patients at the time of admission
suffered from T.A. according to the deflnition.
Finally many fvestigators have not stated which
dcfhnuaumuscdmd)cndeclmoftbdrml

Acta Obstet Grnec Scend 49 (1970)

the P P
nounced after prolonged and severe haemoiThage
30 that the foetus has poor conditions 1 whch to
survive (Javert, 1957}
thmrdtutheugeu[themctherundlhc
number of pregnancies there was ala correlation
between Alkper s and the present serics, inasmuch
mbotbxbowthalﬂ;c!mqnmﬂo!nbon)onin-
creased with age and with an increasing pumber



of pregunciet Thit mast be seen I relation
”@,ummmdwm
mcremes with age (Mahon, 1934).

Previow spontancom abortion does wot chante
(b progaotis of T.A. On the ofer hard was the
frequency of aborton Aerably tocressed

The prognosis of thressened abortion 93

caitse & hurge nomber of the premature children

arong patients that had a previovs leal abor
von. The cause of this could be the previow
operative procednre, b s mors ety doe 1o the
fact that & woman who has previowty bad x epad
shortlon I8 often not particularty faterested In
caming throogh a pew preguancy Thus are these
patints more often admbted for spontancom
sboron than for TA. (Johanmen, 1970,

The freqoeney of shortion incremsed in the
fower sochal groopt. One dare bot elprew an
oputkan # to the reason of this- but theye patients,
nhH the coe wih padlenn Wit presion kel

women aboried the can be cxmsed by the fact
that the desire o carry through the pregrancy
bxt pot been particularly stroog, «nd therefore
they have stopped treatment.
The freqoency of prematurity in the scries was
191 whxh s m greeoent with that found by
aber invawgaton; s Tortl (1960) found
193% Aunh (1963) 20 7% and Tumnball (1936)
209¢ wink At (1960) ooly fomnd 127%
chidren in b material. No defwmrte
figue & ovallabie for the (requency of premas-
torsty s & porrat series in thi department, but
other lervestipatons niate tha tws mormmally bes
tetween 5-9% (Altner 1960~ Tombedl, 1956
Towes. 19601 In otber worth the rik of & pre-
mrtore brth 1 approvmatdy 3 tma m gremt
aler TA than afier  normul pregnancy
The perimatal mornlty (PAL) for the whole
Vs wes 114 Tosctu (1960) found & PAL
of 118% o bn mawral Thh b lagely de %0
e very tagh P M. wmoog premators children,
In 1y scrics P AL was for the full term chadren
09% whck & oot highet dun rormal. On the
ocher bund the P M. for the prematore ehfidren
w65 Afkrer (1560) found  POL apoug
premstore chaldren afier TA of 473% Tome
Sl (1956) formd 47 3% The PAL smong pre
umdnimumnwm
b stated by Tarmberil 10 be 27.9% aad by Alker
W 193%  the P M. for premature chiMren
i nereased sevent tmes after TAL powibly be-

Turobull (1556) found 36% Alkmer (1960) 4 4%
and Borges (1981) 1.5% malformations, Auntl
{1963 found 46% matformutions {n en obmbct
viea! departoent, bet fn v follow-up eudy of &
wrafl part of the series showed the figtre of
114% However Hollpein (1958) concloded In
his stody that a3 the risk of malformation b very
sght every pomible attoopt should bo made to
malotain pregnancy
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THREATENED AND SPONTANEQUS ABORTION

4err1h$:-bdlb¢bhzmtbm,4&dnlw

A, Johanmsen

Frim the Depoimemt of Gynaccokyy omd Obwrines (fead C 5 noowy UD),
S Mena Hoprel, Vele Dewsack

constclion wih thrasened abortion (T.A) Ua-
et 1943)

A number of pateots admitied for T AL wil
et huve wn abofuon. whik othen W be able
{0 contmue the pregoancy (Afkner 1360 Assmtl,
1961 Moo, 1963) 1 sorme cases the xymyprooms
T wobode when the TRACH 1 Pt 10 b, b
the condition will oftem rewr When the Is mo-
Wired

Nibwom (195T) and Hertig (1949 have both
Townd that there 1 no theoreuaal basky for sac

-

comful prophylactic treatment of the abortion in
twg durds of all gpontapeons abortons  while
Nilson does not draw any conclinlom regardmg
the rematning third, Hertig conctodes that there
B o theoretical pomibility of avouding ooe third
of all spontancon sbortions at the time the pw-
tieot s ficst ween by ber doctor

Nilson abso found that la 15% of the patients
admitted becmne of rpoamancom abortion, the
duration of the yyroploma before aborthon ocoured
was kews than 24 hours In such cases it s not to
e expected that the patkent will be admitted to
hospital while fhe sborilon 1 only threatened,
but providmg the symploms are of longer dunation
there by the possdbility of admibsson.

Tite Codvin (1950) foamd that (o cases whare
the abortion resutted from a blighted ovum—the
most frequent cune of abortion—the symptomm
on avefaps bepan i the Bih week of pregrancy
while the abortion occurred 13 days later fe.
that the tymptoms were of soch long doraton
that these panenh could have been admined 1o
hospial at  time when the abortion ooty threat
el

The obpect of the present sindy bat been to
wivey the muerlal n order 10 disconer whether
there were facton in the caxe haorbes that could
explam why & aumber ! patients are admitted
to hospital for shorlion st & troe at whach the
abortion ouly thresterm and why others wre frr

sdmased st a2 Jater period when the aboction s
already m progrem.

MATERIAL
In fors dudy O wrm TA n defloed s ampworet
SN e s 2 Arocton 1 e koneen

Acta Olicset Gymec Scond 49 (1470
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Fiy ! The dunation of the pregnancy at the time of
admitsion.

rancy prior (0 20 wecks gestation, with the cervix in-

prior 1o 20 weels gestation, with the o3 open, and poy-
sibly with ibe pasdng of fragments of ovum or & whole
ovam Immediately peor to
SA. includes the
compiete abortion.

S:t Maria Hospital, Vejle, recehes patients from s
mixed wrban and rural distnet. 71 padens wer &
mited with T.A. In the period 111930 10 31 121966,
o the same perod 1721 patients were sdmitted with S A,
of these all the patients adadied to the department in
the period 111957 t 31 11981 were incnded in the
study a total of 436 petients (B3%).

RESULTS
The time of admission in reladon fo
the first day of the last menstruation
The majority of admissioms becapse of S.A. oc

curred 1n the 11th week of pregnancy while the
majonty of admirsions because of T.A. occurred

Table 1. Daration of pregnancy at time of odmission

Week TA ~ AL %
-8 74 16.4
911 4o 316

13-16 77 197

17 20 171 0.1

Acta Obstrt Gymec Scand 49 (1970)

Tablell mmoflhmrknlmlkrbwqu

Age years TAL % SA~
-19 a1 6t
20- 4 303 264
25-29 310 258
0-44 177 16.7
35-39 107 151
044 2. a7

45— a a7

in the 10th week. The admisions for both TA
and S.A. showed an evenly falling tendency price
to nod after these periods. Admissron becure of
S.A. was relatively more frequent than becase of
T.A. m the first 3 months of pregnancy while ad-
muson becawse of T.A. was relatively more ire-
quent after this time (Fig. | Table 1L

Age and nrumber of pregnancies
Prior to the age of 30 yean relatrvely more p-
tients were adrmutted with T.A. than with SA
after the age of 35 the figures were revened
In the age group 30 to 35 years therc was m
equal number i the two groups (Table 1I-

From Table 111 1t can be seen that relatively
more primigravidae were admitted becawne of
TA than S.A. while sdminion became of SA
was relatively more frequent among the multi
gravidae.

However as the Incidence of abortoa I
creases with both increasmg age and with =

ing number of pr (Javert, 1957

an attempt has been made in Fig. 2 fo w0
these two factors. Thus the dustribution betwera
T.A. and S.A. are put 1n rclaticn to both ap
and the nomber of pregnancies.

Previous abortions

Table IV shows the distribution and the fype of
previous abortians in the serics. One patient ad-
nﬂncdw‘hhT.A.a.ndtwopnhcm:with.A.hd
previomty bad both a kegally nduced aborixo
and & spoataneous abortion.

Soctal status

The grouping used by Svalastoga (1959) has becn
utilized for the division of 1o material into sochl
groups.



Table ITL The muwber of pregamcics (inclading the
presens)

Frepmacy TA % A, %

41
1
13
133

L4

[T
]

Gromp 5 Owment of bncmes with betwera § 0 23

emploreer, Emploee fa chanto of 10 & 50 sborbmsts
or e ey -

% 10 Ushversky Fezraecs
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Table IV Previoas abortions end the type

Abortiod TAL % ALY
Epoataneons s 254
LegaDy lnduced 26 37
Both By n?

Tablo V The sociel statxs of the petiext

Social growp TA, % A%
4 30 23

s 33 37

¢ 294 1y

7 417 »7

' e 34
Eoployed B %1
Umoarried 14

Gromp & Owment of basioemes with between 1 %0 $
reployees. Emplayees 343 9 © 10 P edncation o

g
%

o wy e
7

-

e —

Fle 3 Admamion bn pricestsge of tireacsmmd

tnecne d e
ol rliion 10 20 eed prepasacics

Tt

pesere N

.

oaly belp from the famlly Trademom: with an apprextics-
1k or siadiar wechal tratang.
Greep 3. Labowrens. The bom affioest of sef-cwphoyens.

The distnbution of the paticnts In the different
groups s shown In Table V It can be scen that
thero ware relatively moro admisdons becanse of
T-A. fn the upper soclal groops (4-T) whilo thero
were relatively more becams of S.A. In the lowest
goop. In sddition it can be seen that thers was

sight predomtnence of working women and
double a1 many mmarried women who were ad-
mitted because  { S A. than became of T A,

DISCUSSION
It was not pomible 10 carry out & of e
duration of the symptoms prior 1o admimion, &
utamlﬁwﬁu-u'kmwm&m(nmh"qx'
However £t u cootidered that a3 Patients whh
TA are admifted carlier In the prepnancy than
W&m'“m341¢3an&!dm.,m.b
Fuﬂmcﬂmnpnm)ﬂmTAJnuth
nmn-nuu-uxmnmndd-qmwm|mm
those with S.A
The majority of sdminims beeame of both
TA.ndSA.mmndlmuEgmhluh'“k
of Frepaancy with & matieowm for T.A. fa the
10th week 2od for S.A i the

11th week, Thh
hin oo “mﬂ‘“ﬁbﬂlnuzu”n
with regard 10 KA. 11 bae Bt been Bho 1o

fiod stmllar stodies of T.A. The resson why most

At Obsiot Gree Seund 19 (1979
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Fig 1 Tho duration of the pregnancy at the time of
admission

nancy prior 10 20 weeks peatation, whh the cervix in-
completely effaced and the os closed, and frrespective
of whether or not uterine cootractions are

(ULL, 1966, Nomenclatura Obstetricia, 1939).

The term SA. b used to denots haemorhage from
the uterms in msoclition with an intrauterine pregnancy
prior to 20 weeks gestation, with the os open, and pos-
sbly with the pesing of fragments of ovom or a whole
ovom inmnedutely prior to sdmislon, in other words
SA. includes the unavaidable the incompicte and the
complets abortion

5t Marla Hosmpital, V fie, recerves patients from a
mized urban end mral district, 771 petients were d-
mitted with T.A. in the perod 111950 to 31 121966,
In the same period 1721 patients were admitied with SA,
of these all the patients sdmitied to the department in
the period 111957 to 311.1961 were incloded in the
study a total of 436 patients (33 %)

RESULTS
The time of admission in relation to
the firnt day of the last menxtruation
The majority of admisuons because of S.A. oc
curred in the 11th week of pregnancy while the
maponty of admissions because of T.A. occurred

Table I Duration of pregnancy at time of admisrion

TableIl The age of the patient at the time of odwimi

Age yeans TA. % SA,%
~19 [ 81 63
20-24 303 264
25-29 3.0 285
30-34 177 167
3339 107 151
4044 21 17
45— [} (%]

in the 10th week. The admisslons for both TA
and S.A. showed an evenly falling tendency pox
to and after these periods. Admussion becanse of
S.A. was rlatively more frequent than becuse of
T.A. m the first 3 months of pregnancy while &
mission becawse of TA. was relatnely mor fre-
quent after this tume (Fig. 1 Table In

Age and number of pregnoncies

Prior to the age of 30 years relatively maore pr
tents were admitted wath T.A, than with SA-
after the age of 35 the figures were revened
In the age group 30 to 35 years there was o
equal number in the two groups (Table ITk

From Table I it can be scen that
more primigravidse were admitted becanse of
T.A than S.A. while admission because of SA-
was relatively more frequent among the mult
gravidae,

However as the incidence of aborbon k-
creases with both increaung age and with &
increasing number of pregnancies (Javert, 1957
an attempt has been made in Fig. 2 fo combioe
these two factors. Thus the dhtribution betweed
T.A. and S.A. are put in relation to both 8¢
and the number of pregnancies.

Previour abortions

Table IV shows the distribution and the type of
previous abortions i the scrics. One patrent o
mitted with T.A. apd two patients with S.A. bsd
prev‘lol.ulyhndbo!hukpllyin‘mmdlw
and = sp abortion.

Week TA, % SAL %
-8 74 16.4
5-12 430 536
13-16 277 197
17 20 171 101

Acts Obstet Gymec Scand 49 (1970)

Social statws
The grouping used by Svalastoga (1959) has been
utllized for the division of the material into soch!

groups



0 information contained I the case histories,
bat B 5 conyidered that the relationship between
T dUferent grovgs i almost cotrect

la the upper socal groops the adminion be-
o of TA were slightly more frequent than
e of SA. In these groups there wery rela-
tively few working women and xt the mame thne
faese wooen proeraity had fower children. Thh
fo rwoctition with the better ecooomic statos
Wyrmﬂuhﬂnddremnmﬂnmjhﬂu
prepancy being greater fn this group than in the
Sower sochad provp where i was foond that rels-

CONCLUSION

Ptthn\:mTA.m-dnﬂm:dmmmp

Threatened atd spontancous ebortion 99
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of the admisslons for abortion occur in this period
Is probably that the blighted ovum—s¥hrch is the
most frequent cause of abortion—is pormally
expelled around the 10th week of pregnancy (Col-
vin, 1950 Hertig & Rock, 1944)

The admissions In the early months of preg-
nancy because of S.A. were relatively more fre-
quent than admissions because of T.A., this Is
the result of several facton. Partly a number of
illegal abortions are in all probability included in
the material and it must be presumed that the
majority of thesc are performed in the fimt tri-
mester and that most of these patients are ad
mutted to hospital after the symptoms have been
prescot for some considernble time, so when
they arc admitted nbortion is unavoidable. An-
other factor is that a number of patlents carly in
pregnancy arc not aware of the fact that they are
pregnant and they think that the haemorrhage f1
a delayed menstruation. As a result of this they
are not admitted before tho haemorrhage becomes
severe or has continued for some time.

Relatively more admissfons occurred because of
T.A. than because of S.A. after the 13th week
The revenie arguments are then applicable the
paticnts are pow aware of the fact that they are
pregnant and in the majority of cases Interested
in carrying through the pregnancy therefore they
are admifted early after the commencement of
the symptoms

It » not pomlible to study abortion in relation
to age wthout taking previous pregnancles into
aecount and similarly o study of abortioa in rela-
tion to previous pregnancles s not postible with
out considering tho question of age It was found
that both T.A and S.A. are related to increamng
oge ond to an increasing numnber of pregnancies.
Therefore in this Investigation the combined in
fluence of these two factors on abortlon has been
studwed

The majority of admissions occured with e
gard to both T.AA and S-A. in the ags group 20
to 29 years, with an cqual number in the two
five year periods 20 to 24 and 25 to 29 years
This was elso found by ke (1950} for SA
whereza Javert (1957) and Nilson (1957) found

that the admssions were most frequent in the 25
to 35 and 25 to 29 age groups respectively

Up until the age of 30 ycars admisions wero
more frequent because of T-A. than S.A. Possibly
this can be cxplaned by tho fact that the majonty

Acts Obstet Gynec Kcand 49 (1970}

of patients m this age group have had very fow
pregoancies. In fact they are often primigrvidas,
le patients who have a great desure 1o camy
through the pregnancy also an ecarly admrsin
is not impeded by the presence of children re-
quiring attention in the home. On the other hand,
after the age of 35 years admusion becamse of
S.A was more frequent. The majority of thex
patients have been pregnant several times, ofien
twice or more Among the patients that alresdy
bave children the desire to carry through another
pregoancy is possibly kess and because of chikiren
in the home it may be difficult for these pabents
to be admitted to hospltal They are therefore
first admitted to hospital after the haemorbage
has become severs or has been of a long durtion.
Finally the fact that metrorrhagia becomes more
frequent with increasing age may be of importance
as a number of patients will possibly connder the
menostasls and the subsequent haemorthape &8
metrorthagia, and thereforo will first be admitted
to hospital late after the commencement of the
symptoms.

Previous spontancous abortions were freqoent
i both groups. However previom legally indoced
abortions occurred more frequently amoog 2
tients admitted for S.A. Thus can undoubtedly be
explalned by the fact that patients who have
previously had a legal abortlon are often ndt
anxioas for a further pregoancy

There were double as many unmarried patients
admitted with S.A. than with T.A. Possibly be
cause these patients arc often not particularly
desirous In the pregnancy

More working women were found 1n the group
with S.A. than In the T.A. group. The reason for
this can be that all the unmarned women—who
as shown, arc most frequently sdmutted with
S.A.—were workmg women, but there s the
possibility that a working woman consults bet
own doctor later than a housewifc in order nol
to loose worklng time and is therefore admitted
Iater

The soclal grouping of the patients was, &5
mentroned, carried out on the basls of Svalastogas
grouping. This divison into soclal groups s
performed on the baus of 4000 interviews, and
reprdhubccnukminl.hngmp{nglollm
ttle, education and the number of subordinates

The author B aware of the fact that soms

inty occurs in grouping patients din
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SOME OPHTHALMOLOGICAL OBSERVATIONS IN TOXAEMIC
AND NORMAL LATE PREGNANCY

Ulf Krause and Paawo Pystynen

From the Usherxty Eye Hespual (Hood. Prefetser H. Forsuy), owd frem
St Departmacrt of Obairtrics amd Qymaccology (Howd. Profemor Pexiti A. Jirwan),
Unireraty uf Owln, Oula, Fudeed

fundm, cither conventional or combined with

ol (1951 195 ), Holtwich (1960 1561) end
{1967), wherens Werkd (1943) con-
uknmnlrnocwhr(mdnmunmahm

The vewch of te retma are o,
Y examined
led bt photography of the ocutar

aphy (Novotny & Abvis, 1961)
may be wed. All these methods wers used In the
present study In an attempt to conelate the
vascular states of the ocular fundi with the degres
of severity of woxsemls.






Ophthslmological observations tn soxoemic

proton bloed
ouTThoR Ty
oot ol darmg Metbod of
pmancy)  peegnascy
»” 1002 190/113 Laction
> 4% 17110 $poataneom
hed 17 16512 Spooiakeoes
o 7w, 119 Sechom
) (1% 1™ Saction
™ 2 200120 Spoutinoon
" 200,140 Bacton
= Iy 160110 Lachou
Nead 141 148,%0 Bponiemecus.
Boed 0y 160110 Indoced
w0 am 107130 Indaced
7. 153/100 Preprascy
comtmocs
i» 3137 1507100 Iadocwd

Hdered necoaary to present in detad the forma-
tiow obtalned by (hi technique. As scen from
Fig .. the vascnlar contoen in the conventional
Photograph are zrxch more obweurs than o the
apopnph, 0 moch 10 that po reliable concln-
ooy can be drawn € g ks to the A/V o,

Fg 1 hows the ATV rano of the whole serics

fa T,

oackes
S Gl movE comow Photograchy N3

Lety, the sy ey wih KB 17

and normel late pregrancy 100
d from In an b
A[Vnuos(onhonormnmnwm
ranged from 060 to 090 mesn 073 The figures
for the pormal pregnant women were 0.63-0.89
mean 0.72, and for the toxsemic patents 0.55—
054 mean 074 No ugnificant differences were
demontrable between the groups.
Fig. 3 shows the correlation between the elint-
cal severity of totsemia and the AfV ntlo of
theso patients. In the keft hand vertical column
the increasing A [V ratlo s shown (corresponding
to decresse in tho arterial spesm). On the right,
the same casex in descending order of clinical
scventy The figures refer to patients mentioned
in Table L The criteria for clinkal degres of
severlty were: duration of pregmancy at the oot
of toxsemia, duration of bospitaltzation, daily
quantity of proteiny excreted, blood preseme kevel
at the thoe of examinatlon, and the child's birth
'dmmﬂlﬂnchﬁ.{hﬂmhmhﬂdy
don that no correl
mm‘h‘&wdwmhynfmmh
and the A/V mtio can bardly be avoided. It
may be pointed omt, n sddition, that scparate
comparisom of A/V mtlo wih the systolic, dis-
wolke and mean blood pressares reveaied no better
correlations, although the findings arc pot pre
sented in tabulated form bere.
Fimally when the patlents were piaced in a

The

SV T

orla saporrishy Megticrion, 90 (fMoc Adox

At Ot st Grnes Scand #9 (1970)
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Table T Clirdcal data of the toxaemic Ppatients In decreasing order of severity

Opthal- First
Chanil. mologic Protefn Blood signs of
catlon examimtion  excretfon pressury touenis  Stayin  Dwntin
Cate of the {(weck of ut the time of  at the time of (week of howptral  of
no Ape Parity toxaernia ’] 1s pregnancy)  (setks)  ( eeky)
1 42 1 Severo k23 10 185/100 24 L]
2 % I Severe n 15 uo,{Jm 10 'J]J
J 21 n Severn 36 64 150/108 2 ] »
4 30 14 Severe 35 oy 140/%0 K>} L3 »
3 "0 1 Severn 33 44 139/110 20 3 37
& 30 Hi Sabacute 27 oS 130/100 24 4 »
oephntiy
7 31 v Severo 36 a3 170120 24 3 kY
L 22 1 Severe 34 10 15/110 M 3 b
9 20 1 Mid 3 15 140/80 k1] 3 »
10 4 i1 Mid 7 [1§} 130/110 kL 3 Ead
1 4 xi Essential M 06 160/110 3 s »
hypertension
12 2 1 Subacute 19 os 140/100 b1 4 “
nephrity
L) n v Chronic s 22 130,30 3 »
Ppyelonephritly
RESULTS 11 normal pregnant women whereas the remam-
The ocular fundus findings provided by both 0% § had anpospantic changes of varylng degree.
ophthal py and fl tn angiography were  ©TCD 10 the extent of hacmorthage and papB-
edema Two of the 13 toxaemic patients had

ﬁm anened by the conventional criterla and
subsequently mdependently on the basls of the
A/V ratie,

Using the conv criteria, ophthal Py
showed that all the 10 boalthy non-pregnant
women had normal ocular fundi, as did 5 of the

o

YN
0

A ded, M

ar | Im
IR
03 g
04

o

= HEALTHY NOT PRESNANT
x HEALTHY PREONANT

PATIENT WITH TORAEMIA OF
LATE PREGMANCY

Fig I Am.,/,u,(,«wm;m hhnnuuuennﬂfrd.

Halthy mm‘um bennkypﬂmow
with toxaemta f late pregnancy

Acta Obstet Gymec Scand 49 (1970)

normal ocular fundi (ass 3 and 9 Tabk I
while the remaining 11 had hypertensive changes
of varying degree in the ocular fundi 3 had pe
pllloedema (cases 1 6 and 7).

Adopting conventional criterls, fluorescein
anglography also revealed that of the 11 bealthy
pregnant women, 4 had normal ocular fundi &
in ophthalmoscopy whereas in | case which was
normal on ophthalmoscopy angiography revealed
definite focal arteriolar spasms,

The vasospastic changes in the remaining 6
ocular fund{ were easier to detect by anglography
while the papillocderna could not be detected by
this method. In the toxaemlc series, ons patxnt
(case 9) had a perfectly normal ocular fundus
while the others had spastic changes. Daffuse
fluctuations in calibre and pronounced local
spasms were the most conmon of these changes
Three patients (cases 5 8 and 10) had retins!
hscmorrhages,

The A/V matio of tho fundal vessch should
reveal any posuble spasticity of the arteries. The
matio was determined on the bass of photography
of tho ocular fundus. Conventional photography
revealed nothing remarkable compared with the
results of angiography hence #t was not con-
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ULTRASTRUCTURE OF A GRANULOSA CELL TUMOUR

Pow Hionlpr Pedemen and Jerpen Falck Lacwen

rafeswoe B Ixgers'e) and
e Demerimert of Chaivtres ond Gy maecobogy ('
m;::udzmumu Fakh Larsew, M.D), Unershy of Arkes, Demasark

seroud producing troe. For some years we have
been ttacing the fiac etrocture of the endocrine
seny cells of the boman ovary (Pedenscn & Lar
wa, 1968 and unpabinbed data). As wo found

coatronersy between the aitstsoctore of the pre-
winly deserybed gracubosa cell tumonrs and thelr
bormonal metrvdy w o feht b worthwbilc to ine
YOhEe an cwamphs of thes cart tumour

MATECRIAL AND METHODS

Wra e et W wxh

Fenied scotukas Feliv

sy e nd
Toom

% ewanca srtrouds w
The Bt win pade o
s deory o 19, calcees

few rosctics (Fig. 1). These cefis were volform
sze and shape resembling the granutosa cell of
lhemrml(enkk.m.mmmd
mexsared about 10-15 m bn dumcter The ceth of
e rosctizy were colommar with their bong axh
»datmg from the centre of the rosette. Somne
of the roxctics cootained » tmall essel

Trabecalae of commrcth  thww with

penctratcd ioto Eroups of tesa cells and in the
connective tiwoe snothet type of ¢ was cbaerred
(Fig. 21 Mow olh of the 3 trpe were

Acta Obeser Gymec Scand 4411370,
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rather subjective order according to the ophthal
mologic appramsal and the clincal status of tox
acmia, the correlation did not appear appreciably
better

plloedema. Nelther conventlonal photography not
angiography provide these advantages. If the
period of observation in anglography 1 extended
the papllioedema can alto be detected by thh
method (Filtte & Lemke 1968)

Angiography has the advantage of accurate visu-
slization of the vascular contours comscquently
demonstration of spasticity h very much more
rellable than by ophth »py Of conventional
photography The present authors find that an
overall impression of the ocular fundus requires
simultancous ute of anglography and ophthal-

MOSCOPY

Comparhonofthnnwp&nnprldng!ymh
a variatlon in the A/V ratio of the healthy non-
pre;mntwvmdmﬂu!olhnlulbabunhy

Acts Obstet Gynee Scand 49 (1970}

pregnant women and in the toxatmc Rgeny It
would scem, however that if the AfV nno &
considered a yardstick of spastrelty the oquix
fundes A/V rato does not permit coneinsons
such a3 the measurement of uterine artery calibre
In pelvic arteriography the dimimution of the
diameter of the uterme artery has been foand
correlate with the degree of severity of toaemh
(Pystynen et 2l 1966)

The study of the ocular fondus findings olber
than the A/V rato revealed, as could be expectrd,
that all the findings to be interpreted ay patho-
logical in the patients of tho other proups were
absent from the healthy non pregnant women
A strilang observation was that some of the heatthy
pregmnt women showed pormal ocular fonds
findings while others showed changes to be inter
preted as markedly pathologlcal one of these hter
developed mlld toxaemis. On the other hand, 2
hxy already been reported that the toxaemc pa-
tlents may show perfectly normal ocular fundi, 3
finding which agrees with the present resufts.

On the basis of the above observations it woold
scem that po particulardy farreaching conchsionss
concerning the nature of the toxaemia cn be
drawn from an Individual examination of the
ocular fundus.
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spinlle shaped but polygoual cefly wero also
fomd. They were afightty larger than the first
type a0d many cells cootained ounlophilc gra-
e

Bectron microacopy

The fwst type of cell (Fign

3 4 and 6) wm
wattered I 2 loose b von-

Ultrasirmeture of a grovlosa cell tumour 107

contain ffbrils. The mutochondna and the roogh
endoplasmuc feticolum dud oot differ from those
of tha {irst type.

The endothellal cell (Figs 3 and 4) reded on

. They orpanciiey
of the ysmal type but were very rich in Gold
elements a0d puocytone vesicier They had many

tawmg few coflagenous fibril Only the eells ar
paged in rosctiey with a centrad vessel were pro-
scrved atidactodty A short distance from tho
vencis the cell membraney were duaconthnzd snd
e cywplaun showed large empty atem, w
nm of pecrosis o poor fixation. When arranged
™ roscticy or trabecnlae the cells were connected
wih dtsmovomer.

The nacled were wmll, rather homogeneotn and
repudas wih few indentatloos. Intrs uclear wrtn
of low eiectron demity were often obwrved
Fy 5
The mgochondrla were numeroms. They con
taned fow crbstae and some had i

A%

dar {ibritt. Maay cwmiophilic incloslons
wero observed in the endotheltal cells (Fig. 4)
These Inclmiom were donpated with thelr dong
axis pependicular to the soface of the en-
dotheilal ceil They mwasured about 02x05 x
The trtercelller sxbstanc  contaloed {ibrillar
materlal. Close to the comnective tsoe this mate
al comsisted of cotlapenows fibrils while the fi-
brillar matenal win less characterhitic bn other
arexs The fibriflar sobsiance was  condensed

arosnd some of the cellt, simuistlog a besement
membrane.

DISCUSSION

P
clesom Tobolar mwlachondrha wire not obsened.
The wont comsphcon organellc wn the Golg
sprantoy many of which were present m overy
cfl The cyloplewn was poor in rough emdo-
Pamc reculum and [ree nhosomer. Smooth

Cewtroles, were ofien found. Pams of the ok
plavm comamed no olher otganclly than o thresd-
Wic sroctore (Fige $ and 6) These fRovils had
A dumeter of sbow 50 A, They were scattered
eround 1 the cytoplesm withom any relatioo to
olber orpanefics. Muttvescular bodws were pres-
1 o many cells end they were often fornd bn
te ity of the Golgh Prarstos. Liphd droplets
€Te presemt m many cell Lyswomes were rare.
The secomd hae of I was Of tha same size of
fide | rper than the (it ype The most wm-
rorlant htference W the wltrmstructurs of the tho
Gpey was the sbun of 1mooth

The of thts jumour differed from
the two prenously described grammiosa cel] to-
monts. Both MacAulay et al. (1967) and Toker
(1968) found in tbe tnony only one type of cell
MacAulay ct al (1967) described the presence of
only wual amoqnts of stnooth endopltsmic reticy-
fam, Neltber dd the cells described by Toker
{1963} contain any comskdenabie quanity of thr
& ucture
In the present study two typey of cells were
observed The first Iype Tesembied that described
by MacAulay ¢t al (1967) 2od Toley (1968) and
2y tho gr ckement.
This type of cell wxs characterieed by Litle or
00 smooth endoplasmic reiiculum but e abun-
darca of (bl These (Haments were aho obeerved
by Toker (1968) and MacAnlay ¢t al. (1967). The
by wwthors discuw whether they are fibrils or
wicotubaiey, bat as osithum trirotde wat used
the coly fixstevn In Ohedr smdy i b doubtfid

fetscuban w0 the seond nype (Figy 7 end 8). 1
wome of hewe ceth mod of fhe iopiia wa
rupsd by larpe droplets of mediwn electson

xaxoth endoplawme reteatum The amooth codo-
Plaeon, FTCLSM wan wnped b ol ated
Hructares e some of the ool (Fig ) bt mowt
oflem 9w found m the form of short brrepular
bt and ke Tl T Thee el dad sot

whether »oold have been preserwed.

Themrﬂlfmadnlhccy‘ophmmﬂrm(
umyo(tbndmmbadmhmkanw

oot bﬂtmd&mqw
Plaowoe fforh hn been obwerved o testenlar
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g
15300

of =
el
baserment

13 %00,
Fig 4 Lommal part of an endothehal ool

rosette

fa
of endothelal cell, NG muclems of (ype I ocll, mus Pmto
owmiorhilc granu'e p puoocytohc  eucks

Fig 3 Poruom
choodrna.

cell

108

Light wiicrograph. Section from epon-cmbedded

2y roseties (R) comteinng a wmall entel The other pe  sepamaed by the
matetial showing connecth  timne with  evels and type-

11 celly (1) Note the  scoolaied cytoplasm of these ceils.

Tolmdine blue 770

Fog 1 Lyght oucrogmaph, Portion { mmour wih a large
scaumulation of type-l cells, some { which are wrranped
of cell (T) b found In the conbectn  tsme.
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Fig § Potion f tpel cell white arow md-  Fg 6 Porwn f  typel ccll Noto the abundancs of
cxtts an intremnclear area with low coocentration of  fonllar matenal and Golg elements mio mitochondds,
chromatn. Noto the intraceilplar fibriy, /¢ rongh endo-  cemt cemmiols. 15,200,

planmo rrtcilom, wifo mitochondris. 20,000

Acta Obstet Gymec Scand 49 (1970}
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sen 1968) or theea lutein cells (unpublished datn)
when they were fixed with osmium  tetroxide
alone, but were present in tlssue prefixed with
giutaraldehyde In the human testls similar fibrils
have been described m immature Leydig c 1k
but were very few or absent in the mature form
(Fawcett & Burgos, 1960) The nignificance of the
fibnls 15 totally unknown

The cells at some distance from the rosettes
showed rupture of the cell membrane and empty
spaces In the cytoplasm. These changes may be
evidence of necrosis caused by anoxia due to en
increasing distance between the vessels and the
individual cells of the fast gromng twmour An
other explanation is that the loosc tissue has been
damaged dunng the operation and fixation.

The second cell type was found I strands of
connective tissue carrying vessels to the tumour
It contained larpe of smooth endoplasmi
reticulum and lipld droplets. They may be cither
luteinized granulosa cells or cells of thecal onpin
No single cytoplasmic element permuts distinction
between granulosa and theca lutein cells (un
published data) The most important difference fs
the size of the cclls. Both types of human lutein
cells are rich n lipids and smooth endoplasmic
reticulum and contam villous mitochondra with
tubular elements. True tubular mtochondna are
rare Rough endoplasmic reticulum b present in
both types of cells However under the light
microscope the second cell-type of the tumour
resembled the theca cefls by their size and local
1zation 1n the connective tissue. Moreover the
absence of progestatronal influence on the endo-
metrium in thry patlent indicates that lutelnization
had not taken place

The smooth endoplasmic reticulum 13 the most
characteristic cytoplasmic organelle of the normal
steroid-producing cell This has been demonstrated
durlng studies of the human granulosa lutein cell
(Pedersen & Larsen 1968) the human theca lutein
cell (unpublished data) the cells of the human
adrenal cortex (Long & Jones 1967) and the
mnterstiial celly of the human testis (Faweent &
Burgos, 1960) Therefore it kv probable that the
endocrine-gctive cell of the actual tumour is the
sccond typc, which posubly 1 of thecal origln

Anal Ily the P cl hilar cell
tumour described by Gn:en & Maqueo (1966)

ined large of wmooth P \;
reticubum.

At Obstet Gymec Scand 43 (1970)
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AN INSTRUMENT TO AID LAPAROSCOPIC DIAGNOSIS

Sven Nordvall

Frem thy Deportwent | Olotetrics and Gynascology (S en Novdial MD)
The H iprial, Visby Sweden

laparoscope  blopiies can be performed under
direct valon (Samuckson & Siktedr, 1961)

To slmpl fy the examimation and get a1 much
Informaton sy pomible, one can Wi various n-
sruments xs wid. With a clamp applied to the
anterjor hp of the cervix an ambtant can more
the uterts and fmprove the view for the operator
An for hy fy tmerted
before the luparoscopy can give valiable fnforma-
ton abont the fubal pasocy

When observing the padvic orgam, sometimes
f cen ba difficult to cxamne afl the detalls, ws
the orgam are often concealed by intestinal Joope
[0 ord=r to overcome thh ddficufty sn irstroment
w3 devised 1o 1t p the tiwoes during lapars-
copk cCxammnation,

Fr 2 shemas W of e mvreowst m oy dariog
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110 P Hjortkjaer Pedersen and J Falck Larsen

sen, 1968) or theca Jutein cells (umpublished data)
when they were fixed with osmum tetroxide
alone but were present 1n tssee prefived with
glutaraldehyde. In the human tesths similar fibnls
have been described in immature Leydig cls
but were very few or absent in the mature form
(Fawcett & Burgos, 1960) The significance of the
fibrils s totally unknown.

The cells at some dustance from the rosettes
shoned rupture of the ccll membrane and empty
spaces 1n the cytoplasm. These changes may be
cvidence of necrosls caused by apoxia due to an
ikreasing distance between the vemsels and the
individual cells of the fast growmp tumour An
other explanation js that the loose trssue has been
damaged dunng the operation and fixation.

The second cell type was found i strapds of
connective tusue carrying vessels to the tumour
It contained large amounts of smooth endoplasmic
reticwlum and lipid droplets. They may be ether
lutelnized grenulosa cells or cells of thecal origin
No single cytoplasmic element permits distinction
between granulosa and theca luten cells (un
publshed data) The rmost important difference 13
the size of the cells. Both types of buman lutein
cells are nch i lipds and amooth endoplasmic
reticulum and contain villous mitochondna with
tubular elements. True tubular mitochondna are
rare Rouph endoplasmic reticulum s present in
both types of ccls. However under the light
microscope the second celltype of the tumour
resembled the theca cefls by their size and Jocal
wzatlon in the connective tusue. Moreover the
abscnce of progestational influence on the endo-
metnum 1n this patient indicates that luteinization
had not taken place

The smooth endoplavnic reticulum is the most
charactenstic cytoplasmic organelle of the normal
sterold-producing cell. This has been demonstrated
during studics of the human granulosa lutenn cell
(Pedersen & Larsen 1968) the human theca lutein
cell (unpublished data) the cells of the human
adrenal cortex (Long & Jomes, 1967) and the
interstitial cells of the human testis (Faweett &
Burgor. 1960) Thercfore it i3 probable that the
endocrine-active cell of the actual tumour is the
second ype which possibly 1 of thecal origin
Analogically the androgen-p g hilar cell
tumour described by Green & Magqueo (1966)
contuped large amounts of smooth endoplasmic

retculum.
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AN INSTRUMENT TO AID LAPAROSCOPIC DIAGNOSIS

Sven Nordvall

From the Department | Obgietrics end Q)mascalory (S en Nord of, M D)
The Hotpoal Vidy S aden

Absrect. A dewmpoom 1 grees o aw damco coo- h{mmcopcblopk:c-nbs performed  under

orpem 10 be ified ¥ xad exawoned more clowcty information sy pomsible, one can wa variom in-

anterior Up of the cervix an smbtant can move
Laparoscopy m & method of examination which the uterys and improve the view [ r the eperator
has become indbspensable n gymaecology  Not hy inserted
o0} gynaecolopists but also surgeons and phys- [xparoscopy - valoable tnforma-
caty can benefit from 1t With the Instrument beforo the oo pive vl ot
e wbok sbdomioal cavity from thbo pouch of woemethnes

When obnerving the pelvic orgam,
::wdnwuxduphnmmbﬂmd‘”" i can be diftratt 1o eaamine o1 the deatn,
mmhnyo(ﬂxmumwnhmﬂwlbdﬂm' the argam are often concealed by kotestinal Joops.
vy can be impected. By means of tho

s davised to lift up the tioues during laparo-
Copic exammuton.

1]

-

llACn-u.l'nucu !

ot A C I 2
T C e o o b i g

fé
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112§ Nordrall

The new instrument (Fig. 1) consists of a steel
pin. forked at one end, which 1 inserted through
» trocar-cannula, the forceps points, when with-
drawn into the cannula, clse on the organ that
can then be lifted and examined more closely
(Fig 2)

Laparoscopy 18 preferably performed under
peoneral anassthema. Carbon diovide is used for
insufflation of the pentoneal cawvity The skin in-
ciston B made in the midime below the umbllicus.
When the laparoscope I anserted and the ab-
dominal cawity is inspected the orpan forceps are
ntroduced a few cm to the right of and below
the laparoscope. When insertmg the mstrument a
small pmcture-incion i made fn the skin. To
avoid injuries to the epipastnc vessels, the ab-
dominal wall 1 si Iy transilluminated by
wd of the laparoscope. When the trocar-cannula
and shlet are mserted, the snylet i exchanged for
the organ forceps.

The organ forceps are a great help In the exam-
ination of patlents suffering from sterihty when
1t is necessary 1o find out if the tube 1 attached
1o the ovany or pentoncum by adhesions which
reduce 1ts mobility and consequently interrupt its
function Such small adhestons may be difficult
to discover unless, when performing laparoscopy
it 15 postible to Lift the tubes and make them fully
accessible to inspectron

This mstrument has been tested at severl
fynaccologreal d-partments in Sweden for some
years and has proved to be of great help when
per L &Y 5 lap )

Mr Karl Burgstrdm, Centrallasarettet, 50001
Bords, Sweden, will supply the instrument upon
request
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DIE BEDEUTUNG DES FEHLENS EINER ARTERIE IN DER
NABELSCHNUR

Eine prospekrive endemiologtsche Studie

Lars Cedergriat

A der B n L Professow Sy Knlunder) der Universislt m Mates, Schwedem

i
!
f

coopmel matiormetons, Iocrosasd fa-
ockace of promtorty bet e cressed ockdencs of kow
btk voght we presest,

§
i
B

wotgchornen Kinder von der 70, Gravkitrwwocke sb

RESULTATE

lmmvu:dcuwuthdaldnnn.Dm
witsen 53 Kinder cioe Aplasle einer

cwer Frequenz von 0,27% eoteprcht. Von dlesen
53 Kindern batsen 17 d b, 32% ehn oder mebrere
sofort

P 5

A

P Dn
durchachoftifiche Gebartigenieit fur die 32 be
Arterg Sie wurde m Form emer treﬂmcnlmbmwu!l)wlnndhhdkﬂ

Promexinen, plaz betroffenen Midchen 2746 g,
chen Studle an der men betrog day Geburtigewicht
khmkdnsm.m:mhms.muupam. 2911 3 In der Gruppe der Kinder mit Nabel.
(owechen 1963-1968) durchgnfubir, sctmuraplasic ohne sonstipe Anomalie
betrug dn der Knaben
MATERIAL UND METHODE 3403 g md da der Midchen 047 s In der
M 20t om 162143 b 1521996 warden 62 e, Gruppe, o det die I Verelnl-
uulvm%mmw—a Bmg mit cner enderen ApomaPfe
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Table 1 Fehlen eirer Nabelschmurarterle in Bemg
anf dar mutterlicke Alter und die miltterlicke Paritat
Alter -0 -4 15— Total
Primirarae s 1 1 27

M hiparse 1 1 4 26

T ul 6 2 3 5

Table Il Anxahl der Fafle mit \abelschmaranomalie
awfeeteilt anf die verschicdenen Monate (3 Jahres
periode)

Fehken etner

Nabehchrurarterie
Monat far dic T der
Jetzte Regel E tbindungen  Anzahl
Januar 154 1 0,06
Februar 1707 7 a4l
Mirz 136 1 0,16
Aprd 127 ) 033
M 133 € oan
Juni 1539 4 a.s
I 1591 1 0,19
Angact 1818 4 a5
September 15 6 sy
Oltober 1493 [ 04
November 1459 4 07
Dezember 1513 1 020
Summa 194 n .7

auftrat betrug das Durchschoittsgewicht der hna-
ben 1 865 g und das der Madchen 2478 g.

Die Anzahl Aplasiefille clner Nabelschnurar
tenre wurde zum mitterlichen Alter und rur miit
terlichen PantBt m Relauon gesetrt, was aus
Tabelle 1 hervorgeht Das Materdal wurde aus-
serdem in Bezich ur h Vertel-
lung der Monate flr die letrte Regel studiert, wre
es in der Tabefle II darpestellt wird. Ausserdem
wurde Rackucht auf dic wihrend der Graviduit
beobachtete 1ousche Hypertonie und Hydram-
nion sowic eine totale Plazentarretention nach der
Geburt genommen, siche Tabelle 111 Aws Tabelle
1V wird dic Art der Missbildungen ersichilich, die

len ausserdem schuere Minbildungen \ vhagen,
Seinen Beobachtung wurde aber lange letn wents
res Interesse geschenkt. Enst tm Jahre 1955 wurde
von Beninchke und Brown eine rirospelthe
Studie von 55 Fallen mit Aplase efner Nabek
schourarterke publiziert, wonach ene Anzahl wer
terer \erSffenthichungen erschienen. Diber It
es unsicher ob diese Anomalie erst m den letnim
Jahrzehnten haufiger als frither aufintt, oder ob
das repere Interesse flir diese eine hdhere Fre-
quenz in der letzten Zet vonpipei. Im Hi-
blick darauf wird die Forderung nach emer pro-
sp Miv an gelegten Studie aus ein m griueren
cinheitlichen Entbindungumaterial notwendrg, um
die LMinische Bedeutimg dicser Anomabe erfamen
zu hSanen

In frither publinerten Satisn (Tabefle V) wurde
di. Anomale durnschschnittlich in 061 (0,10~
111 ) nachgewiesen. In der vorllegenden Unter

h betriigt die prechende Ziffer 0..7%
D1 S.nen friherer prosp=ktver Untersuchunpen
und aber uneinherthch and dadurch nicht repri
senttiv wodurch em Gegeniibentellen mit vorle-
gender Sene nicht mdglich Ist. So besteht 2.B.

Tabke 1N Grorid 1dts  and Emtbindumpshompliko-
nonen bei Mittern rom KindTn it \abelschasran-
malic (53 Fdlle) im } erpheick zum hoasrolimatersal
(010 Fdliey

Fehlen oner

Koafroimaterse!  Nabehchmararine
Gra Wity —_—
Lompblabonen Annhl Annh
Hypert W gra 17 | s 94
Hydrammon [ [a] 4 7t
Retento placentae
ot 48 - 4 78

Table IV Awfireten anderer & Seperlicher Misshe
dangen bei Mindern mit Aplasic efner Nabelschnarar
teric

Nab artenen

hei1 den hindern mit nur Zwer
gefunden wurde. Aus Interessensgrilnden wurde

hessich eme Z Nung frither publ
rierier prospektiver Untersuchungsseren m Ta-
belle \ aufpestellt.

DISKUSSION
Bereits 1870 beschrieb Hynt 1. Fille bei denen
eme Umbilllalartere fehlte, von denen bet - Fdl

Act Obst 1Gymec Scand 49 (1970}

Anrzdl Anrahl de1
Organn steme. det Fille Mussiuklunpes
Stelctiosem 6 .
Digranondanal 5 3
Uropemtaln stem s 16

Resprratonsches $;sem
Zentrakes Nenensy tem
Dtrige Mrestaldongen

-

-
-
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&a 1966 voo Froehich omd Fopoum i

Matena} mn Faben von 12

on, 7wed anders poblizierte Materalien vmispen
Welme und Neger (Pechbam, und Yermhatmy
1965 Frochlich und Pofikora, 1965) Sowelt et
memen werden Xann, besthen keine dernrtigen

peoen B-wbikerooy stamomt
B4 bechz dic Auffammg, dim dps Gbarts
FoCK on Kundern ma axr efoer N belschmuc
scterie dn Verghich m Kindern mit normalen
Gelizen fu der Nabetachour medriger Hegt, weon
xf do Lange der Oraviditht Rickeicht genow-
e vicd (Bourne tnd Bendrchke, 1960 Peck
tan wod Yermboloy 1565 Clpparom, 1966).
Drnartigs Newpeborene werden daber oft als pri-
matT hetrichtet, wan aber n Wikischkent gur
richt ratdf(t (Sekl tmd Strwum, 1954). Der Pro-
trxtsaz won kongendslen kdrpertichen MMombid-
dangen bet Nabelschesiranomalia Hegt tn den Ma-
teriafien Zabchen 10 und 58 Prozent, dle Mis-
beidmgen Loanen dabel dle memten Organe und
&cs WBrpen betreffen. Man onn's
LB bel Uropraphse von Kusch nocoalen Kio-
& mx o 2 Nabehchnurpelines @ 30%

Talds V {hary peiNiderter progpekiier
ki y erien Bber Flie om Nobelstlowsramo-
malle
Filly okt
Aphsie doer
‘Nahckechaur-
Aand anerie
det Ent
Avtor Jabr bosdengrs Asnkl ¥
Wenircht & Boorm 1960 1 500 13 1.00
Lyoa 1960 1nr o

Latic %1 290 2 01
Thocas %61 6970 7 o
Jirnee ¢ 1l 1% 31 15 o4
Lesods & Mrdovy 1962 2130 LI )
Adier et o %) 1% JLRE Y
Carrs k McKao i4 2000 10
Frmgold etal 14 G0k 12 us
Furkeny 14 34 TR YY)
Gbaoda & Koler e 196 1000 [t
Brooaqud 1961 som 1 e
Krmoltermes 195 440 W oM
Pupmdtos & 163 TeM 2 o4l
Yechham & Yerm-

o 61 3ra ETR-Y .4
Moma 7R T 21 o8
Anpoidio &

Puocraell %66 1300 3 am
F ocech &k Fapkon 1964 2630 0 P
Vealemveactel 1967 2000 ¢ o3
Toad %0 HT e

(Feingodd, Faprmes Matn) WA 5 ox7

Fiee und Toplt, 1964) In emer spiteven Unter
by koonien denrige Bufunde nkht mebs
€hoben werden (Van Lewuwen, Bshrmper und
Glemn, 1967,

B der statstinchen Bearbertung vorhegoocder
Sew kam der U Test nach Maon-Whitney nup
Amendag Daber worde gifunden, dam dn
vor, Kmdern mnt nu fuct Nabel

Th ““‘fvn‘uud&mum,m

Mabil
> daom &a wken Ebes-
9 Torgre tieh dm Matenal der Nur Nabak

snomalien kems Tendenz rm Primaturidit, wokl
aber danm, wemn poch sndere Mrabldingen gov
funden wurden

kounte T werden
dem Nybrhehnnmnomalien bel Wetnen blaftger
vorkamen sh bel Negemn (Peclham ood Yerms.
balmy 1963 Frockdich wd Fuykura, 1966), wo-
yezen dm Agfoeeen dieser Anomalle bel Negerm
mit ehner grisacren Frequenz anderer Kbrpermin
bildumpet verbanden war

Was die Vertelling der Qexcblechter betrifft,

Anceafls betroffen (Hynl, 1870), im eioem an-
deren Midchen (Adir Lewenthal md Ben-Ade
reth, 1563). o zwel welleren Serlen wurden keino
Geschlechtmmterschisds

LN
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Ex zeigte sich 1n einlgen Materialien dass Na
belschnumaomalie hitufiger bei Kindern von Ent
beghrenden als bei Mchrpebirenden  auftrat
(Bourne und Beninchlke 1960) In anderen Mate
riellen konnte ein tolches Resultat nicht gefun-
den werden (J&rvinen, Osterfund und v Numen,
1962 Frochlich und Fujikura, 1966) Ebenso
konnte in der vorfiegenden Serie kemn derartiger
Unterschied festgestellt werden. Auch hatte das
mittediche Alter kelnen Einfluss auf die Hiufig
Leit dieser Anomalle, sowis auf die Apomalis
in Verbindung mit weiteren Missbildungen

Was den Z thang dieser A lie mit
anderen homplikationen und hronkheiten be
trifft, wurden tells erhBhte Priekiampsiefrequenz
(Benirschke und Brown, 1955 hristoffersen,
1965 Peckham und Yerushalmy 1965) teils ver
mehrtes  Aoftreten von ante partum Blutungen
(Bourne und Benwrsche 1960) tells auch erhdhte
Frequenz von Diabetes mellitus (Froehlich und
Fupkura, 1966) von mitteflicher Selte benannt.
In einer anderen Untersuchunguserie wurde im
QGegensazt dazo keine erhShte Frequenz dreser
Zutinde ongegeben (Little, 1961) Was die
vorilegende Senc betnfft konnte ewne pgewise
Tendenz zy vermehrt auftretenden Hydramnlon,
Graviditlitshypertonle und totaler Plazentarreten
tlon beobachtet werden, dos Material reichte aber
nicht Tur statlshischen Bearbeitung dieser Detafls.

Eine hereditire Umsache flir das Fehlen einer
Nabelschnurartene wurde bisher verneint (Bourne
und Beninchie 1960 Sulivan und Marin-Pa
s, 1964 Sekd und Sirams 1964) ol der ande-
ren Selte wurde aber die Anomalle oft bel auto-
somaler Trisomie beobachtet (Uchida, B
und Wang, 1962) was ouf zu Grunde lcgende
Chromosomdefckte hindeuten khdante. Bei Zwil
fingen wurde dic Anomalic in erhdhtem Ausmasse
mitgetellt (Bourne und Benlrschke, 1960) Wider
Erwarten fand man aber dass bel 125 Zwillings-
paaren wohl 17 Einzelkinder diesc Anomalle
hatten  unter fhnen aber nur ein cinziges Zwil-
lingspaar und das waren Interessanterweie zecr
elipe Zwillinge (Beninchke, Sulfivan und Marin-

anderer Fall dey Materials der mit dem Uterm
duplex und der Aplade der einen Nyere. Dabel
bt ganz intereseant, dass perade Nierenapime
elne nicht unpewShnliche Messbildung bei Nabek
schnuranomalie ist, wie es in Tabelle IV anpe
deutet wird. Nur ein Fall von mitterlichen Duabe-
tes mellltus kommt in der vorliegenden Serie vor

Im Allgememen it die Amicht verbreitet, do
Aplade einer Nobelschnurarterie von etogenea
Noxen bervorgerufen wird (Thomas, 1963). 5o
wurde die Anomalle bei Thalidomid Embryops-
thie beschnieben (Thomas, 1963) In ewnem Falke
unseres Materals hatte eine Mutter in der Frik-
graviditit eine Zervicity, hervorgerufen darch den
Herpes slmplex Vinn, wobel das Rind mit Nabel
schnur lie + Hydrocephatus, Agenesic b
der Nieren und Phokomelle sowle anderea Mbr
bildungen geboren wurde Dheser Fall jst deswegen
besonders interessant, weil man wehs, dass der
Herpes simplex Virus in der Gewebebultur o
elner hohen Fregs Ct berrath
bervorruft und daher nuch verdlchtigt bt, Mur
budingen hervoraurufen (Cederguust, Ellason tmd
Lindell, 1967)

In cloem Matenal wurde eine sasonmivige
Variation gefunden, und zwar wurde bei Mttern
mit der letzten Regel zwhschen Juli und Septem-
ber Nabelschnuranomalien in doppeit so hober
Frequenz festgeatelit wie in den fbrigen Monaten
(Peclham und Yerwhalmy 1965) Die satisteche
Bearbeitung unseres Matenals ergab ket
haltspunkte fir elne solche samonmAsuge ¥ atid
dow.

rationen

ZUSAMMENFASSUNG

Padilla, 1964) Das Vork der A \};

ber eln und derselben Mutter ber zwel auf d

folgenden Graviditdten wurde beschreben (Ad
Yer Lewenthal und Ben-Adereth 1963) Eln sol
cher mitteriicher Fall kommt asch n der vorlle
genden Sere vor was matdrhch die heredudre
Theone ctwat untenstizt dies macht awch an

Acta Obstet Gy nee Scand 49 (1970)

choft snf, cbenso honnts Leine Jahrecredliche

Lelt nachgenicsen werden Ewnlpe Falie dev Matemalb
dﬂﬂ-mdlrl‘ﬂfhn,dxﬂmﬁhlnp;rﬂl)‘cﬁﬂ\xkﬁ'
driare Faltoren der Avormale ru Grunde licgen kpanca
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A CASE OF HYDATIDIFORM MOLE WITH SEVERE PREECLAMPSIA
AND SEVERS DISTURBANCES IN THYROID FUNCTION

K. Krtoflersen and F Schonsu Jprpemen

r_mwdmudmmnb:llu-p&-.ﬂﬁ —~d
£ Kseferwn, L.D), The Umcersity Hocpeaml, Odense Demosark

Abaract A Cia w repocicd o Bydatidodorm ol wc
ey

with hydatidif rm mole PBI levels of 90 133
and 205 »g/100 rol respectively Feibo & Lund
have reported 2 casey with PBT bevely of 154
and 174 xg/100 ml and sugpested PBI detsr
joxtions x5 en add. 1 dl ic ald In this

e depuntomon, davacy wod skyper
ey spewty Engt howry removel of the mols o
curemch gh PRI (141 gy KO M} 204 bow srom
Choleerol (7 my 100 m) cre found Both of e
s crrwned 1o morcel wiben O coorm of 14 &
T oa Sephmdex Q25 (T, vt} was
fonwd W b 1014 aud Gff emoitosomdy with (he
el m e otter vken w 6% T mpisks m the
Tyrond gnd shoved macreed ralmes 3 werke oy e
wetns bal © sormadl swe 5 scoks et The
st for the tryrow fescon Wse wiach v feend
- oupertd

E

it Later Kock et al, (1966) published 6
cun with PBI values between 12,1 #0d 200 agf
100 ml and Mamn et Al (1967) 1 cxe with a
PBL ot 172 £g/100 ml, Odell et al. (1567} heve
studed thyrosd function in 93 patieots with meta
wtatic damse and I 7 patients dem-
omtrated incremsed thyrold sctivity with a PBI
of from 9210 17.0 az{ 109 wh and hypochokestiet
olacrnia together with focressed radoactive jodine
aplaks in the thyroxd ghand. In 4 of th: 7 casey

: echomiicn, toa
s oy ot ok Jow prioe
—— o i period of o0
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Disrasen sn

Doaye allar avacisotion
Flig 1 Blood pressure Ppulse rate, urinary outpnt and pro-
telnuria for the 20 days following the removal of the by
datid! rm mole,
ARy} T (G No albu was found

2t the routine antenatal exammations,

DIT?.F Jﬂli.:“u LR EL

20

blood pressare wm 150/115 mm Hg, pobe mie 11 /mbn
und thero was 44 91000 ol protein fn the urive The
z showed molar timne i s

On admi to the - the
pujcmmmmcbmmdlnpdnshsbokrdmypnb
bat did not appest thyrotoxic. No goitre and no tremor
were present, but she had severe grneralized oedema. The

Frr 2 X-ray of the chest the day followmg the removal
of the Iy datidilorm moke

Acta Obstet Gymec Scand 49 (1970)

opon cervix with severs hacmorthage, w0 the uicros &
erxctied and 2650 ml of molar thwoe and blood were
removed. During the operation 1 bottls of Macrodex®
and 3 botiles f whoke blood wers ghen. Microscopy
of tho removed tisne showed hydstidiorm molo withoot
evidenco of mabgnancy

Tn the cight houry afler the opersuon the pube r3te
showed o tendency t rhe 1t incressed to 160/min &t
the ;mme time &3 the blood pressure roso to *00/130 mm
Hg At this tims the patent berame incressngly dyp-
potic, and X+my exammation of the chest thosed
enlarged heart and consestion of both longs Drgials-
tion w3 commenced with Lanatoside CP and later with
Dgoxm® asthypeftenshe tresiment comusted of Rest
peu T 1m. end Frosemede? also m An albusow fofu-
woh wa gnen becanss of hyroproteimaerma which »
4.~46 g/100 m! Ophthalmoscory showed spastic retmal
enmcls without exudues or hacmorrhages

Frg. 1 shows the conrse of the blood presare polso
rate, aad urmary oumtput together with the proicin @
orton m the urme for the fint threo weeks afrer the
operation. Tt can be secn that the Blood premore and
(he pulc rate became normal within 10 days, her weight
fell from 83 10 736 1g the hamoglobm concratrabon
mereased from $9 371t 120 3/1 and the serum proteia

concentration from 43 (o 8.1 §/100 mi



Far 3 Xorwy of thy chast 14 dan Doy

Fit 2550 3 show the X-iy pacteens of
sad 14 devy afur

the clunt 1
Sewrt

¥

Dapn aflon apasoenli,

Fio 4 Tht Vioes ol the PO T oot i verem
Chotemerel

m O e period o 3 mence

o Artientiors Fodviag the sl
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The

T sod thls reruraed 90 Rormal with fhe Hood premare,

Thyroll funcuon losts, proteln bownd fodoe  (FBD)
wptake on Bachidex G5 (T o) and

o cholesierol can be seen jn Fig 4

I™ optaks by the thyrold ghind threg weeky afaer the
increeacd vabee wih 1m wptile of 40

sd 88% ehter 4 and 24 howns respecthly Two mosthe

later the same st Choved rormal valmer

The wrine ercrenon of chononts

wred by tm blological wathod Tocrease of the

wart of lefile P M shown jo Table L The sitght

oo m the chorlooke

omsdotrophin exeredon 7§
wooths sfur crsonion reacited in ceretizge bemg per

The st was performed by The Stme Serwen Fatants,
Copesiagen.

A Obeiet Gymac Scamd 4 (1970)
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Table I 24 hour excretion of chorionic gonadotrophin
in 7 determinations within 5 months following removal
of a hydatidiform mole

24 hour excretion of chorlonic

No of days after removal gonadotrophin Lu.
2 300,000
19 3800
5 3,500
& 7 800
124 1400
114 600
144 Not demonstrated

formed becanm of a smpicion of chorloncarcinoma.

Oesriol excretion was first determined on the 2fst
and 22nd day and was 1.3 and ke than 1 mg/24 bours
{modifted chemical analyils according to the method of
Brown). These analyscy were performed oo late to give
any informaton on the production of oestrogen ut the
Ume of the riginal evacuation.

The patient wus discharged from the department 25

recovered and oo ab-

examinstion upto 12 months after tho evecuation.

DISCUSSION

This patient, therefore, had a scvere degree of
toxeemia associated with a hydatidiform mole.
The patlent developed hypertension 160/80 a
month pror to admission and was subjected to
examination for a suspected hydatidiform mole

hours in hospital she was restless and talkative ixd
had a tachycardls, but the anzemla, cerebral o
dema and the cardial decompensation could quite
possibly explain these findings.

The thyroid function tests were fint performed
some 8 hours after the evacuation. The PBl »ns
at that time 24.2 /100 m! and fell within the
next 4 days to 18 /100 ml and becams nomal
within the course of 9 days The serum chol
esterol increased simultaneownly with the fall of
the PBI from 97 to 342 mg/100 ml and the T,
test fell from 101 to 48% Tho course of these
values suggest a hyperthyrold statc at the time
of the evacuation, and that thi ceased abrptly
after the operation so that the values in the fol-
lowmng 14 days swing around to show almost
hypothyroid levels. The levels on admission e
ceed those that can be expected with a normal
pregnancy where the normal values for PHI are
stated to vary from 6.2 to 11.2 ug/100 m! {Hein-
mann et al  1948) for the T, test {rom 80 to 40%
(Krntoffersen & Strange) and for serum chol
esterol from 112.5 to 426.5 mg/m] (Documnta
Geigy 1960)

The chango in the thyrold tests during preg-
nancy can be explalned by the increased oestrogen
production which pank prepmcynnd(}t
changes connected with this in the thyroxine bind-
ing globulin (TBG) (EngstrBm & Markardt 1954
Dowlmg et al, 1956 Engbnng & Enpatrdm, 1959)
Oestrogen production with & hydatidiform molc i
however no greater and often less than that oc
arnng during a normal pregnancy (Frandsen
& Stak 1 M gh 1965) Inad

P was Co
groundless as falling HCG values (80 00040
units) were d ated loglcal tests,
1t should be noted that a normal HCG excretion
does not exclude the diagnosis of hydatidiform
mole (Hamburger 1943 Hobson 1958) The matio
between biologically and immunologically deter
mined HCG in the urine (B/1 ratio) is often less
than 1 with a normal pregnancy and above 1 In
the majority of cases of & mole (Wide & Hobson
1967) The use of both methods should thus be
of valuo in the differcntial dlagnoss between a
mole and a pregnancy

Ay also observed in other reports (Kock et al
1966 Mann et al., 1967) our patient did not show
the clinical signs of thyrotoxicesis In the fint 24

The analysis was performed by the Crntral Laboratory
Oxdense County ard City Hospital

Acte Obstet Gymer Scand 49 (1970)

at this time, but the ich idered

dition it differs qualitatvely in that the ratio
oestriol /oestrone + cestradiol s between 1and3
rather than > 10 o3 in a pormal pregnancy The
ounogmproducﬂmwith-mokthmcorm
qualitatively more to the non-pregnant statz than
the pregnant.

HCG in itself docs not sppear to influence
thyroid function masmuch a3 it has not baen pov-
sible with either & mole (Kock et 3} 1966) or
with chorlocarcinoma (Odell et af 1963) to dem-
onstrate @ corrciation between the HCG tltro
and the PBI values.

The severely abnormal thyroid function tes
found in this case thus canpot bs explatned as &
result of the chorionlc gonadotrophin productlon
or the oestrogen production alone It therefore
nppunpermhsn:le.uwuwmaicdbykockﬂ
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 TSH actinty fn the scrom, which was 34 times
the normal and at the same thw  very high xc
vty sa the tEDOUr themse

On the bnbs of ther fmdingps d the conre
of the thyrokd functwon testy Ja the present stndy
R wnll be of interext 1o 1bo foture w0 detrrmine
the TSH activity i both the plawna snd molar
frrse in patents sulfering from hydatxdiform moke
together with determinatons of the PRI wnd
othet (ryTodd parmeters i these patienty i onder

0 mmem the ponibic diapoitic valie of sch
sy

My
Hobeou, B. M. 5 Obeit Qyosec Rk Enp 65 293, 1984
Swhe L & Lenden, H

A Oduset O )iy Sramd £9 £ 12201
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Developed for use following gynaecological sur
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— Earlier spontaneocus voiding

- No catheter caused urinary tract infechions
— Repeated cathetenzations are unnecessary
- Lesa chance of urethra! trauma

- Increased patient comfort
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of Dow Corning medical-grude sihcone
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flexible silicone catheter a silicone body
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A 10 gauge needle universal connector and
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POST-MENOPAUSAL HYPEROESTROGENISM CAUSED BY
CARCINOMA OF THE ADRENAL CORTEX

Berndt Johan Procopé

Heod. Profetser Pasve Vera),
the Department 11 o] Okmetracs and 3 maccoloty (
i etk Umovarsky Centrel Hoopltel, Heinnkd, Finkood

botract A cret of crcmonma of the sdreml coctax S
Am—sﬂp:vm-dmhd.h‘\xh e

CASE REPQRT

A ormes shopiectet seed 72, wm odmaited o

o st Giecdeng Mrkarche powot

ICUNTENO, B PPN, mesopwis & 50, The pe-

tow bl ecerved w0 Mermonen.
cumtexs Fog 198 o, sdyet M3 oy

Wonod Py 2D 105 men Hy Servs blaratun, ot

Fhosrhutse, saptuie tatecsssms (OG0T,

e (GPT), Oomal tacedy wxt md thrpobotnt

maton revrsied clapemcnt of te wcre,
Ol ¥ oot detecied
An endomctnl recmcn, urwed the hismiegical

The meceruon mbe1 W thy vagut woca wae DfTI/21,

Poael; ¥ weighed 4§ The

Exinry wa intact med weighed 185 5 The

s s Cromderiog o pacicacs mp. The cadorezieo
e Meciogiesl farwes compradag ® e

peolltacative Phase ol the ferthe perind T -

O sropc twoaher Guy semphed sy 2 8.
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Table I Urinary excretion of oestrone oestradiol oestriol total 17-ketostervids (17 KS), dehydroepiens
sterone (DHA) and total 17-hydroxycorticosterolds (17 OHCS)

DHA
Oestrone Ocuradiol Oestriol 17 kS (mg/24 h) 17-0HCS
No of dayx (Rgf24 h) {ng/24 hy (/24 h) (mg/24 b) {per cent) (mg/24 b)
1 773 116 236 20 167 pRE)
60)
2 619 11s 2.5 77 2.1 A
[g2v]
3 86 93 217 n2 2 »4
(100.0)
4 427 74 50
s e 94 17.2
6 496 &2 6l
7
(Deu. methasone)
(Deametbasont)
9 63.1 3s 36 4 263 Mo
(Dexamethasone) ®4.0)
10
11 (ACTH)
12 (ACTH) 192.0 ER S 324 2.6 2.5 314
(100.0)
DISCUSSION

Human oastrogen production can be estimated
by measuning the urinary oestrogen excretion, by
studying the oestrogen cffect in vaginal smears
and by the histological state of the endometrium
Consudering the patlents advanced ape all these
parameters clearly reflected an Increased oestrogen
production

Acts Obstet Gymec Scand 49 (1970)

The excretion of unnary oestrone and ocstrads
wes penlstently high, while the excretion o
oestriol showed wid  fluctuations. Thiy may be a¢
counted for by disturbances in the conjugation &
oestrogens n the Iver due to the presence 0
rmetastases, The urinary cxcretion of total 17 1
was abso elevated, and the proportion of DH/
was very high. In addition, Increased values wert

Fig 1 Carcmoms of the
adrenal cortex. (1aermat —
van Gicwon,  96)



noted for wriary total 17-QHCS These obstrve
toral

Post-menopausal Ryperoestrogeniom
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tiom srgued in favour of s pa sl proces n n

the adrenals.

The urmary excretion of the shove-meationed
way Dot d after th

Wmhh-mvﬁhw
fmdlogs fn carchsoma of the adrem! coctex (G-
pon & Owrdoer 1952 Westman & Loft, 1963).
lnp&nhdnnmprd:hmﬂ:hob-
sernation B algnificart from the sundpoint of
dﬂmﬁddhpoﬁbctv:camﬂmtmdbe
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oextriol b obviordy doe to the fact that the
\mmary pcretion of Mis component B deayed
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0ot thereafter In addition, the poesibility of
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of Ther metestescs most be Dlen Into accomt
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ot o oostndol, st ACTH strmolaton bas
povouly been reported m cas; of carcinoma
of the adrenad conex (We et al, 1958)
Smce stopsy revesked stropbic ovaries, ft may
be emomed Gt the carcinoma detecied b the
adrenal cortex was the source of the marked in-
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over prone tat diteet prodoction of cestrogem
tedes piace in wn sdremal cortical carehoow. It
© Powible Gt the peommon of entropens, do-
4 " o pariesar but slso ane
are d o
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THE EFFECT OF OXYTOCHN ON THE COMPLICATION RATE OF
EARLY THERAPEUTIC ABORTIONS

Bof D B. Johanwon

Deportment Gemeel,
of Ohmaings and Gy wescology (Hmd FProfersor C.
from e Userarsty Hotpel, Upesele, 5 rdew

el Wi i foor
s of peem 1n Go find etk thy coapkesten ey
M TIE Mo w oty wenll does of cxyiocts wa ghve

vieal dilabon sad earetinge bave been the msjor
wchmque.

Duonag 1963 st ityeatieg nomber of abortions
wer performed before the 12th wesk. Dos 10 the
wrany espechlly haemorrhage and
mfection, the presemt stndy was staried Jo e of
fort 0 loywer the compicaion rre. As Blood koes
wis the uhm problem, & lags doso of oxytocin
001U} wan adonmistered dring the operation.

MATERIAL AND METHODS

drws | woimied sl Burepentc Workom dmring 1945
& the Uncrormy Howntad thel wire porformed by earet

Hircdug afior murprrr. A sictmive bloedng oecxmmg
wiea 7 & of e eperion S Mook 61 o
phcaton,

pumpwey Theea of tam following vrphoos bad w be
ovecm. Frver, Wistera] pal aod deaderess Ja the Jewer
shdoran, pem e aderis e easewd priwiion
sdaral eichng of  ses I the Mood wdrracition
™R

Tespersmr e of mov daa J°C o mere thag
o4 Octaess Fovopurstdly wes rcordd @ cva-
phcxion,
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130 E D B Johansson

Tabke 1 Total mumber of therapentic abortfons at
Akademisha Sjubhuset Uppsala (UAS), 1964-1967
and the number of these abortions performed bv
amettage

The 1967 figure inclodes suction curctiage

nrgery 6 bled more than 1000 m! and § dovd
oped salpingitis, The complication rate was drs-
tically redeced dunng the expenmental sccosd
scries, when a Iarpe dose of oxytocin was infoed.
Only 3 patients had a temperature mse and ooly
one developed endometritis.

In the third series, in which the method of the
second series was wned by the entire staff, the
compli Tate rosc from 11 1o 18+ Whe

Total number of Percentage
ab By curcttage
at UAS curettage  of total
Year (@] (@] abortions
1964 183 6 a2
1965 53 rd 97
1966 27 76 27
1967 425 170 40

Number of deve In the howplial The day of surgery was
comnted ax day pumber onc The day of kearing was in-
cloded.

Other complications during swrgery In thn group were
included tramma to the cervix or vazina that required
attention, perforation of the werus and faftore to remore
the concepioa.

RESULTS

The number of patients In the four groups with
their mean duration of pregnancy in weeks, length
of hospital stay and the percentage of patients with
complications are shown 1n Table Il In Table IO
the different complications are reported. Some
patients had more than one complication.
Durng 1965 the complication rate was about
70% Out of 11 patlents with bleeding during

the suction curettage was introdoced (eres 4),
the complication rate again went down to 12%
There was no massive haemorrhage dunng curet
tage in series 3 Five patlenty bled durlsg te
evacuation of the uterus but three of them bied
just about 500 ml and none bled mor than 1000
ml Only one patient of the five developed sa-
pingrtis,

In the first and second scries there were PO
other complications during surgery In the third
series there were four perforations of the uterm,
one cervical rupture and two lactrations of the
cervix, total 7 patients. In the fourth series ther
was one perforation of the uterns, onc cervical
ruptare and 2 cases where the conceptus Was left
behind All the patients with these complications
appearcd well at tho follow-up evamimation -3
weeks ofter the obortkon However ot the present
tmme the possibilies of late sequelac cannot be
excluded.

No ugnificant drop in blood pressure was noted.

Table IT Complications hospital stay length of pregnancy and rammber of patients in the four series

of therapeutic abortions

S D =Standard deviabon

Mean dumbon of  Hospital stay Percentape
N of pregnancy (weeks)  m day comphca
Series Period panents (+8.D) (+3.D) thoos
1 1965 b3l 101 6139 m
2 1966 27 12716 4113 i1
3 1966-1967 5 11516 4134 IH
3 1967 13 1+15 4138 1

Tabk [TI The number (n) of different complications in each of the four series of therapeutic abortions

Other compli-

Bieed: g

Bleeding
durmg catlons durmg  after Temperature
P twents uTgeTy sorgery gits me
Series ) ) ) «) ) «r
» 1 o s n 3
3 27 o o 0 ° H
; = s 7 s 4 !
W 173 0 4 ’ + &
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Ci

chorth

On awakenny the patients often noted that their
preoperative horger and thint were goos, prob-
ably as & resuht of the 500 ml 5.3% ghucose in-
tuslon.

DISCUSSION

The preguant wiers aromd the 12th week of
geidation Is rather msershive to oxytockn. Caldey-
ro-Barca (1961) has shown that 0 128 mU oxy
wocn per mimse for 2 houns (total 13.36 LU)
prodoces  stromg coatraction in an wterms of 12th
week postation. As most of the abortioms were
cartied cnt before the 12th week, the dose of
otylocin was fixed at 30 LU Fortumately oxyto-
an b well tolerated. Blentarr (1961) bas infused
16 LU oxytocin per mimee, the only sids effect
bring « moderate and short drop fa the blood
prewure The infusion ruts in this wock was pever
sbove 1.5 LU per misms. No sgniflcant drop
0 bood presims wes poted.

Orytockn marely gives riyfhmic contractions in

12th weck pregoant wierss bot mether a pro-
tonged coatracton (Seyth, 1961). fn most exes
the corvi b relaxed bot fn somo patients the
cervx wift codiract abo, accordiog to Smyth (1961),
To wvoid i effect, the cxytocin infusion was
oaly stacted when most of the cervical Hation
bad bern done. No cervical contraction was ob-
terved 0 thes undy To avold a redoction of
coutrmnabddy of the uterts, halothane (~Fluo-
thase™) thould bt be waed 1o anseathetize thest
N\mnwmhm
ad redoces i imtabiy (Viokcka & Kretchmer
1961 Crawford, 1962)

Guitmacher (1964) recommended tho wo of
20 LU Symocn to redoce the ik of uterine
zimm:‘mdwm“ﬂdnb No data of

of thess complcations wma
Kimek & hontems (1960) compared the e

{ ctytocm on the bletng daring the coretiage
¥ib 118 patnts who pot o ovyiocn. However
Mdhlssmwhmm
""W"’hmm:n.mmh“”’
wpowdhle

! rencw of the complication mute of them
Pevic bortoas «t the Toroato

dunmg
compl

fication rate of early th ( m
serics 3 and 4 a3 be allowed 2 blood los of up
to 1000 ml

In the first serles, bleeding during the corctiage
was dearly linked with mlpigith. In cases with
low Hood ks, the number of nfectiors were
redoced. As mipingith k& a severe comphxation,
winch {n some patients grves tubal occlusion and
sterfiity the redoctlon in ths complication &
very fmportant.

As seen i Table 11 the petlents b scrles 2
wera at a somewhat later stage of pestation. Thres
patlents were In the 15th week but could il
be tresked by corcttage without dufficulties. Due
1o the contraction of the uterus, the volume of
the uterine cavity was reduced and the fortus
could exilly be grasped by the forcrps and pulled
out. The cervix had been dilated to Hegar mumber
15 It s possible that the axytoctn infusion faclk
tates mfe therzpoutic abortions by corettage up
to the l4th week. However the present series are
oo small to validate such & conclmbon.

Attt Obmet Gymec Seard 3 (19781
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OXYPHENBUTAZONE IN VAGINAL OPERATIONS FOR
GENITAL PROLAPSE

A Double-blind Studvy

Per Berpsie

Frow tu Depeisunt | Obatrirics and Gywercolegy (Head. Frm Bje MD),
Aker Hoapetal, Oslo, Norway

kowmg opcrrione (Fraser ef al, 196! Rad:

et al 1961 Wuborp, 1966), follow f
@rubcr 195 Lechoer 1965) and b Waflamma-

sony conditxm of vary log actiology (Sct 1961

"v\/

Helowmn & Otson, 1962 Bllow «f af, 1962,

i

el & Koof? {1968] bave publiahed the readts of
13 eswcuthlly dmilar stody which conmpares the
reada for two groups of patients operited om
uring two different time periods. Their resuty
wtimed to indicate an antipyretc and an spal-
pesic effoct in the oxyphenbutazooe-treated groop.

MATERIAL
Patwms sdawtsd © the howdlal Ja whew  vrpioad
ereraon for gt prolapw er babwed stes decon-
trpcy s phosed, wew mcioded D e sindy How-
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{ Oxypheat fn vapinel op 135

thven wcondy oedena, by the  Table V  Postoperatice Bladder function. Period be-
wiay to wioew; md thinlly finocatory resciony, Jore spontamecns micturition

Tow table iockodes off the petieats who hed nberior colpoc-
mmd:mwr—ﬂtzz;ﬁz f78) dL3 Fots

OCayphwnbatamos Placsbo
Whea it v s ohviom Earibodon
betaesm the two trestmoat groes w0 stathedcs] oxuiydl o of Neof
wm perforesd. Fer cooperhons betweoa two spproxd- ey « "
smascly pormed ditribotions Stodort’ et wae teed, aod
for el comperiecns the 7 -taet o  two-by-two 2 2 N o
table bt was waed. n 3 n by
Zord ’ E 5 12
4+ 1 13 7 17
RESULTS n 1® 4 10

oo sroups
Tabie IV Poor-operatice
& the patients who had anterior end posre- Oryphoshotaroge Phacsbo
e ¥ o the ol w, Na. of No.of
@) Oxyphrnburrar (X parrants) pryyin « .
v of Irowcticn of
morploms (o€ scuralci) Gocl 3 x® "
ol Zoc) ’ b n 44
o1 23 43 e« Totad ::3 : ﬂ ’ ﬁ
s 7 1 M ™
No ot ° 4 8 1 0 n
emlpac 12 0§ 3 3 » Ton! n 100 4 100
bty bl 1 1 1 1] 3
£ ¢ 1 1 M
Teal 3 1B 4 3 »

Sor T ey (Mot e et T 50 Vil shows (e patieaty
1 Teree mw““‘ma{ﬂt“ﬂh!
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13 P Bergspo

Table 1 Age distribntion

No of patients
Ovypbenbutarone  Placebo

3539 3 1
4049 10 1
0-5 14 M
6069 12 16
TO-74 2 1
Tetal 4 Fi]
Table 1L Clinical conditions

No of patients

Oxy phen-

Placcbo
Cystoceie 30 3
Rectocele 3 2L
Enterocele 1 3
No uterine prolapse 4 12
Sabtotal prolapse 2 2
Total uterine prolapse 10 10
Stress incontinence 10 n
3

Prevlous vaginal operation

cation. After exclosion f these patents the series com-

putation of the cevvix. In a few cases the cervix s |
hmu.Afevmnorodymcrbrorunryrvnrﬁu:
porthaphy were abo included. Table T shows the ¢
ferent types of operation, which are seen to be g=ily
ditributed in the two treatment groups. The oparar
wrre performed by nine different doctors, each of &
had an aknost equal share of ovyrbenbutaroce and fa
bo treated pahents,

The post-operative cowrse

Anmlgesics were ghen a8 required. During the fint o
or two diyy morphinc-lle amlpesics wer ghea m i
Jections, later pbenacetin and salicylite contsimng b
were ghen.

The peevions department routine of giving saiphonymid
to prevent wrimary infectons was tnfortnnately Bot &
continued, #t planned, when the trhal was stanied, o b
2 meaningful comparkon  f podt operatne hnfectioms
worthless,

Prophylactic anticoagnbamts were pot ghen foutmeh
nor were they ever requited for therapy

The paticnts did pot bave indwellieg catheter The
were catheterized two or three times dally ¥ atempt
to urinate spootaneously fafled Residual bladkr o
was measnred daily untll the volume Was ks thaa 9O &

The rectsl temperatore wat messmred esch pxvimg £
afiernoca,

A kococyte count was performed, and the tramam
nuset, SGOT und SGPT were measured on the gah post
operathe day

1 uncomphicated cases, which inclodes the ast majoet
ty the patients keft the bospvial on the ninth post-open

th day
F k it should be i that 1l 2

prised 84 patients, of whom 41 recehved i

and 43 the placebo. The age dhtribution of the patients
and thelr indwations for operation are shown m Tables I
and II It ks seen that the tho grouPs afe very compar
able 10 these respects.

METHODS

TH druy medication
Oxphentutarone and the placebo were provided i pum-
bered bonles, each connaining .3 tahlets of similsr shape
and coour Each oxypbenbutazone tablet contained 100
mg f tbe drug. The dosape scheme was as folom,
The day before oreration, 4 ublets

Second and third post-operath
da s tablets 3 thoes dally
Foarth o sventh pos-operathe

da s 1 tablet 3 times daily

tients over SO years of age recehed an kyecucn of 10
mg cestradiol valerat in ofl preoperatnely

Stattstical e alnation
The aim was to sndy separately the three factors i
which oxyphenbotumne mghs mierfere, Findy rais, b

Table I[II Operation

None of the patients had o
b,c.n.eo:mw-udmam-mmfdnbemm
the draz.

The code was broken at the end  { the investipation.

The operstion
1 the rmaorly of caes the operation comisied of an-
terior and postenor colporrhaphy combloed with s am-

Acta Obsiet Gy ec Scand 49 (1970)
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therelors faflmg s the group shveTe DUTHDE
problem

DISCUSSION

1a accordance with earficr investigations, the prev-
uﬂmﬂymdudcuuhpwapmﬂndmu
which et be, or which are most likely o ba,
do¢ 10 oyphentutizooe. 3 particriar the readts
ars b perfest agreement with thowe of lortheim
& Fooft (1968}, who also found fewer faver reac
$003 and s redoctioa I the vae of smalgmbcy
The sgnificant redoction of smlgmke medica-
1on was Dot unexpected, since the analgesic action
of aryphenbtazons by been clewrty establhed
(Goodman & Gilman, 1965).

The soalysh & Dot delimitely cstsblsh an
antlpyretic action of the drug, but there wn 2
permntent trend towarth & lower temperatur I
the oxyphenbutazone group In e Light of what
n Loown wboot o antipyretic effect of thy drug
(Goodman & Gltmaa, 1965), onttafied Stdents
40t may be segarded a3 perminible, making the
difference of Period M1 in Table VIT slpnificant
o the 3% el A significamt differncs m this
Late stags of the post operathve cotrve agreey well
with (he tre course of the effects of the dmg.
o be mentoned below

The i Y effect of oxyph
Tone cocdd not be detected by evalmting bladder

mhportant factor tn the re-extablahment of blad
der function Tht may e been  tispdgement,
bosever pam and otber nerve reactiom probubly
by, taace important (Greenhdll 1963)

Ovypbealxiazone s boen shown b encout
e healng, pdped by \be wmile sreagh foex
peroestal wounds @ rabbds (Brontey & Zeder
(e, 1365) In the provat avatipation, no ob-
o difference could bs found & dudayed beal-
sef occurmed equally \o U two groupa (T He
XL bet on s mor et

method  { evaltatmg the woundd %21 not aed.

nection should not he confmed with antibyotc,
m frct, oy phenbutazone has been thewn s wrp.

o

Oxyphent

t vaptnal operatk 37
pmhqmwmmdmo(mbmﬁl
fnfection (Fraser ct o 1561}

tmurn effect only after » loading dose and 3 days
of therapy (Pruser et ol, 1961). This peeany tht
mopmmwn-mmmmmw&ybocb-
tained if the medicatlon starts 3 dayr pre-opers-
tivdy which B fmpesctical in most cases. In the
wmthvm{pﬂmthnhtdhudotm;}m
on the day before the

prectical problem siill remuains 8 question

Ueut to such 2 degres that i miy bo recom-
mandod for geozral we? The reliet of paln, and
the lowering { the tampianme can exily be
achieved by other mum if thir symptomtic
relief b the only advavtage. If on the otber band,
the drug promotes the geoeral well-belog of the
patient by & more profoond actioa on the bealing
procem, then his urt may bo fustified Judped by
the nunes wmblined evaluation of the post-opera—
tive course (Table X), the latter nothon does have
3oy wpport. Unwanted drug reactions ghve rias
to no problems chring wach & short cotrse of
therspy if the patlonty are sriected carcfully but
the necesuty f a loadmg dose and a delay of
3 am beforr the fufl cffect v reached B3 an
obviouy diadvuntage.

The dachiion o wso cxyphentutazone I vaginal
Optralions must bx & mutter (or individul {udye
ment Routme use for all patients i1 hardly jostl
fied, bat s yotective e with dus comiration



Table VII Post-operative temperature®

Cakulstions fo Student 3 et were based on more decimals than those gnven in the Table

Oxypben Phacrbo
Day (41 patients) (4) patients)
(0=day of Student s
Period operation) Temp. SE Temp S.E. st
1 Q12 3742 003 3748 o0 05>
P>04
11 345 nx a.03 13729 0.03 03>P>02
it 678 3717 003 3128 003 01> F>005
Measared as average of morning and rectal n he 3-day periods.

Tabke VIII Laboratory calves on the sixth post
operative day

The numbers of patients | the gronps raope from 33 1o 39
the by the

Nooe f were
Student 3 ~test
Oxyphenbutazone Placebo
Man S.E. Mean S.E.
Leucocytey/mm® 7900 00 7400 0
SGOT 113 16 214 16
SGPT 20 [T 24 343 3.
Table 1X. Compilcations
No of patients
Ovyphen-
butarone  Placebo

Nausen after operation day
Vomiung after operation day
resctions

cCouw
on

Allergic
Phiebith or embol
Detayed wound healmg

Table X. Post-operative problems, as ecaluated by the
ward murres

Ovyphen-
butarone  Placcho

41 43

and afternoon temperatures ln successive three-
day penods. This imples that in cach patient the
mean for each period is the average of six single

Acta Obsiet Gynee Scend 49 (1970)

measurcments. It is seen that for each penod th
mean temperature was Jower in the oxypheabuta
zonc group than in the placzbo group, but e
differences are not statistically sigmificant. Th
penntent trend from perod to perlod s sugees-
tive, however Therefore the temperature rediog:
were also compared by counting the patients she
had an averag below 37.3 dunmg the first three-
day penod which was 16 in the oxyphenbutazone
group and 9 in the placebo group This difference
was almost significant in a two-by-two table test
(P=1006) The same trend was found by countog
the patients who had temperatures above 380

385 and 390 in the two groups, but signifi
cant differences were not found.

The Jeucocyte counts and th transammase
values on the suxth post-op.rative day were almost
ldmualmtrwtwogmups,mnglh:mammd
standard errors as a baus for comparisons (Tabk
VIIl) Rememb ring that oxyphenbutazene might
have an adverse effect on only a few susceptible
patients, 1t should b mentioned that SGOT values
over 50 units were found 1n . oxyphenbutazone
treated patients agaimt § plac=bo treated patients.
SAPT did not reach pathologkcal levels, nor did
the leucocyte count po below 4000 per mm? in
any of the groups.

Complications were alio cvenly dminbuted, 23
seen in Table IX. Finally the ward nures evalu-
ation of the post operative counse 18 shown 3
Table X. The vast majority of patients fell mot
umexpect~dly in the group fabelled some nunmg
problems  meaning that they exp.rienced a ceT
taln degree of drcomfort Taking the two €%
tremes, ovyphenbutazone treated patients more
often had an uncomphcat~d course while the
reverse was true of the placcbo treated pateents,
who more often expenenced severe d scomfort.
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LOCAIJZAHONO‘FAWNGNDWITH’IHEHE_POFPLMN
K RAY EXAMINATION AND A SECOND D

Terne poition, or bas been displaced ounide
the wieres 11 ko JUD without a cervical append-
= 1 owcd, this uncertataty 1 of couno the rale,
bat the problem muy ario also with talked TUD's.
Tietze (1965) reported ruaslocaton of tho Birn-
berg bow w 0.2% of casy, while Ratoem & Yia
otnerved & mch Wigher frequeney of tamiocs-
too of Lippe  loop witer tmerthon w the post
partim petiod (1968). Quits recendly Taceh! (1968)
Teporicd that the SAF T<olk, in spite of by mame,
may prrforate tho uterms. However i the Gl
of the TUD canoot bo palpated or seen, thers s
w0 delume proof of cxpattion of tramlocatun 10
the pertoncal cavity The ol 1 not infrequenty
drwwn vp to the coTnx O WieTme cxvity without
the device bemg drplaced (Rowen, 1965 Ratmam
& Ym, 1965, The uil of the Marpulies epirad t00
may ocowaonally be reiracicd 30 bigh up et not
%0 be detected (Totterman, 1966).

Sece 1UD are taioopaque, 3 Xy eram
aten B hip m ockalag the deviee. Un-

maxy be peeded 1o obixin full prodf (Fochs et al,
1965 Ratram & Ylo, 1968). By this techalque
i ought to be pomitic to detect even partial tram-
location of an 10D (. Tacchi's caso 1 1968
Umnénn, 1968). TUD's In Intrauterine postion
rxy alw by localized by an echo teckniqus ming
the Beolotator (Jorpemmen, 1964 Fockn ot al,
1965). Whh thh metbod & passial srmslocation
may howkver ecape attention.

Fuche ct ol (1964) consklered hysterography to
bo 100 complicared & procedure for routine v
in the search for lost IUD'e Since we are of the
sme opinion, we have procetded as follows If
@ TUD ks not deteeted In suto of forotps expions-
ton of the endocereix, and U explocstion of the

At Ofiset Gyee Scmmd 45 (1¥70
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if both IUDs are unuatentionally rmoved, thrs
can hardly b considered a complication.

As may b se'n m Figs. 1-3 the second JTUD
aided proper localisation of the first one, and the
conclusion could b drawn that th.re had ben
no displaczm=nt. In suspact casss additional ex
posures from swutable angles can b made or
hysterography can b. performed. In a cmse like
Tacchi's casz 1 a second IUD would probably
have sufficd to show that the SAF-T-coil was

Fig 1 A cxein hdi
was assumed that e
Margalies <perals had beex
expelled, one after the o,
without the patients kaosl
odge. A Banberg bow wa
then cadfly mserted d &
\-ray ewmination was et
formed a coupke of mostx
later Thit a-p View shmn
the three devices, The e
wms larpe and the cenit
¢ oagated.

oot In its p-op r intrautenne poution. How=ver
& case of shght partial translocation through the
w.Jl of the vterine fundus (Unnéros, 1968) seem
likely to cscap  d.tection. Nevertheless, since such
cxs obviously are rare they do not scem W
provid an argument sgainst wsing the slmple
second IUD  technique described above In the
search for a missing device, if hysterography b
considersd not to be primarily indreated.

Acta Obs'et Gyne Scand 49 (1970)

Fr Ap wwukmma
caen bech  Lgpe bop
w lou The small Margulcs
spral seen on the X-ooy &
e ame knel  the Joop

imserted w thout any &f

readdl
weeh after the \qay enam-
nauon, shic the e
loop remamned i pouten
The kop s rema ed onc
y ar later wih the axd
B mherg ool
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SERUM CONCENTRATION OF AUMAN PLACENTAL LACTOGENIC
HORMONE (HPL) IN PREGNANCY COMPLICATIONS

Markkn Sepplld and Erkkd Rocslabti

From st Deparcment [l of Gynarcelery and Obmetrics,

Cemtral Hoephtal, Heltmkd

Umaniy
(BdMPVmﬂMk—lm{ﬂnLMLUMHMFM

The coacentration of burmae placental lactogenic
botmone (HPL) in the seram of a normal preg-
nsnt woman thes throughont pregnancy and
reaches 9 bugbest devel at tho e of birfh, Afier
removal of the placenta HPL disappeans from
matermat blood within a few hours (Beck et al,
1965). At term the level of HPL s related neither
to placental weight no 10 the infant's birth welght.
The blood content of HPL does not chaoge with
the tmo of day tho activity of the subyect or the
Hood ghcose level (Spellacy et ol 1966) T bos
betn esnblimhed that HPL n prodoced by the
trophoblast. By mummofimorescent studies HPL
b been Jocallaed i the syneyt 11

RESULTS
The overall resulty are presented tn Table 1, and
the Tesulis of e corrtlation analyses In Table TL
The mean HPL valuo o the serics was 103 8,

o et al 1963).

o scarch for indicators of placental function
w¢ coepared the terum HPL levels measured wn
munechemuaally wath trnary cesiriol excretios,
rlacental and infant berth weighty, mnd durapon

of ptton at Afferrat wages of pthological
Fregnancxes.

MATERIAL AND METHODS

Secf WO TTPL wrem, prepord m rabbi by
¥ % 0 penficd HPL propuniem (Tafeey

On the baris of 30 specimens from 23 patients
HPT and daily outpot or trinary concentration of
octiriol showed & corrtlation (r=0.40+017 and
0461017 respectively (Figv 1 snd 2), which h
stathtically slgnificant 74y =205 <rew23 gnd
fann= 4T <t=29 respectorty). AL the time of
bith muaternal serem HPL concentration was re

Act Obsbet G ynee Scomd 9 (1970}
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Tatie 1 W:W(v)n«'&m

m:uﬂdm(«)olm-dm}ﬂl

demﬂmh’w

and phocewd  cight, and daration £ gestation
swsmber of vl paicy

Orunol  Ocemndl fenny  Flaceatal  Pregprsncy
(mg'240) (g mh) weght woght week
0x " oH o o4
o1 Qi 014 Q1) LAH]

n » u n 4

concentratioes (bedow 80%  from the sumdard)
the lowest Apgar wore of the chid war 9

DISCUSSION

The radlal immanodiffslon medbod b a simple
wnd reluble techaque for the measmesent of
wrn proteim provided that a specific antserum
n mafable. Fof dincal mae the weaknen of the

g ¥ a3

e —a—p

L L R S

by ! Compaa o serwm HPL o
“Trwae per » WY sexret

7 Jx TIAY
o

a

43358 8%

™ » & £ 5]
Seririal osmsetre fon 1n wrine AL/l

Fg 2 Comperem of srem HYL sed srioary oestriol
comcentration.

om obacryations (Sprllacy et al, 1966), but we
obstrved & highly ugmificant correlation between
HPL and placental weight That no corrclation
between HPL and pregrancy week was found h
comidered o bo due to the natare of the preg-
oancy complicatsom, where comtrmuing placental
and foctat o remamed

Moreover our {indmgs reflect marked individast
variaboms @ tcrum HPL coocentnaiam between
differem indeviduats, The fanrly poor correlation

However for clmscal use, the remlts indk \het
00 defmrte conchusons abomt placentsl function or
f al siwtc are qtdeed 0n the bask of ampte
HPL determmatioos (rom mraternal serum. Tt b
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Table 1 Afatermal serum HPL, wringry oesirio] exorerion, Infant omd phecetal wriphts amd doranow of

gestation In 41 complicated preproncies

Twtouermh, D - dlabetes, A =ansemia, Thyr = thy rototcosis, HR = variation In foetal heart rate J o Ji undice of pregnancy
PP - placenta pracvla, Prol ~dunation of pregnancy more than 41 weeky " " o

Infente Placenal Durtion of
HrL QOextrio! Oestriol weight weight eostation Compheatson of
No ) (24 8) (g n 53} {neriy) £ epaancy
1 154 14 n 1870 T » T
lo7 16 12 — — M T
110 13 1" 2400 549 37
k] 132 41 o3 i 20 a7 D
4 45 u 12 — ~ 37 T
+ 36 13 7 250 41y 3
s 7 32 2 s slo ” T
6 2 v s — - — rP
6 36 s ¢ 1770 3% — -
7 95 1« 1t — — 32 T
] 107 23 17 3550 70 3 A
9 o 1 7 3450 60 30 D
10 Lo - — 3380 &7 3 HR
1 93 L] 3 — -~ 35 HR
12 2 1t 10 270 450 2 T
i) 7 x 13 1570 490 » T
14 110 —~ - 2800 60 w b
13 93 41 48 3500 Mo » T
16 1sq 19 18 3640 680 u T
147 “~ 3 40 650 » T
1 119 30 i 130 63 n HR
1s i3] n 15 — — ¥ HR
19 et 3 5 3840 &30 4
an 119 20 20 3630 6 37 Tinr
2t 163 3 » 1940 kL] 4 JiLS
n 1o P13 22 — - s T
n 2 2 14 — — »
2 1 33 b umn &1 3 ”
B € 9 6 - - 3 T
2 43 9 1 — — 2
24 108 - - 3190 00 @ fral
.S %0 ~ - 3670 330 42 Prol
2% 108 n n 311D [ 1 HR
27 109 - - 250 500 kg HR
b2 n - - 378 R 4t Prot
» 108 - - 1750 o 19 HR
» 1 —~ - 1550 " 4 Prot
n 97 - — 3600 6 4t Prot
»n 133 — — 330 bl 41 Prot
3 m - — 1450 6% 3 HR
s o _ _ 2070 s i R
38 T - — 1380 630 a HR
3 & -~ - e 500 10 HR
37 us — — umn 360 1 HR
n 23 -~ - 3430 500 a1 Proi
39 » 5 4 3740 830 n TR
ry 110 - — 4300 &0 4 ”“
41 F) 13 9 1680 0 v W

Iated to the weight of the child (r=054+014
fn gz~ 16« 1~ 4.28) an the bases of 38 delivenes
(Fig 3) A positve correlation b tween HPL and
placental weight was also observed (r=0641
013 ¢ ps=276<1=51 Fig, 4). There was no

Acts Obstet Gynec Scond 49 (1970)

significant correlation befween HPL and preg
nancy wetk in our series of 46 samples ctamined
between 10 and 47 weeks of pestabon (Fip 5
The Apgat scores of the chadren ranged from

to 10 In the group of mothers having low HPL
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Table 11 Cunhﬂnlmﬂidlﬂl(v)-dtkrmc
e siomdard orrovs (1) of matermd serem
concentratbn e arinary oestriol mﬂbu.bnfdn

and placeel  cights, and darstion [ gestation
b of vacmbls Py

OCutnol laitatt  Pacaotal

Qeurl sty Pragosncy
(g 240 (mgmD) ol Wi

work

0
o
»

L L.]
017

(3] L1l
oid a3
n i

oi4
018
%

cosctuitioms (blow $0* from the standard)
the lowest Apgar ware of the child was 9

DISCUSSION
The radul komonoddfaskon method b5 a simplo

- samasssdy it

ML e wiag

LD
PERIRON of wrnen HPL sod

T per 43 Wy eetnal

—

-

41

M

I

o 2 %

o 28 2383 8 8

1

[ » EJ L]
Owrtriel smremtrs Lo in wrine g/l

o

Fig 1 Comperion of snan HFL e0d uriesry ocatriol
coacysiraon.

om obictvavons (Spellacy ct 2l 1966), but we
observed & highty significant cofrelaton between
HPL and plxcental weight That no correlation
between HPL and pregrancy weok was found b
conidered to bs due to the nature of the preg-

nancy complicetons, where contuung placental
Indfucul
)lmunfmdmprd\cﬂmnbdmw
Yarutom m serum HPL coocentrations between
different indivduats. The fairly poor correlation
between HPL and oestriol may be becanse of dif
ferem wources of ongm of these hormones. While
HPL 11 o placental prodnct, ocstnot excretion de-
pewhs on the fumchon of the foctoplacental vost.
However for clavcal une, the remsits mdicats that
00 defrrto conchont sbout placenta] funchon or
fotal state re pmufxd on the baws of wnglo
HPL determmations from matermal serom. It b
Foenble that  maried reduction 1n maternal HPL
concentralon mught mdicate danger to the fortm.
but ths remams 0 be establshed Largs wercs aro

wm‘"ﬂ”humlumudlmm
< {eyemt
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Fiy 3 Comparison of sttom HPL ad
© birth welght of the child.
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MGOFWUEOFNMNMBUMAND
INTRAVENOUS OXYTOCIN AS METHODS OF INDUCING LABOUR

Jarno Lalne

Sohal,
'—W!dwdﬂmﬂlﬂw
Temvere Contral Hocpual, Tompere, Finland

mAMuﬂ‘nwwlﬂl
mmm--dmwﬂu-u)bﬁb—d

o timng @ COTECt ond the procedas M osedy wper
et

Indoction of (abour n & procedure which the
modetn obtictnerm has 1o coender dady Fist
he ot deoads that there n o proper mdication
for mterference and the next wep—if condibons
are sutabl for mdachon—hs to choose the most
sntable of wverel method.

P ge (1543) advanced the idea of sdmmntermg
cuwen, m the form of Procm® o an mira
enoin miuvon Much earer Hofbauer et o
{19 7) began to bl Prvitin® solutwm mire-
nefly and Domskbon (1921) way the fint bo
eyermment with the absorpuon of Prutnnt {rom
the onl mocon AR these methods hav baen
modiied subrequently expecally after the syo-
thete prodocion of ovylocn wa commenced.
The cxpenence gamed b been devenbed m many
robbcacos  Inducton of Labor (1963} by
Ticdds. Greroe & Smth » good yamemry snd
Frovdsy  comprebemne st of the Ltcratare on

la ceent yean, comparable groups have been
collected £ om o i the vame borptal of crea

i which Induction wae performed by two or more
methods, c.g. Blatr (1969, Maxwell (1964) and
MGer & Oser (1967). Comparbom 1 this kind
have been made eince 1964 also ot Department 1

Tabke L The caacs mctaded ot series ;1 fock primery
by oo Syotocmou
SLV), Symocnon Meceall tabhets (=SB)
INT whooom (~FIN) & owihoed in the
able A toul of 159 ALV +121 SR sad 165 PIN.
muctons, €. 445 kodwcioms 0 oL, ary reviened
T prcparmuon of Sandax  m
weed 31U was sdded 40 500 il of §  gocoss sohutwa,
Iafancn  m bepmm xt 310 drops man {5366 mU
) ond mecrEwcd 0 19-20 drops ooy (~93-132 mU;
) The wmioron stomescrsd 1 wogle da1y we
31U
25 Seador Sysioonos Beccalt tbhen, ome of hich
covams 100 LU of symiwerc wer wed Thy
mawem dow w2600 U 100 1004200 4200 4.
00 400 6004600 [ U sdomasiersd s kalf hour wiier

mdnos
mfmmon (=
or

PIN Foneg' Putocos TNT sobaon wae wed. The
boondii © (e maculactrr b
sraciomy 4 SLU 4 101U 4 201U end 4 30
LU o mecrvahs of 13 o, but the formmda ey akered
funty w0on 0 on metd dos ol 4 1 [V w1 sitervals of
15 mom The watsmoes wisl dosepe was 264 LU

Acta Odstrt Gruee Scamd 45 (1979,
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EXPﬂUEhCEOFTHEUSEOFImANASALBUCCALAND
INTRAVENOUS OXYTOCIN AS METHODS OF INDUCING LABOUR

Jarno Laine

Fn-m-ldo&mnm‘ay-r-bnﬂh-l.xmlmd.
Tampere Cemtral Hocptal, Tawrpers Forddund

(hy g comrel aod e procrdere m closcly wper
el

Iaduction of laboar b a proceduore which the
modern obstetncan has to comidder dally Fint
he enra deod. that there 8 proper indication
for mierference and the pet sicp—if condrtions
are mntable for mduction—h to choose the most
smtable of several methody

Page (194 sdvanced the Wes { sdmmbstering
exyocin. i the form of Puocn® 4y an ntra-
crous mfvson Moch eader Hofbamer «t al.
(19°7) bpa to il Prtoitrm? soloton Entee
wrafly and Donuddhon (19 1) was the first to
expenment with the absorption { Priwtrin® from
the oral mocosa. Al thee mithods have been
molfied subnequendy evpeckMy fier the  yo-
thetn. production of oTtocm wan commenced.
The vpencnes gamed b been decribed m mamy
fublicat . “fnduchoa  { Labor  (1965) by

Ia recent yeans, comparable groups bave becn
collected from coe and the 1ame hosprtal of

in which induction was performed by two ot more
methods, cg. Blalr (1964) Maxwell (1964), and
Mulkr & Ouler (1967). Comparisons of this kind
have been made soce 1964 aho at Department 1
of Obstetrics and Gynaecology Tampere Central
Hospeal. The resdts are reviewed here.

MATERIAL AND METHODS

o Prtocos INT schenon (=PIN) arv owibosd is t
Wil A wul of 19 SIV +121 5B, cad 163 PIN
mdoctom, Le. Snd-:nnh-ﬂ.mmhrd.

$IV The Symocsonl of Saador 1
Tl $TU 11 sdded to 500 ml of $% siacose solxtor
Tfwmon a4 begxa @ 8-16 drops /min (= 53466 mU
Dun) end lncremed 10 19-20 drops wea (=93-132 aU
). The mammmea sdmowdcred B smgle ey w1
s LU
$ B Sasdar Symaockon Buccalt tablens, oow of e
coxtoms 100 1U of syoibete aoyiocm, were weed. Th
macem dme 5 36001V e, 100 1604300+ 200-
408 400 600 600 1U scasemsicred at heif-howr Ioke

Fr5 Fommg Fm[ﬂlnh.hw-m-ﬂ.n
dos  w mwmly acordms 0 O

wactor 4 3 LU 4 10LUL4 201U xad 4 J
TU &2 micrraby of 13 mia, but the formmla was shiere
frly w00n o an watel dost of 4 1 1U o Imservah ¢

-ums.nmudmm,,
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Experience of the xse of oxytocin

Table 1V Annﬂmdrk&nﬁhhmd%

Percemiages m peeethewy
Yo N (LY LY Teest
RER{1)] 4 an an

<‘l-u=-’ » ?’n(ﬂ) 6 (49 2 (30 3 (39)

»H Qo 400 137 o
Sacorn 3 » () o 73

=] 3t on » 0D 45 an 13 Ot;’
Saccr By 0N 3
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RESULTS
The reselts e summerived b Tabic 111 Induction
w18 succenfol Cpealtee™) b threr out of foor
cxwts on mersge. The best result (79%) was ob-
tioed 1 the PAR group and the poorest (67%)
o e SLV group, The of oful

corretpendlng SR, dosager were 1916 LU and
1730 LU The sverage SLV dosags was 318
LU for the total senss and for the successfid
Inductions.

The ditribution of the wries Into age growps
and the corresponding succem rates for mdnction
ars shown In Table 1V There aro no significant
dufferences in the agp distribation. The outcome
was poorest, regardles of the afytocn prepars-
tion gives I the youngest group which mamrally

Incortioes m the S . material wos 75 Tambud
& Andetson (1968) suggested that induction should
be regarded ;v faBhure il parturiion bad to be
termumisrd by Cacsresn section becaine of (a)
stenot gavn, () symploms wggestrrs { foctal
mdTIa o () dow progren of labour ¥ thh
T3 R avered by these enteria, the mumber of
wecentul mduction in the PIN goup n 127
7% = the $B. grovp 50 75%) xad m the
STV group 100 (61

The perage PIN dosage was 175 U and
® e exsey of vacttmivdh indocton 154 LU The

T Re\ Relaiion of pority e enctcomne of indwcrion
P w g,

b the highest nomber of

However PIN gave  redatively good resait
(65%) compared with other preparatyons,

Table V presents the relation of perity to the
ogicome of the Iductions parformed. Induchon
falled distictly mors often In priml than In
mudtgravidas. It showld b. noted that priml-
gravlas were most numerom bn the LV group
(50% ) and that the bndiclion was saccen(i 0
only abouat ball of these caser The proportion of
prmigondas was uafoftoatdy unkqual I the
thiee groups. ® was 40% in the S.B. and 45
@ the PIN group.

PN Pes e —
Fremgnndae ™ (:’!1 43 ) niw) 200 an
M .o bodiatd a0n 1
Sacze W  uo % (xn 204 ¢33y
™ w0 an « ey N
w m " w
1Nty
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Table L. Methods and mumber of inductions in
19641967

Table I1L Resutts of inductions of labowr

LDT lr.d\l;:ﬁ
- on Delivery Time
Year 1964 1965 1966 1967
Deth eries, total 1929 2047 2122 2230 PIN £33 SLY  To
:rnn.btvmy . » bH Acratice
Primary & — (™ s Ni:«bo 170
. 10 1 urs ) 23(%) 2010 @
Syntocinon Intarenous® (S.LV) Nepstice
Prigary 12 -U},(,-, 91 Contractions but
e 2 n no delivery In
Partocon IN® (PLN) ~ - s 43 hours 1330y 2108 2534 S
1!1 TATY — - _ & Negathe, total Q) 31@s) 3QY)Y 13
Inductions, total 309 226 277 333 Poaltive
Inductions, per cent of LDT ks than
deliveries 164 11% 13% 17% 24 bours 120073) B4 (T0) %6 (61 300(
Posirire
LDT 4-4hn  10(51) 650 10(6Y) "6{
bes been performed before induction of labour Tho  positive total 130(7) 075 105(67) 16
foctal heart nute and the mothers were fol ductions, total 165 121 159 Hy

Table 11 Indications for Induction of laboxr

Percentages In parentheses
PLN S.B. siv Total
Postmuturity T6(46) 35(46) B3 (41) 196 (44)
Fostmatunty
Tadsographic
evidersco ‘O NE) 190D 430D
35Q3) X0 T4UD 16507
Prematuare rupture
of membraney 6(36) 403 1169 247
ol — - 18 102
Inrmagtenne foetal
death - 2an 1eEe 307
Previoos larpe
badics 255 S(4h 309 17D
Previons complica-
tiom of debnery AL QZS)  35Q29) 3T 11329
Sign of pre-
eclampna 8t
vnlts to ante-
natal clinics 55(33) 47039 (39 1Y)
Other ressons G0 306 00 110D

patients = 63%) snd fn the PIN group i a fow
only (8 patients=d9%) It i, of coare, powshic

STV roop (47%) compared whh the PLN. #nd
gronm (33 and 30%  respectively). Tho maln Indecxd
incloded amoo other feasoms  were bt dube

duction m the whole serics wa 136} .
A previon largs baby sad a histoy
et ey were not regarded by themuehes av wolfick

th for

Acte Obstet Gy mec Scand 49 (1970)
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Tubhe Ty Anmailhbnh‘hmmo!w

Reroetages I pureathess
Yot Pin 13 3 v Total
nan 2409 5149
<:n- * :;n(u) ] 12 3009
- “ D‘)ﬂ g‘l m ‘;‘]\)(m
Succiu 1 an >0
nn 3 Ol)a » D 4 0n 133 00y
Sacorm non % 0N u T8
»u 0y 13 08 24015 719
ot 7 on 12 (81) 1 £
-9 10 {60y u@n E-N(%))
Soctrm 10 (106 s(D 764 n
»0 14N 2050 1606
Sectem 5 o0 2 (o 1an "
1 m 1 u

Cocwrran wctwn prowed ACrmATY fof Ome chowm O
smcdies aficy el Isboor Paces tud comsmenond.

RESULTS
The reselty are pwmmarised tn Table 111 Indoction
s sckwful (“postiive™) o three out of four
s on nerage. The best reault (79%) wa ob-
tawed i the PAN groop sod the pootest (67%)
m e SV group. The per of

corresponding S.B domges were 1916 LU and
1730 LU The xvernge SLV dosagn wm 3.8
fU for the totsd series and for the succemful
indoctioas

The dutribution of the series nto ape growps
and the cofresponding scces nates for inductan
arx thown fn Table IV There are no significant
ditferences tn the

mdactooy . the SB materhal way 75 Tumbull
& Andenon (19%68) muggested that Induction shoald
be regarded @1 fadture of partotizion bad o be
Utmmated by Cacuresn secthon becanse of (o)
wetne apzvm, (5) symptorm saggestive of foctal
R of &) dow progren of abowr U thn
XML R vewed by thewe criteria, the tamber of
succewl) mductons o the PAN goup n [ 7
07 1w te $B gromp %0 (5%) and fn the
S1V groop 100 (63 %)

The nerag: PIN dosape wat 175 1U ad
™ the cxees of yoccentnl indaction 154 LU The

Tabe V' Relerion of perney to smtcome of indacrion
Parcrtiipes m pereathons

However PIN gave a relativedy good result
(65% ) compared with other prapanutions.

Table V presents the relaton of periry to the
outcorne of the inductiom performed. Indocton
{ ded dtmctly moty often In primb than In
moiognvdn. Jt shonid by noted that primd.
gravidas were most mumerous tn the 81V groap
(50% ) aod that the oduction wat toccewmtul da
outy about half of thess cases. The proportion of
poMmignvidn was oaforionately uneqmi fn the
thite grovp 1t was 40% in the S.B and 45%
m the PIN group

rix ey v -
[y,

oaley " Py non ™) 201 (n
Mg day " ,Nﬂ 0 WUy 2an 171

e Y e ® (30 g9

() Py o & o
s wm - s
Tty
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Table VI Relation of period of gestation to outcome of induction

Percentages ju parentheses

Gestat, week PIN Sh 81V Total
-.;s 2 gl.(zl)w) S 15 05 [€1u)
nceesy 3 (M 11 (74) 16
39-40 36 @) 13Qy o4 llJ)m)
Sucrem I (86) 25 (7 2. ( 7
41-42 £ (57) ) 6 (43) 07 (46
65 (76) 4 45 (65) 154 0%
>;J 41 (3225)(73) n @y 1 110 (25
vecen 13 (&) 25 (63
Uncertaln 106 - (us() ) 2 as
Success _ —_ _— —_
168 121 139 45
Table VIT Duration of labour of the deliverses in the PIN and S.B groups
Percentages n parentheses approximately a third In the SIV group
curred after Jess than 6 hours of labour
Hours PIN sB s1v Total 1t is common knowledge that induction h ca
when the degree of cenical “ripeness  Incre.
l::;th:na ::gl) 43(53)  3703%) 151 (46) and the presenting part descends. The sam.
7)) 27(30) 453 100D present series
Morethan 12 16(12)  15(17)  24(23) 35017 servation was made In the !
1o %0 106 36 results are given in Tables VIII 1X and \.

The period of gestation did not appear to h.m:
a defimte effect on the of inducti

station of the presenting part was above the |
of the ischial spinet m 8-9 cases out of 10
all the groups when mduction was started. It

aften dilficalt to be certain about the degree
effs of the cervical canal and the evaluat

can be ween from Table VI The distribution was
somewhat uneven deliventes before the 39th week
b.ing most numerows In the S.IV group On the
other hand, postmatunty occurred equally in all
the Investigation groups. 23-26  of the pregnan
civs had riached the 43rd weel.

The duration of labour with the different meth
ods of induction s presented in Toble VII Half

was in foct uncertain in thiy respect in roug
four out of 10 cases in the S.B and S1V gro
and fn 32 o of the PN group (Table X} U
certainty about the dilatation of the external ¢
vical os was greatest m the SIV group (25
the proportion of “uncertain™ eases was alm
equal in the other two groups. 74 and 7.5
Induction was generally successful if the cervl

Table VIII Relation of station of presenting part (immediately prior 1o indiction) to owtcome of induction

Percentapes in parentheses

Stathon 1n relation

to {sctual spies PIN b3 : 0 sy Toul

Higher than 2 cm 42 (29 42 (39 38 (20 10N
Succens L (78 27 (&) 19 (33) 78 (63)

Betmeen 0 and an 103 (83) 57640 100 (67} 60 (59)
Soccer PN “Hon T4 (T4 s 199 (Th

Lower than O @n 1209 s(3MN 7
Succen 10 9N 19 6 (67 7 (89

Uncertain 9(56) 10 @3 [EN1 )] N (74
Sucersy 708 3 (80 7 (30 .~ (60

163 11 159 HS

Acta Obstet Gy mec Scand 49 (1970)
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3 cm or mory i (sn H (s W) By i
Taccem L] Qa3 » an uz
Uncertarn 12704 (1Y) u(‘:)
Sucrew »an 19 27 ¢
us n 15 M3

Tuble X Reberion of tercical effacement (smedsately prior to induction) so owtcome of indhection

Degree LN i L8R4 Total
an 200 Tan oo 1y 1506
== o e el
37an n @ )
- prat 10 um @ a
Complcw “ (4 0 QN 151 (O
Sucten n by} b
Uscertem nan Py 14 am
Sacxrm aan » “ n
16 i 1 “s

Tabls X1 Rehatwon of wryyfacial or spomtancons nepiirr of mwmbrones 10 oxtcome [ inductjon
durution of labowr

i
Perucaizpes m
R Rmtwe of Hembranes
ARN wmlmuum-n
DL Dersiwe of
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ARM Leiarey
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Table XUI Method of delicery
Percentages in parentbeses

PLN 58 LY Total
Sponianeougs 149 (30) 109 (30) 133
1
Primigravidee 61 41 (6.;) » ?s?un
Muhigravidze a8 (13 ko 2.6 (
Cacaarean section 955 » 5y 13 3t o
Primigrayidae ] 6 10 2401
\ Multigra Hae 1 k] 3 T
acuum extyactor or forceps 424 207 01 n
Primigravidas 4 1 g ) (IZOJ;’N)
Mult gravidse — —_ LoOO
Hreech dethery ER(E ) 1 (s T
Primigrayidae H S g 2’0) " ?-(7177)
Multigravidae 7 10 3%
163 121 15 HS

canal was effaced completely and the external os
was open 2 cm or more. This was the case in
46 casex out of 52 (89) in the PLN group,
n 32 out of 33 coses (97%) n the S.B group
and fn the STV group in all 25 cases 1n which
1he cervix satisfied the above criterta,

Table XI shows the relation of artificlal or
spontaneous rupture of the membranes to tho out
come of ynduction and the duretion of labour
Labour appeared to progress more rapidly if the
membranes were ruptured at the time of the oxyto-
cin induction Combined surgical and ovytocin m-

of delpery 1t was spontaneous in 9 out of
cases 1n the PIN and SB groups and In ¢
of the SIV group The corresponding C
section rates were 5.5 7.5 and 82% w
primary induction was umsuccessful the freque
of sections rose to o fauly high figure (T
XIV) 23% in the SB aod 11% in the
groups The majority of tho patients whose
Ivery ended operatively were prunigravidas. /
of the patients with Cacsarcan section and 91
of the patents with vacuum extractor of
defivery

All indications for operative delivery are

duction was used intentionally only in p
cases, m 74% of the total series There were
some diffirences i this respect between the
various groups. Even if all theso cases are ex
cJuded, the percentage of successful inductrons
was 78 in the PIN., 74 in the S.B and 65 i the
SIV pgroup. Theso results do not differ signifi-
cantly from those In the completo series (Table
1)

Tables XIT XIN and XTV ilustrate the course

Tuble XIII Merhod of delicery of cases with swecess
ful primary induction
Percentages (n parentheyes

PIN 3B s.Lv Total
Spontaficous 12000 87407 05 W)
Cacvarvan section 508 @D T7@8) 1443
Vacuum evtractor
oc forveps (1% - 4 (1.8 e
Breech detnery Iy 1an s5en 9 (8
130 Lo 106 328

Acta Obstet Gymec Scand 49 (1970}

mn Table XV Postmaturity apd toczemiz wrre
course, indxcath for induction t
The dechion to undertale Cacsarean scchon
not prompted by mete fallure of induction f
duistress and uterine mertia were the commk
additional conskierations. No significant dit
ences were established between the variown gro
ay shown In Table XV Seven caxes displa
relative cephalopelvic disproportion  during

Table XIV Afethod of delicery of cases with
swccessful primary induction
Percentages 1n parentheses

PIN 3B $iv  Tout
Spontaneomy MBI 20 V@GN HT
Cararea secton A1) T #0h T(e
N Dfn'plmﬂ n 265 109 342
ot [ 208 ¥} )
Breech deti ey 33m 128
3 3 s ue
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mortadity
Table XY Jadiousions for cperathe delrery ansocited aphyxia of wes born end meontal
eLN ts 8 LY
VE &
Ch:-ﬂln Y Eor Cumrwn  E.or Cactaraan l
erorps weemon. LoTOTps scuon oroepa
(’) '“) [} om an (0] Total
Foutmetency 3 - ; -
Pro-ectiompes 3 3 : -
Falagstos o st 1 - 2 :
nma 1 1 2 1
Cephalopetn domroperiion. 1 - : -
reptio plcretie Z Z —
" T z - -—
Prelamed 1 — -
1 — 2 -
2 1 1 —
1 ~

{

T el

(bt iaamtd

13
13
1
L3
14
7
2
1
b3
3
1
7
k1

coania of labour Induction would cbviously bave
been abandoned i these cases had the dipropor
oo boen dugnoscd origimlly The Incidence of
sphys was highew fn sl the groups when
opcratne ddnery proved neeemary Three of the
w1 phmasaed it m the PIN prosp, thees
ot of t In the $LV sod one oot of eight In
the S.B prowp hod operathve dodherier

Table XV] preventy the caser in which powt
porium haemorrhage was 500 g of more. No Ry~
wfenm deiferences werr eshibirthed between the

Materual complactions ars scen b Table XVIL
The mumber wi sl and Gere wcwsned 1o be 5o
d uect &fferences between the groups. However
PIN wrm © amwe more (4.%)

comtractions of loag duraton than SB end SLV
@8ad 19 ) Tha prikudar complication was

hnmg to dircontoue mdochon. Thers was oo
makrnal moftaldy

T hie XV] Pesiparnon Ascworrhaye
Tereowign w peromdees

Tbe bink wright by provps ks proented in
Tsble XVIIL The bubles of the S.LV groop were
» fitie amolier on wverage. Probable Trasons for
thiz were that thly grovp comtaioed the foghest
mumber of primiprmidn, all the twm pregnancies
and (oteenia was more {reguentty the indication
for mduction i this groop.

Findings indicative of foetel distress were faiiy
common (Table XIX) The incidence of thess sigm
in cascs whers the baby showed no évidence of
wphyxia at birth was 13% Ja the total series,
lowent (10%) da the PAN proup snd highest
(13%) in the SLY goop.

Table XX luts the cases of gemuine nrongel
asphycie One chid waa lost jo cach groop, o the
5B gonp trapartum and m the other groups
during the first week of lHe.

Tabhe XVIL Afaternal complrcations

Amownd mprems FIN 3R IV Tew

Len or %00 IR O 110 a2 A

00-W0 1393 3N J0n 1ra6

WMoy Bam WO 0 0D daw G
3 333 » 3

Peroratages w prrerthat
FIN IR LIV Yo
Limmdyprwens TUD 100 309 309
s 106 10T €08 pn
Avoery ol warees 10 299)
L HR 1An Han nEn
odormia 308 03 sQh uan
Ochar el ecges 404 3123 106 t0n
Wn an <oy w
TN

Smacrinag (1), Sydrameios (1)

ity
deyree

Sepecred Sty
IRV peal war (1), seperfucm!
Phictwtimomion

TeSirrechres
Leeratoon (1) medden caflome (1)

).
ed
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Table X1 Method of delivery

Percentages in parentbeses
PLN 8B S LY Total
Spoatancous 149 (50) 19 (50 13 34 1
Primbgravidae 61 41 € (li? “n
Mauhigrayidase n €8 ™ 26 (
Cuesarean section 5 (35 505 13 32) 31
Primfgravidae L} 6 10 (.-,('D)('Tt)
\ Mohlgrarider . 1 3 3 7@
acunm extractor of forceps 424 217 501 n
Prirddgravidac 4 1 3 ?0—’()91)
Bri:hmd:hw s w ¢ . an’
ery ENSE )] 1 (0.8, 8 (3.0, n
Primigrayidao 1 8 ’ g g ;1{7117)
Muldgra idac 2 1 7 10 ()
165 m 159 4“3

canal was effaced completely and the external os
was open 2 em or more. This was the caso in
46 cases out of 52 (89%) in the PLN group
in 32 out of 33 cases (97%) in the SB group
and In the S1V group in all 25 cascy In which
the cervix satisfied the above cnteria,

Table XI shows the relation of artificial or
spontaneous rupture of the membranes to the out
come of induction and the dumtion of labour
Labour appeared to progress more rapsdly if the
membranes were ruptured at the time of the oxyto-
cin induction. Comblned turgical and oxytocin in-

of deifvery It way spontancous in 9 out of 10
cases in the PIN and S.B groups and 1n 84
of the 8.1V group, The corresponding Cacsarem
section rates were 5.5 7.5 and 82% \When
pnmary inductfon was unsuceessful the frequency
of sectlons rose to a faldy high figure (Table
X1V} 23% in the S.B and 11  in the other
groups. The majority of the paticnts whose de-
livery ended operatively were primigravidas: 78%
of the patlents with Caesarean section and §1
of the patients mth vacuum extractor or forceps
delvery

All lndications for pperathe delhery are shown

duction was used § 1ly only in excep

cases, in 74% of the total scries. There were
some differences in this respect between the
varous groups, Even if all these cases are ex
cluded, the p ge of ful ind

was 78 in the P.LN, 74 m the S.B and 65 in the
SIV group These results do pot differ signifi
cantly from those in the complete series (Table

nn
Tables XIT XIII and XTIV fllustrate the coarse

Table XTII Afethod of delivery of cases with swecess-
Jul primary induction

Perventuges in parentheses
PLN B s1v Total
Epontancous 12000 577 005 “TED
Cacsares  section 30N 20D TEe 4@
Vacmum etracior
of Jorteps (19 - 408 615
Breech detrrery gy 1an san s
130 90 106 324
Acts Obstet Gyner Scund 43 (1970)

in Table XV Postmaturity and toxaemia were, of
counse common indications for induction too.
The decmon to undertake Caesarean sectlon w28
not prompted by mere failure of induction foctal
distress and uterine Inertia were the commoncst
additional considerations. No significant duffer
ences were established between the various groups
as shown in Table XV Seven cases dhsplayed
relative cephalopelvic disproportion during the

Table XIV Merhod of delivery of cases with i
sueressful primary induction
Perceplages o parcnthescs

PIN 5B LAY Toul
Spontancons wan 20N M) Sm)
Caemaraan sccion 411 72 san  17¢(14H
Vacuum extra
or forcepy. 2857 2% 109 541
Breech defnery 3D 3y
L] n 1 "y
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Table XV Indications for speratice deliery -mthrduﬂyxhp/mhnudwu‘dmmﬂry

PIN.
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P emmmnns 3%%
Pt el Bg
E

P et bbb mmntd sg

c el eemurmwae

connc of labour Induction would cbviomly have
been shandoned m these cacs had the dnpropor
won been diagoowd origisally The locidence of
phyta was highest la ali the groups when
openatrs delnery proved necesary Three of the
4 sphyuated misnts i the PN group, three
ot of 11 tn the SLV and one ourt of eght i
the SB group had operative delrrericn.

T ble XVI preseats the cases do which post
partam Aamorrhese wis $00 g or more No wp-
wicam differences were extablihed betwmeen the
oo

Slatermaf complcations e seen o Table XVIL
The mumber w3 small and there sermed to bs no
et dufferences befween the groups. Howerer
PIN wem o cauw more (42%) bypertonie
contractom of long duration than $B snd S1V
OF snd 19%) The partcolar complicaton wn

hrimg to decontiue tndnchon. There was oo
maternal mortality

Table X1 Posrpartam bocmorrhage
Prromuyn i poresthr

The birth weight by groups b presented
Table XVIIL The bebles of the STV group were
a fixfle smafler on average. Probable ressom for
this were that thh group comtained the highest
sumber of primigravidas, all the twin prepusnces
and soxacmiy was more {requently the indication
for mduction {o this group.

Findings tndicatty of foetal distress wete faidy
camaon (Table XIX). The fackience of thess aigns
n cases where the baby showed po evidence of
sphyxiy st binh was 13% in the tonl series,
lowest (10%) b the PIN group and higbest
(U5%) b the STV groop

TaHe XX Ihty the cwses of gemine meomarsi
asphy e, One child was lost tn each groap, In the
SB group nyapatum and b the other groum
duriog tho first weel, of e

Table XVIL Murernal compiscations

Amoent mgraon PIN  AB IV Towt

1ew s 300 1H ee) 131099 ok
- TN 2% 0D V0L
Ny than 000 1T UM 3y

LX)
-3

" m [t

Peroeiign m perextheecs
PIK SR 3LV T
InTetoss  TUD 10D 10H npesn
Retuosd pacerz 1004) 2(LT) 60N 2y
Atowy o wiern un len
U SAN 16N R
Purpenl endometitn 31T 400 3L @R
Ottt wdections AQh 108 10w 1an
Ot comphouons. 2(1) 20T 60D 10023)

PiN betetions (1), by dessmees (1)
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ymaiymatyss (1), therd
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Table XVIII Birth weight

Table XIX Signs of foetal distress withour neonztal

Percentages in parentheses aphvxla
F n
Grams PIN S.A, 1N Total
PLN 1B 5Ly Tout
<1499 —_ 10on 201 3t
1300-2499 — 108 202 3@ Abnormal foctal!
2500-3499 44020 60 65 (31) 14302 heart rate® 106 S 1063 106
35004495 11067 73(61) 96 (36) 281 (62) Mecoahm in
24500 116N 8¢6.6) 329 453 amniotic flud 130D 868 1{EMN HIND
Aboormal! foctal
163 121 170 4356 heart rate &,
(Twin mecontum fa
preguancy  — - 1 m amnfotic fMaid 18 (D 309 sus
170100 15012 2409 “(0n

Foctosey died antenatally daring 2nd trimester

Case [ A gravida 111 aged 33 whose previous debveries
Lad been pine and 10 years earller Induction hed been
et d on both but tbe indk for §
»a3 not known. Ou this occasion laboar was indoced fn
the 41t week of geststion f r toxaemis and mmpected
ruptore  { the membranes. The patient was gven 2600

Heart rate 3 160, min or <116, min or irregular

LU of SB. umblets without cffect. A second indacnon,
Hienbe wih 2600 LU of SB. ubiets, war performed
¢ 48 hoarn Weak contractions wefe induced, bot én
appeared for almost 4 hoars. Labour then staried, te
mothers blood proware rose to 160/110. Fortal heat

Table XX. Acomatal asphyxia and Intrapartion or neonatal mortality with or withost signs of foetad dhstress,

method of deltvery

Percentages In parentheses
NB. 3cases fa tenatal foeta] destiy not Included

PIN

Total

Agphyxiated baby no signs

of foctal distress noticed
Spontancous dclhery
Caestrean section

44
2

Spon ety
Asphy dated baby aboormal
foctal bexrt rate, mecomum a
amnkotc fluod

Vacuurm exunctor

Breech delnery
Intrapartum death (sce Case
Report)

Spo tancons delnery
Neormtal death (see Came
Report )

Caesarean wction §
300
1(06)

106

Asphyua
Deaths

403
4

209
2 (100

2 (0.5)
1 (30)
1 1%

1002
1 (1o
209

t 2 (100

Lu4n
1 (066)

14 (56)
614
1{40)
4 (16)
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acmadotc T 3 preee. The baby was slbom,
rkm)}ﬂsﬁmw'mmhnd
e

Tt seerm that induction contnbuted to the foctal
death oaly m case 1

True sphyxn when the newborn was awarded
m Apgar score of 7 of less and which had beea
preceded i roughty half of the cases by patho-
fogral chanpes tn the beart sounds andj ot o
conram m the ssemiolic flukd was  Titde len fre
quent n the P LN groop than bn the ofher growpa.
Cacarean section w  resorted to in about ous
Quirler of thew cxver, mostly becae of suspected
£y @ or wenes werta The o
breech prewentatiom was also rlatively bigh
(16%) Tho total numbey £ ey
o w rather low m vicw of the fact that preg-
ey regarded & bewng pathologkcal e every
Cre 0 which ndochon »  ondertal

COMMENTS
Parvocon INE

Compatcd wath the other o oxytocin prepara-
tom Partocon INT wnduchion g3 ¢ & rptlly bet

Expertence of the use of oxytocin 157

mpomdbyllHJ«&Odcr(l%T)w‘m;:;ﬂf:
n the p of fol L ‘
method. It s pomible that tha loager katerval (20
mh)bttvcmhd}ﬂdu:ldmnd.hhhhcdth:d
fickncy of thelr mcthod. In Borgims (1962)
wericy, on the other hand, Induction was wccen-
ful o 58.5% of cmscy, but the membrmes had
ruptored fn about two-thinds of his patients and
utetine contractions bad already bgun spontanc-
omly fn 35%

Eight of the 41 patients tn the PIN group
had a history of complications in previous dell-
verhes penattre - thres
Cacsaresn sections, four vacium extractions and
ooe foroeps delivery This tim sl these patients
were delivered normnlly It thus seems ponible
that Induction reduced the meed for operative
deltveries.

Partocon® way found by van Gent, Eskes &
Seelen (1967) to catrse Increased Intrauterine pres-
sure becanse of myometrial polysystole or hyper
tonus I shx out of & group of 22 patlents. Both
formm of vity also occurred sp Iy
It scems posuble that oxytocin may canse such a
complicstion whichever way b b sdministered
Thess auhors were of the opinion that an inetlal
dow of S TU appeans 1o be too high fn assocls
ton with o pathological pregnancy” A aimilar
conclosion was made on the bash of clinkcal ob-
servations at the begimniog of the present trial
end 1 LU was sclected as the jaltfal doss
1t was generally not posible 10 let the patient
henelf adminester the Partocon® This m
that the buning staff had o help the patent 20
umcy. This may Interfere with other work o
by dednery room, although it may resolt fn
mors effecine obwervation of labour

Symiocimon Buccal®
The reetlts obtaned with indoctions by buceal
were good. The percentags of succenfal
o 7 by other workers variey from
6410 89 The maumum total dosage adminfasered
hat been o high o 4400 LU (hrtanial, 1965),
Uterme ruptore b occomred, aexd Theobald (1965)
g other authors has condemaed the me of
buccal tablets.
The highest soual dowap 2600 1U) med fn

Ak Obotet G mex Scomd 43 (1970
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Table XVIIl Birrh weight Table XTX. Sins of foetal distress without meonrs
Percentages in parentheses asphyxia
P in h
Grams PLN. 8B sLV Total
PIN. sB SLV T
< 1499 — 1(0.8) 2(12) I @7
1300~ 499 - 18 212 37  Abnormal foetal
2500-3499 40D () 653 1450 heart rate* 106 SEN 106D 108
35004199 106D 7S(61)  96(56) 231 (6Y) Meconlum in
4500 HED 3G 5Q29) 245 amniotic fluid 1500 3(66) 1D HOY
Abnormal foetal
165 121 170 436 heart rate &
(Twin meconiam fa
peegnancy — - n m ammindc fhad 106 207 39 b

17 {1 15(12) 2415 400
Foetuses died antenatally durmg 2nd trimester o o !

Heart rate 3 160'min or <110, mia ot lrrepul

Caze 1 A gruvida 111 sped 33 whose previow deliveriea

ksd been mine and 10 years ewtber Ioduction bad been LU of S.B. ablets without effect. A sccood daducire,
performed on both occasons but the indication for &t Ihewite with 2600 LU of SB. tablets, was performed 2t
w13 Dot lnown, Ou this occasion labour was fnrdoced in - ¢ 48 bours. Weak contractions were indoced, bot &+
the 413t week of gostaton for toxscmla and suspected  appeared for almost 4 bours Labowr then stanied, fe
rupture of the membranes. The patkent was m en 2600 mothery blood pressare rose to 160 110, Fortd bemt

Table XX. Aeanatal asphyxta and intrapartiom or neonatal meortality with or withoxt signs of foctal &isess:
method of delicery

Percentages in parenthescs
N B. 3 cases of anteratal foetaf deaths not incfuded

PIN. 5B 5Ty Total
Asphyxiated baby po signs
of foctal distrems noticed 4 (24) 40.3) 500D 13 %)
Spontaneons deinery 2 4 3 9 (69
Caeasrean section 1 - 1 219
Breech 1 — 1 209
Asphyximied baby  brommal
foctal henrt rate - 20n 319 !?(l‘)o)
Spontal detiy, 1 1
foarea a2 i - 1 1 2 (40)
Breech detnery - — 1 100
Asphydated baby meconrum
in amnlotc Mudd — 1 @8) 1(06) )
Spontancous delnery - ] ¥ 2 (100)
Asphyuated baby  brrormal
foetal heart rate, meconram in
amniotc 1 €6) - 106} 2 (0.5)
\acuom extractor 1 - — 1(30)
Breech deinery - - ! [E)
1t m death (see Case
RtPOﬂw;u —- t(@s) - 1 (0In
Spoatancoms ddvery - 1 - 1 (100)
Neooatal death (see Case 106 - 1 (0.6) 3
R )
CT‘:SM secron 1 - ' (100)
5(:0) 7 (58) 10 (59) L 43
S;I‘hu{:ﬂ 106 1@n 1¢(06) 3 (0 68)
neows delrvery 2 7 3 14 (56)
!é;'oe::un secton 2 t 3 604
1 acoum Ut 3 - - 1 40)
Breech debi ery 1 - 3 4.(16)

Acta Obstet Grrre Scand 49 (1970)
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bath  ophl w1435 g Apgar worr 1-2, desth camard
w 4 o, Raptme of the marpoed w0 fowed
vy placem  aod the wfen emerty digom wm

i

wccownt of the death of the foctn )

Tt seenm that induction coatributed to tbe faetal
death ondy w case |

Troe sphyia when the pewborn way awarded
m Apg 7 score of 7 or ks and which had been
preceded m roughly half of the emses by patho-
topeal changry t the heart soonds and or me
quemt n the PIN growp thaa m the other grosps.
Cacuarcan secon % revotied 0 m sbom one
quanter of these caves, motlly beeaow of suepected
orivIa e utenoe wocta Tho oodece of
brrech preentanom w o ado relatnely Ingh
(16 ) The otal  uaber of amphyxnl complca-
"""“""m“h"""ddzhnmm

000 1 rarded an bemg pathologcal e every
et m which mduchion was undertaken,

COMMENTS

Farocon §NE
Compated wath the other two oxytock pr
'“‘""“'“’“N'm,,.. s bet

Erpﬂ-lmfcn/lhcmolax)m-lu 157
ter result and recoune to openative delivery was
raanrd)mmmwphrdhtbh
hoq:halhﬂnnmnhalnnﬂ;n:lriﬂ:thn
mwum&wu(lmmmm
= the p of ful Inductions by this
method. it B pouible that the looper loterval (20
min) between jodividnal dosts diminkshed the of
ficiency of their method. In Borgins (1962}
series, on the other hand, induction was muccess-
fod ln 885% f cawes, but tho membranes had
ruptored {n ebout two-thirds of his patients and
uterine contractions had slready begem spontanc-
oudy In 55%

Eight of tht 41 patients in the PAN groop
bad a history of complications tn previous dell-
veries b tve y thres

P

Caesarsan aschom, four yacunm extractioos and
ooc forceps dedivery This time all these patients
were delivered pormlly 1t thim seems pomsfble
that indoction reduced the need for operative
deftvericer.

Partocon® was foand by van Gent, Esles &
Serfen (1967) to cawne focreased fatratterine pros-
ware beraowe of myometrial polyyystole or hyper
tonm fn stz out of & group of 22 patients. Bath
forms of overactrvity also occmrred spontancoualy
It seems ponlble that ovytocn may camse such a
complcation whichever way i b adminkstered.
These authors were of the opinlon that “sn inhhl
dow o S 1U appeans to bo too bigh in awocls
ton with & pathological preguancy A dmilar
concioslon was made on the basls { clinkeal ob-
servatioms st the begmnmg of the present trial
and 1 LU was sclecsed oy the kil dose.

1t wns generally not powible o let tbe pateen
benell adminier the Partocont This mesms
that the mursing staff had to help the patient 2¢
timer. This may mterfers wih other work bo 4
buy ddivery room, althongh ¥ may rewdt b
more effecth  obscrvation of labour

Sywtocimon Buccelt
The resalts obtamrd with joduct by boces
tablets werw pood. The percentage of sucoenf
wductions reported by other workers  asiey from
6410 89 The ma b total dovage
B33 been o high as 4400 LU (hrrantat 1%;)
rupture han ocrurred, and Theobald (1965

amoeg other suthors hay condemmed the vie o
buccal tabbety,

The Nghest 1ol doup- 2600 1U) oaed t
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thrs senes was almost 1000 times the amount of
miravenous oxylocin, and seems alarmmply preat,

Good results (succexs percentage 80-81) have
been obtalned in recent years by some anthors,
eg Chalmers et al (1966) and Whee (1968) by
fvimg only 500600 TU of buccal tablets, The
incidence of excsssive utenne actvity was lower
with this dosage than {n a parallel group for
which intravenous oxytocin was used

Thirty five patients of the S.B group had a
history of complications in earlicr deliverles. Seven
of these patients had been delivered operatively-
four by Caesarean section, one by vacuum extrac
tion and two by forceps. The corresponding group
had two Caesarean scctions and one vacuum ex
traction in the pregnancy studied.

Syntocinon Intravenous®
The best results have been achieved mn cmost i
vesugations by intravenouws axytocan. That the
percentage of successful mduoctrons was lowest in
this group of the present sertes can be attributed
to the fact that ths method of mducmg labour
wat gencrally chosen i the cases where the mater
nal and especially the foetal condition was most
critical, and when 1t was impossible to awat a
more favourable time for nduction. Thrs was true
even in the years when cither intranasal or buccal
otytocin was the principal method of induction.
The treatment groups are thus not folly com
parable (Table I} Primigravidas who required
winductron for toxaemia totalled 24 (15%) m the
PIN group 16 (13%) in the S.B. group and
43 (27%) 10 the SLV group. The outcome of
mduction could have been expected to be poorer in
these cases than the averape for all the groups
Yet this was true only of the SIV group (n-
duction was successful in 51°) the percentage
of soccessful inductions was 71 in the PIN
and 75 in the § B. group

Great caution was exercoed 12 Intravenous ad
munistration for the basic reasons mentioned above.
This cautton is apparent from the fact that the
average awmount of oxytocin ghen m the SV
proup was the same mdependent of the finxl out
come m other words, no attempt was made to
induce labour by increasing the dose The com-
trarp view was taken by Tumbull & Anderson
(1968) who increased the oxytocm concentration
and the rate of flow at short intervals to a max
Jmum of 337 mU min when $30 m! of §

Acta Obste1 Gy mec Scand 49 (1570)

glucose solution coatained 32 LU of ontamn
and the wfusion rate was 60 drops/mm. They re
garded thelr results as superior to those obtabd
by the consenvative method, but there way at Lexst
one cxte of uterine

Thirty -seven of the patients in the SIV oy
had had complications 1n previous delnencs, sl
seven of them had been delbvered operatnely
three Caesarean sections and four foreeps of
vacuum extractions. Two Catsarean sectwos weft
performed in this group in the present prepriny

General

The average duration of hospital stay for the p+
tents of the STV group was 157 dnw, for te
SB. group 117 and the PIN group 111 dnx
These figures reflect m some degree the resdt
obtamed by vanous methods, but they akso moved
that the S.LV proup included the greatest me-
br of entcAl cases requuing observation. Re
peated fallures waste hospiral beds and fncreze
the costs of treatment.

It must be admitted that for the preseat 00
method of wduction s both certain and nfe
and “that one should be as ready to defend e
for ind as for C e
tion™ (Donald, 1964) In tht authors opmxn.
bhowever carcfully planned and performed indi<
flop—irrespective of whether the ontocm b »d
ministered Intravenously intranasally or as busead
tablets—rs often equally jusnfied and at least 3
safe as Caesarean section when the obxeet i &
hvery at 2 set tume to forestall a risk to the motbe?
and or the foctus. The necessany condibont are
of course, that neither the maternal nor foetd
state requircs diate ter on of pregnanky
and that delnvery by the vaginal route Is safe

Intravencus otTviofwn confines the patient ©
her bed. An endeavour has been made to elmk
nate this dranback by means of buceal and htrd
pasal preparation but they necesatate the o
ministration of very big doses. Too litte b 3T
Loown about possible indrvdusl differences in
their absorption from the mucosa. ln addinon, 7
is difficult to control how muh 15 swaliowed and
thus destroned by the patent for onc reason of
another The cxperence m this howpital was that
the patents (and the staff) gemerally preferred
the buccal form of adminrstratson to the iotranasst
metbod. Both of them have the dnad antage that

drcath




B b Jmpowls to kricmupt the atsorption of
ovytocha kmmediately when necessary

Thirteen (1.9 ) Iafants of the serles were bot
\hh-whxhdm:hnolwh!dmmob
senved doting labour The symploms might per
b{nh\cb‘tuubtmcdhdbcmwo,ﬂ
they bad baen folfowed more closly The ipten-
sty of labour paloy can be rahed to & patho-
logical bevel by the adminhiravon of exyrocin.
Sercral other mis are swoclated with R I addi-
won to the danger of fostal asphyaia namely
glerme rupture pantlal o complete

Experience of the use of oxytocin 159
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of the placenta, ammiotic fhud embotiam, protapse
of the cord, and a pathological wiering comstrction
nag. O%ullvan (1965) had even to rewort to
geretal anaethasia to redax wterine spasm when
performing aduction with Pioctn® buccal tablety,
In tny scries, too, 11 pateendy (1.5%) had hyper
tonxc contractiont, but they were not accommanied
by more wriow complications,

Sceandary hypotonic nertis was peported by
Adler & Onler (1967), mosdy In conmection with
setrinssd sdmanteation. Docald (1964) aiso cau-
tom samy post-laducthon taertta, and thete ks
probably reaon 1o do w0 On the other hand,
@ » povbic that nertla of thh Uad poloty 1o 2
Trmary abnormality of menoc function and io-
duction, whateser tha method employed, may not
me podrudlh.thﬂumwm’
contmie “wtondanly
The repeated [ Rore of snductioa may et the
pabical menlally and thin ongay fer cooperation
dhnag the rest of the delrvery Caefud conswdera-
ton of the nducanons for mdueton, sccurte
cvaluat o of the rextmess of the uterus and the
et henelf Tof sduchon, efect toming and
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e v, e the factony whieh may complicate
e prwrshirr Xent a2y & takew lato s
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this series was almost 1000 tmes the smount of
Intravenous oxytocin, and seems slarmingly great.

Good results (success percentape 80-81) have
been obtalned in recent years by some authors,
¢ g. Chalmers ct al (1966) and Wiese (1968) by
grving only 500600 1U of bucenl tablets The
incldence of excessive uterine sctivity was lower
with this dosage than in a parallel group for
which Intravenous axytocin was used.

Thirty five paticnts of the S.B group had =
hustory of complications in earlier dellveries. Seven
of these patients had been delfvered operatively:
four by Caesarean section, one by vacuum extrac
tlon and two by forceps. The corresponding group
had two Caesarean sections and one vacuum ex
traction in the pregnancy studied.

Syatocinon Intravenows®
The best results have been achleved in most in-
vestigatiom by intravenous oxytocin, That the
percentage of successful inductions was lowest in
thes group of the present seres can be attributed
to the fact that this method of Inducing Iabour
was gercrally chosen in the cases where the mater
naf and especially the foctal condition was most
critical, and when it was lmpossible to awalt s
more favourable time for mduction. This was true
even in the years when either Intranxsal or buccal
oxytocin was the principal method of induction.
The treatment groups arc thus pot fully com
panable (Table I) Primigravidas who requured
induction for toxaemin totalled 24 (1S%) in the
PIN group 16 (13%) in the SB group and
43 (27%) in the S.JV group. The outcoms of
mduction could have been expected to bo poorer m
these cases than the average for all the groups.
Yet this was true only of the SIVY group (o~
ductlon was successful in 51%) the percentage
of successful inductions was 71 in the PLN
and 75 I the S.B group

Great caution was exercised jn intravenous ed
ministration for the basie reasons mentioned above.
This csution is apparent from the fact that the
avernge amount of oxytocin given in the 51V
group was the same independent of the final out
come in other words, no attempt was made fo
induce labour by increasing the dose. The con-
trary view was wtken by Tumbull & Anderson
{1968) who increased the oxytocin concentration
and the rate of flow at short (ntervals to a pax
imum of 337 mU/min when 540 ml of 5%

Acta Obstet Gymec Scand 49 (1970)

glucose solutlon contatned 32 1U of otylocm
and the infusion rate was 60 drops/min They re
garded thelr results as superior to those obtaksd
by the conservative method, but there was at keast
one caso of uterine rupture.

Thirty-seven of the patlents In the STV gromp
had had complications In previous delverdes, and
seven of them had been dolivered openathely
three Caesarcan sections and four forcers of
vacuum extractions. Two Cacsarean section were
performed in this group In the present pregnancy

General

The average duration of hospital stay for the pa
tlents of the STV group was 157 days, for the
SB group 17 ond the PIN group 111 dayy
These figures reflect in some degree the resdlts
obtained by various methods, but they also revead
that the STV group included the greatest num-
ber of critical cascs requiring observation. Re
peated failures waste hospital beds and Inerexe
the costy of treatment

It must be admitted that for the present “no
method of Induction fs both certain and Rfc
and “that onc should be as ready to defend the
indications for induction as for Cacsarean Xt
tion” (Donald, 1964) In the author’s oploion,
however carefully planned and performed Indoc
tion—Irrespective of whether the oxytocin b #d-
ministercd Intravenowly intrapasally or as buccat
tablets—is often equally justified and at Jeast as
1afe a3 Caesarcan section when the object b Se-
livery at a set time to forestall a risk to the mother
and/or the foctus. The necessary conditlons are
of course, that neither the maternal nor foctal
state requires diate termination of preg Y
and that delivery by the vaginal route i safe

Intravenous oxytocin confures the patient fo
ber bed An endeavour hos been made to elimi-
nate this drawback by means of buceal and intr2
nasal preparation, bt they necemhate the s
minkstraton of very big doses. Too tittle b sl
known about passible individual dMflesences 30
their absorption from the mucosa In addwon, §t
fa difficult to control how much Is swallowed and
thus destroyed by the patient for ooe reason OF
another The experfence in this hospital was tha
tho patrents (and the staff) gencrally preferred
the buecal form of administration to the intranasal
method Both of them have the dradvantage that
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promary aboormality of wictine function and tn-
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contnds  secondaniy”

The repeated fadire of induction muay upset the
P tumt entafly and an ampals her evoperation
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[ the mdicatomn for tnduction, accurate
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this series was afroost 1000 tmmes the amount of
intravenous oxytocin, and scems alarmingly preat.

Good results (success percentage 80-81) have
been obtained 1n recent years by some authors
e g Chalmers et 2l {1966) and Wiese (1568) by
gwving only 500600 1U of buccal tablets. The
incidence of excessive terine actnaty was lower
with this dosape than in a paralledl group for
which intravenous otytocin was used,

Thirty-five paticots of the SB group had a
history of complications 1n earier dellveres, Seven
of these patients had been delivered operatively~
Jour by Cacesarcan section, one by vacuum extrac
tlon and two by forceps. The cotresponding grotp
had two Caesarcan sections and one vacuum ex
traction In the pregnancy studied

Sratocinon Introvenoust
The best results have been achieved 1n most in
vestigations by intravenous axytocin, That the
percentage of successful Inductions was Iowest in
this group of the preent series can be attributed
to the fact that this method of Inducing labour
was generally chosen in the cases where the mater
nal and especially the foetal condition was most
cntica) and when it was mpossible to awaut a8
more favourable time for induction. Thrs was truc
even In the years when cither intranasal or buceal
otytocin was the principal method of induction.
The treatment groups arc thus not fully com-
parable (Table I) Primigravidas who required
induction for toxaemia totalled 24 (15°) in the
PIN group, 16 (13 o) in the S.B group aod
43 (27°) in the SLV group The outcome of
mduction could have been expected to be poorer m
these cases than the average for all the groups
Yei this was true only of the SIV proup (in
duction was successful in 51%) the percentage
of wccessful inductions was 71 m the PLN
and 75 in the SB group

Great caution way exercred in intravenows ad
munistration for the baske reasons mentioned above
Ths cauton 13 apparent from the fact thar the
averape amount of oxytocm gwen 1 the SLV
group was the same independent of the final cut
come In other words, no attempt was made to
induce labour by increamng the dose The cor
trary view was taken by Turnbull & Anderson
(1968) who increased the otytocin concentration
and the rate of flow at short intervals to & max
lmum of 337 mU/mm when 530 ml of §
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glucose solution contalned 32 JU of onylen
and the infusion rat. was 60 drops/min. They re
garded thewr results as supcrior to those pbeabed
by the comervative method, but there wat at ke
one case of uterme rupture

Thirty-seven of the patients In the STV grovp
had had complicatrons 1n previous delnersy, and
seven of them had been deluered opratihvehy
three Cacvarean sectwns and four foreeps o
vacuum extractions. Two Cacsarean sections were
performed in this group 1n the present preguasy

General

The aierage duration of hospital stay for the pa-
tients of the STV group was 157 days, for the
SB group 117 ond the PIN group 111 dns.
These figures reflect in some degree the resdn
obtamned by varfous methods, but they ahwo reveal
that the S.I'V group included the greatest num
ber of crital cases requiring observanon Re
peated failures waste hospital beds and Increate
the costs of weatment,

It must be admitted that for the present “po
method of induction 1 both cerain and safe”
and “that one should be as ready to defend the
indications for Indoction oy for Coaesarean ¢
tion™ (Donald 1969 In the authors opinke,
however carefully planned and performed induc
tion~—irrespective of whether the otytocmn b ad
minkstered intravenously intranasally or as buccal
tablets—is often equally fustificd and a1 least &
safe as Cacsarean sectron when the obpeet h d¢
livery at a set time 1o foreatall a risk to the mother
and/or the foetrs. The neccssary conditions ant
of course that ocither the maternal por foctal
state requires d of pregnancy
and that delrvery by the vapinal route i safe

Intravenous oxytocin confines the patent to
her bed. An endeavour has been made to elimb
nate this dranback by means of bueeal and intr2
nasal p but they ne the mt
minsstranon of very big doscs. Too hitle s st
Loown sbout posuible mndmidual differences i
their absorptron from the mucosa In addition, it
Is dulicult fo control how much is swallowed ard
thus destroved by the patent for onoe remon of
another The cxpencnce i this hospital was that
the pasents (and the stalf) penerally preferred
the buceal form of admmntration to the miranasal
method. Both of them have the disadianfage that
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THE QUANTITATIVE ESTIMATION OF FOETAL ERYTHROCYTES
IN MATERNAL BLOOD

Jens Ragmoment

From the Derwrtownts 'GM-‘W(HM—L'M%I}{?};\;
Cliricol Riccherutry (Head. ! Bock ¢ M.} wnd Pocdiairc (Head N Hodelh
Koldmy [Taspal, Kolday, Demmerl

Abuwract The wombet of factel crylTecTws W macrraal
Thood n detrrmened ¥y mkigy vera ol © the wxTh

vy holowes T raie of dneppeniar of the fors
crtreyins from e mxoal Bosd i focto-
watrren) tramlwece

The wcteasng iotertst o the problems of tm-

thoun propinla n by tmatmg exposd women
wih antroglobiudm, makey & rapld And simple
Toulne @ethod of etrmotng woall amounts of
foeal enthronytes (NE) m the maternal blood
desrable

Kichancr et o (197 1560) describg  qualk
Lin  aethod by which M E. can be distlagunhed
rom matersal erythrocytey, the proopie of the
fethod being the cxtracnon of sttt Racmagiobin
(THAT (rom e NS s 1 Mnear from
which the foetal haemogiobin (115T) had mot been
curacted  The hicihaner-poutive oofs e be
foumd ruby m the wmes whe the decoloutred
nuterns el can bardy be dotngunhed of are
o sihe

The Keahoaer method detrets smaller admmay
lote o 111a Hood than does the sty of alla-
hee roontant haemogloba (Rrotolfinen, 1967
and wmmunachemcal avay of WHF (Schaeider of
o 1Y Therelor wnersdl anthofy have tred
o wnptoy  the mrthod §y quamMatye cutamia
Cond thum, Clacsl hemwd

S~ —

thon of F.E For tmtance, Zhpurtky et al. (1963)
and Fizm et sl. (1961) counted F.E durmg ceraain
feriods and compared the counts with recovery
experimeats, 8 racthod which seem hardly re
produtiis I differear ex Schaelder o
al. (1963) and Lotber ot al. (1965) developed o
echniques of countlng which producad comider-
ably more cuact resnite By the we of cover sips
end microwcope eyepecs with divided squarnes
ol koown size both foctal and maternal celly were
counted By recorery experiments thes. authort
showed that the admixture of 30 al foetal Blood
0 3} of donor blood could be estimated quan
titativety whh & maximal co fliceent of varlation
of 3%

AUTHOR'S INVESTIGATIONS
Principle
A Loown mumber of partcles of ths ame tkre 1
erythrocyies wax added (0 @ mexsared amount of
el blood After staning accordomg to Kl
haver FE were counted wrih ths test particles
5 reference.

Metbod

Yeast ccfls were vsed 3 e garixio. Baking
yeml (“Malibes, Cross  yeast, Ssocharoanyces ce-
resenae Daanh Fermentation Industry  Copen-
fapch. Rece o, 102) was (racuoned by sovpen-
soa

Abowt § g peewt ecfls oy mapeaded
mecmt (\aCLESS 1 113 M KILRG,
KLHPO, 2400 wmd, 3340, T "
= IO 1S m) m  obadial g O30 15 e
0d pisced w 47C for 30 men The clowdy solataon shovy

200
Y00 md 19 M
to

Acva Obrart Grnee Scamd 29 119
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Reconery  periments

A Sroww amoost of compatble Hood {rom vew
born wfsnts w st added 0 dooor blood not con-
tuang any Kiehover-poutve cdlly, the concen-
trawon of TE- thin produced wis sbout 500
1000 per «f tood. A aample of this mred Wood
v diuted wah an oqual volume of donor blood,
and three further 20 30 dilwbhoms wuh danor
bood were camed oot Thin 11 /2 1 4 18
and | 16 emrciumes of foetal snd donor blaod were
produced  Thet procedurs was performed m
doplicate The roufs of ut double didution tenes
chueacd by o techrmue mentoned above are
thma m Fig  and Table L

The evaluxtion of the coun erTor waa bawed on
th umal formala dovolviy 3 series of double
determinatioer =d /2% 7 beng the nomber
of tho denutie 25, and  the &
between the two counds in each blood sample. It
sppeant that he accuracy of the cotmt varies with
the dilution. the varunces m 1/1 and 113 were
sgndicantly bsgher than ln 1/4 Becsio of this
7t i pot pomible to mdxcate & count accursey for
the entire rang of readmgt A comparmon bo-
recen the obicrved mean valnes and the expected
values did not thow sigaificint dufferences in any

part of th expenment. (Method of pamed
parmom ) o=

Frx ) The deappesomes of
fretal erythrocyws from the
mattnal chroalation

Pt bt ey reerd-
¢ Srta snd e of ewch
Srtrrak .

A Obster Gyner Scond 9 (1370}
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Svoitn Y
] - Fir 1 T o focta) erythre-
_/u oere / (BT Otes md o yemt el
. - N b Qﬁ\ o sarromded by materext
- enthrocytes in 2 staioed
' LN v - smear

a3 pow
shalen and keft for a forther *0- 4 hours &t 4C The
coudy liquid was again aspirated from the sediment
A yeag cell sinpendon was produced from the sediment
containing about 10000 cells per ul The exact number
was found by mkTowcopy or ekdronic countmg. (Cello~
scopes Arerture Corrent 5 Thresbold 401 At 4¢C a
rexocably constant count of the sspenyion was found
for at kast 14 dayn,

25 sl of yeast call susp.nsion and 1000 #l of
hepannstabiliszd venouws blood were transferred

gm—-«.—
wwbver P/

prnd i F L 4
xn

Fre The crulis [ recovery expermments correiated
with the evpected mumber
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by p p*ite into a test tube (S0 ¥ 10 mm) contam-
Ing a glass ball After thorough muung a thm
smear was made and treated accordirg 1o Kki-
hauver et al (1960

After 10-60 min dnyioy in air §t was fied whb F0%
cthanol for 5 min, rinsed with dotilled water and dried
in air with soditm-phosphate-citn, ackd el
fer (0. M NaHPO 47 ml 01 M CH,0, 7 3 ml 7H
adpsted to 3. J3) at 37 C lxded 4 min Thereafer
the smear w3y rimed whh abondant water and stamed
for 3 men with Ebrbchs sk Hematonbn, rimed aam
and sained for 3 mn wih Q1 enthrodn, Feafly &
was rined w th drailled water and dried | ar

Microscopy

Fa:tal enythroytes (honogenoas, red) and yeadt
cells (purple refrzcting) (Fig. 1) were counted m
the same sqaars which were randonh chosen @
the dirct.or in which the smear was mate and
along the whole length of the smear At beast =5
yeast calls should be counted.

Calcukaron
The concentration of FE. m the hlood sample =

a.$SF
1000 }
a — the concentratron of the yeadt cell sinpenuod
(cells D

F  the reconded number of foetal enythrocyter
1 the recorded number of yeast el

cells per al.
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bhnc:ll‘. » 4 » 4 ) ‘ s ‘< . <
1 350 M1 N7 o s W M W n & o “o3H
m 18 3 a3
1 M1 M o4 1D e 27 N6 m It m nos 3 B »
in Po i) B ® 1
b PEURRPTISNTURE S B - T A U O s ™ “ B »
an " u2 toé »
4 M M1 o I yM I R M 7 no % ou A Y
w 37 M n ©
3 W0 1063 oy I M e B NT 24 vl 1 ®» 02«
”e s u up “
. MO OMe I X I 40 B MR X% 143 1D s 3N e o2
™ n 13 19 o
” "y an 287 an -
115Ny o) LU n @y ® Ay

Recovery  perimenss

A Anven amount of cormpauble bload from new
botn mfast wr added to doeor Bood not con
g a0y hdnhaoctpote celit, (e cooome
tr00 of FE s produccd wis ghowt $00-
1000 per 1 biood A wmple of thh mied blood
was ddwsed  dh an equat votame of dooor blood,
and thice forther 30 SO0 ddubom with dowor
Mool crecumedost Thin 11 1/ 1 4 48
and b {6 mvunes of fortal and dopor blond were
frodwot  Tha procedure wov performed @
dupicate The fewats of sx doubie dhhutsom $=1ies
abtamned by the wechmqoe meouoned above ar
thos o Tg wd Table )

N

The evatuntion of the count error wis based oo
th: vsmal formula vofving & st of double
etermtinations: 5 =d J2v 8 being the manther
of thre dovkle inatioss, wnd o th.
between the two counts {n esch blood Lample. Tt
sppeans that the accuracy of the count varkes with
the drthrtion, the varianens in 1/1 and 1/, were
rgoficantly higher than In 1/4. Beeanse of thn
% 1 not ponibie to indxate a count meumscy for
the cotlrs fangs of readingt A compamen be
recen the obaened mean valoes snd the expeeted
vatues 9id not show ugmulicant differences i say
rort of th experiment. (Method of paired eom-
paraom)
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the ccdiment was decanted into & glys of equal
and feft at 4 C for - & bours. The remafning
Lquid w3 aqurated from the redment. The
was po% schended by adding 200 ml pure diloung agent,
shalen snd keft for a forther 0~ 4 bours st 4°C The

coastant comnt [ the mnpendon was found

Teasonably
for at lewst 14 days

25 ul of yemst cxdl susp~nson and 1000 #} of
hepanns.abilissd venous blood were tramsferred

gw*
vekeer 1t

Expocsed wivns € 3}
eo

Fie The result of recovery ¢ penments correlated
wih the exeried oumber
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by p prtte into a test tube (80 * 10 mm) contam
g a plass ball. After thorough mung a the
smear was made and treated accordirs 10 Ky
hauer et al. (1960

After 10-60 min dymg fn ar it wm fed 4B 8
cthanol for § min, moeed wuh dretilled water aad dne
m ar E - drarn-phog; ik} buf
fer (0~ M NaHPO 47 ml @t M GHO, Y my, gl
sdmeed t0 J- 33) m 37 C lxded 4 emn Theteafyr
the wresr wi rinsed with abundant  ater and Same
for ¥ men woh Ehrich  acd Hematanln, roved apar
amd stamned for 3 min with QU erythrown, Fenlly o
was mmed  th drddied water and dned m air

Vicroscopr

Fo-tal erythro~ytes (bomopenous. reds amd yeast
cclls (purph. r-foactmg) (Fig 1) were counted in
the same squar-s which were randomis chowen i
the dirct:on n which the smear was made and
along the whole length of the smear At least S
yeast cells should be counted.

Calkeulanon

The concentravon of FE in the bood sample —
a5 F
1000 ¥
a~the concentratron of the yeast cell sunpension

feells b
F ~the reconded number of foctal enthrocytes.

1 = the recorded number of yeast exlls

cells per ul.
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A SIMPLE AND RAFID CLINICAL METHOD FOR THE SERIAL
ESTIMATION OF OESTRIOL IN PREGNANCY URINE

B ek Torre, E. Johanmson aod B, Diczfshay

Frim the Reproductn

Rescorck Ut (Hewd ol E. Duzeli)

Endocrmalory
5 cdosh Mrdcal Resrerch Couartl, Kewoloukn Spdbuwt Eiockhwbe, 5 rden

oestrol (e Hlobluk et al, 1960 Taylor et al,
1961 Torthydm, 196, Wlopper & Wiaca, 1962
Browa & Coste 1963 Bdop 1963 Frandim,
\963  and b Orrrm o & 1965 Dale o ab,
1963 the herstore pubinhed pnof o 1960 hn
been raened by Dafalesy & Learozen, 1961)
Mont of the pabinhel methodh are, howerer o
that lahonoun and umeconwenmg. or of weal
foem peatcty Urmany o-stnol asays are of

plets b amlysh of 4 uripe umples withm §
bour.

Sy bl
condwrpnstr lcm|7p¢hydrmu}0m-m:1»

[ 3

1,178 dtpirexy 13,4 10-ocnrairicn-16a-71-A-D-ghacopyme-
noudsTonslc svimol-)- 16 pincomdwronate 11
ydtoryorara-l ) H10-tnen-3o e, 16o
copyTRmcadarDoe.

Respense AR solwemts om0 of amalytal yrade ond
cfs mdotilled belory wee, Ehyl cther Olalimcrodt) wes

Mnm\mmmlww

£ Aty ( the dvoaso m oring the con

devr th auramerme palent however th
aloe of sach avay n Jerahly o hed of

accordery o
-d-lsbmbﬂd (l”‘)-ﬂml’-’")“nﬂ»
ol W e wethod of Gachdumman ot o

B et ch ey are wed s oz b0 th
dwxin wiha  few hours and of the patents
aact be (foncd by 1ol (preforably dady)
oest wt aways

V Um communeaion s mrthod nproposcd,
which ikt relatle exmmaies of oostriod m preg

{rom thit decrived by Bellag (196Y) 1 40 sample
w TPl ot the aver pe techncn Qa come

~ TN

ires
Lo % M AMOR, 51 Lowns, A,

) Ocyrb 16

» ol (s Pre
usA,

The propased method

Entyme kydrofyds An alkpuot of 05 ml of
fdicred wrm. from  carefolly mited 24thour
specuncst 1 prictied Mo 2 flam-loppered tub.
(130 22 mmL G-nerslly 4 wuch wamples are

i x common woodsn
frame Follownay the additon of 5.5 md of div.
tlled weater 01mlc(nl.Sth:hubuﬂrflpH

Arta Obuaet Grmee Scamd (5370
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For dlustration of the clinrcal application of the
method the recorded results of a major foeto-
maternal transfusion and of the duappesrance of
the foetal erythrocytes are shown in Fig 3

A female patient, aged 22, blood group O Rh D
poutive and In her 31st week of pregnancy was
involved 1n a traffic accident, as & result of which
she suffered abdominal trauma leading to vaginal
bleeding. Nine days later she gave birth 1o a live
female chuld, birth-weight 1350 g, length 40 cm,
haemoplobin 90 g% blood group ORh D poui
tive Two days after delivery about 55000 F.p.
per 4] maternal blood were found, which is about
14, of the total number of erythrocytes. Re
peated tests were made on the maternal hlopg
until no fostal erythrocytes could be demon-
strated 125 days after delnery

DISCUSSION

In addition to experiments with baking yeast cells,
experiments have bren performed with maize
starch  talcum  powder human  erythrocytes
(Erythro-trolT) and killed beer yeast cells as test
particles, Stalning of the test partrcles way tried
bafore muting with the blood sample as well as
after the preparation of the smear The bt
results were obtained with baking yeast cells whach
were clearly stained without the use of new stain-
ing methods These cells were evenly dupersed In
the smear but like the leucocytes, they are in
clined to be concentrated at the edge of the
smear This Is of no spectal importance when the
counting 13 performed only in successive fiekds
1n the directron in which the smear was made and
along the whole length of the smear

By counting 25 ycast cells an area of about 01
M1 blood is exammed Tune for counting was
ebout 15-20 min Theorencally the accuracy of
the result can b. increased by examination of
larger arcas. The accuracy of the method should
be expected to increase when reference particles
are found dspersed 1n the smear like the Klew
hauer positrne cells.

When counting F E. after a major focto-mater
nal tramsfusion a hugher concentration of yeast
cells 1 preferable in order 1o obtan an approt
imately equal number of F E. and test cells Ac
cordingly the amount of blood examined will be
less than O 1 41

A supvival tme of FE in the maternal curcula.

Acta Obstrt Gy mec Scand 49 (1970)

ton of a mimimum of 111 days, os shown in F,
3 was in sccordance with the resalts of N
hauver (1966) who found an averape sunival tmx
©of 70-80 days and In some women, foutal enyh
rocytes even 120130 days after delnnery
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Tatde WL Estimetes of precigon exprensed a1 the
rtimatet of sandrd decietion (S} of rraelts froe
their mewns (from caplicate determimation)

Rapid otstriol method 167

bydtolyeed by the gaual enzymic method over
nl;hLTnhbumddmdwbumhfuuryer,
for an smay method fn which speed fy of utmast

[ Nod MW A
fug24h)  pebeas  dephatss (a4} SO
(X3 ’ n 2 (3]
318 3 " 11 en
ww " “ 187 an
g% [} u -3 14

waie wre cloveted (Beling. 1963 Goebtispann
A, 19654 asd b, 1966, 1968) Altough—es
shown fa Tabke TV-—ia the present study the com-
pleiemew of enzyme hydrotysls was only hrvestlp-
aed foflonig the addition of the 3- and 16
monogseoudoronates, the condltions of enrymic
tydralyshs adopted fn iy Investigation are such,
hat they thoold resait in a complete hydrotyshs of
ool Faalphais (e Dicdaloy e 2, 1969
® owell w ool thr of oesnol-3ndpinte 16
Hweosidoronte (Troen et al,, 1961)

A rapkd method for oestrial In preguancy urine
md yickd o eviracts n & remotably short
Hme. Theteforr following a suggeston of Dr R
Hidoel ¢ brvs studled the coodition. of shart
earyme hydrohysh at devated temperature  As
bdeited i T be 1 fifteen pregancy wrine spe
Cinem ffom vitiom gaticnn were hydrotyzed for
30 i W §3 C with 01 ml of conerntated o
Tyot sohiuon and for 2 30 min with the doable
MRt of earyme and the ylekds were com-
pared  th thowe obtaimed following 16 hoors of
anmie kydotnls ot 37 scording 1o the spe
afiealiom of Bellig (196).

F arpcany from the data of Table | ¢hat the
coadioo adopted o our mrbod Wil Liberate

Extraction. At pH 10.5 ths partition coeffiiest
of oestriol between ether and the carbonate buffer
of Brown (1955 b womnd 60 (Dxzlaley &
Westman, 1956). Thus 2 single extrachon with a0
equal volums of cther would lexve In the agueoms
e wome 17% of the omriol. Two axtractiom
with 10 ml of cther esch, will however extract
more than 97% of the oestriol present. Oo the
other hasd, the partition coelficient of oestriol
between binrene-petrolenm etber {1 1) and wager
h lew than 0.02 (Diczfahnsy & Lindkvst, 1556)
th lewt than 2% of oastnol will by Jost in this

Colonr development ad colorimerry The we
of the saiphurk ackd reagent of Nocke (1961) -
stead of that desribed by Brown (1955) gready
enhances the semivity of the Kober raaction {ot
oentriol (.. Adierereutz, 196, The experimental
verification of (he asumption endertymg the use
of 1he colons coneetion tquation of Allen (1950)
when applied to the Kober chromogens formed
{rom urinary osstriol fractions has been presented
a & previows commpnication (Diczfatusy 1935).
Finally afthough the cetriol fraction obtained fa
the proacot method may contrin smaller amounts
of polar ocatrogena, the quaniitles of these i rela-
thon 10 that of centricd are neglipble (e g. Broner
1963 Lhboa v ol 1967 Dixaflaling & Mancino,
1969). In  ddition, the Kober chrotmagrnicty of
these polar oestrogem, sach as 6a-hy droxy-oestriol
o 13a-hydrotyoestnol b much lem than tha
of oatnol (e.g Dhzfaliny & Lauritzen, 1961
Zocoon) ¢t 3l 196T)

" Speed  Attempts were mads both by a highly
276 of the smomt of confupaled ontriol  skdled and by 1 averapt trchnecian 10 exfimate
Tihe I\ Esnmate of the '
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Table 1 Influence of the conditions of erzymic hydro-

Ivsis on the yield of oestriol
Yield of cestriol (mg) by
methods

Urine \otume

amphe (ml) A B ce
! 1000 103 151 162
2 03 103 129 112
3 1920 493 0.t 1
4 1700 617 753 74
3 1373 s24 e 0o
é Lo 26 432 517
7 820 27 32 32
4 o 26 30 35
4 1325 58 6.1 70
10 1170 54 36 65
1 1150 279 a4 443
1 1630 34 3.3 n3
n ™0 126 139 208
14 918 1y 19.3 242
15 1075 49 55 74
Total 102 479 Py

10000 U of f-gincuronidase and £0 000 U of salphatase

¢35 for 30 min.
* 10000 U of fylucuronidase and 2 $0000 U of

salphatase at 35 for 2 30 min
1200 U of f-glocuronddase and 9600 U of sulphatase
at 37 C for 16 bours.

4 1) and 0 | ml of the undlluted enryme preparn
tion (corresponding to 10000 U of f-glucuronid-
asc and 80 000 U of sulphatase) the sample Is in-
cubated at 55 for 30 . At thrs stage an add:
tional 0 1 ml of the concentrated entyme solutlon
i added and mcubition at 55 1 continued for
another 30 min.

Extraction After cooling in ice water 2.5 ml of
a saturated carbonate buffer of pH 105 (Brown,
1955) are added to the hydrolyzed unine and
otstriol 13 extrxcted with 10 ml of ethyl cther
Twenty four samples are extracted simultaneously
1n a frame by hand, or by the use of & shaking
apparatus (e g Vestergaard 1951) Followmg the
separation of the organk and aqueous phases,
the ether 18 transferred to another (“clean™ tube
by means of a syringe—pipetic The ether is care
fully esapornted in a water bath at 3630  The
unine specimens are extracted with another aliquot
of 10 ml of cther the ethet transferred to the

clean tub and evaporated to dryness. Five m!
of a benrenc-petroleun cther mixtore (1 1 v/fv)
are then pipetted into the dry tubes followed by
the addition of 50 ml distilled water The tubes
are thorougly shaken for a minute or two After

Acta Obsset Gyree Scand 49 (1970)

the complete separation of the two Inen, w
upper layer (organic phase) Is remored by Suhn
and discarded. The remaining aqueows phre 5
extracted twice with 10 m! of ether xs abore, &
cther extracts are combined and evaporated 1y
dryness.

Colour development and colorimetry To e
of 27 tubes (including 24 urine samples, oot waxr
blank and two concentrations of anthentic cestch
2.1 m! of sulphurc acid reagent (Nocke, 194])
are added and the rack of tubss ks heated b2
vigorously bolling water bath for evactly *0 ma.
In order to ensure proper mixing, the sumfa
miunt be shaken a couple of times during the fit
5 min of boilmg. Following careful coolmg, LI
ml of distlled water 3 added 1o each mbe b
pentle shaking and the tubes are heated fora
second tune in a boiling water bath for 14 o=
Following coolmg (ice-water) the optical demav
is measured m 2 spectrophotometer at wavelengts
464 510 and 556 mw and the corrected opicd
density 13 calculated accordmg to the formds of
Allen (1950) as modified by Brown (1955

Comments on the proposed method
En~yme hydrolysis. More than %6% of the orstridd

o[prtgn:ncyumexspmmtmtbcfomd
osstriol 16-glucosrduronate and o striol-3-phwcosd-

uronate, and only neghgible amounts of ocstrick
3-sulphate and oestnol F-sulphate 16-glucosidore-

Table 11 Yield of ocstriol (wre/24 R} in four subsoqud
24 howrs collections pbiaised from 17 paticass, st
the m. thod of Beling (1963) and the presenl meikod,
respectively

Pavent  Mcibod of Beling (1961)

Present method

LG as 0s o6
AB (6 (g (4 3 29 20 IS

BG 13 46 34 353 74 91 30 c:
1E 76 93 41 o4 2. 98 9 10
LS %0 tt 9y 85 ns 4ol
WM se 7e 108 g0 113 150 412
BN 184 156 130 212 156 166 00 BT
RM 72 10. 144 113 435 o 131 0
w P 173 140 197 170 %1 119 0o l;
GG 1) $) e 12 TT N7 He ="
A G 266 266 M4 69 308 34 4T B
JA 16 46 83 149 203 26 38 20
3O 133 279 169 1s 3L Y3 430 KD
AS 151 96 173 13y Is6 13 03 :0;
NS 279 4D 5 3. N3 o3 471 8
Ay 144 43 JL2 144 149 188 10 17:
GA 3¢ 78 101 9¢ 91 128 98 ¢




Rapid orstriol method 167
hydrolysed by the msnl enzymic method over
night, This b eonsidered to bo 2 wthfsctory yidd,
for wn maaay method in which speed fs of wmott

1 Tabie 1L Estincier of precision exprevsed af the
mbuno{mdaikhh(s.n)nlrmh[m
thetr wemes (from daplicase determination

" tam Moo Fool Awmg
g2 pewre (re24W) $D
(= ’ B 2y °n
54 3 " 77 on

- 133 o
o

18- n
1

%% p-21
v

§ uite are extreted (Beling 1963 Goebelrmann et
N, 19654 and b, 1966, 1968). Althoogh-—n

5 shown tn Teble [V-—in the present stody tha com-
pietenen of enryme hydrolyis was only fovestiy-
wed following the addtion of the 3- and 16
mooogtucotidoronates, the conditions of enrymic
bydrotyds sdopted i thhy investigation are such,
Tt they ¥hould resolt fn & complete hydrotysh of
oxtnohTariphars (ag. Dncfaluey e al, 1964
o owdl 8 of that of cestnol-dsuphate16-
shecoddmoats (Troen et al,, 1961)
A rpid method for oaxtriol in pregmancy ueine
et Yidd dean exioacty b reesocably short
tme, Therefore, following a suggestion of Dt K.
Habtod w bane stadied the conditioms  { sbort
tyme bydripsi at devated tempersture. As
wdeird & Tabhe 1, fifteen pregoancy urins spe-
chaeas {rom varwos patients wero b q for

Extraction. At pH 10.3 thr partition coefficient
of oestriol between ctber and the carbonate buffer
of Brown (1955) h arornd 60 (Dicfily &
Westman, 1956 Thus a gagle oxtraciion with an
equal volume of ether would leave in the aqueons
phase some 17% of the ostriol. Two cxiractlom
with 10 ml of cthtr each, will however exmct
more than 97% of the cestriol present. On the

thin lew than 2% of oestriol will be Joxt i thhy
shep.

Colour development and colorimetry The ose
of the soiphuric acld reagent of Nocke (1961) fo-
siead of that described by Brown (1955) graty
cahamees the stnatiivity of the Kober resction for
oestriol (e.g. A 196.). Tha erh 1
verification of the assunption underiywg the wse
of the colour eotrection equation of Allen (1950)

3 min af 35 C with 0.1 mi of copcentrased en-
7au solutxon wnd for 2% 30 min with the double
toeet of erymo mnd the yields were com-
Rred with thow obtamed followkng 16 hours !
annk hydminh it 37 eccording o the 1pe
fkations of Belmg (1963).
% mpan fom the data of Table T that the
shopted m oar method will Liberate
TTL76% o the smount of conpgued cextriol

tlon to that of octtriol are nepligible (e.g. Brener
1964 Lisboa et al,, 1967 Diczfalusy & Mancuso,
1969). Tn addition, the hober chromogenieity of
these polar oestrogem, such s 6a-hydroxy-cestriol
wd Se-hydraxy-otsthol B mach lem than that
of omtriol {eg. Dicxfalmy & Lrusitzen, 1961
Zucoool ¢t Al 1967).

Speed. Aurmpts were made both by & highly
xiled ind by e averagt technicnn to estimata

Tebh
m‘;ﬂuﬁwdwmmummwmﬂwmmmdMuwnum

w0 cyche arae
o Averame

e T LT of duphcaw  recovery 3D

Amcext Somrmmntoos (%)

1 trvtaronase 340 DM s
ST . 5 %
[ratiid Had 1o » o0
I Ml fo w o106

12 g

Ack Odbuiet Gymac Scomd 49 (1970)
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Table I Influence of the conditions of enzymic Aydro-
Ivsis on the yield of oestriol

the complete separation of the two Inen, &
upper layer (organrc phase) i removed by sxceee

VieWd of cestriol (mg) by
metbods
Urine Yolume
tample (ml} A B* lod
! 1000 103 151 162
2 998 108 129 1=
N 197 49.3 601 708
4 1700 617 783 74
s 1378 s14 ne 80
3 i) 326 452 57
7 2o o7 3. 3.
4 00 26 30 33
? 133 18 6.1 70
10 1170 54 56 69
11 1% 78 414 4“3
1 1630 34 13 n3
n I 1.6 139 05
1« 973 19 193 244
13 1073 43 59 T4
Total 202 479 4

and dncarded. The inlng aqueows phae x
extracted twice with 10 ml of ether 21 sy, &
cther extracts are combined and evaponted ty
drynesy,

Colour development and colorimetry To 33
of 27 tubes (including 24 unne samples, one wir
blank and two concentrations of aothenix pestndht
2.1 ml of sulphuric acxd reagent (Nocke, 1)
are added and the rack of tubx ks heated =2
vigorously bolling water bath for exactly 0 p=
In order to ensure proper miving, the yampls
muost be shaken a couple of times during th, fie
3 min of boilmp. Folfowing careful cooltng. 11
ml of dustilled water is added to each tube by
gentle shaking and the tubes are heated for 3
second time m a boiling water bath for 14 ma
Followmg coaling (ee-water) the optical denony
Is d in a3 3p ph at warvderpthy

10000 U of f-thecuronidase and $0 000 U of solphatase

4135 for 30 min.
Y2 10000 U of and 2 20000 U of

sulphatase 2t 35 fo 2 30 mia.
1700 U of S-glocuronkiase and 9600 U of sulphatase

at 37 C for 16 houn,

<4 1) and 01 ml of th. umndiluted enzyme prepara
ton (corresponding to 10 000 U of £ glucuronid-
ase and §0 000 U of sulphatasz) the sample 1 in-
cubated at 55 for 30 min At this stage an adds-
tional 0 1 ml of the concentrated enzyme solution
s added and imncubation at 55 13 continued for
another 30 mm
Extraction After cooling in ice water 25 ml of
a satorated carbonate buffer of pH 105 (Brown,
1955) are added to the hydrolyzed unne and
osstriol is extracted with 10 ml of ethyl ether
Twenty four samples are extracted simultaneowsly
in a frame by hand, or by the use of a shakmng
apparatis (¢ g Vestergaard, 1951) Following the
tcparaton of the organc and aqueous phases,
the ether 15 transferred to another ("clean” tube
by means of 2 syringe—pipette. The cther b care
fully evaporated in a water bath at 36-30 The
unne specimens are extracted with another aliquot
of 10 m! of ether the ether transferred 1o the
clean™ tube and cvaporated to dryness. Five m!
of a benzene-petroleum cther mixture (1 1 v/v)
are then pipetted into the dry tobes follomed by
the addition of 50 ml distilled water The tubss
are thorougly shaken for a minute or two. Afier

Acta Obstet G) mec Scand 49 (1970)

464 510 and 556 mw and the corrected optcl
density Is calculated zccording to the formuda of
Allen (1950), as modifi=d by Brown (1955)

Comments on the proposed method

Enzyme hydrolysis. More than 96 of the oastnd
of pregnancy urine Is present in the form
astnol-16-glucossduronate and oxutrol Y-plucord-
uronate and onh negligible amounts of oxtndd
3sulphate and oestrol 3-sulphate  16-ghucondar

Table Il Yield of ocstriol (mg] 4 K) in fowr smbhsequer!
24 howrs collections obtalmed from 17 patients, kst
the method of Beling (1963) and the present methd.

respectively

Patcnt  Method of Beimg (1967 Present methed

LG as ©s 06 ©7 1 ot 13 K]
AR te 1o 14 0 L} o s 1
BG 15 46 34 5 74 o1 S0 3
JE 76 %3 41 to4 & 23 93 10}
LS $0 13 91 43 g5 U L4 10
WAL 34 7% j08 g0 TS 150 M U
BN 184 196 130 1 136 166 o0 0!
RAM 72 102 138 h3 43 140 w2 1!
WP 171 40 197 Do t91 19 w0 4}
GG 11 83 6 22 17 97 a6 48
AQ 66 %8 274 % 03 64 41 ué
JA e 46 £F 149 03 e .54 M0
G .53 79 6% 34 378 93 450 W00
A8 152 96 177 113 150 It M0V o)
NI 1% WO i 152 ) 4y 457 477
Al 144 48 182 144 149 158 90 71
GA )6 73 101 %6 ot 18 1




Another approach to the wmserment of the 1pe-
cifichy of the method combts of the study of
the epeciral charscteristics of the Kober chromo-
gem formed In Fig. 2 the abiorbanco of the
hober chromogen formed from a late pregnancy
arac speckmen B coaspared with that of anthentic
Gestriol,

1t appeans from the dats of Fig 2 Chat the

purity of the Kober chromogpen formed from the
crude extract of Iate preguancy wrine compares
moit favourably with that of extensively

oy onty 43 g of oextriol, here wxt & well
marked peak corresponding to the ataorption max
mdmmmtmnm
thn\!nn,\hntbnw:dﬂ:hydthcm
metbod 1 farly satslactory

DISCUSSION
The ditmma mherest In the d Lop of a

Rapid oestriol method 168

Lglflik n) /’A\
4

500

450 my

clinkeally daefil rapid and smple method for the

* B emential fhat sy resctty tandd be evalabie
within few bours. Howsver # i equally fmporiant
M\hww(ﬂﬂhw:ﬂ-
“m of relabiiny 1 a1 m preciion, scouracy
comarnty and law bt not least pecificity i con-
eeroed The crochal pokit sppexn to be the prob.
hdmﬂduwmgﬂ_
D methods yueid relaibvely dean exteacs, but

gmstailon, constiutey
soma 30-40% o!hmmﬂma

pregudncy urke (Bellog, 1963 Gosbelsmamn et
o, 1966)

eation
W presented, sincs i 20 bormal vahuey

 fett the
muﬁmmuﬂ_’md‘y;ﬁ:‘:'ﬂm

Acka Obotct Gymec Scmd 49 (1y70
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RECORDER DEFLECTION

@
O] ’

™ upw o m

Tm (me |

Fig 1 G» lqud ch .
(SE}O)oILbeLrlunhyllﬂyicthrnformedfmmtbo
extract of a pregnancy urive sample. Condldoes. 20%
SE 30 argon fnlet pressure 1.5 hg/em’ column temmpere-
tore 17°C fnh heater and detector (hydrogen flame)
45°C. Prals po. 1 and 2 represent unfdentified com-
pounds, peal no. 3 1 oestriol,

hax

repeatedly the time required for the completion
of 24 amalyyes. The tme required by the  average”
techniclan to carry out the different operatrons
was a3 follows. enzyme hydrolysis. 75 min, ex

Assestment of the rellabllity of the

proposed method

Precivion To evaluate the precision s8¢ different
ocstriol concentrations, 132 urine sampley Irom
31 patrents were amalyzed in duplxate,

The standard deviatlons were calculated by th
method of Snedecor (1952) It appears (rom the
data of Tables JII that the prechion of e meth
od is satisfactory

Accuracy This has been assessed followhp the
addition of labeTled as well as nondabelled oestnd
conjugates to samples of cydle urine The tests
are shown m Table IV

Since 90 recovery was obtained followmyg the
additlon of as little as 2.0 xg of oestriol gocond-
uronate it b5 concluded that the accuracy of te
method b sathfactory

Sensith ity The smallest omount of oestral,
which can be eatimated with confidence s arousd
2.0 pg/ml urine, Thus the method will yxid rev
able estimates of 2.0 mg ocstriol per 24 boom.
Or more

Specifictry  Prior to cclurlmcm some ﬁnﬂ
fractions were subjected to gas chr
apalyus following !he formation of trimethyl ﬂ‘)l
ethers. The chromatogram of a representatre
tample from late pregnancy urine iy sbown i
Fig. 1

The fon time of peak no 3 was ldenticad

traction procedure: 120 mln, colour devel
and colorimetry 95 min. Total 290 min.

Over-oll yield As Indicated, the present method
has been evolved from that described by Beling
(1963) which had been in use in this laboratory
for several years. To compare the yicddds obtained
by the two methods, four consecutive 24 hour
urine specimens from 17 patienty were analysed
in parallel by both methods. The results ob-
talned are Indrcated In Table 11

An analyas of variance of the data of Table IT
reveals that the mean value + the standard devia
tion (D) of a single estimate was 1..98+471
mg usmg the method of Beling (1963) and 1963+
2.77 mg by the uss of the present method, Thus
the proposed method gives a coefficient of varia
tion (141 ) which s significantly smaller than
that of the method cmploying gel filtration
(36.3%) In addition the present method gives—
on tho average—$0* higher estimates of the
oestriol content of pregnancy unne
than the method of Beling (1963). This difference
s bighly significant (p <0 001)

Acta Obstet Gy mec Scand 49 (1970)

with that of owtriol trimethy] sityl ether 1t ap-
pears from the data of Fig. 1 that—in spite of
the limied punfication procedure employed—
ocstrio] was the quantitatively most fmportant coa-
stituent of the crude cxtracts studied.

Log I./l

l!ﬂﬂ}

450 H1 S50 mp
Fig Absorpuon pectrum of the hober hromopems
(method Nock  1961) formed from sutheats eevricd
(filled cucles) and from the atract of Lite pregrancy
unne specimen (optn artiey), wung the propued method

410
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FIBRINOLYTIC ACTIVITY OF VEINS DURING PREGNANCY

Brrgar Astedt, Sune Iracson lan-rkNMudhhuﬂﬂoPmdom

Fm&WWlHr&M‘I&HnNMd
uwumﬂamwdmmmmx
Wand General Hocptnl, Urrsoroy ¢f Lund, Motmd Sweven

The octomrence of ctivatons of fibrinolyss in
the vewel walls was fit percatved by Mole
1948

sted from the veme! wallt and malatain the spoo-
tuneoms fibrinolybe activity of the blood. Venous
stam cxn stemats this relenss and thereby ams
the activity i the bhood (Clarke et al, 1960).

found the tpontancous Ubriootyt sctivity 1o do-

Thn Faper mports sa stwempt 0 chucklate the
dmcrepancy betwern the above, somewhat coo-

fiicting resolts, Frather we thought fhat this pos-

MATERIAL AND METHODS

The cloocsl xsirmel comsiatad of 60 bestihy prermact
women kn rerywy scaper of pregmeacy 30 b oeach
mepcr
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excrehion in a particular subject, than to the rels
tlon of the excretion values of a subject to those
found in a rormal population. The same conclu-
sion was reached by Blling (1963) who found
that the daily monitoring of oestriol excretion m

Diclalmsy E. Fed Proc .3 791 1964

— Acts endocr (Kbh) @ 16, (945

— Mém Acad Roy M& B 1 S& 6 111 1)

— Excerpta Med Internatiomal Congr Ser I8! ™1 138
Dtif;(? E & Lisdlvst, P Acta endoct (WM) L Y1

Dicefah

high risk patients yielded very valuable informa
tion on foctal viability

Finally it may be questioned, whether or not
the excretton of oestnol In pregnancy urine re
flects the general condition of the fortus and that
such assays can indeed confidently be used as an
wdex of foetal vuability The theoretical back
ground of oestrrol synthests in the foeto-placental
unit (e which r actions are carried out by the
foctus, by the mother and by the placenta and to
what extent) has been discussed iIn several recent
reviews (Diczfalusy 1964 1967 1969 Diczfalusy
& Benagiano 1966 Diczfalusy & Mancuse 1969).
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well 21 on the balancs between these hotmones
ju oral comraceptives.
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Fig 1 Fbrlnob&lmriyofvmcmbbodﬁbmmm
women  after venous stash In the zrms (resnpended
euglobulin preciptate Sq. mm of fyds on fibrin platey).

actvity was often o longer demonstrable (Fig.
1) Only the results of tests with resuspended
euglobulin precipitate on fibrin plates are incinded
in the figure the tests with plasma having prven
the same results.

The activator of plasminogen mn the venous wall
was confined to the vasa vasorum in the adven
titia, Throughout pregnancy the actly content
proved significantly lower (st trim. P<001
2pd apd 3rd tran. P <0 001) (Fig. 2) than in the
controls. No mignificant differences werc seen be
twren the trimesters of pregrancy

DISCUSSION
The cause of this reduction of the fibrirolytc ac
tity during pregnancy is obscure. It has ot been
possible to demonstrate any significant increase of

the mhibutors of the fibrinolytic system gy
pregnancy (Nilsson & hullander 1967), The 1
ducxd actrvator content m venous walls sogen
that the hormonal changes during peeguancy an
assocuated with o decreased synthesks of the fitn
nolyth- actrvators in the vessel walls, €
with the low fibrinolytic actrvity in the Ml
especally during the last trumester bowever t
actrvity in the vexs.! wall nn so relatnely high dn
the release of the activators into the Hood yrem
fs probably mhibited.

The demonstrated reduction of the fibinchyte
acthvity of the blood and low content of fibroe
Iytic activators In the vessel wall resemble thoe

inoen o occur in thrombotic conditions (P
dolfi et al., 1967} but are more strking, expecnt
Iy the very low fibrinolytic activity dunng tix
third thmester of pregnancy Pregnancy has ato
been called 2 hypercoagulable state™ (Encheco.
1965) But it has not been unequrocally peovtd
that thrombosis really i more common dumng
pregnancy (Taylor 1965 Breckenndge & Ratnefl,
1964 Vilatanta, 1965 Drll & Calkoun, 1963}
That pregoant woman—with decreased fibripo-
Iytic activator confent in the venous walls and,
at the end of pregnancy with barely amy demee~
strable fibrmolytw activity in the Hood— do pl
have thrombosis appreciably more often than nos
pregrant woman may to some extent be doe
the fact that an important and possibly necrsary
factor in the initial phase of thrombus formatka
is i d platelet (Owren, 1965)
Durmg pregoancy however platelet adhesvencd
s pormal (Nilsson & Kullander 1967 Shaper et
al, 1968 Astedt & Hedner umpublished data)
The above observations may perhaps prove ust
ful m the investigaton of problems b.anng ca

a bt ary mis
“=NMureeovewes2d

15t 1 rmester 2rd t woester Ird tmester
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the therapeutic use of ocstropens amd pestagens 8¢
Fre Fibnnolysc a-muy of arm cmy by
e Y Ar
Porary unit )
com-i} '



 well 13 oo tbe bulance between these hormoncs
o ond contraceptives.
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THE VALUE OF LAPAROSCOPY IN THE
DIFFERENTIAL DIAGNOSIS BETWEEN UTERINE FIBROMYOMATA
AND ADNEXAL TUMOURS

sﬂ;s:m:dammdﬂ{sﬂv-ﬂ

From the Direroaent of Oksietrics and Gynsecelery (Hoad. Prefesser Al Sihad),
Unireraty Hocpesl, Lomd, § cden

When mtients with uterine Hbromyomats dlag-
noscd by bumabual palpation ara kept uoder ob-
setvaton only o § ptocwary to enmme that
po oviran oeoplesm or other adnexa) prihclogy
¢t whch require wrgical traatment.
The urnour or tamoars feit shouk], ae far m
posble, be entfied s wterne fheolds. Even it
# n beyond doubt (hat the uteroy coatatm fibrods,
concomgant sdnexal parthology requiring srgery
o ctban oraaten T 've Tded k.
Soch conclomony can ofirn be made st b
Rareal palpatoe. Sompk BADOCTIIL ATt Yomw-
nocy meful, for dmtioce, tracton with vk
mlem ou the cervix. Examination under am
scitheua often extunces palpation aed thocdd be
perotmed m doobidl cnes,
When pormal evarws kry feét and the Tasour
of tamoury togeihet with the werm form magls
mam, the duagnone of utering fibrokds can be con-
mdered sale, and grow adoewl pethology ex
ehoded. {n eiderly women with weerd of the type
* 7 % dafedatie sl when

1t s ioponible to feel the ovariey At wn advanced
age, they may bo 100 strophic and therchy escape

On the othzr hand, baldes & nomal or fibrod
werns, cue or seversl nmmown are ofien fekt
Interally their connechon with the tierm being
doubtful. It can bo difficult to decide by means
{ bimannl falpation whether or mot #xh o
mouns latenl to the werms amw mbserown fdwolds
The question can be setfled whe there s 8 charac
tevixtic sulk oomoecting the wheros xnd the tumour
and afso when nofmal ovanes sre clewdy felt.

In doubtfil cases, a3 sisted by smoug othery,
Siivall (1950) and Frangenbeim (1959% 1t & pos-
sibls to ruke 2 firm dagnosh ming coclloscopy
wd thes avord exploratory laparotomy
In orleT to tast the dagnostic valne of Laparo-
wopy in the dufferentsl dlagnosis: /ibrompons of
the wterus or adnexal tymow? aed

ey were snalyzed from s acries of 2098 lapa-
rowopies duriog the years 1961 to 1967 The
fr of the Booed tndicath A%
of the total mumber { Lypatoscoplas. The papers
by SPwafl (1963) and Samuedwon & SRyvall (1968)
daxcribe the techodque. Al membert of the staff

In oM metamce, becamme of tecie with the sencyierin
oaly mustmes Wiy wrw A hecoad Lipercecer.
Moo yemmta roveeded

oty
s w00 Petest  Lage Gromrrossons weerm blocksd
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Laparascopy Fibrorwyomata and adnexsl fwmonrss 1
|

L cyvioma, a1) > 4 grape, hud cvidently developed
1dnfh;lhnf;lly One of the biatersl ovartan
fibromay wat scen st laparowopy wnd imterpreied
s greyibowhit ovarin temour” The gramo
| Tosa et} tunour was deermed to be ovarian tmour
t the side of a fThromyomstos uteror At opera-
s tion, po fibromyoma wm found.

1L Adnexal pathology only

Those 18 patients who st laparoscopy showed ad-
neyal drexse ondy and oo ol bad

By wing varloos Xenay methodv—plain Xsy
picturts, ysteroniphpopelvigriphy  (Kiefberp.
\anvhy(smﬂz&lm‘i%\)nﬂ
angiography  (Bocell  Fernstrdm, Lindblom &
Westman, 1952)—the diagnostic proceditre can be

& liparotomny  According to the fiadings at apers-
ton and histologicsl examinatiom, they can be
groaped m {ollows:

The caes of overian mdoswiriosis wers choco-
Gie cyss of which 3 were bilateral The correst
dagems wm made by the © et fn 2,

o the Xind of sdncal memour
H gives cnough to docide whether of not the pa-
tiwet should be operated upon.

In 13 of the caaes (28(23) where the condifon
of the uters and the sdncxa coudd be pudgped,
laparoscopy tevesled edncxal dhenser 2/3 were
neophastic tomours (19/28), one of them belng
malignant.

In 23 of the cuscy (55/8%) whers e Wenn
mt well m the adnexs coold be Interpreted by

the otber 3 wers tabeiled ovarlan tunours without
terther spccilication.

Of the cystonefa 3 wero duple benlgn cysts,
oot bemy v bendyn pacod n &

P py floro of the uteros only were
fornd without adnexsl diesse Comequenty with
& far degree of wifety thos 55 patients coud be
advhad cbienvation only Bight of thew 53 who

Two e betmgn wrdtomata, one an Grdloary
dermoid cyat, the other & e ovaril

The hiperoscopmts stated the tnatic matre of
thow ovarun twnouns bn five cascy only

Of tw solid ednexel fomosrs one was a paro-
varun fibromyoma and the other 5 werw ovarian
twmours Of these, one wis a fibrondenoma, one
fibromyoma. 2 weto fibwornas, sod ov  the-
coma Onc of the fibromas bad  twmted viafl,
md bacmonhagic efarchon was seen at hapkro-
=0py The other fibroma wi exsctly dugnosed
® weh by the laparoscopist. The thecoma was
wictpread © granolom cell Lamour becavts
of the saculanty end the yellowich saface. The
remamng three wre dugrosed g1 pverlas -
Moy

MSCUSION

A tald w the Wtoductoty remar W thiy
mmmmnd\mmn}_
o the Alleremind dnpmon brtween (it

of tho werat, 0w coe hamd, and sdocxel

s y for vaviows remsoms had
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176 S5 Samuelsion and A Sigall

the wxew of the ovaria Lararotomy immeduately per
formed revealed, besides the fibrooyoma, evaran endo-
metrsis and a dermold oyt

In the remafmng ¥ patisnis, adbesions Mocked the view
All were fmmediately operated upos. The findings were

7 Oraran cartinoma and metestases.

Simple benign ovaran omomata,

3 Fibromom of the mtenis and ovarian endometioss.

4 Ovarisn endometriosds,

¥ Aden.myesls of the uterns,

There remain 83 laparoscopic exammatons 1
83 patients where the dugrostic accuracy can be
evaluated In regard to the condition of the uterus
as well as that of the adoexal structures.

Regarding th. laparoscopic diagnotes those 83
exammatans belong ta 3 principal groups.

1 Fibromyomata of the uterus 55 (66 ).

IT Adpexal pathology and fibromyomata of the
uterus 10 (12 ).

11l Adnexal pathology only 18 (22° )

1 Fibromyomata of the uterus only

Of those 55 pauents where only fibromyomata of
the utcrus were found, 8 underwent laparotom)y
one patkent immediately

When the Laparowopic eXammation began, sarcoma was
Argected; a needs biopey was made from one of the
fibrofds m the uteroe. Pabating Weeding from the needle-
il contirned. Laparotomy revealed coly fibromvormats.
The rostorematne coorse wa uneyendul

The other 7 patients were first hept under ob-
servativn. Two fad Gelr operanois after 2 amd
4 veary, respectively as the tumours substantially
wcreased in sze Three underwent surgery after
3 to 4 years for Mecdmg and . after _ and 5
months for urinary trouble. Normal ovares on
both sides had bzen seen by the laparoscopnt in
1 of these 7 abents. In 3 other patrents only
the ovany of ope side had bren visualized, and
in 1 patient, the ovarks had not been mspected.
The presence of ovaman tomours had been re-
gardad as improbable In these 7 caes pormat
ovanes were found at Japarotomy and the laparo-
1copic diagnosu fibromyoma was coaftrmed.

In 46 of the 47 patients wbo most of them
for several yeam amce laparoscopy were lept
under observation onhy both ovanes were judged
normal at the laparoscopic examination. In oae
patient. only one of the ovaries could be inspected.
but the presence of ovanin tumour on the other
side was regarded highly improbabde. This pa-

Acta Obriet Gyree Soand 47 (1970)

tient, 3 years after laparoscopy showtd the s
finding a3 bfore on bmarual exammany,
is one of 35 who hase bn rpularly (i
up at the department or by other pndope
and have remamed well One patent died ca
year after laparoscopy from intercurrent g,
Autopsy revealed a fibrommy ematoes dlengs n
mal ovarres, and the mahgnant hymphegy By
caosed ber dsath

Eleven patents who did not report for foire
up examinations were sent letters with 3 gus
‘uonnafre. Ome has not repird The ot 10 2
no complaints that gave rise fo any SO ¢
mtrapelvic complications. Recentdy one pune
had a laparotomry and was found to kne a pae
‘arnan cyst.

11 Adnexal pathology and fibromyomata of
the nterus
Al 10 patents m whom the baparoscopke dhme
31 was fibromyema of the uterus and some e
of adnexal disease had 2 laparotorm 1o 4 pate
the adnexal disorder was non-ntoplastc

1 Nonspedific alpmptis.

2. Salpinpits (and tubal endometriosis).

3 Biateral hydro-wipinx.

4 Tubo-ovanan endometrnoss.

The tuboovarian endometnoss and the hdre
salpmpes were exactly as diagnosed by the lapare
scopesta. The cases of xalpogpis were 1hogrht ©
be a cyst” and “endometrosts with snflgmma
Hon~

The rememmg 6 patients at op.ratien showed
nroplastc ovanan fumours

1 Dermoxd evst

Dermord cyst — serous cvstoma
Simple cystorma

Serows cystoma.

Ovarimn fibromyoma, bilateral
Grandosa cell tumour

Three were judged at laparoscopt 1o be  0hanan
as™ (1L s (3 one & grevish-w hite
ovarian tumour (5. The dermold and serous
crstoma () Ras mumnterpreied a3 @ el
ovanan fibroma  The otber ovary Jooked qmie
normal. This patkent did not give her comient o
operation untll three yeary later when the “fid-
m'pmcdtobclmiﬂﬂﬂmw

AUt



\

Acts Obetet Gynee Scand 49 179-184 1970

PLACENTOGRAPHY BY ULTRASOUND

Bertil Sandén

Prefener All Shal)
K mmnom-ﬂq;m(ﬂd
- Unmharsay Hurpowl, Land Srrdem

Abmract mwmdmm«
mrmmmmwm
soned franoanon m 107 com I 45 of them, the remis

placacsography was corrded =ih The

The
o obsictnes snd gymacoiofy B now well do-
cumcnted (Donald ct 1958, 1960 1961 1967
Domk, 1967 Gottrfdd, 1966 Komoft et ol
1963 Sundin, 1961, 1965 [967 1968 Tuylor
aa 1964 Thompeon et ol 1965} Ooe of the
factory that makes ultrsecund examination valo-
able wn obsteincs n that the abdonen in pregoant
women, for a varety of reasom, hae proved to bo
mmable for drie gk mrthod.
Drrag pregramy the utena forces the strongly
souret reflectmrg foops of bowel xway from the
wgaton area and the )
ton becomes wal for asmmton with it
wend The stenn alio coatein the wmniotic

froe targe emmad ctprromentsd and clinical sertes
thow that e dngrosie we of pdwitmy win-
wourd of low priemMy creetes 0o ek for mother
of | . berem Xemy and notops cxamina
Ton TAPosy T twass to ooizlog radlatios Ao
drew 1969 Dosald, 1964 Goumtdd, 1966
Say(h, 1964 Swoddn, 1964 Trylor et ol 1964).
The Loonkedpe of the precms Woctton of the
ﬂumlnm\dwmm

aod before amnfoceniesh in patients with Rb-
umunirstion B of the utmost mmportance The
present methods of directly or indirecdy deter
mining the position of the placenta by Xeray pla
centography producs sellable resdt b 95-97%
(Borell ¢t W, 1963 Satton, 1966 Viecher X
Baker 1960%. Soft theue muflograply gives poor
rerutty in cases of polyhydramnols and the posl-
tion of the placenta can be difficudt 1o derermine
Il the presence of multiple pregnancy or tany-
vene lie  the foetos. On the other hand, ar
terlography permity the determination of the pla-
cental position independent of the position of the
foctos o the of polyhydramnios (Borsil
et al, 1963) Weinberg of al (1963) consider that
X-ry determication of the postion of the pls-
crnnl sds produces the best resolts after the 35th
witl of pregoancy wheress the rodmbility b len
between the 280 d 3Sth week of pregmamcy
Usmg arterography Borell et al (196) obtatned
diagnoatic relabilty of 7% irespretve of
the Wngth of the pregaancy

Placentography with hotopes gives » dagnostic
relablity of 95-98% (Cavanmagh et al, 1961
Hibbard, 1961 Jebosoo, 1966, Vhscher of af
1960 Weinberg ct al, 1963),

Burntanm & Kliot (1967} conkd, withy the s
of thermograply localtze the pacents 1o 96%
of the cues, bed they potnt out the difficulries
with thhy method when 1he placents &5 wtuated
posteriorty  Reynolds et al (1967) gtase, on he
contrary that thermography s not & reliable meth.
od of placental locattahon,

Every forma of donizlag radlatlon dintag preg
nancy cames the ik of genetic fnjory o the foc
tm. Some Xerxy techoiyies st not applicably
(ormﬁmmlhnnhmpuu;mml

At Cloart Gy e Soemd 49 (1370)
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PLACENTOGRAPHY BY ULTRASOUND

Bertll Sundén

Al Sphafl),
the Depastmint | Oboency and Gymaseslogy (Head Profesov
fres Umnersir Hewpsel, Limd, § rden

e pocoats ot estadbxed by

apd brfors wmnloceniess I patients with Rbe

wowad crsmnened ta 107 caaes Tn 43 of them, the ok
reprr— e corretatad Wik the
(imbang &5 Cacstrsan scction Tha rehabelity of thiy whire-
wrmd oechxd 9 95 6%, DeoKe comparsbia wxh thow

@ cautncs
(Donsid ot &L, 1952, 1960, 1961 1967
Donald, 1967 Gottesleld, 1966 Kowoff et ol
1965 Sundén, 1964, 1963 1967 (968 Tuylor
eal 1964 Thompeon et al, 1965). Qoe of the
facvory that ke oltesovmd ezamimtion valo-
e m obstetricx b that the abdoeen i pregnas
women. for 4 Yarity of rextom, has proved to be
darly untable for this method.
Durmg pregnancy the wern forcer the stroogly
sumd refiectumy loops of bowel sway Srom
wer d o £
twn beromes weal fof examimtion with ulrs
aerd The woom da Cotce. e wmmenr
flud, stmost homogeneows from the standpasct
of winsound. whieh with i1 pood sound toem-

trow targs anamal experonentd and dmeal serea
thow that the dngnotc ow of polsabog whtn
wod of low oiewty cresin no ek for mother
of forty, whersa Wray and ootope examioa-
UOn €1poss the s 10 wakong radist

drew 1944 Domalt, 1964 G e, l(‘mm‘
Smyth, 1966, Sunddn, 1961 Trylor ot ol (966
T knowledpe of tho prrene location of tw
placent m camn of unpected

lon B of the mmont kmportance. The
presnt methods of direety or adirectly deter
minleg the postion of the placents by X-rsy pla-
centography produce reliable reslts i 95-97%
(Borell ot al, 1963 Saiton, 1966 Vimcher &
Baker 1960) Soft tiwue redlography ghves poor
restty In cases of potyhrydrimnols and the posi-
twn of the placenta can be difficrdt to dstrrmine
i the prowace of iy pregoxncy ot tamy-
yere lie of the foetos. On the olber land, ar
sSography permits the d flon of tho pla
extal poertion mdeperdent of the posttion of the
foctm of the of polybydramnios (Boret!
e 4L, 1963). Weinberg ot a) {1963} consider that
X ray determioation of the position of the ple-
ctmial e produces the best Tesalis atier the 35th
week of wheress the relisbality b kem
between the 8th and 331h week of pregrancy
Using attenograpty Borell et al (1963) obiakned
a dapantic rellability of 7% imrespective of
the length of the pregnancy
Placentography with notopes gives a diagaostic
BNy o 93-9M%, Qreag v ab, YL
Hibbard, 1961 Jobwson, 1966 Vincher ef al,
1960 Weinberg ¢t oL, 1963)
Bonbaum & Kot (1965) could, with the wsr
¢ themogrephy localize the placests b 6%
of the cases, but they pomt out the difficulties
with thh method wheo the placents fa mtusted
postenorly  ReyDotds o al {1967) state, on the
contrary tha thermography bt act a reiiabia meth-
od of placental focatzation.
Every form of lonuiog radtion duriog preg-
eancy cazries the mk of genttic miury 1o the foe
mmtmrmmnﬂwb&
for routine axe m il bowpttaly; mor durtng

Act Qv Grrmee Soand £ (1979)
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PLACENTOORAPHY BY ULTRASOUND

Bertll Sundén

From tht Deperimrnt loh:fmnlay-:wbn(uul.mmms»..m
Univerwty Hoapsal Lumd § edem

|

b now wdl do-
cumestesd (Dosald ot &L, 198 1960 1961 1967
Doosid, §967 Gotiesfdld, 1966 Komoff et al
1965 Sundén, 1964, 1965 1967 1963 Taylor
1964 Thocapwon et &L, 1965). Ona of the
factors that muales Wineoued examination valo-
able m obuietrics B that the abdomen in pregnant
women, for a vanzty of reasons, bas proved W be
olarty wnlabie for the method,
Dunrg prepmancy the vheros forees the sroagty
wound reflicenng loops of bowel sway from
e end the iy
von becomes wexd {or exambmbon with win
wond The wenn alw contaios the Emotic
fuxd, atmow bomogentone from the standpolot
of wlirmoimd, wbch wirh b good soued trams-

thow that the dogrosic we of pubtafing wirs-
seond of kow mteasty creiins »0 Tuk for mother
of fortn. wheress X-ray and rotope o

1on €XP0N3 the (s 10 fonfring radlation {As-
drew 1964 Donakl, 1964 Gauetad, 1966
Simih, 1966 Suadin, 1964 Trylor et o, 1964).
The Locatedgy of B proeisc docation of the
placent m omes of mnpecied placents

presant methods of directly oc ndirectly deter
minkvy the position of the placents by Xray pla
centograply produce relhable resulty b 95-97%
(Borell et o, 196] Sutton, 1966 Vimcher &
Baker 1560). Soft thsmue radwgraphy gives poor
veralty in cases af polybydramnoks snd the posi-
tion of the placeata can be difficult to drtermine
in the preseace of mmdtiple pregnancy or tram-
verw Iin of the fostm. On the other hend, ar
e & ) of the pla-
cental potion Independent of the position of the
toctm or the preseoce of (Borell
et al, 1963). Weinberg ot al (19631 comider that
Xaxy dewermimation of the posstion of the pla-
cental shie prodners the best rendts aher the 35tk
waek of pregnancy whcress the refiablty & lesw
between the 28th and 35th week of preguancy
Usioy aneriography Borelt et al (1963) obtamed
» dugodic reliablty of 97% trespestive of
the bengih of fho peepmancy
Placetography with hotopes gives & dlagnostic
refabliny of 95-98% (Cxvanagh et ul, 1961
Hibbard, 1361 fobmson, 1966 Vimcher et al,
1960 Welibery wt oL, 1963
Blrshaum & it (1965) could, with The s
of thermograpby localize the placenta fn 96%
of the caser, baxt they point ot the dificuites
with this metbod when the placeata f situated
posteriorly Reynolds et AL (1967) siale, on the
comtrary hat thermograghy R oot & relable math-
od of placentat
Every form of lontzing radution during pres-
RLACY Carrien tho thk of peacix fajary 5o the fot
mSomeW‘w“lﬂw
for toxtine usa i #1l hoaphiah, morcover during

st Obsies Oymee Soamd 9 119°D)
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180 B Sundén

certain of these inveshgations the patients are ex
posed fo some discomfort.
A relatively simple and reliable—as well as

harm) ethod for determinmg the posttion of
the placenta can b. partreulardy vn]uahlc. During
recent years, tests have been made with vanous
ultmsound methods. The one-dmensional ultra
sound m=thod does not give any information con-
cerning which structure(s) cause the echoes, and
the echo-pattern on the osclllograph screen changes
with the change of angle of Incidence of the
sound. The placenta is often thin 1n the periphery
and the difficulty of seeing” the placenta here
by this method fa obvious. Rratochwil (I1968)
states  that with the one-dimensional method,
wher a voginal probez was also used, he could
determine the positon of the placenta in 98%
of the cases. He pownts out that the Jocalzation
of a completely posteriorly situated placenta is
not posuble by this method, which could other
wis. be wsed from the 18th-20th week of preg-
nancy

With the usc of the Doppler-effect, Bikhop
(1966) and Brown (1967) could determine the
position of the placents In 78 o and 91° respee
tively of the cases Hunt (1969} In 55 out of 36
cases, could determine the position of the placenta
correctly as for a3 the ntenine segment was con
cerned. By this method, it is easy to establish
whether the foetal heart beats, but the qualitative
difference between the reflected ound from the

Acts Obsict Gynee Seand 49 (1970)

Fiz 7 Ultrasonic scanning machine,

circulation in the uterus, in the wmbilical cord,
and in the placenta » most often very small and
the opmion of myself and others (Donald & Ab-
dulla, 1968) nt that this method Is unrelable and
should not be used for localization of the pha-
centa.

For the ctact localzation and photographic re-
cording of the entire placenta m relation to the
foetus and the uterine wall a two-dimensiona
method s necessary The fint two-dimenydonal
ultrasound pictures of the placenta were pub-
Inhed at the end of 1966 and the beginnmg of
1967 by Gottesfeld ct al. (1966) Donald & Ab-
dulla (1967) and Sundén (1967) The reliabllny &
stated by Gottesfeld et al. (1966) to be approt
imately 97% bat they point out that iz mamy
m.xu of posteriorly situated placenta no typial

picture was obtalned instead the posk-
tion of the placentn had to be determined by
ehmination. Donald & Abdualla (1968) reported
more than 84 relhability and in our first teney
the corretpondmg figure was 97 (Sundén, 1965).

In the longitudmal scans the patients bead s
to the left of the pscturc. In the transverse scams
the patient 1s seen from below and the pathents
nght side 13 on the left of the preture.

METHOD
The epparstus wsed since 1962 &t the Departmem of

Obyetncs and Gyusccology m Lund (Fx. 1) B cox-
structed by Souths Indoxtrh) Dviuon o Qlagow and
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mdimal scan. Arrows indicate

RESULTS
The wvestigations made during the perrod from
the end of 1966 up to and includmg Januwry
1969 comprise 107 casex. The indications for
ultrasound placentography are shown o Table I,
and the gestation period at the time of investigs
tion 1n Table 11

For prectical reasons predictions of the pla
crnisl site have been clanified as follows- anterior
anteror lateral anterjor fundsl, posterior posterior
lat.ral posterfor fundal, low lying and placenta
praeviz.

For appraisal of the reliability of the nltrasound
Pacentography wo have preferred palpation and
direct mspection of the placenta o situ ot Cae
sarcan s~ction as a more accurate method for
determuining the location of the placenta than
manual exploration at delivery per vias natonales,
when the placenta s often completely or partly
detached.

Fu7Anmnuplnntx.Pnpnncyn351hmk.land-
fudmal scan. P Placenta, H, Focal Head,

Act Obsret Gymec Scand 49 (1970)

Fig 8 Anterior placenta. Samx case o2 in Fig, 7 Tram-
verso secthon at umbilical devel P Placenta

Analysis of the predictions of the pesition of
the placanta b given m Table IIL Of the 107
cases, Caesarean section was performed In 45
The correlation between the witrasound placento-
graphy and the finding at Cacsarean section b
shown in Table III Ultrasound dlagnoxs wa
wrong in 2 of the 45 cases. Thss is an error nate
of 44% In i case where the ultrasound picture
showed the placenta situted donsolaterally the
placents was found to be located anterlorty at
Caesarean section. The other case I3 referred to
under the headmg of placenta pracvie.

In 22 cases where the positon and ettension
of the placents was determined at Caesarcen &€
tion, both X ray examunatron and ultrasownd pla-
centography had been carned out. Of these, 2
cascs were diagnosed ipcorrectly by X ray {(angio-
graphy) but correctly by ultrasound, and in 1
case, the X ray diagnows was comect and the
utrsound dmgnosis wrong.

In the rematning 62 cases delivered vagmally
the result of the ultrasound examination was i

Table L Uitrasound placentography
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Elective Caesarean section
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0o cae contradicted by the dinkal coumo st de
Levery

Flacrnts peacria

The sers Incloded 8 cases of placenta praevia
Herw, the utrasomd dugnoth wi correct fn 7
1 1| cawe—examined In the 25ah week of preg-
sancy—the low lying placenta, domally on the
ultnrsound picture, was Jodged pot to reach below
the foctal head, but at Cactarean &t was
found # cover 1/3 f the bnernal or. Thh waa
the oaly falw begative rentt. No s posttive

T bie T1L Peattion of placercn ot miirasesmd e
nation and of Carsarven section

Ultroownd des preens
e D proem 2t
- [

Pauoe of No o o

Gan e (86 of cana)
warrer Lberad b e 1
A 5 A A
Aworroee (et 2 " ;
Poacroer M ! !
Foserer I S ¢
Povrier fondul 1 H H
Low hmg . 2 H
Pl prvon 1 7 H
Towl . o -
[ERR

Fg 9 Foweror placests prscth Prepumcy st 35
week, Longasdined wrs Tromrrens presentstion with
comour of fosts] body b the middle of the wicrm. P
Flcrats

praevia,
Antepartum bleeding in the 33rd week of preg-
pancy ked to the examination of a patient, whose
reslt i seen ln Flg. 10 This thows 2 type IV
anlenor plecenta pracy,

DISCUSSION
Contrary to other techniques, the two-dlo 1
uitrasound exammation viwualizes the eotire pla
ctnta, which B scen in i relation o the uterine
wall and tho foctin. The vitrmound phture of
the placents b muaally so chear that mo difficolties
are encountered m lnterpreting the pictures. The

Aﬂ.“‘ﬂammn{m)
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echo density in dorsally situated placentas, despite
bigh emplification, can be low due to absorption
of the sound as the result of passage of the sound
beam through the foctal body or foetal head.
This 8 parficularly evident at the end of preg.
nancy but there s usually po difficulty In in
dicating the margins of the placenta.

Gottesfeld et al (1966) thought that a com
pletely domsally locsted placenta could only be
diagnosed by elimination if the periphery of the
placenta did not reach one side of the utennm.
The present investigation sumilar to others (Donald
& Abdulla 1968 Sundén, 1968) has shown that
2 completdly donally situated pi also can
b. vusuoalized by the two-dimensional ultrasound
method

No preparation of the patrent who can be ex
amuped n bed i pecessary Contrary (o aome
X ray methods, the ultrasound examination does

Rernolds, W A, Ayers, M A, & Parker G. M Rady
logy 19 825 1967

Smyth, M G Disgnostic Ultrtsound (ed. Ch. Grosman,
J Holmes, C, Joyner & E. Pumel) p 296 Peacn
Prem, New York, 1966

Sundén, B Acta Obstet Gynee Scand 41. Scppl. €, 164

— T Obstet Gynsee Brit Comm 77 952, 1965

— Ultrascokes S 67 1967

— 13th Copgrem of the Nocthers Amoclion of Gb-
stetrics and Gynaecology Stoclholm, 1968,

Sutton, D Brit J Radiol 39 47 1966,

T ylor E. S, Holmees, J H Thompson, H. E. & Qots
fdd, K. R. Amet J Obstet Groee 90 635 1964
Thowpeon, H. E, Holmes, J H, Gotiesfeld, K. R &
Tertor E. S. Amer J Obuist Gynec 92 44 1963
Vischer R D & Baker W S, Amer J Obuket Gra

&0 1154 1980,
Weinberg, A, Shagro, G & Brohn, D F Aner )
Qbstet Gynec 87 203 1961,

Subndtted for publication May 20 1969
Bertll Sundén
K i

£ hat,

not cause the patient any di t
and the method 15 in ro way harmful to mother
or child
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MEMBRANE-LIKE SI'RUCHIRBINTHEU’I'EIINECAVHY
A Hysterotraphlc Stuly

U Borel, 1. Fermtidm and L. Oldson

Frow she Deyorsent of Wowad Doweoes (Head Pref U Borell),
wad e Rornpembagroc Departwwnt (Head Fref 8 Nordessrom), Koralusle Kmihmoct
Ssockholm, 5 oden

The dlscovery of the Inconstancy of soch defects
brings the hic diagnous of rrine
adbesions into a completely new lghtt we can no
Jooger tale It for granted that dafects with all the

ics of arc in fact sdhesk

Hysrrosslpmgogriphy occasomlly reveals thin
tegdl  membranes la he wenne cavity The pub-
Irhed reports of thes phenomenon appear to be

e the latter a3 segental contraction Roam
ﬂ‘l:cmhrdn bo reporicd the phroom -
9t

W b encouctetrd thew staactures m 23
caves Sowe we have noted ecram feanares con-
cermany thert aafere. we feel there 1 some reason
1o present an actoaat of the matem) gathered.
U 1964 Zondst & Rozm publahed an b

o @ kg dear that minuterme ing defects
thought W be typical of sdhesiom coutd &
et mdo‘rnmndlh:mnmum;o(
the omyometrum.

foc they might just a3 well be contractile, func
thona strochures hmstexd. We have encountered two
imtances of defects which we fint admdped to
be typical adberiom but which Later ware foand
to diappear spoatancously Therefore, they seem
% be of the sume patore a3 the regular mem-
branes oocd. A dexrption and
ducuwsdcn of these 2 cases follows.

ther o re petatiec for bymeramcogy ead i h

At Obster Grmec Scomd 411375
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Fig 1 Myxerogram. Upper membrane I Left uterine
cornu {Rtyow).

rermits & controtlsb.e kw degree of distendon of the
cavity embling inspecicn of all {ts parts, inciuding the
uterine corma.

MATERIAL

The seties consists of .3 caaes with regukir mombrame-like
:tr-n:auobuhedfmmm-n:lrﬂ:d-boutscm

made at the Radk Dx of
Karolnda sjulbuset during the years 1948-1957 Four
teen caser were examined once, 6 cases taike  cams
three times and 1 case 4 tmes, making a tofal of 36
bysterographies. Ten of thexe were made kn the prolifera-

i

i

}‘b)HWIm.LDIr{m(Wm)M

the stroctore  t the asatomcal micmnal oe

(ower arTow)
Acra Obttet Grmer Scand 49 (1970}

the phose, 25 in the secreiory phuse In
mentrual phese could ot be determined In
m!hkhnuo(memmhﬂ.hmh:dhfn

kast

The clinical dognoes were  afertldy (13 casea), pem
metrorhagla (3 exsey), recurrent abortion (6 Cases), &ad
smenrhea n 1 ctxe Teehe moents  ere rulliparons,
the remamder ha mg bome one or more chikdren
The serics abso mcindes  further  cases wih rrepadsr
wembrune-like sfrwctwres The prefrmnary digmoss &4
dh. but they d

RESULTS

A. Regwlar membrane-like siructures

The structures were seen m the upper part (Fie.
1) or 1n the lower part of the cavin (Fig -) In
the following descnpiron the former sl be called
Upper Uterine Membranes (UUM), and the Latter
Lower Ulerine Membraoes (LUM) Eight cases
had only upper membrane-ike suctures of which
2 were bilateral One of the lafter two had no



Ax
mﬂmﬁnhmm—h):&ﬂ;
1.

few than three UUM on ooe side and oo oo the
other wde (Fig. 31 LUM only were seen in 14
coer. In ) cxwo thert wis a stmultancous ocour
brrn The total

Membrane-lthe stroerures tn the wievime cevicy 187

JR-A S 4 ief
h-mmd(mw‘;.(r)ﬁnd—mmu The
Gupreared;

mewrbrese vy caly  somdl rhig &
the Lol shde (urow).

the membrancy were quita ditinct in Ml views.
In the remaining 3 the patient was ko tbe prolifera-
uve phase of the cydle. The appeanance of the

The utrnctures wete temariably miform from
1 cxw to soother Thry were located 1 a plane
perpendacular to thy loagitudinal axis of the ca
vy of of Gt uterm  comas. Therr thchnes ws
U om, wcressing dllghty towards the sterine
walt The dumeter of the membrnes wa, vpper
membeanes mierage 105 mm (rroge 7-1S mm),
asd fower sverage 70 om (ramge 3-11 mm) We
ha ¢ ot beenr able to demomstrate  crntral boke
directly on the pcturcy, bt # s Large enoogh to
ceran ymapured {feg of the pant of the cavay
abave

Loget wd oy smbmees et m &
Iy teroprams 1 1) of these the patct was m
the secreton phae of the cycle and m all pactores

branes b the Latter 3 bysterograms deviated
from that sem [ the secretory phate, In 1o of
them the membranes dsappeared during the cxam-
Joation (Fig. 4) aad in the third case It was seen

wrmural pant of the tube and ibe cvity of the
otermy. The distance between the “tubal sphincters
ot the place cotresponding o their site and the
upper memobranes was m all cwses more than 10
mm The wenge distance brtween the Upper
bordet of hthmm and the lower membranes was
77 . The thortest distance meawired was 35
am,

tu 7 ol A 9 twa WD uppT mEmbana
tubd were prewent at the s2me time.
1 4of the 15 cases wiih bower membranes sphine

[OS——

d
)

A

f 5 Mipseogram fom 1 cos

.
Y
nocd ou tve scoent. g
Secrrhey Mo Uprer mechoes
= kft wew comm (row). (5)

ProAlenems fhaw 2 erka afur @



-

-

4

Fg 6 liyver graem (om | coe  xamuned ibree

occxuom () Proufer u phxe (B Tw
Secret 1y ph s Upper membrane nght
arrow) € ) Thr ¢ years fic & Prolfera
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cans afier o
terine cor
phase

terdike structures In the isthmus were present,
theie 15 cases “tubal sphincters™ were seen oa 3
occu.:}an;.'fbcrcforelhcrcmdlubclgwd
corrclatlon between the presence of tubal sphpc
ters” and uterine membranes.

Two or more hysterographies were performed
I 9 cases. In 6 of these upper membranes were
scen oo the fint exammation but not cn the
sccond. Two of these are particularly Interestmy
in that only 2 weeks clapsed botween the Gmt
and ths second examination performed kn the
sccretory and proliferative phase respectrvely with
no intervening surgery (Fig. 5). In 2 cases the
membranes were seen on both occasions. One pr-
trent, who was examlincd threo tinres, ethibeed
membranes on the second occasion only (Fig 6)

No membrancs were scen in 10 of the 36 hyy
terograms. It iy fnteresting to nate that 7 of thae
were performoed during the proliferative phue
Anomalles of the uterus were present in 9 cagr
Onec instancs of uterus unicornls, 2 of utens bi-
comis unicollis and 6 of uterus arcuatus. In ot
of the patlents with uterus brcornbs the hystero-
gram showed three membranes {n one homn (Fig.
3) This woman undersrent total hys:maom) 3
years efter examination. Both and
microscopre examination fafled to drnmnme
any signs of adhessons.

B Irregular membrane-like structures

Caxe I

A 25-yvarokd woman with & Amstory of A spoofancds
bortlom, m the seventh, third, fourth, fifih, and dxth
motthe, reqpectively Blunt correttage was performed after
cach sbortion ewept the (it No infecton followed sy
of the sborticns. Hysterography 1 before the Lt preg-
nancy performed In the proliferntre phase, was pofmal
Hyserograply . taden  scar afier the Lt preganty
m the secretory phae e aled e aregular dcdecks
of Kkeoucal form m afl pectores (Fig 7. They wefe

recognired. After spother 4 momths, Mywercgrarhy 3w
made  th the patent = the carly stago  { the acorctoty
phase At the beymmung of th wunminavon, wegelar ds
fecs were scen  Thar form, bowever differed (romy
that seen in the previous bysierography Fanher they
pradually dnappeared dunng  the ammlon, e W
sbowt 10 men (Fig §a-d). At hysteroscony  dayy Laker
o sdhewoos ol be seen Four  echs fater hysterogram
4 s taken, 1 the e of enalation (F g 9). Tha exam-
ination showed & pormal ca ity wlthowt mgm of sd-

besloms.
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Fig 6 Hyscrograma from 1 case vammed thres
occanom. { ) Probferath  phame. (5) Tw  years after &
Secretory phass Upper membrane 1o right ntense comwu
arrow). () Three sears afier b Prold rat ¢ phase
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terdike structures in the Istharm were prese. b
these 15 cases “tubal sphincters were setm 0o 3
ocmsbnxﬂcr:forcthcrelccmcdtoh.apn!
correlation between the presence of tubal gl
ters” and uterine membranes,

Two or more hysterographies were performed
m 9 cases. In 6 of these upper membranst were
seen on the fint exammation but ot oo te
second. Two of these are particularty interestog
i that only 2 weeks clapsed between the fim
and the second exammation performed i te
secretory and proliferative phase, respectrvely with
no intervening surgery (Fig. 5). In 2 cyes the
membranes were seent on both occasony Ot pr
tent, who was exammed three tunes, evhibasd
membranes on the second occasion only (Fig. 64

No membranes were seen in 10 of the 36 I
terograms. It m mteresting to note that 7 of thae
were performed during the proliferative phxse.
Anomahes of tho uterus were present 10 § cases
One nstance of uterus umcornis, 2 of utens be
comnis uncollis and 6 of uterus arcuann. In ont
of the patients with uterus bicornls the hystero-
gram showed three membianes in oae horn (Fi3
3) This woman underwent total hysterectoory 3
years after tnation. Both i and
microscopic  cxamunation fafled to demosstrate
any signs of adhesion,

B Jrregular membrane-like structures

Case 1

A “6yearold woman with  history of fhe goaisdeom
abortiom, in the seventh, thard, fourth, fifth, and sk
moatbs, rospecthety Bhunt curreftape was performed #hef

of identcal form m all pctores (Fig 71 They weTe
Interpreted 1 adhegom Dunng blumt curettage 4 weeks
later in the sectetory phase, po adbemons coud be
recogulsed. After another 4 months, hysicrography 3 * 3
made with tho patent m the carly wape of the scereiory
phase Al the bepnnmng of thn exsmaton, wrregular d>-
fects were sen Ther form, boweser fered frem
that seen m the preveoss hysterography Furtber they
gradually 4 Samng the e I
abogt 10 min (F . Be-d) At hysicroscopy  days later
no sdbepons could be seerL Four weels later hyscrogram
4 was talen, af the e { ovwlanon (Fig 9). Tha enm-
Imaton sbowned nommal cmhy whhoot sgm of ad-
heshoo
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my the coune of the examination contradact this
bypothtss and {svour the den that the mem-
brancs aTe doe to local ukerine contractions. Furth-
et evdence of thh b the circumstance that wil
Eraclopcal examuastions referred o i the litera-
ture have fasked to demomtruts axy mucosal Tolds
which correrpond 1o these membranes

In w001 ropects these stroctures resemble the
tuhal sphenciers  stunted of the gunction of the
uterme cawty asd the fntramond porhon of tbe
tuba (Fig. 11}, They sho exbIk ceriain simBan-
tics 1o the sphmeter-like strucrares sometima sen
n the anatomicsl Interna) o9 (AJO), that i at the
trameiton between the kfhenrs end the corpos, 1
el at the hrtclopical wtereal oy (HIOY. that
™ At tbe Uamioa bitwern the cervix and the

Fre 1) Schematic ropreentation
n prinexsel xucts fibres fu the homea pero (Ooerizier
Morpbol. Jahtck, 1930).

of the smngrment of

Further &t B well knowm that a lage part of
the utenm, soch a3 & uterine corm, b able to con-
tract bot, apart from the tubel sphinctens™ the
onty deieription of contrections of » few muncter
loops alone s that by Razin (1965), who presents
an ffmtration of a menbrane entical 1o those
we bave cncomtered. Razin ioterprets ths stroc
wre a2 wmpmobal conirction  Forther erde
deuce b found tn the striking agreement between
the armngement of tho circular Lsyer of iterios
muxlo and that of the membeznes (Fig. 13}
Smee the origis of the membranedike contrac-
tons might well bo the s1ame &3 that of the tubal
sphinciers, b mght be of valoe to study the

olr onpn ppeens o ba the

euminton f Pros et o (1963) and Leucyn-
Ay LAl 9y

T T,

of these two phenomens.
Wo found a corrdetion b 27 of the 36 exsming-
thont i our terics. Soch  pronoumeed concomit
ance might indicate that the structores bave the
sama ofign.

YT —
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0 -——mw; nbommm@ml—:rmﬂhhmdwh
r low modence, the very small number of casr
4\ previously reported i the iterafure s pemutable

n relanion to the great number of hyteroprapives
pcrformcdatmmyndno!opu]dqmugqmm
~ { nught m part be becanse the techniqne wsed and
especially the contrast medium wsed fn many
places is not very snitable for demonstratmg fine
structural detafls,
The phenomenon described by Aspland in 1957
! i a3 a stricture 15 identical to the structures we hne
7 { encountered. The followmg clramnstances stroog
= Ty indicate that they are ot adbesions.
f/ (a) Repeated examinations show that they &t
; inconstant. They have also been fomd to &
appear during the course of a single cummatve
Fig 9 Case 1 hysterogram 4 taken 4 weeks afier hystero- (b) The form and site of the stroctures are 2l
grzm 3 at the timo of ovalation. No defects In the oterine  most identical from one case to another Thh B
cavhty in coptrast to the uregularity of form and vari-
tion of site from onme case to amother which are
beslons was coafirmed b 10 of these cares a3 followx  typkeal of adhesions.
:lc-x). (l:!)}nl b;lt&). pibin (c)ﬁomoﬂcommuuseol:dhshnb:
o v curettage performed post parfum or after as ol
mﬁmrmﬁmﬁiﬁ tion. However about half of our cases were ndlll-
upder discuswon, the X-ey fiodiogs wers not confirmed.  PATOUL
(d) One of our patients upderwent hysterectonry
Examinatron of the speamen failed to show any
DISCUSSION evidence of adhesions.
A Regular membrane-ike siructures The membranedike structures may comist of
In the total series of hysterograms examined the 2 mucosal fold. However the 2 cases from our
incidencz of membranelike contractions was  material in which the membranes diappeared dur

,_
L

!
-
>
‘tf» ? l
(—— : taken duriug the rumhﬂh-mh

10 Caso 2, hysterogram 2 Secretory phase. Extrntive Jection ame
:::uh a{iumtmmnbmnmmhxmul olnirfn:pmndncnnhlvhd\hhnddmm
F Noto the ke defect mg tho membmoedlle sppearance of

in the mght uterme cormt (5) Rught postenor obliqe pro- right ptertns cormo {com
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Fu 1 Hywcrogrom sheewy O “wbel spbeoctms
{arron)

g the counie of the examination cootrudct thhy
mypothan and {avour the o that the mem-
braney are dus to kool nteTme contractions. Furth-
@ tvdency of \om b the clroumatanes that oL
hrsolopeal expmunations rferred 1o m the Teers-
for haes faded 10 demoontnle any mocotal {olds
which cotrespond 0 these membranes.

1 some resperys these aoncnaes reseble the
trbyl phwcters mtusied at the jmetion of the
wenoe Cavdy and fhe mitamuml porhon of the
tubzy (Fig. 1) They sho exhibet certase simdart-
wer W The sphmcierdke wrochores sometmes stea
af the snatomacal mteroal 03 (A10), fhat o at the
tramon hriween the st and the corpon, 1
el i w (e bistolotical micral os (HI0), that
™ A e inminon between e errvt and the

A mou comrmerng tm § tvidence i

MembraneHke structures tn the ntrrine carky

Morptol. Jukrbuck, 1930}

Further & 5 well Loows that & large part of
the vieron, sach m & uterine corm, B able to con-
tract but, agast from the “tnbal sphincten. o
only description of coptraetions of a few musclar
Joops Alons b thad by Rovin (1963), Who presenty
an fhustration of & membrane jdentical to thoss

dence hn fornd m 1he wriking agreement berween
the arranpement of the clrevlar layer of wering
tooache knd that of the membeancs (Fg. 13).
Since the origin of the membranedike contrac
tons might well be tho same s that of the tubal
sphnctery, # mght be of valoe to smdy the

we onpn ppests w0 b the
cummatom of Prow of al. (1961) and Leszcyn-
Loetal 1961y

the voew that the “tobal sphicters are of o
cmeradographic

of these two phenomena,
We found 2 correlation in 27 of T 36 examina,
Dot m our scret. Sach cOnCom
ance might indicats gt the structnres ha ¢ the
ame otigin

Acta Obset Gymee Seund 49 (1970)
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Fig 9 Cuse ! hysterogtam 4 taken 4 weeks afier hystero-
gram 3, at the time of ovulatlon. No delects o the aterine
cavity

hesions was confirmed in 10 f these cmses a5 follown:
) (1 cax) (1 came), h;
(I case), eoning of «db by 0 casen),

abomuneindOOmu.E\mwﬂhrep:dtothn
low incidence, the very small mumber of ca
previously reported in the lterature is rentarlabke
in relation to the great number of hysterographxs
performed at many radiologreal departments. Ths
might in part be becamse the technique used and
espechally the contrast mednmn wsed B m2ay
places ks not very suitable for demonstrating fine
structurnl details.

The phenomenon described by Asplund in 1952
as a stricture i identical to the structures we ke

1. The followmg cr stroeg-

Iy indscate that they are not adhesfons

() Repeated examinations show that they are
inconstant They have also been found to di-
appear during the course of a single exambvation.
(5) The form and ste of the structures are
moxt Wentical from ome case to another This b
In contrast to the frregularity of form and vari-
thon of site from one case to another which ar¢
typical of adheslons.

() The most common canse of adhesions b

Cacrarhan section (1 cxse) and probe exploaation (3 casea)
In the % cases remalning afier ¢xctusion of the two
under dicusmion, the h-ray findings were not confinmed,

DISCUSSION
A. Regular membraneike structures
In the total s.ries of hysterograms examined the
mewdencs of membrane like contractions  was

pe performed post partum or afier an 4bot
tlon However sbout half of our cases were fulil-
parous.

(d) One of our patients underwent hysterectomy
Exammatwon of the specmmen fafled to show any
evidence of adbesions,

Thbe membranedike stuctures may consbt of
o mucossl fold. However the 2 cases from 0T
roaterial in which the membranes disappeared dut

-

r

¥
Y

17

f t,::)

L a
Fiy 10 Csse ., hysterogram . Secretory phase Extenshe

regala  defecty, comstant throughoat  exarmnaton. )
ction. Note the by ke defect

hmmmm(b)mhmmm
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Fa 11 Nrwcroprm duosiet te bl sphocen”

(oo}

mg the coure of the examination contradict this
typetens, od (eeox G Wey thnt the meto-
tranes are doe to locl utetme contractiom. Furth-
o5 evdence of thin by be cuturostanes that Wl
batclopical cxsminitwos referred to bn the lacrs-
fure have faded to democstrate sy mnconl folds

tubas (Frg. 131 They alvo exbibat certala sienfark-
s 10 the sphmncterdde structures sormetimes seea
o tho satomcal futermal oy (ATD) that i ot the
tragston bitween the kthmmn and the corpas, 1
mell &8 ot the hntologpical fmternal o1 (HIO) that
sl e UaoalioR Hetwetn the orTvik amd the
ibaen (Fug 120

A mow coavmemy tem of evidence

Fig 1§ Schematic repreicmation of (e amingeect of
the proocipal mercle by m the keotn werw (GorTirie,
Mocphal. Tukrtnch, 1920}

Fusther | 8 wel Lnown that & large part of
the uteres, sach a1 2 uterine corm, B abie 10 coo-
tract but, apart from the tubal sphincters  the
oaty description of contractions of & few muscutar
toops sloue b thit by Rozin (1965), who presents
an Mevntion of & membrane Wentical 1o thoxe

munche and that of the membranes (Fig. 1)
Swce the origin of the membranelke contrac

thoms Mg will be the same 1 that of the twbal
ephuciens, & might be of value to mudy the

the wow that the tobal sphmcter  are of moxc
€ etpa peein to by the cmensdlographic
uumamon of Proox a4 ) (1961) and Lesoyn-
woad (19

of these two ph
We found a cordation in 27 of the 36 exuming
tom I o werier. Soch a pronounced coocomit
ance D1 trdicate that the stroctures have the
rame orige.

A28 Obeiet O pmee Leomd 43 (1970)
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Since the membranes are only 1-2 mm thick,
and since they must include twe mucosal layers,
the suggestion that they also contaln muscle might
scem presumptuous. However in order to cover
the muscle the mucosa must in all probability be

though, m some instances, the adhesions bave ac
tually been demonstrated at operation or other
wise, no confirmation of the X ray pictare ha
been put forward in the majonty of cases. The
It understandable, as there cannot reasonably hne

considernbly stretched and accordmgly d
thereby bringing about a reduction in the total
thichoess of the membrane

It is possible to dustingush the upper uterine
contractions from the “tubal sphmcters™ and the
lower ones from the structures at the AIO and
HIO The following findings would exclude mis-
takes in thrs respect.

(a) In many cases of upper and lower contrac
tlons there was a stmuitaneons presence of “tubal
sphincters™ and structures at the AIO

() The distance between the “tubal sphincters™
or the place correspondmg to their site, and the
contractions was in all jnstapces more than 1 cm.
The lower contractions werc always situated well
above the hthmus, and in the part of the cavity
considerably wider than the isthmus. The average
distance between the lower contractrony and the
AIO in our cases was 27 mm.

From a physiological point of view the study
contributes some information about the contrac
tile capacity of the myometriam and its relatron
ship to the menstrual cycle. Tho regular mem
brane-like contractions were commonest in the
secretory phase, during which they were found
to be hrough the inati They
were less cormmon in the proliferatree phase, dur
ing which they wero Inconstant and found to dhs-
appear during examination. We do not know why
these contractions werc so often found in com-
bination with anomalses of the uterus.

Ther. B no cvidence that tho membrane-like
contractons would lead to amy disorders. Our
strics contains a large proportion of patients with
infertllity and recurrent abortton This, hawever

is not remarkable in conuderatron of the high
jnctdence of these dusorders in patients referred
for hysterosalpingography None of our patients
suffered from dysmenorrhea.

B Irregular membranelike aructires

In most accounts of intmuterme adhewmons, the
hysterographic fladings, Le. of iregular defects
in the utenine cavity have been regarded as full
evidence of the presence of sdhesions (Netter et
sl 1956 Ashcrman 1957 Bergman, 1961) Al

Acta Obstet Gy mec Scand 49 (1970)

been apy cir chinical or redivlogs
to rake doubts about the supposed organic onga
of the defects.

Zondek s & Rozins report (1964) of 4 ses of
intrauterme filling defects 15 unequivocal evadence
that these defects are not adhesions but stroctures
of functional origin representmg contractins.
These patients were referred to hospital beame
of habitual abortlon, and after denervation of
the uterus or Inclsbon of the myometrmm the
defects disappeared and all were able to follow
pregnancy through to term. The authors conclude
that defects of this kind may be due to contrac
tion effects caused by meuromuscular changes.

Our 2 cases differ from those described by
Zondek & Rozm m that the defects dhappeared
spontancousdly However In the introdoction o
therr article, Zondek & Rozin mention that they
had “noted that defects may change in localiza
tion and form from one picture to the pext, which
mised tho question as to whether defects are al-
ways organic m origin® This i I keeping with
their spontaneous dusappearance durning the exame
nation and it supports the view that thes. defects
are functional structures.

It could be objected that the defects in our 2
cases were actually adhesions which were nup-
tured by increasing pressure during hysterography
or by curettage The following points are evidence
that this is not the case

In eas. 2 the defects were constant throughout
hysterography 2, Le even after maximum disten-
sion of the uterus. There was no Intenvention of
any kind betuecn this hysterography and hystero-
scopy § weehks later If therefore the defects kad
been true adhestons, there i no reason why they
should not have been evident at hysteroscopy 3%
well

In case 1 hysterography 2 had shown intrR
uterine defects, and the curettage 4 weeks later
was performed with the purpose of verifying ad
hesions. However nothing but a pormal cavity
could b2 found, and the MCTOCOPKC examunation
showed pormal mucosa. Further it might b ob-

Jected that this cur-ttage ruptured the earfier adhe
sions and caused new adhestons, which would have
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had thoe to develop woth hyrierography 3 Le. the
occasion when defects of ditferent conflguration
m;hovnhﬁ\:ﬂrﬁmb\nd\nﬁwtd
d-nfhjm\mﬂoa'\'h:ﬁuppnweﬂ\mde—
fecty wookd then have betn emmed by pressure
mme ¥ the bysterography The following factons
conteadict such arpuoent.

1 Al the time of the fint exposure of trysiero-
graphy 3 the amount of contrast medinm way
shoyt B ml The sddional amouat Injecied waa
about 2 e thiy ey wmall proportion of the
total emount The smalinem of thiy increxse B
Mo quts oo from e pecturer. Fisthermore
the tubes wers patent, lowing coutrast medhim
0 ewape from the wierws, Vmn preveramg wny
wudden mereme m preswre and yolmme, Fimally
no gereral shcahesa wis given, the Lojrehon was
abay1 done whh great care und the patent &
7Ot CXPEICTICY sy pAN.

2 Penntence of defects durmyg » bystierographec
clamiratoo b been vied & m argueest
frvour of the cxntence of adhevions (Netter et o
1936). If tho argmment B o be vird, & could
A b appoed w0 yRerognphy 3

v Hyucroscopy W performed 2 days after
trywetoyraphy 3 1 the defents had been sdherions
raptored duriag byseroyaphy  hysterowcopy
*oud b miicakd the soyoelse 1 the ropiures,
such 11 hicedog of cicatricn] zones m the aracon
Hawever notinng but a pormal cavity and mucoma
e

The urepaar conf gurtion of the contractils
Mrwcisres ; tbe  Craes descnbed, m well v m
thow descrihad by Zondek & Rozm, could not
Teanonatly b2 brooght aboz by the sobe of
the wedat waer lnyer of the myometram, It
would therelor by renomable 10 rwume that o
¢ both of the athet ta mamcle Layers partcpate
 (he comtracuon

A cline wudy of 3w 1 shows that some de-
et whie drupptarmg. swome 8 form wde-
Gapumtable from that of the rerear embrane
1 com wtioos refermnd to abave (Fig 8 ) Re
“"“"""""'"“’“""“‘“ﬂwmalbenm.h,-
Meopr pn (Mg A ) @ wll b apparem that
thee thrm cizmbrancs can be Uraced even there
wnd at soma part 1 e tcker mrepuar por
ot aTeat as fyuom betw ecn ddferent portiows
""f"m"‘m"“‘“'ﬂ‘“hm:(r.,
10} Ttan. although thete w no defiony cvabenca,
4 apre 1y that the orepalat membranes and the

Membranedtke siructurer i the uterbus cavity
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rquhrnmhruc-lhmmme(monmc
nanre.

Our cxsex, n well m fhose of Zondek & Rozin,
show that the hysterogrephic plcture dhoe cannot
e med w8 froof of adheriony, a1 b been done
before. In & seriet of 1 cmes of extensive ir
regular defects coflected at harolinka Sfukhoet,
the preseace of adhestons could be proved only in
ten. \WWo know that the defects of the 2 crses
described are pot sdhetions. Regarding the re
malajng 9 caser, we do not hoow whetber e
defects were sdhesiom or coutractom. Thas, if
one encoapters defects oo hyvicrography and M
thay canna ba shown to disappear during exam-
waron, 4 s necoprry 1o {ollow up with & hystero.
wople exemication of at fexst with repeat hystero.
Faphles o different phasey of the raenstroa)
Sycle. It b most probable that some cxss of
adhetlons  descnbed eartler are nat edhesions,
Tt woudd therefore appear that cases of contraction
have been crroneconly treated s adhesiorr,
Furthermors, the ood therapeatic results scribed
10 certaln methods would have 1o bt revived.
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FYDATIDIFORM MOLE, INVASIVE MOLE AND CHORIOCARCTNOMA
’ IN SWEDEN 1958-1965

N Ringertt

l’rv-iubmdrmnmdﬂ Rinprrtz), Keroloola [ashemtet
Siockkelm,

Ccaen ol wrrmcrs ok, 19 of chorieckrionn deetiopieg

woty and 14 of i

proves moke. The fregmersy colcataed o

oo smber ot e
aboxrions)

t wole, tovasive mole and 7% 12
\ fa Enmopess coutries 1o T USA. Thers i7o le-

3 edrn

dications that they are more commen [n cettaln
otbét parhs of the world, especally ta the Far
Exst—among Chincwe snd Japanese—and fn st
least one African country—Nigerha

Table 1 gives some figures tiken from the
UICC-publication  Cancer Incidence tx Flre Con-
1o (1966) where cata reported by Cancer
Regfuines from different parts of the world have
bern collected. It seen that the figures fox (e
wts 173 (defined s bocluding molignant chonon
epetbeliona) are decidedly higher i tho Chinese
pogulxton of Singapore, t the Miyap disiret in
Jagan, and in the Ibadan dntrict in Nigerka than
m the o countoes, b Yogodavis end
n New York ate.
A comparion of iR kiad h tavaldated fa
many respects, howsver It s pomible that in some
of e repioms nbuissed here & few Ri-defined
woting mal bakds e
reportcd under i [73 (th & oot the
o &

o
cawe for
fn nopa
€ the Tegions b the Weidence of rvreve fals

molo and chockocarelooma bn Sweden during the
period 1958 through 1965 w4 s saslyre the
frequeacy of thete coodithons, net oudy b

Acks Ot Grmes Kcund 49 (1V7)
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_HYDATIDIFORM MOLE, INVASIVE MOLE AND CHORIQCARCINQMA
IN SWEDEN 1958-1965

N Riogeriz

Fmﬁbwdwﬂtﬂdﬂmbhhﬂlm
Stackholm, 5 edwn

dications that they aro more common i crrtain
other parts of the world, epecially n ths Far
Exg—amnoog Chinese and Jspaowse—~a0d n at
least ooe African

Tablo I glver some figures taken from the
%t Cancer Incklmer tn Five Con
thoruey” (1966) where dafa repotied by Cancer
Regietnes from differemt perty of the world bave
bern collected. It # seen that the figures for the
alte 173 @efied m Incloding maligmnd chorico-
epitheliora) are decidedly higher in tho Chness
populaticn of Singapore, n the Miyag district ln
Jepen, and W the Thedan district fn Nigeria than
in the Scandiosvian comiries, & Yagosavia and
m New York State,

A comparhon of thls Kind b tovalidated ko
matty respects, however It B postbls that tn some
of the rrpoes tlbiated bere o few Tdefiond
wteting ualh beride the chocionle, are
reporied under site 173 (kh B not the cawm for

@k, avidv B0k ol chacooarinoms are are
m Europesn countrics and the USA. There are ja-

male and charioearcinoma i Sweden e
period 1958 throogh 1965 snd o !“h”m
frequency of theso conditions, ot ooly in reletion
1o the femls popatation, but o i relation 1o
the guober of births and known aboetions during
the period. The masterial bas been collected on the
bt of ripors recsived by the Sweduh Croeer
Registry {rrpoctiag of cxaes of both hydarkdtorm

Acte Obstet Gynec Sromd #5 (1979)






Amo‘\mnﬂyncc&andﬁ’l%—ml 1970

HYDATIDIFORM MOLE, TNVASIVE MOLE ARD CHORIOCARCINOMA
’ IN SWEDEN 1558-1965

N Ringeriz

&wdmnmdﬂmwrw
= Stockhelm, § sdrn

|
E
|
|

v w i the Scandimvisn countriey, in Yagodavia and
wpnM mrwrw DoM wd chenocwcinoma (llcsmg  {n New York State

e dcfasms of Favy md Nowd) bt smm

(hawatopally rrracd 'y the pathor) all 13 pesients wrtt A comparion of thls Xind I Invalidated Je
rrrees o (13 ¢ tham treed Wik kyserscioon) were ALY Teapects, howeret 1t b powible that in wome
irnog £ad free from Wk 39 yan o he oo O Te region tabolated bere & few Jl-defloed
drkrery In e growp chonoaromosm kher sacks S pe-  uterine beridy the ehorionic, &ro
R TR KT STmOlom-{Te move T 9 wary afur

(e s ey e 3 s o oy e o VO e effn 173 (s f ot the case fox
5 ymn

o, fhe Scandiravian countries) forthermors, B rone
Tis Chanocaxcmone wiowl [racimg

Jarmed  Of e reglons b the Incidenco of masive molo
chono-

Enropean beskt of reporty recetred
- conatriey and the USA. There sre & by the Swedh Cancer
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Table L Mear annwal age specific incidences snder site 173
rariois Cancer Reglstries reproduced from the UICC pubii

Per 100 000 femele populetion, Figarey frex
cation “Carcer Incidence i Fire Counsents

Age groups 15-19 20- 4 pazs 30-34 3539 4044 438 0«
Smyapore, Chiness 1930-61 02 23 27 3t 42 23
Japan Miyagl 1959-80 0 6 4.0 36 33 20 .3,-.1’ :J
Nigerh, Ibadan 1960-62 1 s 24 3 19 23 ] ]
Sweden 193961 0 1] as 10 a7 o ol (4]
Norway 195961 [ [ 14 o3 s as as L
Denmark 19353-57 ot 03 at 04 a2 [ -8} ]
Yugostavia 195660 [} s o6 0 a4 os 15 u
New York Sute 193561 0 03 os 02 a2z [ ol [})
mole and chor fthel " n pulsory)  cases the diagnous was revised to  syneytial ende
The heading “chononepithelioma™ includes both  metrits™ In both the latter cases the dignos

invasive mole and chornocarcinoma The autbor
haos personally examined the slides of the cases of
chonopepithclioma™ in order to be able (1) to
exclude erroneous duagnoshs (especially “syncytial
endo-myo-metritis” which i eaty to mistake for
chorlocarcrnoma), and (2) to distinguish between
invasrve mole and chorsocarcinoma. The shides
of the cases of hydatidiform mole not followed by
malignancy have not been reevamined The clinical
records (ncluding necropsy records) have also
been reviewed in the cases of invasive mole and
chonwcarcinome in order to be able to anatyze
several clrcumstances of hlological and patholog-
ical interest m these cases as well as the outcome
of the direase

During the perod 1958 through 1965 654 cases
of hydatidiform mole and 40 casex of chono-
nepithelioma™ were reported to the Reghtry (Rin
geriz et al, 1960-1969) Of the hydatidiform
moles 13 were later found to be invasive and in
10 cases the molc was followed by chorrocarcr
noma. The review of the dides of the 40 cases
reported to the Regustry as chorionepithelloma
revealed a pletely fafse diagr (
Intestinal adenocarcinomna) m 1 case, and mn 2

1Zing

fannded

was on ge only hyst 111
not performed and the patients later bad nomo?
pregnancies. The histological analysh revealeu
out of the remaining 37 cases, 13 were invasne
moles and 24 were true chorocnreinomas. Fob
Towing the definition of Novak (1968) and v
of Hertig (1956) invasive mole was diagnow!
when molar villous structures were observed it
myofmetrial vessels. In additron there may be e
sidernble tmsuc invasion by chborionic calls, te
as long a3 molar vilh are found as a part of th
fovasive tssue the case has been classificd as i
vastve mole and not as choriocarcinoma. The latkt
dhagnosls was reserved for cases showing chearh
destructive myometrial invasion by choronk &
ments but absence of villous structures. In some
cases the diagnosh of chorlocarcinoma »8
founded on the findmps In metastatic trssue onlf
In these cases also the absence of chorionie vi
lous structures was decisive.

In 10 of the 24 cases of chorlocarchoma the
malignant lesion was preceded by dethery of 3
fmole Thus, m Sweden the following mumb.rs o
verified cases have been reported dunng the perod
19581965

Table IT The aumerrcal ape distribution of the cases of hydatiiform mole ixrasre mok and choriocar cient

fn Sweden 19581965

Mesn
Agt groups 1519 202 57 WU IS5 39 404 45 UM Tonl e
Hydatddorm moke 70 178 189 i 36 u 16 13 L3%) Pk
Inasne moke 1 N 1 4 1 1 n 1;’
Chonocarcinora preoed by moké 2 1 2 3 I 10 Vo
Chonocarcinoma not preced. by fole 5 < 2 1 1 ' 4 e
v 1 4 4 I + 2 v 56

All chomocars ma 2

Acts Obstet Gy meg Scand 49 (1970)
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ChovionepltheDoma Ia Sweden 19381963 197

Tk I Al v Sredr S

Brwgx horrio- Toal of key
Averags oo T aole mole ardoome woole end chor ¢
oo a1
Per 100 000 focsale poputrton “ o034
Pur 100000 fesc. pop. kgm 13-34 19 0080 t;u-: m
Per 1000 Drepaances ce 0013 &
(barthe £ abocooms) 0 1% (1 Tro0m 41700 1 7000

Hydatidiform mobe not followsd by
Taligmncy o1
13
10
14

Drvastre moke
Chordocarcinoma preceded by mols
Chotocarcinomm not preceded by molo
Table 11 shown the age dhuribution end average
agt of these patient, The age b given m at the
Selrrery of the mole or at the end of the preg-
omcy followed by maltgnancy

The frequency of benign mole krrarive mole
end chorlocurcinoma [n relation to the forele
population and the mumber of medically
puicred pregramcics
The figares are given b Tablo (1L The total rate
of aboormal chordonie profifennton B 277 per
100 000 of the whols female population nd 4 16
pet 100000 in thw ags groops 15-54 yeary, Tho
dig nases for mole ere
264 md 393 respectively and for
chonoae prolderanon 0-13 end 0.23 par 100 000
popolenon. The figures of real blological nterest
would be the proportion of pregmancies m which

cally end probably pot even recognued m abor

Table IY  The spevific ape bacwdemer
etz mole end chorocarcmoma

tion by the women, Second, many abortions in
thy 3rd and 4th month of gestation no doubt oc
cor withoot eny medical treatment. The best beso
figury it B powible to give for Sweden by the
wtal pumber of births (ncloding still-births end
prematures), medically treated  pontateous
abortiom, and “Tegalty” performed abortions, Dar
Ing tho years 19581965 the number of births
wx1 882 147 (mritiple births counter a1 one) od
the number of medically registered abortions was
117 423 The total, 1009 570 pregnancies, i the
baw figore on whach the averago anmual rates in
the 3rd loe fn Tablo T f computed (Pudiic
Health tn Sweden, Ann. Repy 1938-1965) The

per thousand {or 1 27000). The ratio benign
mole /malignancy was 17.3 1 Of the 654 cases
of hydatidiform mole reported n 19381965 13
were later found to be invasive and 10 wers fol
lowed by chotocarcinoms, Le, malignancy devel
oped in 35% (o1 ooce in about 28 casey).

The frequency f bemign mol  invesive mole
and  horiocarcinoma by relation Lo aye

It i tmpowsible 1o find statistics on the ge dbtri-
butioa of afl medfically treated abortiors in Swe-
den, 40 10 this comparnon the res o compuied

per 1000 births (nmitiple births comued €3 ome) L)
S cdem [933-1963 © frio form mole

Ap Froups k-] 1034 B> -4 - « Al npm
Nwmuder of n
™ %0 144 s »
IR tm o otm fee th te Da D
ot chery _ Qo R1red qaars o047 s sus
Loy tﬁﬂ‘.“‘ 1000 mochery oo ooy (111§ (1179 (1. 7% :2'; :6”07
Preperion h“{-—q ma 1 Pl 7T

7
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Table V Data on 13 cases of incasive mole

Age at delhery See Tabk 11
Gravidity Inchudl g 13t 2nd Id 4th Sth peeRmencY
molar pregnancy L 3 2 2 1 ey
Gestation period 1st 2nd d dth Sth month
{months) 3 3 2 2 1 ao
Time lapse from mok-delhvery o <30 30-60 75195 dm

to hysterectomy 3 2 4 4 cany
Survival In yeans 23 34 43 36 -9 >9

(no patient dead) 1 1 1 1 1 6

In thh case one eurtier benlgn molc
» late b dng di of mok

on “mothers” (still births and prematures Included,
multipkc births counted as one} The figures are
given 1o Table IV It 1s seen that for benign mole
there 13 little vanation of the rates up to the ope
of 39 but a significant rise after the age of 40
As to the malignant conditions (Sth line in Table
IV) there Is also a progressive rise in relation to
age, with o very marked increase after the age
of 40 As a consequence the ratio benign mole/
malignancy decreases steadily up to the age of 35
(ast line in Teble IV)

Some clintcal data on the cases of invashe mole
and chorfocarcinoma

The material has been devided Into groups (1)
lovasive mole (2) chorfocarcinoma developed
from mole (3) chorlocarcinoma after full term
or neardy full term pregnancy and (4) choriocar

clnoma after abortion or tubal pregnancy T
data are summarized in Tables V-VIIT

Parity In Table IX the parity of the wom2
with chorlonic malignancy b compared wih e
yearly averoge among all mothers (definmes
se¢ above) in Sweden dunng the years 1958-1%5-
It Is seen that overall lower parities predomicate.
In the group of moles with javasivencss or fok
Jowed by choriocarciroma tho distribution -
tween parities is fairly even and in cases of chor-
iocarcinoma without known preceding mok
higher panties predominate. This Mustrates s ™
ing risk of chorlonic malignancy with multbipariy
—about two times greater rik for chortocarch
noma witholut mole in women with two or DT
preceding  pregnancies than for the primipara
Among the choriocarcinomas the malignant pees
mcywulha?th]anm,lhealhhlc:&
and the 13th in 1 case.

Table VI Data on 10 cases of choriocarciroma following hydatidiform mole

Age tdelmery Sec T bla Il
Gravdity Including 1t 2nd id
moler pregrancy 1 5 —
Geustion period st 2nd rd
(months) - 1 3
Tlme lapse from mok detn ety o 30 40
to hysterectomy * 2 i
Deaths ~2 23 34
Sury val in yeans 1 2 1

Lrviog alier moro than 9 years 3 cases

4th

— \ Vo

4k sth month
4 2 cascs

7 120 160 240 dayr

1 '

43

!

cases no hysterectomry both deed metastass bot withoot ugn of tumour in the @iena oa utopey
1 o [ these nd 4 e ragnotm of D Toe atent ed later with metastass of

In the 3rd case by way

?:onoﬂrtmomz.
Nochndowduoﬂnfoundhmmbmdaﬂ-{mmcmm

Acta Ob5 1 Grmec Scand 49 (1570}
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The cours of the developmens of walgmancy
after kydatdiform moke

Of the 23 patlenty developing malignancy coo-
pected with bydatidiform mol 4 wers subjected
to ysterectomy durectly after the diagnosls of the
mote In 3 of these cases the mole was found to
e mvasrve. In the foarth case no irvasivenen was
detected Ja the spectmen and hormone and hists
mnoe thre rehaoed to pormal, but 2 yran
later mttasixses developed which Mlked the patient.
The metrstatic theoe wa frankly chonocarcino-
matoos withoat villom strocturer. In another 2
cna by was mever d. In both

smh of frankly chorfocarcioomutoms character
Jed to death, In both these cases the autopsy re-
vealed & pormal wierus. In 9 of the remaining 17
caes the hormooal and for histaminese titres re-
maloed tugh after the mole delbrery and hysteree
tomy was perfoaned within 2 moatis. SIx of these
patients wers found 1o have iovasive mole and 3
chotlocarcineme. In another 5§ cates the tittes re
turmed to norml rpidy afier the mobe deltvery
bt laker rono agabn and bystereciomy was per
formeod after  delsy of 75-195 dayr Fouar of
theso were found to have hvastre moke and oo

ey the hormone tires returned o normmal rapld-
ty after the mole deltvery bat fater dbfant meta-

Finally in 3 cases with chorlo-
carcinoos with  delsy before hysterectomy of
120, 160 wnd 40 dxyy, respecuvely the prey:

Tabie V111 Duta on fer remsining cases of

Sabacquest cowrm
No of the Characiar of the
il An mel pocpaaacy mal prepasacy Desd
) ) bs® Ab wem 2 7
H e = Ab womm ) 37 10 ma. b4
4 s iy Ak mary 4 Sy 6mo.
1

3 mo.

Ove exriet banegs oy

Table IX. Thw pansy of the
popaderon of the patrents Uk choriocarcimom compared nuh the ocerali perity destributioa i the

Male onowed

Acke Odetet Grmec Scond #5 (1979)
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Table V Data on I3 cases of imvatire mole

Age at dell ety Sco Table 11
Gravidty incivding It 20d 3rd 4th Sth pregrancy
molar pregnancy 3 3 2 2 1 ey
Gatatlon perfod 15t «nd 3rd 4th 5th mooth
{monthy) 5 3 2 2 1 ey
Time lpae from mole-dell ery o <30 10-60 73-193 dny
1o hysterectomy 3 2 4 4 ]
Sarvival {n yeann 2-3 34 45 56 &9 »9
(oo patient dead) 1 1 1 1 kl ]
N 1n this case one enrtler benlgn mole,
1 s di of

on “mothers”™ (still-births and prematures included,
multiple birthy counted as one) The figures are
grven In Table IV It is seen that for benign molke
there is lhitle variation of the rates up to the age
of 39 but a sigruficant rme after the age of 40
As to the malignant conditions (5th line in Tablo
IV) there is also a progressive rise in relation to
age with a very marked increase after the agoe
of 40 As a comsequence the ratlo bealgn mole/
malignancy decreases steadily up to the age of 35

(last line in Table IV)

Some clinical data on the cases of invashe mole

and chortocarcinoma

The matenal has been devided into groups (1)
(2) chorfocarcinoma developed
from mole (3) chorlocarcinoma afterfull term

invasive mole

or nearly full term pregnancy and (4) choriocar

cinoma after abortion or tubal pregnancy Tk
data are summarrzed in Tables V-VIII

Pority In Table IX the panfy of the woma
with chorlonlc malignancy bs compared with
yearly average amoog all “mothers  (deftitr
see above) in Sweden during the years 1958-1%6
It i scen that overall lower parities predoms®
In the group of moles with Imvasiveness of {6
lowed by chonocarcinoma the dhstritstion b
twcmplndahflhiyﬂvnmdinasuol chor
tocarcinoma  without kmown preceding ok
higher parities predominate, This Dlustrates 3 1
ing mk of chorfonrc malignancy witk mmfupard
—about two tomes greater risk for chonocart
noma witholut mole it women with two or B
precedmg pregnncies than for the W;v
the malignant pse

and the 13thin 1 cxse.

“Table VI Data on [0 cazes of choriocarcinoma following hvdatidiform mole

Ao at dellvery S¢o Table 11

Graviity inclrding Int 2nd
molar pregmancy 2 3
Getation perrod st 2ad
{monaths) -
T me Lapse from moke debvery o 0
t hystercctony *
Deaths ~2
Sarvrval in years 1
Living atter more tha  ® years 5 cases

TrTECE Y

3th &th b ll\h

4th
4th Sth

I t o of these cases no hysierectonty b_flhaadng
1 the 3rd case way

chormcarciooms.
? No chonoarancma foend m teros but dead with metasteis.

Acts Obstet Gymec Scared 49 (1970)

metasiashs but withowt wgm of famour | Ibe Uleroy om antopTy
o dagnos of

mmpm:whw-mmmd



mnﬂdhywp\nhmdhwd-.‘\nmﬂpu-
Iy pwrblndnznlmnvupdm!tdmdan
Wlmp&hﬂﬁ—dﬂdmm
lhnrlﬂ:xndmnmdhnﬂh;thnpeﬂmmm
fomd The tymonr cousd not be temoved com-
wwmmwmm
tre wxs 200 000-300 000, md hgopathology
rovealed chorocarcmoma. The patient ded 3
toonths after the operation with a masstve fomnour
fnfhttration in tbe peivs, and regoperitoneal, be
pmmwmmmm
uterine mucosa was pormal,

Metastusle

Hy sin
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Sarsival
A!lhﬂ'ﬂthhl:lV—Vlﬂ.lﬂﬂ:nlJp:ltbnn
whh investre moke are living symplom-free 2 to
9 yean after the end of the molar pregnancy
the 24 patients with chorlocarcinoma, 17 ded
within § | yeurs, and 7 are living symplom-free
ut least 6-9 yeans after tho end of the malignancy
prodocdng Within this group, there B
a striking difference between the tumoun of malar
and non-molar origin. In the former group 3 died
within § yeary and § are living more than 9 yan
later Of the 14 patients with noo-molar chorio-
curcimoma, 17 dled within 51, yrars and 2 are
Iiving at least 6-7 years later Tho subgroup chorio-

witk
Arsire mole wert chwrred I 3 Cnes. The mets-
sty wero revesied ot the time of fhe molar
mmmhlmmzm
(roentgen therapy) sod o 2 canes within 7 monthy

1 13 of the 24 cases (34% ). Ono of theso patiests
oakcaly confh 3

had
regressed following methotrexate therapy Hyster
ccromy way performed end the paient i alive
mote than § years i3 Two patients had yoent
fhrmed fomg sod died
but eniopey was not perforoied, while In 10 cases
the metestess were confirmed at autopsy In
xnother 4 patients 0o Jamg metastases wero shown
befory daaibr bt 1o smiopry wa

+ afier dm ot Doar term pregRANCy
ad wn exprciafly bud progaoch, here & 0f 9 pa-
thents died within 18 montbs after the delivery

COMMENTS
As shown fa Table ITT the incidence of hydatidk
form mols lo Sweden dors ot cxceed om fn
1560 recorded pregrancies and th rates for b

agpreemnant
the estraated figures of Hertig (1956) in the popo-
lation of the USA. ooc hydatidiform molo
2000 and ano choriocarcinoma m 40 000 preg-

nancies, Novak et o (1968) glve the figure one
‘s for by

In ouly one out of 11 paticats subaed o kD
topey wer hmg metaytases abeeal, Thos, ot of
17 patiemts dylng from chariocarciooms, fwng
metatict wers shown 12 (Le. 70%), aod may
paenbly have been presemt fn another 4 caws tot
sabmsied 1o aTtopey

Verinal merartass was only revorded In 3 pa-
tieaTs m ihis wriet. In both casca the metastases
were cliokally revened after bysterectocty had
bern performied. In 0oe of These coves the chotho
carcnoma developed after term dlvery and in the
othet wfter mommolar shorton. Among the cases
m which evtopry Wiy performed, no vaginal ewta
soan wa recorded.

Othat metamases wers obeerved in 9 out of 11

n 2500 y ), ook,

An amadyrts of the incidenco of bydatidiform
male knd chorSoepsthellal maligngncies tn different
age groups (Tabls IV) thows u alight bt con
tnaal focreasing feckimco with age 5p to 33
1nd fler that agn 3 marked ocrewse In Incldence
Tho titk of choriocarcinoma alyo fncressed with
perily (Fahle IX). Pomitly thir it only another
sxpresion of the ags factor 1t i of fnteret to

axpected {1 1560) and may tdcato that ma b

divitual faetor s of tmpoartanco for ehorloepik
thal grorwth dstorbance.

Acta Olesiet Giyreec Scand #9 (1970)
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nancy tetts were continuowmly positive after the
mole delivery In 2 of these cases the uterus was
found to be normal and the titres were explained
by the presence of distant metastases, In the 3rd
case the uterus contmned choriocarcinoma. In
spite of the long delay before hysterectomy this
paticnt x still alne after more than 9 vears,

The development of chorlocarcinoma not

preceded by diagnoted hydatidiforn mole

In the 14 cases in this group the chonocareinoma
developed after term or pear term delivery in 9
cases, after non-molar uterine abortion 1n 4 casey
and after noo-molar tubal pregnancy in 1 case.
Obe case m the first sub-group 1s remarkable, The
patlent, aged 30 at the diagnosls of malignancy
was delfvered 2 years eardser of a stillborm boy
weight 2 500 ¢ and with multiple congenital mal
formations. The delivery preeedmg chorlocarc
noma was of a stilborn gird, weight 1750 g, also
with multiple malformations. The plzcenta con-
talned a walnotsized focus of chorlocarcinoma

developement. The data og these patients are beie!
Iy as follows (see also Table VIII):

1 Ape 37 three carller Peegnancdes, one of akik 7
yeurs earfier was a hydatidform moke. MNoe-molar thoran
occarred in the 3rd month aod corettzge minaled 0
atypical chorioepithelial proliferation. Two moot kner

ahe hada

3 Age SU five cartier pregrancier. In 1957
lar abortion b the B

without molar structures. Multiple hazel ed
lung were detected roentgenologically
fmrneduately after the delnvery and a curettage re-
veaked myometrial invasion of chorlocaranoma
The patient succumbed after 41/ months in splte
of intense methotrexate therapy This case proves
that chorlocarcmoma may develop duning the
pregaancy in a pormal placenta and that the fetuy
may be retained in spite of the tumour develop-
ment The majority of the patients in this sub-
group with term or pear term delivery had irreg-
ular post partum haernorhages for persods varying
between 2 and 18 months, untll curettage of rising
hormonal ttres ndleated chorjocarcinoma. After
the diagnosis of chorjocarcinoma was made, hys-
tereciomy was performed immediately m all but
1 case This latter case showed lung mretastesey
roentgenologreally at the time of a positive curet
tage 3 weeks after delivery and following regres
ston of the lung metastases under methothexate
therapy bysterectomy was performed 3 months
after delivery Thus patient is the only one in thh
group who recovered she ly symptom freo more
than 6 yeary after the delivery Two of the patients
in this subgroup were delvered by Cassapan
section.

The 4 cases of chorfocarcnoma following noo-
molar uferine abortion showed a rather varylng
and in some cases obscure comse of the fumour

Acts Obstet Gy mer Scund 49 (1970}

datidaform mok # 1 also pasuble that &t was necrollc

5’__ teroe. Coork Lcking evideacr
af & mOde 1he cuse b becn inctuded in the present b~
groap of chorfocarcinom.

In the last case in the choriocarcinoma groip
the tumourr is believed to have arisen from a tubal
The patient, aped -5 had no carlier
Py T I s v e
br
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of the maligamncy peoguny 1o G0
13 easex whtich, after the wuthor s revison of the
ciden, were clisecd & hnvasive mole, the onginal
PAD oa the hysterectomy spechmen was chotio-
exrcinoms tn § chaes—la spits of the fact that the
wmmu{mﬂnﬂ“mmmhmdhdn

description fn several cwses. Tho re
sdus of the follow up strem the bmpoctancs of
sepanating fmvitve mols from choriocarciooma.
Alfsgh the lavastre mole m3y ghe e to Te
preving hmg metistaes i rardy U cver cames
death {f tbe uter f1 removed, Though generally
mcioded i the growp of chorlonke maligmancy
and referred 10 3 such in tbh paper the tovastve
mol b iafact blalegically benign leon. How
wrer % s pot ponibie (o ciclode, tat an fvmive
mols keft in the tterm for an exkended period of
teno myy change v character lato choriocarci-
pam. In sch cams the mafignant cell prolifers

afrer bydatidiform mole J this series revealed any
resty of molar williom structures.

Hertig & Sheldon (1936) strem that the degres
of eprtellal atypla found in the dellvered mole
a correlated to the later development of kovastve
new o chorloaarnomy. The fladings o this
masernl do mot confrm this view It inclades 20
caaet of deltvered mole (cass pot pricuanly trested
by bystrrectomy) where wvnibve mole or chotio-
caremoma was hater dagaosed. When the molke
poture in thess coey was clomed accordmg to
Herirg 3 step grading of atypia, oaly § came mio
freac 3 : 3 ded o
grace 2 (posentlally malignant), while 12 beloaged
to grade 1 (xpparcatly bemign), Tha matenl also

more than 9 yean aftrr the mole, white m the
latier orly 2 oxt of 14 aro Hving after 6 or 7
yesns. The group  choriocartinoma after term or
oear tem delivery proved expeclaity malymant
3 of 10 patients dead within 18 months). Tn most
f them caxes 1 b probable that the choriocar
mﬁnﬂop:ddun;mcmm’ adtn
Powibic that the rewention of the pregraney

term of pear tevm b {actor
et Promoting the malg-
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50 27.5 and 225 o respectively and Novak &
Woodruff’s (1968) corresponding estimates are 50
30 and 20% Thus it seems chonocarcinoma
after term pregnancy b overrepresented In the
Swedish material.

Even m such a comparatively small seney of
chorlonic mahgnancy as the present a very vari-
able pattern in the clinrcal course i demonstrated
In the group associated with hydatidiform mole,
the mole was proved to be invasive already at the
time of deltvery in 3 out of 23 cases, and m 9
cases penisting bleeding and raised hormone titres
led to hysterectomy within 2 months after the
male delivery with detection of mvasive mole in
6 and chorlocarcinoma in 3 cases. In 5 cases the
tittes retumned to normal after the delrvery but
rose again after 3-8 months and a delayed hyster
ectomy revealed invasive mole In 4 ond chorlocar
cinoma 1n 1 case. It Is of interest that bone of
the 4 cases of chorjocarcinoma mentioned above
had signs of distant metastasis and survived. In
the remaming cases the persisting elevaton of
bormone ntres were signs of dbtant metastasis of
chorlocarcinoma. In 4 of these cases the patho-
anatomical examination of th uterus revealed no
trece of tumour Thus, as shown in this material,
2 chor | after hydatidif mole may
remain localized 1n the uterus for at least 6
months, or may mmediately give rise to dbtant
metastasis. It fs known in the literature that meta
stases of chonocarcinoma may be present m pa
fiepts wiath » pormal uterus (Hertig et al, 1956
Acosta Shon, 1957 Aras et al, 1959 Chanetal,
1964) In such casex included In the present serres,
the recorded findings cannot elucidate the ques
tion whether a local chorocarcinoma had re-
gremsed, or if spread of mali
chortonic celis had taken place withont leavmng
any trace 1n the uterus

1t i1 known from the hiterature that chonocar
cnoma may develop during the course of a preg-
pancy ending at term or near term (McRae 1951
Brewer et 81, 1966) In 1 case in this semes this
was proves and n another one it was very prob-
able (suspreious curettage 1 week post partum
and roentgenclogcally evid d Tung
2 weeks later). In the majority of the cases of post
partum chorfocarcinoma 1t cannot be decuded
whether the malignant proliferation started before
or after delivery but in many cases the cureftage
gave suspected of clear pictures of chorocarci

Acta Obster Gy nec Scand 49 (1970)

noma 2 weeks ~2 months after the delrery and
it 5 well possible that in these cases aho e
tomonr was present at delnvery In ths groe
zhcmwmlmxwithzhcﬁrﬂmalmydu‘
nosis based on demonstrabon of metastases, wul
Do tumeour in the uterus at autopsy

In some of the cases of chorlocarcinoma afte
abortion, it was difficult to evaluate the coune of
the mal producing pregrancy Two wome:
in the menopausal age (47 and $1 yeans, respec
tively) belong to this group In one of these casq
the chorocarcinoma was malnly an accrdentsd
finding on removal of 2 myomatous uterus, and i
the other case 1t cannot be excluded that the preg-
nancy was molar The proportion of chonocare
noma after tubal pregnancy s stated to b 2.5v
of all chonocarcinoma and 1t b apparently duc
to chance that 1 case is included in this seTies of
24 cases,

The Jung b stated to b. the most common
site by far for distant metastass m chonoparch
noma. It is also well known that with mvasne
mole roentgenologically diagnosed may
develop and later regress. This was observed in
3 out of 13 cases m this senes, a lower {requency
than that reported by ¢ g. Wilson et al (1961) who
found B such cases in therr seres of .0 It cannot
be decided to what extent chemotherapy %hich
was admmstered in two of the present cases,
camsed, or contributed to, the regression. Lung
metastawn of chorrocarcinoma occarred In 540
of the whole scries (including the survving pa
tlents). Among the 17 deceased patents, the fre-
quency was at least 70% but may ponibly have
been sy high as 94% Vagmal metastasis, which
in the Iiterature Is reported as sccond In frequency
after lung (Park ct al., 1950), hat only ben shown
in 2 cases in this seres, both dincally detected.
It s possible that further vaginal metastases were
present 1n the nom-autopsied cases and even in
some cases where the autopsy findings were not
very completely recorded. As to distant metastaske
In organs other than the lung, th-y were most
frequent 1n the liver and the bram also spltnic
metastass (which 18 mre In other carcmomas)
was shown n 3 out of 1] autopsied cases.

The follow up of thi senes demonsirates clear
Iy the pronounced difference m prognoan between
favasne mole and choriocarcmoma. Al 13 pa
tients with invastye mole survived after hysterec
tomy while only 7 out of -4 chonocarcmoma




p-ﬂcnum-ymphm-hcuﬂyunlnuthomd
of 1e malgnancy-producing pregoancy In the
13 cates which, afier foe author's revision of te
ﬂﬂ:.mdmdnhm}vumdt,fnnor\fmﬂ
way chorfo-

roming tung mctastases B taredy i ever comes
death if the verms & remoned. Though
tacluded tn the group of choronic maliguancy
and referred to 33 such la this paper the invasive
male B in fact 8 biologically benign leioc. Hom-
eer nknotponﬂiznadndz.\h!mm
molo beft n the uterny for an cximded period of
tone may chamge s chanicker into chotlocare-
nom In mch cxses the malignant el prolifers
tlon s Ekety 10 desiroy the remalnder of the molar
vill. No histologieally examined detat h
fter rydatidiform mols ia this serwes vealed any
ey of molar villions stroctures.

Hertig & Sheldon (1356) rom 1he1 the deprec
of epribelml stypha found b the delvered molo

rasterial do pot confirm thiy view It inclodes 20
ca3es of delivered moke (crsey oot prTmaNty treated.

3
e 2 (poteatially maligaan), whlle 12 belonged
to grde | Gppareatly beatya). This raaterlal also

lﬂﬂ!uuupummmmh
the former group 5 out f 10 patemts am slrve
more than 9 years sftat the mole, whils m the
Latier ouly 2 ot of 14 ere Eving after 6 or 7

malygrant

(¥ of 10 paterts dead within 18 montha). In most
{ e coes 1 i probabie thd the chortocar
dloped durmg fhe preprney md 2t B

posudde that the tetention of the Pregaancy omll

toTtm or near T s Lﬂ”‘mlﬂtmlu-
oAt couTee,

Chorloneplthelioma bx Sweden 1958-1965 03
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50 275 and 22.5% respectively and Novak &
Woodruff's (1968) corresponding estimates are 50
30 and 20% Thus it secms chopocarcinoma
after term pregnancy Is overrepresented n the
Swednh material.

Even in such a comparatively small senes of
chorfonic malignancy as the present a very var
able pattern in the clinical course is demonstrated.
In the group associated with hydatidiform male,
the mole was proved to be Invasive already at the
time of delivery in 3 out of 23 cases, and 1n 9
casey persisting bleeding and rased bormooe tires
led to hystercctomy within 2 months after the
mole delivery with detection of Invasive mole 12
§ wod chotwetinoma m 3 oxses. In S ooes e
titres returnsd to normal after the delivery but
roae again after 3-8 months and a delayed hywter
ectomy revealed invasive mole in 4 and choriocar
cmoma In 1 case. 1t b of Iterest that pone of
the 4 cases of choriocarcinoma mentioned above
had signs of distant metastass and survived In
the remaining cases the persisting elevation of
hormone titres were signs of distant metastass of
choriocarcinoma In 4 of these cases the patho-
anatomical examinaton of th uterus revealed no
tree of tumour Thus, as thown in this matenal,
a chonocarcinoma after hydatdiform mole may
remain localized in the utens for at least 6
months, or may immediately give rise to dhpant
metastasis, It fs known In the literature that mefa-
stases of choriocarcinoma may be present m pa
tients with a normal uterus (Hertig et al, 1956
Acosta Sison, 1957 Aras et al, 1959 Chan et al,
1964) In such coses included in the present scries,
the recorded findings cannot elucidate the ques-
tion whether a local chonocaranoma had re
gressed, or if haematogenous spread of malignant
chorionic cefls had taken place without leawmisg
any trace in the uterus.

It u known from the literature that choriocal
cinoma may develop during the course of a preg-
nancy ending at term or near term (McRae, 1954
Brewer ct al., 1966) In 1 case in this scmes thts
was proven and in another one it was very prob-
able (suspkcious curettage 1 week post parfumt
and roentgenolopxcally evidenced hmg metastases
2 weeks later). 1n the majority of the cases of post
partum chorfocarcinoma it cannot be decided
w»hether the malipnant proliferation started befor®
or after delivery but in many cases the curettag®

gave nuspected or clear pictures of chorfocarch

Act Obstet G) mec Scand 49 (1970}

noma 2 weeks ~2 months after the delvery and
it is well ponsible that In these cases abo i
fumour was prevent at deleery In the prog
mmmlmmmmmﬂm@,
nosls based on demonstration of metastases, wit
no fumour m the uterus at actopsy

In some of the cases of chonwocarchoma afix
abortlon, it was difficult to evaloate the courw of
the malignancy -producmg pregnancy Two woma
in the menopamal age (47 and 51 years, reqes
tively) befong to this groop In one of these cases
the chonocarcinoma was mainly an acciknul
finding on removal of a myomatous uterus, and g
the other case it cannot b excluded that the preg
w220y W Toebat The propotédon of Yoty
noma after tubal pregnancy is stated to b .S
of all chanocarcinoma and 1t is apparently dnc
to chance that | case Is included in this senes of
24 casex.

The lung s stated to b. the most common
site by far for dntant metastasis in chonocaror
noma. It is also well known that with fnvasme
mols logically dimgnosed ray
develop and later regrest. This was obsened m
3 out of 13 cases i this series, a lower frequency
than that reported by e.g. Wikson et al. (1961) who
found 8 such cases 1n thelr series of 0. It cannot
be decided to what extent chemotherspy which
was admimustered in two of the present c»s,
cawnsed, or contributed to, the regression. Lung
metastash of chonocarchoma occurred i 54
of the whole series (incloding the surviving pa
tients) Among the 17 deceased patients, the fre
quency was at least 70* but ma)y ponibly have
been as high as 94%  \agmal metastash, which
in the literature i reported as second in frequency
after lung (Park et al. 1950) has only been shown
in 2 caser in this senes, both clinfcally detected
It is possible that further vagnal metastases were
present 1 the non-autopsked cases and even i
some cases where the autopsy findings were not
very completely recorded As to dntant metastas
In organs other than the lung. th-y were most
frequent in the liver and the brain also splenc
metmtash (which s rare in other carciooma)
was shown m J out of 11 autopsied cases.

The follow up of this series demonstrates deat
1y the pronounced differenée m prognosis between
invasne mole and chonocarcmoma All 13 pa
tients with 1mvasne mole survived after hysteree
tomy white ofiy 7 vut of % ThometwTaems
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A MICROANGIOGRAFHIC STUDY OF
THE FETAL ARTERIAL VASCULATURE IN THE HUMAN PLACENTA
N UNCOMPLICATED FREGNANCY

¥ai Krohn, Bidm L Ivemark snd Kalle Salo

rnuw—cdmmmu B ] ewark, MD},
Kerslosin Hocphud Stockhaim, Sneden and the Chibérm Hepwal (Head N Hellmam, M D)
Outversity of Helchakd, Fiviond

Absract Tha feod soerwl vmcalatzn of M wormsl

Sence microanglography cun be comblued whh 2
stolopcal study of the njected areas, ¥ Iy &
vambls tool for the Semomtration of vasculsr

morphology tn pathological s well 23 ks sormal
conditioes,

The present article desls with the results of oot

microanglographic study of the fetal arterial yas-
cnlature in the pormal The

pathlogical
changes in {o1actna of pregnancy and in matamal
disbetes will bo described fn later publicatiom,

MATERIAL AND METHODS

Tstentes oboud from wacomplicsied
tortions & te KawckomXa el
e Wonca

E

O

o Habrax sad 2

ere exposed wih Adach 30 . Thewt biock
OEG X.ruy tebe u2 40 AV

wod 3 oA 00 Kodek Mazwsem n

o xt Jmest 1500 bneyjmem) T ok . bt
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Microungiograpky of hmmen placenta 207
Tabie 1L The dutribation of peripheral and cestrel
cotyledons in well fitled, moderately fTied and poorly
Silled plocensas

Degrse Number  Noaber of Number of Total
of peripheral  cantrat

of sxtaber of
Doy pacentzy  cotyledoms cotyhkedom
Good 1 106 n 1
Moderae 11 2] - 137
Poor 1 41 n 2]

or freezing are given in Table I Generally the
lJonger the interval between birth snd injection the
poorer was the degree of filling, but complete
filling was sometimes obtained even when this
period was more than 1 bour The frozen pla
centas ware invariably well filled the period daps-
Ing beforw the beginning of freezing was less than
lm!w3mhgmn1/’mfw-m
{Tabls I

Number and distribution of fetal cotyledons

The average mumber of demonstrable cotyledons
w13 162150 fn well filled, 12443 4 [n moder
ndyfmcdmd4.91uhm|ym1cdp;m
Table 1T gives the distribution of peripberal and
central cotyledoms n the different groups. The
matlo between peripheral and central cotyledons
ml.jlnﬂrwdjrmcd,l,u;nm,w
filled and 1.5 I the poorly filed placentss, &
2gm that the filling of a cotyledon does pot depend
on the location of the cotyledon in the placents.

Precotyledonary arteries

The two umbiical arterkes (a giegle ymbilical
mmmmmedhmye{hp‘m_
) regalarly anastornote a fow centrimetres be
fml}:mn-unoflhcumﬂnuimtdtmou:
chortocic plats. Despite this anastomorh, each of

tho umbdical arteries gives off branches, the allag.
to-chorionke arteney, 1o a

““'o“"cmhun(m



206 X Arohn et al
Table I Compasition of the series of 36 Infected nor
mal human placentas

MeantS.E
Ao of mother (years) 266152
Dunatlon of pregnancy (wceks) 400412
Weight of mlant (g) 35301418
Length of infant (cm) 01138

Weight of placenta (g) prior to mjection,
Inciuding cord and membranes

974131

Table II The distribution of placemtas into grosps
according 1o grade of [illing and the correlation be-
rween filling and the time elapsing between birth and

the start of contrast infectton or freezing

Moderately Poorty
Well filied 1 Ded fled

Time clapalog placentss placentas plecentss
Less then 1/2 bour 3 (2 frozen) 1 0

More than 1/2 hour

besa than 1 hou 3 (3 frozen) 3 Q

More the | hour 5 7 14
Total n M| 14

block was exposed twice and the blocks were moved from
the vertea) axis between exposure to give a viewing
were

anglo of 9 The
in a wrreoscopic viewer Sierant (NIFE),
megnl{ication.

umined

at 7 linear

Atter mucronadiography (he scctions were re-embedded
in paratfin and ecnally scctioned ut 4 » for mcro-

scoplc cxaminaton

Fg 1 Macroanpogam of
Acta Obstet Gy mec Scand 49 (1970)

well filled placenta.

Fig 2 Macroangicgram of 4 moderately filled pleceats

DEFINITIONS
In cfcrring to the arterky and the strocturs of

cotyledonary arery
A fotal cobyiedon b a unit [ fotal esehy compoy
of ariom Gpes of areney m the pofexal plaznta &t
atways extends from the subchorioric spoce { the deckh
beaa b

Fr 3 Macroanpogram {  poorly filled placcnis.
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A feal cotyledon T.bhmmmwb-a/mw-dmrd

« chartd 1 contral whea w0 part o Kk s Jo comact mﬂﬁ“hwﬂﬁﬂwmd-dwy
e moaryin of G placeots, wheross  Perwbad fined g

Dagree  Numober Nuwber of Namber of Total
o perpueral

of
ey mmmm\-ﬂm

p-_.(-u-m-m—:md:d- Good 1 1: n 1[;7’

Geop L Wel fificd placextss (Fle. 1) Abost 9]10 ::"‘"I: @ “ b

o e wen of the macrorsdiogrem o the bk
-

RESUL fng before the begmning of treezing was lew than
Degree | placerual fdling lhantotludlnnthln‘/,bcur!u(lphmm
The number of placentes with ddfferent degrees of (Tablo I
filmg nd the relation of fillng to the interval
between bth and the start of cootrast ajection Number end disiribution | fetal cotyledons
The mversge monber of demonstrable cotyledons
wes 1624+ 50 In well filled, 12.4+3 4 n moder

filed and 1.5 in the poorly filled placentes, &
sign that the flling of cotyledon does not depend
on the Jocaton of the cotyledon in the placents.

the umbilxcal arteries gives off branches, the allan

Acta Obtirt Gymee Scand 49 (197
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Fig 3 Microapgiogram showmg Gpe A Intracoty kdomary
arterder x I,

-~

-

form small fetal umits, less than 5 mm in diam ter
which contain villi but are lexs regular In form
than the ordmany fetal cotyledon

Vascular pattern of cotvledon

Great lrregularity was observed 1n the vascular
pattern of the fetal cotyledons In all the placentas
studied However the intracotyledonany artenies
could usually be dnided 1nto two types. The Hpes
could b. dstingushed from the

but the differcnces were clearer i the microangio-
grams.

Tvpe A feral intracon ledonary artenies (Figs. §
and 6} These are long, narrow arternies Which
usually run parallel to ope arother from the
chononrc side of the placenta towards the dicidual
side The calibres of the arteries range from 100
to 50 The arteries grne nse to only a few
tranches. The branches are always of xmall calibre
and always nm within the same stem and usafly
o the same direction a3 the mamn artery Oc
castonally the branches turn to run m the oppoute

Acta Obstet G) mec Scand 49 (1970)

direction to the mam artery but sl m the 5=
stem.,

Trpe B fetel intracotyledonary arteries (Fin
und9).Thcstnnzﬁc:mI‘rd:randm:eﬁt'
250 10 500 » in dlameter They wumly g
e to several branches of different e Tha
branches leave the stem at right anghes to €
main artery otcasionally at an acute angk, &
farn 1 the opposite direction to th. mat arten
Very often the branches run a few milimem
within the same stem 25 the main artery bt~
they separate (predivision of arteriss mode &
sferns, Bz 1952)

On the basks of thelr arterial pattern the con
dons can be dasufied mto four groups.

Group I This is composed of stems contamz,
only fype A mtracotviedonany arterses (Figs ¢
6and 7)

Group 2 This is composed of stems contimm;
only type B intracotyledonary arteres (Figs !
and 9)

Group 3 Thu is composed of both npes ©

Fg 6 Hrolrxal seem  depxcling ™= m
A nmacotledonary ancnes (amows) and abommg 8

oy (rangen)  rlon the xame wem W Ll

allochrome coonectss e slam



s Mucrosspoyan of | yrow 1 fed cotriedon

L]
sre B miracatyicdonery mcry Preberraon of s
dua  wm w mbced bY T HTEVL 3 WoCTU™ L NS
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Fit 10« x0d b Microangogam o2
poup 3 fetal conledon &b R A
Itracotyledonary arteres fa the oo
phery and tyre B Intraconledonary ®
feries n the middle of the conirdm
x3

Group 4 Jn this group the vascular pattem u
mixed

Because of poor fillmg, some of the cotyledoas
could not be clanified at all. Table IV Iists te
distribution of the cotyledons with different v
ular patierns in welt filled, moderately ({Med and
poorly filfed piscentas. The results show a cler
correlntion between the filling of the placeol
and the number of cotyledons with type A It
cotyledonary arienes. In poordy filled placeoln
no fetal cotyledons of group 1 were observed and
the number of cotyledons of group 3 was 6
compared with 35% in the completely filed pla-
centay. The explanation for this must be that e
narrow typ A intracotyledonary arteris are ot
difficult to I than the wider type B intraconiede-
nar)y srieries.

Table IV Distrivunion of conledons with different artersal types in different parts of the placentas in rekatie

10 the devree of flline with consrass m~dixm

W U filled plicenm Moder tely filled paceata, Poorly filled pacertas
Centre Fenphery Centre Penphery Cemtre Permhety
Rl i ——
N N N ~ Na. No.
[
Group 1 [ 14 42 3 44 [ ¢ @ [
Gro p2 10 131 2 s (S Hoo180 3 a7 s+ no
Gro pl i a7 LI ¥ | v 94 ' w4 H \ 3 73
Qroup 4 6 3 B sk 4 183 v w4 3 a2 no e
Poorty { led
coty ledons i 14 1 09 6 133 16 131 (AN T} TR L
Tl 74 1000 106 100.0 68 1000 & 1000 T o 4 1000
Ty "y 2]

Acte Obtet Gynec Scand £9 (1970}
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Fg I Moromgomea of o 4 foad oxtyledon
b wrepslanty of te bxrscorydomry

e, 3

Anckormg erteries

Anchotmiy wieties were obmrved oaly In stems
that fized the plactnta to the deckdual plate (Figs.
12 13 nd 14) They atways ongimted from type
B mincotyledonary arterict. The proportion of

L soch arteries, .}

trom the macroasgiograms, was 31 moong the
total of 343 cotyledore (8% ) Tablo V gives th.
drstnirtion of anchormy arterier fn the different
groups of cotyledon and n placentss with different
degreas of Gifing

Spraltng of the fetal arteries of th placeats
Nancrows spiral arterkes were scen in § placeatn
(Frg. 15). Tim spindling wis cbserved In svery
cotylcdon  well ; in the subchoionic arterier
The dlastachorioak arterias wore not spinadled.
In the coryledons of the 5 placentss pracbeally
ol tho miracoryledonsry arteries were spiralled.

Microengiogrephy of human plreenta 211

DISCUSSION

mmmm‘hmmm‘
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Fig 10w sod & Microsngiogram of 1

Group 4 In thly group the vacular patiem &
mixed.

Because of poor fililng, some of the cotyledons
could not be classified at all Tablc TV lists the
distribution of the cotyledons with different vasc
ular patterns in well filled, moderately fMed and
poorly filied placentas, The results show a chexr
correlation between the filhing of the plxcenta
and the number of cotyledons with type A htr-
cotyledonary arteriex. In poorly fMled placentas
no fetal cotyledons of group 1 were observed and
the number of cotyledons of group 3 was 6.«
compared with 35% in the completely filled P
centas. The explanation for this must be that the
narrow type A intracotyledonary arteriss are more
difficult to i than the wider type B intracotyledo-
nary acteries.

Table 1V Distribdution of cotvledons wih different arterial 1ypes in different paris of the placentas in relation
10 the degree of filliny with contrast medium

Well f Bed placenias Moderately fulked pacentas Poorly f lked placentss
Centre Periphery Centre Penpbery Centre Periphery
N N N No N n
Groep 1 13 13 15 142 31 44 o 0 o o o ©
Group 0 41 w 03 13 1 1160 5119 [ -1
Group 3 3 a7 v o "2) 0 94 ' 04 1 16 ) 7.3
Group 4 16 1S I 388 4383 u w4 9 1 o e
Poorly fuled
cotysedons ' 14 1 [t s s 6 B 464 A
T tal 71 1000 106 tooo 68 1000 @ 1000 1 1000 4 1000
el ny ]

Acts Obgret Gy mec Scand 49 (1970)
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thtvcndsmmlnrdcdnxmﬁ.:rhhwﬂlhnlo
dmﬂnlnlhmvc:dxﬁhmynpuh:'hy

cotyledon with ts hollow centre

£pace), od by severd § it (Wi
Lin, 1954 Ramiy 1962 Freess, 1966 Reynobe,
1967), ha been comsidered to b determined by
ihe direction of the maternal blood Bow I the
mterviious space (Freese, 1966 Raynold, 1967)-
1t 1 suggasted that the bigh systolic mrterial prev-

The focmation of the grom structure of the fetal
(atracotyledonsry

it » \empiing 1o Fpeculate that the direction of
the maternal Blood flow tnfioences the genesls of
the diferent types of )

Aicroanglography of hwman placenta 213

ta duz 10 the slow rate of the maternal blood flow
in this pert of the

Crawlord (1956) stated that arterles in the fix
ing stemt do Dot {Al with contrest afier they have
resched the decidml plate OQur work, however
dearly demonurates that the fixing siems s well
s their anchoring arteres frequently twm wp
fowards the chorion and cven give off branches
alter touching the decidun, Tho these verscls ex
hitt the chindelfer armngemest described by
Spanner (1935). However recurrent anchoring ar
teries of thB type tould be wexn n only some of
e cotyledom. This may partly depend oa the
fat that the . et for estem
e pnber of cotyledons with anchoring arteries
‘ware ot dear enoozh for detafied sindles

Anchoring arteris wers formed exclmnely
from the type B intracotyledonsry arieries. The
fact that po mxch arterier wers sern o the type A
intracotyledouary urterits may be due 1o the dIt
fenlty of filtiog theso artexies.

Y ¥ ety
Thue, stenm ining the type B cyled
sy ertenes would bo formed whero ¢ begh oy
tohe premars mjects matermal Hlood raphdly to-
wards the chatioa, € g fn the opposite drection to
the fetad blood fiow and it b easy to mderstsnd
by under wch condioors, branches of the main

tracoty levionaty atieties, an the other hand, would
probably be formed where the wmaternmal bhood
Tons dlowly towards the decxhm and thin in
direction panfiel 1o the fetnl bood fiow Accord-
ng 0 thn bypother, the mai direction of the
materral blood flow duffers in the dlerent types of
xhooms 1o i cotpied Yoy both types
of intracotykdotary arteries typs A always rum
o S perphery and type B i the centre of the
corriedon T apply our byporberi, then, the
dmecinn of te materral Sood flow would be
towarts the chomon i the ctatre and towards the
deextia 1 the perphiery of the cotyledon. Wiszs

o o pomdle that the brpuarity of the
w2t nllov strctores of fhe wobcbhoronie space

pinling of the entire arterlal vasculanme of
the placents was s in 5 plstentss Thbs type
o episalling seeas 1o be Independent of spinafing
of the sabcborionic arterics, which han previomty
been described by Romoey & Reld (1951) Ae
cording 1o bim, this spiralling may be doe to the
trophic stimodos of sterodd hormoner. The came
of tho splnliing of the catire fetal artcrnl vasc
whatare in the placrota i unknowa. It can be ques-
toned whether {reering hud any Jafineocs oo the
degres of aplraling and the wiith of the arterisl
tamen. Four of the well filed p had ex
tenvive spirsfimg xod the lomina of thelr tntra

arterles were wide afl f thewe four
placentns bad been fropen.

Taock.
REFERENCES
Bée, P Scnher cw the vascolartinioe of the )
T e i R
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A 1/ S
Fig 14 Hbtologial section of the same area s In Fip
13 thowmg the keft anchoring artery turning uwp after
fixing the stem to 1ho decidua (arrow the tarning point;
dark sta branch turning upwards; D decithn) 15
Hemutoxylin-cosin.

of the cotyledom were relatively umiform i dif
ferent placentas, despite the varymg origin of the
mawn cotyledonary artery Le. either &3 a direct
branch of an allantochoronic artery or a3 a
branch of a subchorronic artery

Clasufied according to their arterial pattern,
there are four different groups of fetal cotyledons,
three of which can readily be distinguished ac

Fig 15 Spirsthng { sbchonoaic and ftracon ke,
arteries. Allanto-chorjoaic arieties are ot spinfkd. 3.

cording to whether they are composed of the ox
or the other of the two types of mtracotyledonary
arteres or of a combination of the two The Bpe
A Intracotyledonary artery running straight from
the chononic part of the cotyledon towards the
dectdus, resembles the branches of a weepDi
willow tree. The type B Intracotyledonary arery
with branches running perpendiculardy and o<
caslonally turning in the opposite durection 10 1he
maln artery can b considered an example of the
chandelier type of vessel described by Spant¢r
(193%)

The distrtbution of the different groups of 0+
tyledons m placentss wath dufferent degrees of
flling may explam the contradictory rewdts @
previous reports concerning the structire of Y&+
sels forming the fetal cotyledon. The mumaber of
cotyledons with type A arterres was fewer In
placentas which were poorly filled. It can be 88

Table V Cotyledons contoining anchoring stems arcording to their mocroangiographical appearance

Fuling Qroup 1 Group 2 Group 3

Poorly hiled
Group 4 coykedoms  Towal

Good
Centre
Periphery

Moderato
Centrs ] 1
Penphery ° 3

Poor
Centre 0
Perphery

oo
-0
-

oo

- -
Y -
“u 0w
< a

]

oo

-o
-
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PREOPERATIVE ANTICOAGULANT TREATMENT IN
GYNAECOLOGICAL SURGERY

Tlpa:ﬂ)’yﬂfﬂ-lmd\’]hbhmphtn

Frowt the Deportmont af Obstetrics and
Ceutral Bogrrad of Muidle

Gynaseniogy (Hesd T PyoeM MD),
Foalawd, Jyudtipia, Fahowl

tion (Coon et al, 1959 Keller 1967). It seems

A largo body of dats b avallable on the tse of
oral extheoagut In connection with
il vahrotomy (e bdlerts et ad, 1954 Sioem
at al, 1955 Swmith et al, 1965) Today it b the
rule that bn cases whers the risk of thrombo-

on oldet patent wod thine with

M-Whmmumm Covalder
op. however the fermaing me of surpery b
<xses where the thk of thrombotmbolio complics-
m’hmibnﬂwbh'dmﬂthmﬂol

or other dverscs which "

5ot been more widely

Inm Nomerous reports show that the fncidence

MAerz ot ol (1954) and Storrm et sl
(193%) suceemfidly wed preopersive 1

conpilants tn thoreee wurgery Stom et &, (1957)
ad Wicherdink (1967) voud » simiar reghme in

connection with yawclar operations. Frvounbla
resutts with

irestmcat on the aodeoct of palmorary ewbolnm
cookd be dimoostrated (Anda et ol 1968, Thi
1 obvioly doe to the fact that b comlderabie
mber of cxwn nbotkm devdops
nuﬂyu\uhnngmzh’.”n tng
13t

' o et
been pubdibed by Storm (1961), Kiuft etal. (1968)
wnd Rosad et al. (1963).

Gymecological operations are kaown ko be a3
soclted with o pactoolaty bigh vk £ thrombo-

Acte Obsir! Grmec Senud £ [1579)
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» dinically bosignificant hacmatorss wes cbactved
pndo'pcr‘ﬂvdyhﬂnvwmdmslmtﬂ:mt
umdhzmdponcpﬂnﬁvdyhfvml
of which reguired surgicsl procedures. These will
be reported below becums they cluckdste the
wuuﬂmmdwnhprmwnﬂwmﬂmq-

Cast ! A 33ywarcld panoet with winery Inconftmsce,

wad the TT remamad  iom the therepertc raogs turosgh-
L

Cusr 2. A G1ywac-odd pathem wih woml protapes of fhe
oy
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Freope

DALY DOBE OF
WANRAR.

* otmmtcd ot sbowm W0 ml. B wae correcied by blood
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s fftfperirs
=pflirn +
B T e I
RU] vyl ot
festffrin =
o afufp s ve

+ipd

=4 »

L R
saladgped

)

Tat 1 TT cohom sad thew wediam
e bcfore wad sher

EE) GRS -
DA SEFONE O APTER OFERATION

Frz. 2 Tha mena daly doss of warlarin before sod sher
operation

unintuions, €ad b1 sddiom the patictl wa pven 20 g
of vitaia X, mirsreroly As  roctt of the séodrietn-
ti0m of v X £ad Mood irsatsions end e Crations
wafama tanapy the TT rom sbore ey Durkpestic dored
for 4 duy. Ammcrle
Tocicd by blood Usochedows, sad the penesl was du-
charped 28 days aluer opyTeton.

Comr 3 A Tipmiokd patiemt whth netrocrboge A speck

ectomy but no sirgical procedures
Ta thess cases the TT remained throoghaot above
10%

The deviation of the port-operative

hsemoglobin
valves from the pre-operative valoes sppears fn
Table V Ten patents raceived Hood trensfusio
dwring o ahter operation.

complications. Tn po case did

At Obmet Oy mee Scand 49 (1970)
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Table1 Age distribution of patients given preoperative
anticoagilant therapy

Yo No of patients.
4049 'S
50-55 10
60-69 26
T0-T9 16
0< 1
Total 9

Table Il Gynaecological diseases of operaticely
treated partents giren preoperatice anticoagriart
therapy

Prolapse of the oterms

Bendgn neoplasm of the ovary
Mallgnant neoptasm of the uterss
Benign neoplasm of the uterms

Stress incontibencs of urine
Malignant ncophasm of the ovary
A

Endomctriosts of the ovary
Incistonal bernia
Bulateral protalping

e emawEE

n
Legal abortion and stenliration

embolic complications, especlafly in efderly pa
tients. So far hardly any data have been pub-

Thrombotest (TT) method. The dally dose of enticorgputrnt
-ndvcnnﬂ;ummunlmcm‘ubcm-u-&&
dose of 12-14 mg and continned afier ote diy s itena
with a dafly mintenance dose. It was atictnpted 1o mam
tala o TT fevel of 10-25%

RESULTS
of the therapeutic level. The TT
values are shown in Flg. 1 The mean daily doss
of warfarin appear in Fig 2. The treatment wa
not pletely successful & h s duately
after operation the TT values tended o rue abme
the therapeutic level in some cases In 27 exsa
the TT value remained umder 25% throughoat
the postoperative perfod. In 23 cases the TT
value exceeded the upper limit of the therapeohe
range once or twice If values outside the ther
Peotic range were noted three times or more th
treatment was regarded as unsuccessful, This o
curred in 9 cases. Sixteen patients had TT valves
under 10% during treatment,

Bleeding In general the blood loss at opers:
tron was not greater than usual In 5 cases duffuse
bleeding caused the operator some trouble bol
dinically it was of no significance In 9 casd

Mai

Table IIT Comcarrent discases In patients gives pre
operatice anticoarwiant therapy

lished on the use of preoperative anticoagulant
treatment in gynaecologkal surgery In this paper
an atfempt 11 made to elucidate tho practicability
of preoperalive antfcoagulant treatntent 1n connec
tion with gyneecological operations performed on
patients who are elderly or have a predisposition
to thrombosis,

MATERIAL AND METHODS

A toral of 1186 gynsccotogeal patkents w th  mesn  po
of 41 years wero operated on at the Ceotral Hospital
of Middls Finland dunng the period Nov 11 1965 - Dee.
31 1967 Preoperative anticoagulant therapy wis given
to 59 patients who wero considered to bave  predmpou-
tion to thromboembohan as  resalt { carduse smenlle
ceocy  obemty peevious history of thromboembotism,
largs varicose vems or ge The gc range [ these patrents
was from 43 t 8 yearn the mean belng 650 yean.
Tables I 1L Il aod IV show (be g duinbyion,
! diagnoshy, other
performed m the

w gy
concurrent d'seases  od  opeTabod

group
The anticoagulant used wag warf rin sodiom (Aare-

Acta Obstet Gy nec Scand 49 (1970)

Congestive heurt faflare
Vancose veins
Obenty

Arterfal hypertension
Superficlal thrombophiebatss
Bronchm! asthraa
Hemmplega

Thyrotoxkous

—~—mo eIk

Table IV Operations performed ox paticais gkex
prevperative anticoagulant therap)

Petvic floo repar 3
Total vagrmal hymerectomy ;1

omy

Tot? bdomnsl hysterectomy  Pehx floor repar

Repasr of nerwonal hermua

Total bdomunal hysterectomy

Marshall- Marchety operatron '
M nhall M rebet operation ¢
Umlateral satmngo-oopborectamy !
v hectomy H
Abdomenal bystcrectomy  nd stenluaton !
L proratory Lipatolomy i

Total




3 these cases the TT was nader 10% At lest bn

otwa extemive, there bt always a sk of diffose
| bleeding. For thhs rason it scems cbvioos that
when preoperative snticoagulant therapy b ued
o with 1

Pre s i 1

£ pat

and the typs of surgical procedure. These authory
stated tat carciooma, and i particdar major
proath rformaed by the abdominal route,
fncrease the ok, Preoperative saticoagalant ther
apy thotdd be regarded as contralndicated in the
presence of the same factors which In general

! TT leved of 10-20% shoudd bo maintained. If
3 dhuring treatment the TT values drop alightly below

© v
haemacrhagic disthesis, tevere doeate of the Dver
pareochyma, a freah ulcer of the stomach or

the range,

of viumin K & not iodicatrd. 1 no sigms of &
baemorthagic tendemcy are observed, it 3 often
sufficient to check the TT values frequently and
witkhold the saticongalant. If the TT values show

douge, 10-20 mg of vitamin K showd be ghven
fntrrvenooty

The preseat series i ot Large, but it was In-

T prophyLaxis the treatment was succesful, coo-
skienag that tn no o dd dimically obeervable
venous thromboss of puimonary embolim devel-
0p<. Onc patiemt deveioped myocardlal inferction
post-operatrrcly

that this b ot sbweys 7o o

chaod and severs hypertemsion,
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Table V Post-operotice decrease of h lobi;
{£/100 ml) in patients gicen contlmuoss anticoagulant
therapy

No. of patkents
No decrease 17
Decresse . 0-5 12
Decrease 1-19 13
Decrease 2 .9 ]
Decrense 230 9
Toml! »

venous thrombosh or clinically d ahle pul
monary embolhm develop post-operatrvely A 60
year-old patient, who had been under treatment
for cardinc Insufficiency and thyrotoxicoss before
operntion, developed post-operntive myocardial in~
farction from which she recovered. No patrent in
this semes died.

DISCUSSION
The success of antt fation is gready dep
on the experence of the doctor in charge of the
treatment. As regards the present serres, five dif
ferent doctors wthout any previous experience
of preoperative anticoagulant treatment parti
cipated m the supervision. Therefore our reslts

dent

sulant therapy ntended to be 4 date
surgery should preferably be started a week befo

operation. In this way the patiemts indnkl
feoag qui may be adequately 3
sessed pre-opemntively In some of the prese

caass the preoperative anticoagulant treatment k
to be curiafled owing to the shortage of buds
tht gynaecological ward. However the thery
was never started later than 4 dayy before oper
ton.

An operation tends to reduce the antwoapd:
requirermnent (Storm et al 1957 Rluft et
1965 Wicberdink, 1967) From the standpoint
dosage this implies n problem, If the paten
individual antcoaguiant requirement wnd e nor
canditions 13 not known before operation. In €
seties the average mamtenance dose of warfy
was relatively low about 3 mg Tho scems o
attributable to the fact that the majonty of (
patients were over 60 years of age and that
patlents out of 59 showed carduc imullickn
The safety of preoperative anticoagulant treatmx
mnybccnhanudh:/chvcklulheﬂnlne
least twice a day post-operatively If It shows s
tendency to deviate from the therapentic ran
If jt proves necessary at operation to admints
large volumes of blood, the TT level tweods ot
(Thies, 1961 Stephenssen, 1966 Wecberdt
1967) It b also noteworthy that certain sk
ed drugy, ep sabeylat

1 3
Y

apparently give 2 fair idea of the possibil of
wsing preoperative anticoagulant treatment in an
ordmary baspital Initially the post-operative dos

nge tended to be too lowr and TT values rose in
some cases above the therapeutic level With in
creaung experience values within the therapeutic
Tanpt were more succenfully mantuned It & ob-
vious that still better results would have been ob-
tafned 1f the treatment had always been supervised
by the tame doctor

The full prophylactic effect of oral anticoag

vlant therapy la not attnined until 5 to 7 dayy after
1ts msttution, althouph wsually TT values withun
the therapeutic range arc noted within 2 days.
During the initial stage of the treatment It 1 maf-
ly a rapid drop m factor VII level that s re-
ghtered by the metbods of determinanon wed,
since the half-hfe of this clotting factor i thorter
than that of the other clotting factors which de

pend on vitamin b Factor I B the next to drop
to the therapeutic level Factor X and prothrombm
arc slower in this respect Comsequently anth

Act Obstet Gy nec Scand 49 (19700

phenylbutazone and certain sterords and antib
tics, may reduce the anticoagulant requireme
After & gynaccological operatron the antko:
ulant may be gven by mouth unless e patk
vomits. Gustromtestroal absorption of warfx
vodwm 13 rapid and complete. This drug B
sorhed even from the stomach (Swrala e :
1969). If vomiting occurs after operatioa. warfy
may be gven wmntravenously The dosig® Bt
same as for oral admitustratton

In the present sencs 10-23% were chosen
the therapeutic TT level This implies prha
100 cautiots a hine of antwoagulant therspy T
opper lmut af the therapeutic range onghnal
recommended by Owren, ie 25% may b t
agh fo1 sdequate prophylatis Wieb rdink (196
adopted a loweT therapeutic level 1 8-1. &
he stated that only a drop of the TT to under 5
results in a real risk of haemorrhage Ia the pre
ent series ugnificant beeding occurred n 5 cast
3 of which required surgal procedures. In:
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BILATERAL MULTIPLE LUTEIN CYSTS TN NORMAL
SINGLE PREGNANCY

Report of & Care

The majponty of reports 10 dato ou blamral muld-
plo tutcln cysta in (be ovatier Tefer to thelr com
tmon smocatoo with abnormal pregrancy  Than
m condinon B foved in about SO% of women
with hydsterform  mok eod

(Bard, 1930) 1t b been woen together whh
srythroblasiors of the fetrs (Leomer ot o, 1958
Ratrmownz ot oL, 1961), in moltipls pregnancn
(Weight & Thatcher 1935 Watson & Demick,
1959) and i priurtary dnfusction (Vago ¢t ol,
1963)

Recently there tore tatn & few reports of b
Lxtaral muttiple Iuntein oyt asociated with pormal
sngle pregrancies (Tablo 1) The earter cxperk
ence of thh cooditwm bt bed o dlagoonse sod
thenprnic problenns m thewe  normal” eases,
whach sught Yoty & new cnc rport torether
wuh secne potey from the Lieysture.

AUTHOR'S CASE

-

Fx 1 Macrencope: pictare Userws
b ootk of prepuancy ©d patpcysdc wrsdes,

At Oboiot G moc Scimd (1779}



20 T Pydrdld and ¥V Lampinen

Thie, H A P J im
z hang mit Tremsfusionen und Infusiooen. Zbl
Chir 86 1211 1961

Timonen, S., HEL va u

profylaxis of thromboembolim with warfarin. Am
Chir Gynsec Fenn 55 81 1966,

Aeberdink, 1 Safe p i Thorax
22 567 1967

Submitred for publication July 1 1969

Tapen! Prorilk

Meclersta Finlands Centralsfukhus
hylo

Finland
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Table L Bilateral maltiple lotein eysts in cases of normal single pregmancy literanere reciew

Author

Agr and parity

Bhort case historics

Jones & Hoston,
1961

Rodolph & Barnetr,
1956

Shettles, 1963
Berpman, 1963

Pa Ler & Frsher

1961

Parker & Fhbher
1961

Qirovard, 1964

hesher & Callagan,
1567

21 yearold I g

30-yearold [ grav

DyearoMd I gra

2 earold I gm

1 3l-rearoMd I gra

2, 27 year-old 111 grav

23yesrold [ gra

16yearold I gra

Abdom{mlp:}lmud pehic mana found In 12th week of pregnancy
Y perfy d. abortion  cvky postep

Lower abdominal patn in 12th week of pregoancy Man

Palrated,
rotomy lmxdbwymmmmummm-nmm
small ©sis and 10 cm bn dizm , twisted. Left ovary 8 cm in dun. of te
mlppunmmﬁuwphommdlldthtbnmmn
resecied. Dethvery t term, gir] 10 Ib. 4 oz Plzcenta gromly povral.
Multiple Intein cysts in both ovaris tound at Caesarean section. Oharmy
keft intact. Detnety—norml aingle haby 6 weels post partem no ek
ence of gvaran but a1 a second pregmancy temptnd by
Cacyareen section, the thecaloteln cyss of the ovarics kad recwrred.
Pehie pains In 10th week of pregnancy Mass palpeted.
mathmmmmwlmmmmem
The entire cystic beft o “ary was remosed and the right ovary w2y roected
Normal dethery—irl 2550 ¢
Pehic marses foond at term. Carsarean section. Bilateral entarped oxaney
with multiple ysts—21 123 cm and 14 116 cm. Frozen seenoa fron
one ovary was reported 83 grarniots coefl fumosr and tots!  hdomd
hysterectomy and bilateral Rlpingo was perf d. $e-
sequent hstopatbology revicw roealed mutulocutar totein oy st Noneak
baby—gid 3370 ¢
At Cuesiresn section at term (repested for 3rd tme for contracted pehb)

cells with & porma) granohots component. Normal haby~—girl 3000 ¢

Admitted at term In laboar The fetal head failed € pegotiate the pehic
rmiet, Cactarean sechon. Mineal m higstic ovatar. 10 12and 8 19
cm. Esach of the cranes was diccted and raded -
thowed mmltiple theca futem cysts with hetelnirabon of the theca ool
Lay et principally abo the gramukosa cofl Liyer was Invoh ed in some sreat
Placenta, ormal gromly Miroscope ewamination revesked ks ovidea®
of manmabon than s ordmary Baby normal—gpr? 3 B 1.5 o2

Admitied t 10 weels gomation becaute of complunts of bdomiml prs.
haemaneriioneum cameed by

folhcular cysts and marked lutes
carduc actnity was determened by means of the uhrasoase Doppier
cardeoscope. At 40 weel  prstanon  dmutted m hbvonr Female fofest
3 th,, 12 oz Pacmia borrmal o both g1om and MKTOKOPC eLAMRIDOL

a case with this ovanan

tion ¢ g hydatdiforrs mole chonocarcinomma and

multiple pregnancy However the adminbtration

However in cases where the uterus Is of pormal
expected size acconding to the dates from the last
menstrual period and with HCG and oestrogen
values within the normal ranges for the gestational
ape It would be safe to resort o expeciancy
This ovarian reaction seems in many cases to b
associated with conditions with high HCG cxere-

Acts Obatet Gy pec Sceond 49 (1970)

of HCG alone to nonpregnant women docs not
pive this ovaran reacton.

A very sumfar feaction m (he Ovarict soox
times appears durmg treatment of amenorrhock
women with human FSH m combinauon with
HCG It scems that some women arc especally
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Table II Hormone analysis

LM P beginning of December 1963, E:piomoryhpmmtomy
oa March 3. Delnery on

HCG Total ocstrog.  Pregmandiol
Dats aum (mg/24 hourn)  (mg/24 bours)
364 300 000
4364 300000 7
36 20000 71
€364 s
1I64 400000 .
D364 600 000
2344 120000 97 124
124's4 30000 34 17
20564 %0000 [ 22
3164 40000 4

It may be noted that in the reported cases of
pormal ningle pregnancy combined with bilateral
multiple Jutein cysts in the ovarkes most women
delivered a female mfant.
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ON RELATIONSHIP BETWEEN MATERNAL HEALTH AND
INTRAUTERINE GROWTH OF THE FOETUS

E Hedbers wd K. Holudahl
Frawt (e Depcrtment of Obeincs and Gymascology (Head Tref 5. Brody).

Usrerssy of Gothrwbory 5 when oad the Depertment

1 Prdustrics (Heml. K Hotmdah! 3 D),

Uddaalle, 5 sden

ture chdren, Hrespective of whrther or sot peeg-
nancy has been cartalled. As o rdie inttagterioe
growth retardation s diagnosed 1€ the birth weight
of the chid W more thin two sumdard devhition
below the mean for the duration of pregmancy

prematiity” bas bees (ound inndecquate {or sy
eral potposes Not all infanty weighing 2 300 g or
lew aro pronatute o the wme of bring bomne
100 catly In soow tawes the b Brth weght f
crred by rearded Wncicrios growth of the
ioerm

Among the chddren with bow bink werght two
catepanes can thn be distiogmihed

1 Tray prematere infants, whose birth werght
nlow bt ciin e bimits accepled for & given
prsonal  pe Tho normal letraerine prowth
of the foets by been by

d from the last merstroal

The teon intriuterine growth reardation wa

introduaced by Warkaoy et al, (960

Varioun deseriptove terrm have since been applied
0 this condition sach s chreoke foctal diren
(Groeowald, 1963) and  scnall for dates” (McDo-
neld, 1965) During the lest decsde much fnterest
hat been shown In those babley whose birth weight
i tnappropriste for thetr gestational age. The ab-
getricians have studied the lfluenco of antenatal
care and different cbstetrical complacations on the
fntruntertoe growih of e (octm. The patdistrick
anrs hovs focused (helr Intereat on peonatal com-
plicatiom wod the torther devlopmont of the emall
for dates tnfxnte

Retarded mtrauerine growth of the fostus may
bo cmned by adverse factors b the Intramterine
wilen, Geste Cxnes w5 peobably of grest I
portances. Cuneted (1965) b thus thown that
sibiings of small for dates bables have u stathstical-
Iy vignificant lower binh weight then .
wberon siblimgs of prematurdy born lafaats have
2 borwal bhiTh weight.

The present matestal was origmalty collected v
windy the relatiombip between matermal beslth and

omet 1 laboy "

Orowth etarded mfants, whowe btk weight
o \hon apecd B gnen geshationd) pe
The ctrmenme growth of the focte by teen
rrtarded, rowltog @ umall for dats or dywna-

of the infants, &t way
considered wocth whils (o tve thiy mis Ioan
attempt (o rwe the abnorma! featorey asoctated
with the brth of  chid of bow blrth wiight bet
owpecially of & gprowth retasded baby The ako
of the stedy wis ta examioe whether various fac

Acta Obstet Gymes Rewmd 49 (1¥70)
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Table L } ariows disorders during pregnancy

Prematures S

M siate mall for datey Controls

of mother Number Percentage Number Peroentage Number  Percentage
Arnacmia (Hgb<60%) 56 JLE ] n L9 R 95
Excesth  vomidog 10 19 k3 -4 8! al
Urinary infection 13 P} 3 s S 14
Cholefrthiasis 2 04 — — % a7
Narcoais 1 (15 - —_ — -—
Tragma or operation 9 17 1 [2 ] 215 8
Threatened shortion 41 79 7 57 n 30
Placenta pracala 3 1.0 —_ - pal o
Abruptio placentas 12 23 3 ) 3 _—
Pregnancy towemiz 58 113 19 153 34 st

tors associated with prematunity defined by weight
alone also act I determuming the wtrauterine
growth of the Infant. The two groups were com
pared with a control series of bables weighing
more than 2 500 g

We have preferred to retain the term “prema-
ture” for all mfants of low birth weight. The
subgroup of growth retarded infants who accord
ing to definition, weigh less than two standard
devations bedow the mean for the duration of
preguancy are called “small for dates™

Planning of the investipation

This prospecthe cudy inctudes all pregnant women e
at the Prenatal Care Centres of Gothenburg daring the
period 1954-1958. The paticnis st these centires come
from a miorm cross section of all economic end social
clases.

The placming of the investgation has been described
eadier in detafl (Hedberg et al, 19671 T sommary every
woma wss intenviened st ber fint visit w the Centre.
Any significant doesse peiof to pregmancy and the out
come of prevsons preguincks wer noted oo sandard
form. This spectal card was completed af each visit 1o the
Ceptre und notes were made concermng sceadents, discancs
-ndeqwnwcunumduenadm:mencrml

pregnancy

The miormation oblumed wos coded for adioeIie
dats procesung. In the ststixal amabvus of the ddf
ferences obramed the 7 test was employed

MATERIAL AND METHODS

The cose materal Inclodes 11417 woren wbo mued &

Prenatal Care Centre m dunag pregancy
the last -

m-ndmedauoummuono{nmbermddﬂﬂ
were congidered sdequate In the remaming cass the
mh,dmﬂyurm‘h:itdmnboﬂlmcxlhf
ratent had moved b4
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All the chlldren mere examined by the parh
of the Clinke, In all craes of stfbirth and b
death post-mortem examinations were made at e
lopcal Laboratocy of the bospetal

Of the total sers, §13 chidren were premto
cording to the uaiversally sceepted deflnibon fe. ¢
300 ¢ or kess Of these infants of low bhmh weig
were clamified ©3 30l for dates. The small for
bables had o birth weight sbach way mere the
standard dnvistions below the mean foc the dwats
caknluted from the hst menstol |

carmages, muhiple birks and cases

ooty thowe were mainded where the death of the |
bad cccprred ramediat Iy before ot dumng e ol
mmudmncmmddm&ﬂ‘dﬂ
with 2 bath welght of more than Y00 ¢

RESULTS

The mesdence of small for dates among all pr
ture infants 1 generally suggested ta bo b
_0and 30 Differcoces m frequencrs repe
may be due to race socul standard etc In
present series the frequency of ymaf for dat
.4 of the premature infants.

Previous studies have demonstr ted » relal
ship between maternal age and mowdence of



Materne] health and intraxterine growth of the focim 7

mmmmhvmmumm\d(uvm
hmlpmmmwhhhl;hanm
Ioryv\ntﬂmﬂdﬂamhmvﬂmbt
npmdthtﬁnmofﬂnmamhnhoo(
Wh\hmdmm
retirdation. In the present serics thers wit 0o
f n e ape I

tween mothers of mmslt for dates bables and tho
control seney. On the other hand  difference n
maternal age was found when comparing the total
p‘oupo(pmmmwiﬁaemuuh.ﬂth:hi.hct
proportion of yocuger aad older women fn the
st grovp.

The obstetric history of mothers of sl for
datey babhes differ from that of mothen of prema
tute tianh o1 & whole. Amoug motbers of small
for dates bables there are more primigravidee
than smong the cootrol Comparing the total
group of prematures with controis po rch AUt
ference w {oond. Provioos abonioot, stillbom
misaty gnd carller obstetrie operstioos were found
wote commonty ta the obictric history of mothert
{ premature infaats tha of controls, wheteas 90
wch dfference wst foend concernley motbemy
of wnall for dates bables,

Reparding the geoersd bealth of the modwn
before the tndex pregancy we found oo dif
{erenee between \he mthes  § prermanare, wmall for
dates wnd control mfant. Thn hoidy trae both
fer peneral mrdeal and wargioat dmerses ad for
localwed prnaccological duonders.

Most wthom bave foomd that pregnemcies fe-
sitmg la ehdren of low birth weight thow a
Iryber wocabence of obsietr complicatons sach
© baseruma of wimary mfectiony, bleedmg dor
my prepaancy acute totacmiy and premature
ranton of plscraa Date repardmg obstetne
comphcations w thn MndY arg set ot da Tabbe T
The namber of encs ars too mea) (0 allow
wniical evduinon with regard o wme com-
rhctions With dugnostc methods svailable
19541958 wy found no mcreased boexk o
wrmary mfections  mothen of pres Intaats
of Al lor dater misoh as eompared with the
Mmu«dm'mmm
o ™ PTEERARCs rewdting o preoo-
tory mfsah than amorg contrd bt 8o fuch
ddlecrence was found regardimy mmafl for dases
babeey

Toasma of prepuency b been nppeited as
on Emportant cxne of retarded tntramerine foetal

pred: to birth of p
1n the presest weries we fourd a diguificndy high-
er tnckdence of woxsemis wnong mothers of pra-
manre mimt a5 % whols and wmong mothen of
arall for dates infanty, a3 compared with controls.
The ditference ws greater tn the cxse of roothen
of smadl for dates bables.

It B obviom that epecially the loag-standing

A pathological
centas ka oor series has shown o significantty high-
er incidence of placental isfarety i 3l caser of
prematnnty and s small for dates bebiet at com
pared with controls.

We found no differcncs in sex distribution be
tween the different groups of Infants in our series,
Congenttal malformations were siguificsatly more
common xmony the premature infants a3 a whale
sod among small for dates Mnfents > compared
with the controlr. Some types of congenitdd ml.
formatiom soch 23 acrania, Aicrocephaly poco-
medla by their nature reyslt In a soduction of the
Birth weight of the fafunt

woma thhs follow-up-stndy was difficult to petform
and only shout 20% of the caws conld be fol
lowed for more than 3 years after birth of ihe

cid Even 20 we found & dgnificandy bphet -
cidener of ments! distorbances among prematyre

s generdly and amony mull for dates -
fauts, &3 compared with tw controls.

DINLSRON
The clalexd tmportines of & low binh weight 1y

fants a1l lofents of kow buth werght weet
foersy as 8 wollomn group. f the 1ot Soeni,
howerer It bas becom: evident ot s e

Achu Obaiet Gy mee Zownd 49 (1570
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infants of low birth weight there exust different
groups. In some of these infants the Jow burth
weight is caused by premature onset of labour
while in others the low birth weight s caused by
retarded intrautenne growth. In studying the prob-
lems of prematurity it i of utmost Importance
to be aware of these different categories of prema
ture children

In the present mvestigation we have studied the
maternal health before and during the pregnancy
n an attempt to find a refationstup b-tween ma
ternal conditlons and birth weight of the infant,
We have studied the total group of infants of low
birth weight and the subgroup of growth retarded
infants sepamately These two groups have been
compared with a control group of normal weight
infants. It became evident that the characterntics
and complications of pregnancles resulting in o
fants of low birth weight were different from
those of the control senes. It was also apparent
that mothers of small for dates mfants differed
from the controls in other respects than mothers
of premature infants as a whole

Primiparity s significantly more common among
mothers of small for dates mfants than among
controls It i a well known fact that the birth
weight of the first born baby is lower than that
of subequent siblings. Consequently it seems
reasonable that fist born infants should be over
representcd 1o a series of small for dates mfants.
The cause i probably to be found In local factors
relative to the local uterine miliev of the primi-
gravida.

In contrast to panty the age of the mother
seems to have no influence on the intrautenne
growth of the foetus, nor does the health of the
mother pnor to pregnancy appear 1o b~ of any im
portance in this respect. The obstetric hitory of
mothers of small for dates mfants did not differ
from that of controls. From the results of the in
vestigation it seems more probable that high or
low age of the mother a3 well as a hmtory of
carlier abortions and stillborn Infants predisposes
to premature delivery rather than to Intranterine
growth retardation

Pregnancy taxaemia secms 10 be an fmportant
cause of Intrauterine growth retardation. The ex
treme placental nfarction associated with long-
standing totaemia results In plscental insofficien-
¢y and undemounshment of the foctus. Early
induction of labour i a commen therapeutic meas

Act Obatet Gy nec Scand 49 (1970)

ure m cases of severe pregrancy fonema
30 the inewdence of prematurely bor hfams §
also high among toxaemic mothers.

Female infants are as a rule smaller than make
and comsequently the female infants are wsml
overrepresented in earfier published senss o
growth retarded infants. In the present study ta
standard curves for birth welght m relanon &
gestational age were made scparately for by
and girls. Using these curves no difference o 1
was found between growth retarded infants an
controls.

Congenital malformations are common amog
Infants of low birth weight. The low birth weigk
may be due to a premature onset of delnery bt
other cases the malformation per 3¢ b the cam
of a low birth weight but a growth retardation a1
also be part of the maldevelopment of the chad

Many authors who have studled larpe series of
growth retarded infants agree that there are clink
cally several subgroups. Growth retardmg fac
fors, genetic or environmental, acting throughoo!
the pregnancy will result jn infants of low stature
and low birth welght Placental insufficency
causcd for imstance by toxaemia, scting only dur
ing a short perfod of pregnancy will result b 2
baby of normal stature but of Jow birth weight
In these cascr the low birth weight b maknly
caused by undernournhment Gruenwald (1963}
wed the term chronic foctal distress, lasting for
several months, where the foctus stopped growing
before it had any panniculuy adiposus and before
its muscle mass was very great The baby bom
following chronic foetal drtress was of about
normal external proportions becaino it stopped
growing at the same tme as it stopped gainis
weight, Sub-scute foctal distress, on the other
hand, B measured roughly in days. The baby B
therefore of pormal length but has lost welght
and so Jooks long and thin.

Gentz & Sterky (1966) have suggesied that @
studymg the small for dates infant not only the
weight but also the length of the infant should
be conskiered 1n relatroa to the duratbon of preg-
nancy In doing so they found three different
categorles of mfants of low burth weight. the real
premature infant, the mfant of normal length but
low birth weight and the infant of low birth
werght and short stature The authors also gave
examples of carly and late symptomatology and
of the prognoss for the three different catepories
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OBSTETRICAL ANALGESIA TN NORWAY

B Lind

anoter | otder b0 achicwe 3 boah Lor mprove
ment

METHODS AND MATERIAL
A reados umpla of 303 women {rom oT parts of -t
S

Carmren arctom o
O cutdid Teba 1 thow B dachwoon of tea
Ll ]

Ax a7 ompitaks 153 el e
lamawe 10 be Mird m 07 the ohactnom, the Serptos
o the mebacke m chacye The amewes wery

% el ST deiveres ke plece m ow

RESULTS AND DISCUSSION

When eked which paft of Lihour was the mont
P, ST anmered the Gt ange, 33 the
woond dage ad 14 the smtore. 17% drscrfbed
theur pain a1 almont tnbearabie, S5% g yever
0 8 modenste. Among prignidn thete

P el m e W Comtrm of O Scusban
oty of Anersiirukotuh, g, Merniy Jrme 1569

(4 tereay

wetn 6% moco who conrplained of almoxt #nbear
able pan fthan smong the parpt? women.
Sowe of the mothers may not know which type
of amlgesia they have received, or If they bave
been ghven sy aoalpeiic at all. The quesiion to be
arswered was: Did yoo recehys 2 local analpake,
u pain-retieving drog by Mjection o an intulstion
saalgesic, of were you not given any analpeic
at 2

Table IV shows the resulty, TWO per cent sakd
they received & local anslgesic, 23% a genena!
analgesic by mjaction knd 6% & penersi andyerc
by intalation. 69% specited that they wers not
wiven iy amafpesic at all. The effect of the snal
ptiic 1 judged by the mother fa shown m Table
V 3, felt gready releved, 1/ bad soms help and
32 did not potics way clfect. Whh the small
runbers i this senes one could Dot detsct any
@lferencs m the waocen of the dulferent types of
atalpeacy, Table V1 shows that $4% of the women
who decribed their prin w1 slmost unbesrable
4id pot rectve wny smalgeic At all, and 10 f
these women muinfained that (hey were bn labour
fot moro than 20 houn-

The sutring of epialotomy wounds of teers
without any snalperics bas been cooaldered to by
particularly tough end unnecewary Out of 376
mothers who were sutmred, 45% stated that
they had received no snalgesh. However a loca!
soalgesle may in wocw cuses havo been njertrd
before the cpmctomy was performed and thmy
pamed vanoticed, and a2 few Caves & couple of
stitcher o3y probably pot bave ben more konoy
g 1han e bmection of  local amalyesic. ¥/ of
M-bnﬁvﬂmmw(w&m'
reported good relief or some rellet. The differ
cock betwom the vasioms fypes of amlgesicy f1

Atta Obtiet Grnes Somed 43 (1990)



——— -

Hand-held ultra sound monitor
hears foetal hearts as early
as the 12th week

This nerw hanc-heid wirs sound wonhor pots you

_ e e e




Acta Obstet Gyees Sexed 49 231-234, 1570

OBSTETRICAL ANALOESIA IN NORWAY

By Lind

Fm&de(ﬂ-ﬂ.ﬂLﬂ.uDLAlaﬁva
Nerdbyhagew, Norsay

METHODS AND MATERIAL
A madem wamid of 33 women frow ol prits of the
haairratacn

wectoms W Sewtcrs detreees

ware 6% moro who complained of almost tmbesr
sHio paln then smong the parous woown.

Soma of the motbers may not know which typs
of amlgeis they ave received, or i fhey have
been given any snxpesic at all. The question to be
anvwered wan: Did you receive o local amigesic,
 pin-redieving drog by tnjection or & nlatien
waalgeic, of were you not given any amulpenc
at 2l)

Table 1V shows the resdte. Two per cent said
they received  local smalpesic, 23% & general
amlgesic by tnjection and 6% ¢ penend palpesic
by ohalation. §9% specified that they were bt
yiven any amalgnic at all The effect of the ansk
Taic 1 fudped by tha motbers b abown in Table
V | fdt grestly refieved, |, bad soms heip and
[ d not notico amy effect, Wih the ol
numbeny in this serles ond could pot detret aay
ditfertnca n (e sacees of the diflofent typey ol
amigesics. Tabie V1 shos that 54 % af tho women
who deseribed fher pein o3 almost unbearable
did pot roceive ey analgde xt all end 10 of

o7 of € dermies kg pec m wea yew

RESULTS AND DISCUSSION

When mked which pant of Wbom wa the most
paxiel, 57% wawtred the fimt sage, 1% the
weond sagr and 14%, the subare. 17% deserbed
e pain 1 wmont vnbearsble, S3% 1 severy
and 3% ms moderate Amony primigravadag there

T wud @ e MR Cregme of e Sondmsves
Socrety of Amscsthcmolopmii, Notaty Jwa (39
18 veseay

4 to b2
particdarly tough end uoecevary Owt of 376
motbers who were sotured, 45%  etrted that

tng than tbe injection of wm,m,l“’o‘
mmmmw,mnnm
repatied good rellef o1 sxm refief The differ
coce between tho varkws trpes of amipesics b

Acke Obtiet Gy nac Scamd 49 (192)



Table I Distribution of the material

Obstetrical  Surghcal  Maternity At
depts. homes howe

departments
« of 503
detiveries 64 2 13 1
Tabie 11

questioned 41 % of the remainder answerey the
they had wanted their husbands present. Coc
sidening the shortage of doctors, midwhe an
nurses in Norway and the great demand amon
the mothens to have their husbands present, t
shonld be arranged more often.

The recognition of the importance of mat
and phyxical training for labour has lncressd §
Norway In this series 29% of the wom:n ks

ived some {nformation about the coume ¢

Most painful part of dellvery % of mothery

Iabour and been taught how to behave fn order
redoee the pain. 91% declared that this Inform

Stun}l 5: tion had been of help to them. This s the highs
Sature 4 degree of success of any of the procedures i
Uncertal 2 thhs survey
Table T Table V
t % of mothers hanieg
Degree ot oain % of mothen Pain rellef recehed andleract
Severe ble ;; ﬂwd 3
odena oderate 3
M .l = No effect 2
Total 100
Tablo IV Number questioned 153
Pain refieving methods * ol mothers
Table V1
Local analpesic 2
Drug by injection 2] Degrea of pan
Inhalstion amlgeric 6 % of mothenn
No amlgenc 2 —_—
Pain relioving Almost
methody Moderate Severe  cmbearsbit
small, local infitration probably being the most oy 1 3 2
effective and toprcal analgesia the least. Drug by 1 gectron 1; z; 37
According to the informaton collected from No""‘”"'__m‘; o p “
i o5 e e whgata B e g, T o w
admitted to a wi fuz) never g w m %
s remote Analgesin has therefore been hed ¥ Perd !
cither becamse of comtrandications or because it
has oot been consfdered necessary (Table VIIN) Tabie VI
It iy well known that to be left alone excerts 2
great stress wpon a woman In labour Table TN Pas rebeving method of mothers utured
shows that 31 % reported somebody being present
all the time, 10% half the time, 54% now and  spray ;l-;
then and 5% maintaio they were left ccmp-lc'ci} ;hﬂlam .
alopc during their labour Of those present, 76%  Nono g 45
were midwives. Many mothers with therr hosbonds o, 100
to be with them during thelr fabour In this sertad oo 76

{his took place only in 6. of the cises. When

Acta Obstct G mec Seund 49 (1970)




w -

Obstetrical analpesia 233

Tt bas been etmphaized that the delivery and the  Tabde XI
Tecolection of the event &1 of great fmp i <
Getermining the mitfode of the motber to ber % of moteny
chld. Same women maintsin that the reminl ReoBaction Tokl
weoces of the delivery tormunt them as night  Deres of pebn torments e watcral
marey. Table X showy that thhy b the cese in 6%
of the women questioned. The incidence I3 lower  Aloost maboenible : ;‘,'
@an sugpeated by the lay prem, but high encogh B'H::m- ° n
coasddering that this ceent omght to stand a0
chmax fn their lfs. The inckdence did ot vary  Dorcho of biowr . .
with the place of birth, the age of the women or 119 hous ey o
whether it was the first or later deliveries. > 20 boury 12 13
Looking closer st theye 6% we seo that they  To 100 101
bave had laboun ! lomger dimition snd more Nuamber quesdoond 3 300
wvers pan thin the average in the series, and
when atked, what moce coold have been dooa for
Table XTI
Table VIT Amalpesia in Norsepien labosr warcs Sowcone promnt
—_————
Anaipems shixiatie Sateatiad Al Ha  Ocea
Mcthed > ol 40 000 dutrverms it Toml G Ux  son Noss
Lrextraact Omderw]l  thee  tew Ay presed
st ad e (%) Y () % %
Paracerneal winck 7
Lumnibar spxaral ik 1 Yu © H o1 n o=
Frctockos . Ro » ] 1 s
Drrpem » Teat 10 100 100 W 0
Trbese 2
n Number
Ko tanigm 3 wbosad 303 % 81 m 1
Sery
©
:: them, /.rlq\l:m.-dm:l!l:nlhn. / mor
N,,.,_.,,_""*‘ H analgerics and ¢/ some cther ott of help.
———————— Wuh such a low incldencr of obstetrcad enal-
muﬁcndlndlolhﬂ:lmnﬁuu;hmtum:
Table IX mother, i i falr 0 aakc Does u relation f con-
——— T ———— fidence axist botween the mothers and the mater
e Aewe Pty baspitahy fn Nocwsy? The following question
AD the 5 e therefore asked. Were you satified with the
Hall the e

Table XIT thows that of thess
m(nﬂﬂbd,w-hndﬂmmx
Ik of attention, and
lifle emlperta win

20% who werp

complained of
onlr 17% thooght that 1o

Acte Obsiet Gy mec Scomd 45 (1979}
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Table XIII 3 Too Mmany motbers had recetved litd: or n
The analgesics given were moee or Jeg
Complaints % of dipatifled nm(ulini/,ofth:muhumolm
typc Tbe methods should therefore b chow
Lack of attention
"mm:;‘k ;"_’3 accordng to the skill and experdence of the
Amlgese when eaturing obstetrician, anaesthetist or midwife. The more
Other claborate methods belong to the obstetrical de-
Total 17 partments, the casicr ones o smaller fymph
Nember questionsd 9 bospttol.
4 It is noteworthy that in spite of obvions thort
. comings, 80% of the mothers have confidence b
able XTIV Norweghan maternity hospitals,
Better service % of obsiririclans
desirable or midwives
ACKNOWLEDGEMENT
Yes 66 This {ovestigation was made powibls by & generos gnw
No 25 from Norgma A/fS, Oslo, Norway
Un<ertain 14
Towt ® Submited for publicetion July %0 1969
Number questioned .2 Bpsm Lind
1 Alerabnss
1474 Nordbyhsgen
Norway

analgesia? I do not think one should feel content
with these stotements. The mothers are apt to
compare thelr experrences with descriptiom given
by their fniends. Few have given birth to children
in places where mote analgesics are offered

Let us therefore finally see how the obstetricians
and midwives feel about this matter 66% of those
who have returned the questionnaire cxpressed
the opimion that better service would be destrable
Of the Improvements proposed about 3/ sug
gested that a better service required more obste
tricians and/or midwives, wherens 83% stressed
the importance of better knowledgo and training
In obstetrical analgesia. Thiy shows that most
obstetricians fee! incompetent {n thh fleld sod
want to make themselves morc familiar wih it.
I do suggest that thls applies also for anaesthetists.

CONCLUSIONS

1 The mothers should not be lcft alome The
presence of thelr husband would be a great com
fon to many and should bs encouraged.

2. Almost !/; of the mothers have had the
ndvnnmge of some mental and physical trainfog
for labour 91% of them claum that this was of
help Courses which give the mothers some knowl
edge about tho delivery and instruction In how to
tessen the ordeal of pan scem worthwhile.

Acts Obstet G net Scand 49 (1970}
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CYTOGENETIC INVESTIGATIONS IN MALE INFERTILITY

IMWMEWMMMG Johmen
and Hefnrich Rebbo

&Mwuhmm
r:otoma-day—-bu(ﬂud.mwmnrn&;,-d
e Male Hypogouatsm Stwly Section (Hoal § md G Iokmen, 2D, MeSoal Ompatsat
Uxhernxty !m-—ddulw—mm
(Heed Rih. Hemenrn, M D), Houlih Servics Fhovicions’ Orpwloation Laboraiory
Copenhaym, Dexmark

aph Vot goead Lt frcooeded 3 Saelerokds and
5 phin are 1n the
evafuation of the fertiity A general clinleal ex-

aination # of courss necomary—1io0
Ax #t oy be presamed that mors insight into
wile infertlity and into the significacce { the
comrelated

Ten to 15% of all murlayes in Enrope ssd the
USA mo usmally cstimated to be infertile. The
canen of the sterfity are mupposedly located
siughty mory frequenty m the woman thn m the
min Hammen (1944) foond Gt the bosband
sy had en umportant role b the Infertiity
which was ofirn caosed by mors than coo fackor

and the reader w referred 10 @xch amthors as
Hatomen (1944) snd Willamm (196K),

The degres of Inferildy In the muke i umally
extimied oo the tash of yeminel analyws. Pre
{erably mocy then ooe amatyris dwonld be carried

anatywy (erpeclally an bo-
velpaton of the fonction of the sdrmmal cortex

g0 such sndier

It & the purpome of this paper to publith the
sty of bvestigations of wex chromatin and
miotic chromosoets in sclectrd wbleriie men.

MATERIAL
W wiacicd 9w, refemd bresms of defrtukty ead

Acts Obtrt Gy mes Scond # (1970)
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Table I

0 (Aspermia) 25

<oz
0B>
5

Tetal (1 11 1ID) 98

RESULTS

Six of the 98 men were sex-chromatm posine
the other 92 were sex<chromatin meptne, By
h 1 analysis the sex<t hn postne
men were found to have 47 chromosomes and 1
XXY sex chromosome complement. Oot of te
sexchromatm negatrve men had 47 chromosoes
and an XYY sex chromosome complem=nt. i
other sexch tm negative patrent had an &

slightly fmmired fertitity (L) moderately Impalred fer
ity (IV) severely fmpabred fertlity (V) very severcly
impaired fertiyy (0) mpermia (cf. Hummen, 1944).

Jo the present serics only padents from the last three
grours were incloded,

In Tabk I the material Is divided acconding to the
clamifrcation, bat (be quality grozps are further subdivided
a3 follons. (A) the main ériterion b that the nomber of
abnommal sperm heads exceeds 63% cven if all the cases
at the eame tme hare oligo-asthenosrermls, (B) the
maln criterion b that the pomber of aperms b dew than

mill. per ml, even if all casss af the same time have
terato- {abnormal morphology) estheno- {aboormal mo-
thty) spermda, (O) the ouin criteton 5
even if peactically all cases at the sime tioe have ferato-
obgospermia,

Cells for sex-chromatin ctamination were salned with
hacmatovytin end ¢ keast one bundred undumged vesic
ular poctel were counted.

The chromosome amabyis was made by s modification
of the techrkque of Moorbead et al (1960). At keast ten
cells, but umnlly more, io metaphase were counted and
atructural analysh wes done 0o st kewust three metaphoses
after microphotography (Fllip 1968)

norma! Y chromosome which was larger than &
other chromasomes in group 21-22, and i sevend
cells it appeared almost metacentne (Fip 1L A
the other patents had normal pumerical o
structural ¢ytogenetrc results.

The investigations of the histology of the tests
will be published eisewhere. It abould b noted,
hownever that in 1 patient with 47 chromosoms
and an XXY 1ex chromosome complement, gt
matogenesis was found and examination of msots
chromosomes was possible (Skaklebxk et 2
1969). Due to the lack of knowledge aboot i
fertthty of men with XYY complements, the 1
sult of the examination of the hstology of the testy
of the patient with thes chromosome complemen!
will be publithed separately (Skakkebrk et b,
n press)

DISCUSSION

Chromosomal abaormalities may be the cause of
infertility in ren as well as In women (cf Phiy

1 e 1]
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Bede & Trolle, 1965) The frequency of such ab-
wormalrtiey fn patients complaintng of iotertlity
s very diflcuit o cvdmie because all material,
induding the present, b preseected from mome ar
Sew umknown CicTRL

The correlation between sex-chromatin xnooa-
bes and serility it wen hag already been fovestl-
gated e 1937 by Ferpweon-Samith. He made sex
chromatmn veghgutiony oa men wih

fertdity o3 wvadusted from semiml soslyer Of
758 make patwpts who had srmmel andfywes b
cange  f micrtiity 50 bad sspermis and 76 had
v thap [ mull eperem per ml, 91 of thews 126

theat w0 bad wescheom®m poniree calls, fra had
opermta eod four ettremely scyere

Y T Cameneaenmaeyl inta

x

LT LR

nw

o compements which wers mosaka incloding
calls with ¥XY From other material avajlabls
four ko 1332 (Walrer & Gerald, 1969) and ooe in
1066 newbom males (Sergovich et ab, 1969) had
eocaplement.

tion the patett with the 47.XYY complement
wns thn chromtinacgative. In Kieslern taves-
tgstion 10 patents had aboormal chrocosames
and ooty forx of thows wers sex-chromatin posl-
trve. The others had either sz chromotome ot

Kijemster (1963 1966) found abowt J6% sex
Somann poutive malel I & serier of Sweduh
sabfertile men with ker than | mdl. spermes per
mw

The huigh frequency of individuals with sex
Chromatn postirre Rimefetter
waferide men may now be undentond, beceme thw
frequency of Kinefdlker syndrome b sstimated
taboat per 1000 Living mewborn mude baker
Although confadent figares tre Aot W ghtum,
saoe materld m onow avalable Aacheas et ol
(1961} fornd 9 ot € 3000 examined newborn
mk batwees o b sev-chronatn postive, Thess
arw had egher XXY ¢h

and wers ch gath
The sxme i1 Tustrated by ancther investigation

negstive

found, although this group was not systeatically
Investigated with repard 1o chromosomal aboor
ity but ooty for sex-chromasia

tremalocation
1315 groop (Flg 2). The second, who had a

amalyth, becxine of very sna] testey,

Arsa Obiet Gy wre Somnd 15 (1370
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T} 23 nei—
31 1 e
{
zg’:mx YR . Fi 3 Banotyre of sexchront
Degative male with 45 chromosoey o
_ A prepmuably deleted ) chromowst
had 45 ch plus a fr whch for  showed clinical symptoms of hypogonadsm and

other reasons was mterpreted as a deleted Y
chromasome (Fig. 3)

The frequent finding of infertile, sex-chromatin
Degative men has also been confirmed by do la
Chapelie & Hortling (1963) and by Mclllree et al
(1966 a and b)

Chromosomal abnormahities sre thus important
actiological factors in male infertiity at least tn
men with aboormal spermiograms. Whether such
abnormalities are found in infertile men with
normal sperm i much less certain  Stenchever
et al (1869) found no chromesomal abpormalitics
among 25 marred couples with primary and 7
with secondary sterility These 64 individuals were
stlected for chromosomal analyss b-causc all
other investigatrons had proved normal

Apparently normal spermiograms do not, how
ever exclude chromosomal abnormalities Kjexsler
(1966) found abnormal chromosomes in patients
who had up to 80 mill. sperms per ml and with
lest than 30 o sperms with abnormal morphology
in their ejaculates. In our series 1 patient with a
47,XYY chromosome complement had 3 mill
permy per ml

Our materlal was selected for steribty De la
Chapelle & Horling (1963) sclected a group of
patients who consulted endocrinologists because of
Impatred or supposedly impaired sexual develop-
ment or function. Thirty four of their patients

Acta Obstet Gy mee Scond 49 (1970}

one half of these had abnormal chromosome co-
plements. It Is notesorthy that they found thit
some patlents with cryptotchidism had aboormd
chromosomes.

A perusal of the literature on aboormal Y ¢hre-
mosomes including aboormally long ones, wemd
to show that Y chromasomes atmormaliies are 9
frequent, that amy pathogenctic significance re
gardmg infertlity cannot be attached to them
Apparently abaormally long Y chromosomes were
found in several of cur patients and at least 1
patient with an almost metacentric Y chromoson®
In many cells was also found. Because sex chromo-
somc abnormalities are not necexarily aceompt
nued by infertillty or sexnal abrormalitics (Sobsad.
1963), it becomes even more dufficult to evaimts
the significanco of such findmgy.

It may finally be mentoned that chromosomd
abnormalities In men and women may hampe!
fertility not only by preenting concepuion, bt
also because of an Increased temdency to aborhos
It is however doubtful whether thrs has any quan
titative mportance. Singh (1966) thin mvestlgated
22 couples in whom the female partaer had had
an abortion with absormal chromosomal comple:
ments. All these indlviduals had normat chromo-
somes and this has been confirmed by Shaw (cit
Stenchever et al  1969) B shun & Morton {1968
also found normal chromosomey 1n 7 wormen who



Bad had st lext 2 spoatancouns abortiont. Perga-
ment et al (1968) fornd only one tramslocation
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HUMAN PLACENTAL TRANSFER OF AN
ANTIFIBRINOLYTIC AGENT (AMCA)

Stig Kullander und Inga Mare Nimon

Kallreder)

1 Obuetrics and Grweccology (Fesd, Prof Sty

MTW&’WIM(HMMMUnNMLMMMHM
D sty of Lamd, Mabwd, Inedrt

Absract A fibrmohytac iebibacr AMCA (e paien-
ol ve gz

& AndeTwon, 1961 1966). Moro recently wa have
foaned our micrest on AMCA (rmexamic acid,
trags cycioly horvik

(Andermon ¢ dl, 1965) Melaoder ef ol (1965)
and Angerman et ol (1968 have described chemy-

AMCA As wn fnlubuor AMCA has certaln ad-
vantages over EACA. U e aboot 10 times moxo
powent and s ude effects are both mBder and
Lews frequent,

One of the wndxatiom for the e of antl
fibrinolytic ageats w (Tbrinofytic bloedlng W as
rocTitin with delivery We therefors coneidered
kdmmﬂdmmﬁmmh.mm

throngh the phacenta. Since AMCA most R prov-
mtlfctnﬂdcn'dﬂ:e antiffrolytic dmg of
choice, we gave it to 1 women Jost about to be
deitrered by Cacsarean section. The concentration
of AMCA wxs dettymined | maternal and
mnbifkal cord blood.

MATERIAL AND METHODS
AUCA A wafle wwom wixion Crkickapron® (g0~
dpcrd sed mprid by AB Kabl, Stockhotm, Bweden)
cosmoring 1 g/l wia used.

Clowcal Mol The cBrical maactil cowsiwed of 12

(1965 snd 1968). Serom mmples from the (ol
Acre Odutet Gy mas Scond 49 (1978)
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URINARY EXCRETION OF OESTROGENS AND THE OESTROGENIC
EFFECT IN VAGINAL SMEARS IN POST-MENOPAUSAL WOMEN
WITH UTERINE BLEEDING

Berndt Johan Procopé

lmhwluudwdam(u—hmwm
wen ond Profeowr Pan Vars) Helxki Uwhermy Costral Hotpesl, Hehinkd, Findend

Adwrect A won comomy of 145 postorsorvmel

seported by Lajos o al (1963), end Frempen
968
Gince the Sovelopment of chemical methods of

The stattogermc offact & vpewd oo hs drianoiaad
sed the sty

- -
Thowe peirnis ik werse Hordeg sho owed ae
cffect w O bl

vayeg m degros
(Novak & Richardwan, 1541 Nowak, 1944 Fahe

had & Brodern, 1946 hottaeiur 1947 Davics
& Witham, 1957 lchio & Kumwmen, 1957
Packs @t 0l 1958 Noer 1961 Procoph, 1968).
Them endometnal chimgrs may rowolt ka tterine
‘:“-’trwmmm
oo be doe to tropine
or  callpant proces. eI & oty
focressed orutrograke activity bn vagial smeers
i cawt of pou.menoraual biceding Lty been

s0rin (oestrooe,
oeutriol), the reliabllity of cestrogen Sctermioe-
tions has focremsed saxd ft has been proved that
theye three  clastical® cestrogens Arc present not
oaly n the utine of fertlls women bot abwo in
the urine of women (Brown,
1955 1958 McBride, 1957 Breoer ot oL, 1957
Lynghys & Mogensen, 1961 Brown & Muthew
1962, Nimen-Meyer & Sanpar 1963 Grloroos,

MATERIAL

The sccs comsieimd of 143 pou-mmmonemal

ah warm Wewmg. They ey o demt 41 pearr okd
tad C toee bipes wote el mentTmbhon was o
Jows 0w Yo The comtrel growp coosetad of 59 pow
cnopeneel semen, e Etewwe wacs x komt 43 yems
o sod Pud ad ther at memTfon st omy
yowr prevoody 1n thew cases
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Dawley 1968 Nodén & Thulm, (958) I i

Table I
minent
Matermal blood serum  Cord serum
Tima Coocen- Coocen
alter tration tration
end of of of Tl endt N T
inf. AMCA Volnme AMCA
Cuse (min)  (uym) @) G
RT 15 b 42 »
M M 15 37 s <4
IE 23 14 25 12
BN 15 26 13 <6
LN 10 30 2.7 23 This
1s 13 3 as 3n
A B 10 10 16 7
M S s 13 14 26
EJ I .7 2 4
b ¥ bt 2t 38 14
FL 3 24 15 13
a M 10 T a2 9

term mfants cord blood contained AMCA in 2
concentration of 4 to 31 p#g per ml

1t is thus obvious that when the antifibrinolytic
drug AMCA, iy administered to women in the
last trimester of pregnancy it panes through the
placenta. The half life of AMCA in serum {s
short, about 1-2 hours (Anderason et al, 1965)
Newborn babies have a high fibrnolytic actmty
m the Hood (Markardan et al, 1967 Ekelund,
Hedner & Nilsson, 1969) Whether supprestion
of thrs activity during the fist few hours of life
has any untoward effect on the pormal infant is
Dot known with certatnty but we have often used
AMCA In connectlon with delivery and never ob-
served any xide effects in the infants

Our finding that it & possible to suppress the
fibrinolytic activity in the new-bom by medica
tion of the mother offers interesting aspects of
eorly trestment of pulmonary and Intracramial
tacroorthages sustained by the foetn during sts
pastage through the birthcanal. Such baecmor
rhapes may be fatsl, capecially in premature ba
bles. The level of pulmonary plasminogen act
vator In the ncwborn bt high (Ambruy et al, 1965)
apd this may account for the most severe hacmor
thagic mamfestations occurring in the lungs. Jn
tracranial baemorrhages arc most often inftuted
by vascular rupture but oming to the relatrvely
poor coagulabiity of the blood W newbarns, it
might be wise to delay fibrinolysis, 3 mexsure
proposed and used with some success in the treat
ment of subarachnosd batmorrhages (Mullan &

Acta Ob 16t Gy mec Scand 49 (1970}

¢ Labour the foetus could be grren
AMCA prophylactically by adminhtration of the
drug fo the motber fe a route loag used for
propbylactic therapy with vaminh 10 decrense
g <P babls. A e
trolled elinical trial would show the benefits s

drawbacks of such prophylacis with AMCA.
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Table L Histological structure of the endometrium inclading cervical polyps ro of cases, mean ape onf pe

years after the memopause

Manyan

Histological structare of No. of Mean ape -nau;
the endotnetriim s % Gran)  mmopame
Biced: g group
Atrophic endometrium 3 e [} 140
Stightly proliferath ¢ endometrium s 53 si: 43
Proilferutive endometrium 12 33 %6 30
Hyperplasia 16 11.0 38 50
Cystic glandular hyperplasta 20 138 1 3
Endometrial polyp [] 53 s 91
w polyp +strophic endometrfum 8 41 i8] 139

+ € end. il 5 34 578 84
Endometrial polyp + hyperplasia 3 34 (S K] 170

polyp+eystle glandular hyperplasia 5 34 518
Cervical polyp + atrophkc endometrium 7 43 618 176
Cervical poyp~ hyperplasia ] 34 613 90
Secretory endometrium 1 07 S8
14 97 641 140

Total 145 100.0 603 10.5
Cowfrof growp
Atrophic 4 373 610 3.
Stightly proliferatl  endomsetrinm [ 109 608 127
Endometrial polyp + atrophic endometrinm 1 12 ns Do
Total 53 100.0 628 12
von of the bleding time coagulation time, fBnnogen RESULTS

Patlents with cervical carcinoma were omitted from
the serics.

METHODS

The trinary excretion of oestrone, oestradial and cestriol
was dctermined during three consecoth  days by the
method of Adiercreutz et al. (1967) end Adleroreotz &
Lovlkainen (1968).

Vaginal semears were studied by the method of Popa-
micolawow and Truwt (19431 The oestrogenic effect was

lostrate  ery well the ocstrogen acthity in aginal ymear
(Pundel, 1953 \Wachtel, 1958 and 1960). I some of
the present cases prnital prolapse or  aginhtw prevented
the detcrmungtion of kI and EL

When all  agmal smears and urinary samples required
for ocemtroge  determimation bad been oblaimed, curet
tape way performed In order to obtaln an

blopsy sTecimen for histological ia estrpation

Art1 Obatet Gy mec Scand 49 (1970}

The histologleal structure of the endometmm,
the number of cases, the mean age and the mem
ume lapse after the menopawss are shown B
Table I Atrophic endometrium was observed i
228 4 of the patents in the blecding group
In all of these coses blecding way very seanfy
Another 6 patients had atrophic endomerriom
+ an endometnal polyp, and 7 patients ks
atrophic endom-tnum + & cervical polyp. Most
of thesc patfents were eiderly and the Intend
between the menopause and the oaset of bloeding
was looger in these cases than in the remaindt
Those patients who exhibited an oestrogen effect
in the endometrium varynng in degree wew
younger the interval between the menopaust and
the omset of blecding was shorter and bledmg
was more profine An endometrial polyp w3
present in 9 cases Secretory endometnum w3
obsenved in one patent she was 2.5 yean ot
and the ume lupse since the last menstnntion
was _5 years Fourteen patxnts, mostly of the
oMder age groups, had endometnal carchoma
The control group consisted almost evclushrely
of patrents with atrophic endometnum The meas
ape was shightly higher In this group than lo



dom cd not differ from the values for the con-
trobs, which tiroughoot wero Jow

In some paticnts whh an eodometrial polyp
nneamgmkuﬂcdvm\ntlndqmmcb-

rmo & Orduroos, 1963 Timonen & Tervil,
1963 Charkes ot &l 1965 Procopé, 156%).

In elderly women sigms of an bncreased oestro-
¥ may gmly pical proceat,
most often Jocallzed 1o the ovarkes, but the pos-
bty of the producthon of oostrogems from the
adrenal glands should aho bo takem o a
count (cl. Procopd, 1968)
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Table 1[I Histological structure of the endometriam, no of cazes, wrinary excretion o orstropens ol
mean calue of Ki and EI (n raginal smear (n the control groxp / ®

M ~median valoe. Ocsirogen valoes and mean ki and E valnes in brackets Indicate range

Urinary excretion of oestrogens (g4 hr)

Hntological Rl fli
strocture of No. of Total vaghn] ymezt
the endometrium cass  Oestrooe Oestradlol Ocsiriol oestroprat (o2 )
Auvcphk endometrium a8 :&n M 09 M3 M3 M2
A4 6} 0.0-6) (1.9-190) as-u7 ©-1%)
Shightly profiferntive 6 M 15 M 0$ M7 M M1s3
endometnium 0s-30) (0.0-15) (10 (63-120) ©-29)
polyp+
atrophic 1 41 a1 LX) 17 °
Total 53 M14 M 083 M 37 M0 M
0446 ©.0-2.6) (1.9-19.0) sun ©-29

oestrogenic effect in the vaginal smear 1n these
groups did not differ from the corresponding

endometrium s mdicative of cestropen prodic

tion for an even longer petiod of time.
In oddith the conversion of an fmate

values m the control group which through

were low On the other hand, thote patients
the bleeding group who showed a stronger oestro-
genic effect in the epdometrium and jn the va-
mnal smear had o cleatly fncreased excretion of
urinary oestrone oestradiol and oestnol, although
some overlapping occorred. Of the varlous urd
nary oestrogen  values  (oestrome, oestradiol,
oestriol and total oestrogens) the fotal excre-
tlon showed the most obvicus correlation with

sterold to a blologically active compound at
end organ and the possibility of a differestd
response of target organs desenc considerata
und mught explaln such an upexpected fisdiy
allhntul-hypexphmcmdomcmmincml‘“
tion with an atrophlc vaginal smear (Noval ¢
al, 1965)

Moreover it should be taken into sccoust tat
oaly part of the oestropenic compoments I
| by chemical determination of urAi}

on oestrogemc effect m the end fum al
though overapping occurred. Morcover clearly
elevated urnary oestrogen values and an in-
creased oestrogenic effect In the vaginal smear
as compared with the control group, were noted
in the bleeding patients thowing an endometrlal
polyp The patients with a cervical polyp had
shghtly clevated values

DISCUSSION

In cases of post P 1 utenipe bleeding the
cause of the bicedmg must always be ascertalned
by curettage If an oestrogemuc effect s atserved
in the endometrdum, it is advisable also to de-
terming the urinary oestrogen excretion and the
oestrogenic effect in a vagal smear The uri-
nary ocstropen excretion reflects the oestrogen
production of the organism at the time of the
study while an oestropenic effect in a vagnal
smear s an cxpression of more persstent oestro-
gen production, and an oestrogenic effect o the

Acw Obstet Gymec Scand 49 (1570)

ocsirogens.

Considering tbese facts it fs undenstandable tht
the unman oestrogen excretion, an Oe3topest
cffect in the vapnal smear oad the hustolofcd
structure of the endometrium arc not always o¥
related.

A posbve correlabon was observed botwec?
the unnary oestrogen excrethon, an oestropr™
e((:cthmm;lmnndmocﬂmgmcff
fect [ the endometrium, although overlaprinf
occurted In those cases in the bleeding grog
tn winch an oestrogenuc effect in the endometi=
vanying m degres was poted, the tme lapse s
the menopause was shorter than In the rematndét
of cases. The unnary excretion of total oest™
mlmdlhemmklnndﬂ[lnnginzl:mﬂﬂ
were higher than the corresponding values 0
the control group to a depree that was statjsucally
sigmificant. However the valugs poted for thow
patients in the bleeding group who
atrophie or only slighthy proliferative endomet
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ORAL CONTRACEPTIVES AND GLUCOSE TOLERANCE

A Cliniesl Stwdy of Theee Differemt Oestropen-Progetopen. Combination

Sigrard L. Pebroon

Fi he Deportownt of Obsterics and Gynareology (Head. Prof Saw Brody)
i Unpermiy o Gitsbory, Glicbury, Suwwdmm

1960 Berggeat, 1954 Horvir, 19%7 Hoet, 1954
Ble 9% Kyke 1963 O%ullvan, 1966 end
otheny) Women with sobciinical disbetes cxn de-
tiop  camlest form of G dreme. If they wers
® the predubete, ondamounbls staps befars
Preprancy  gocose toletante test during prey-
macy can revcl wbdmiced of tven monifep
dubeter,

Ww concorrabic that the stats of prendo-preg-
Mnmhmmhw

for a simiar modification of glucose metsbolism
fn a diabetic direction. Thers exist both theoretical
and experimental grownds for thia

Toghe (1943) whowed that ocstrogen had a dls-
betogenic eifect i min. Conicomteroids cymed &
change in glocoss metaboltem eimilar to That foond
in disbotes meflitos In roan (Sprague, 1950- Con-
ard, 1955 Holten, 1957 Qrodsky 1960} Treat
ot with smabolic strrobds resolted in o lowering
of the k valoe after an jntravenom ghocose toler
mt:ﬂﬂan@n,“‘ynn.l%?.l%nom

M‘NM\%D anmmdwmﬂ
oids produced an increase of the plawma cortbsol
coocenination (Layne, 1965)
Great {oterest huy been showa a1 e secondary
effects of contraceptives. W yne (1963) reported
evatd blood fugar alves tn woenen fTeated with
thewo drugs, end Qenberg (1964 wis sHe to
demonatrate that they bad a dhtinct diahitogenic
effect. An increamed content of plasma Sorticoster
oih was reported by Metcalt (1963) and others.
ince then sevenl fepors have been poblished
on the dsbetogenic effect (Spellacy 1965 1566
1967 Peteson, 1966 Buchler 1966 Wynn,
1966 Posae 1967 Puchuln, 1967 Dasowkd,
1968 Pyorilk, 1968 & Paola, 1968} Oml glo-
coxe loading has been the main method mied Jn the
experiments (Genberg, Bochler Wymn) but iotra-
venous glucoss toberance tent has alo betn em-

tent bavo sl been made (Spellacy 1966, 196§)
Some of the reports, bowerer have dicounted
the dlabetopenic effect (Bufterman, 1967 Frerlct

1967 Lumell, 1967 Starap, 1965

Acte Obpart G mer Scand 49 (1370)
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ORAL CONTRACHPTIVES AND GLUCOSE TOLERANCE

A Clinlent Studly of Three DiHferens O:

Combiratk

Sigrrd L. Pehrson

rmhwﬂom-lmmﬁu(ﬂdhﬁhml
Umirtrmy | GSieborg, G3uthers Swedom

Absract Thtes arsl costraceptivn whth €lfereae seairo-

Dol rarstreel cxcle

Pyke 19% kyle, 1963 O3allvan, 1966 and
ofhert) Thomen wih whchokcsl dabetes can de-
\elop & pmmfest form of the disesse. If they wero
® the peediubec, andagnosible stage before
pegrancy dml&rmmduh;m
M0cY @B e 2l sobcderal of even ponfen
daboa

lthaﬂcﬂnt&tmotpw'
2200y € Led by oril cotncepthes b resporsile

for shmlar dification of glocoss b
i1 & dadetic dircetion. Thero exist both theoretical
and

experimental grounds for this.

Ingle (1943) showed that oestrogen had a din
betogeoic sffect in ran. Cocticosteroids caused a
chunge tn glocose metabolhm similar to that foand
in diabetes mellitns in man (Speagne, 1950 Con-
ard, 1955 Holten, 1957 Oroiky 1960). Treat
ment with anabalic Merodds resalted in s loweriag
of the 4 vadue after an ntravencm glucose toker
ance test (Landoo, Wyen, 1962, 1967} Ocstrogens
polentiated the dhbetogenkc wctlon of cotticoster
o (Netion, 1%63). Oestrogens kod 19-borter
okds prodoced an jocrerse of the plasma corttsal
concentration (Layne, 1965)

Great fnterest has been shown ln the stcondary
effects of contraceptrves, Wayne (1963) reported
ovated blood sogar vatues in women treated with
these drugs, and Genberg (1964) was able to
demanitrate that they had u dhtloct dbstogenic
flrct. An tncreased content of plasma corticoster-
oidy wat reporied by Metcalf (1963) and othery,
Smce then saverl reporis have been published
on the disbetogenk. effect (Spellacy 1965 1966,
1967 Peteron, 1966 Bochier 1966 Wy,
1966 Posoer 1967 Puchuln, 1967 Danowall,
1965 Pydeils, 1968 di Pacl, 196%). Ond glo
ove koadiog has been the matn method wed in the
«xperiments (Gentary, Bochler Wynn), bt ioirs-

effect (Butierman, 1967 Freriche,
$967 Lunell 1967 Starup, 1968}

Ana Dbsaet G) nec Scxnd 49 (1979)
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Table T Number of patients treated with 3 differens PrOfestogtn-oesiropen combinations

Drugno. 1= Anoslat no.  =~Volidan, 5o 3= Ovulen

No. of paticots  Progestogen

Ocstrogen

Drug »o

[Xu] Norethhtcrone acetate 4 mg Ethin locsttadiol 0.03 m, 1
8 Megestrol nortate 4 mg Fthinyloestradiol 0 03 m: 2
1 Ethy nodiol acetate 1 mg Mextransl 0 ( wmg 3

In this work, the effect of three different cestro-
gen-progestogen combmations on glucose toler
ance has been studied. An hntravenous plucose
tolerance test was caried out prior to commenc
wg treatment and after | 6 and 12 monthy of
cyclical treatment.

MATERIAL AND METHOD
Three dllerent Ily avaitabic £

Trenty of the wamen were ghen a repented placwe
toletance test after 1 month of treatment, kb 19 o
mnother Injecion was phen afier 6 monks of ol
Uratment, and in § caves | mombs after the Jeol o
jection. There way no change of drug duting the wext
of test A blood sogar text was made before ibe ghaxe
injection and 10, "0, 30 40 0 sod 0 min st e
end of i The blood mpar wa determined [t glare

d The balftime (T1) of the ghcome covazT-

ﬁ\mm“-mefunne-u(nTahknTb.gb.
wetrcal hhiory was taken and the presence of a famity
hhtory of dabetes wa recorded. §i of the women had
not gren birth ¢ children. The others had 14 children,
M\om‘hhlhnﬂyhmnryohﬁ:bemot\hhuhq

tion was abo cakulated,

For the cakulation of & and T} the graphh meisod of
(1953) was employed.

featuret leading 10 any ict
indud:dtulh:mhr{oneo(thd:chnd:mbd-b{nh_
welght of 4.5 hg of more At the start of the treatment
all of the women were ssbxcinely healthy and had
nommal memtnal eyclks, None of them were abnomally
obese Thelr mean apr war J years

Alter & 1 hur fat, S ¢ of ghxosre w2 0% solvion
were tdminbiored intrmenomly The subjects had an
sdequte carbohydrate Intake during the days precedmg
the injection. The {nvatiption was conducted during the
first week of @ Oycde and dunng ihe fint cyce week of
the month prior (0 the beginnmt of (he traatment Al
the women were ambulatory and sat up donng the tests,
No sigmficant general or Jocal reactoms conld be Doted
after the glocow inlectiom.

Table Il A-ralues before and after 1 6 and 12 months
of treatment with rorethlsierone acetate 4 me and
ethim loestradiol 0.035 mg (Drug 1)

K atoe
Cmse 1 L] 1
no Pty Age Before month months monghe
43 pu. 3 o7 147

9 1 ~7 Pl -5 ~67 19
" 1 18 10 3w 1” -~
1 4 40 4 N «17 43
3 1 169 4 17 169
13 o K 408 247 383 46
1 [ 6 (9% — — —
Mean T [ |

Acta Obstet Gymee Scand 49 (1970)

RESULTS

Seven women took oral contraceptives containitg

norethisterone ocetate (4 mg)~ cthmylo stradsl
(005 mp) (Anolar) (Drug no 1) The age drster
bution and number of deliveries are given in Tal
IL The mean £ vafue of this group was 240 befwe

. € 2
Fo K vy betwe nd alier ) b 3nd ) moots ol
mmrm-lmmnhmmmmeln,.nimm)l-
ceviradsol 00% mg (Dmag 1)



rratmest. One woamin did ot retum for further
tokerance tet after 1 month, and j not
achuded fa the serer After | month of treat
ment the mean Fvsioe rose o 275 A sy of
e Jodividual observations showy that the k-yaluc
roe tn 6 women. In 1 case a Wight decline In
value coutd be poted. The womin who thowed
ths slght reduction had from the outwet a remark
tﬂyhhhh:hhlﬂlnt'rhelvdmmkbyoﬂ
A T} calenlaton gave an average of 31 sec be
fore treatraent and 26 sec after & moath.
After 6 months of treatment the mean Lyatus
wan 245, Le. slightly higher thon the bmital valoe
bot somewhat kower than afier 1 moath of me-
dication This difference, however b neglipble,
0d even in the individml cases ro more marked
shange wnt recorded.
Afier 1 year of trearment with Drog po. 1 the
mesa & vatoe had wcremed somewhat, of to 298
Howerer this mes b tmsignifcant. The Tj bad
mcrersed by § sec. The panent who bad  dlightty
lower £ vatue afier a month of treatment showed
after | yar an inctesse 1o 8 value ahove the inftial
ont The changes in k valos are thown graphically
oFgl
Scx womien wors treated with  dmg containing
mepestrol acetate (4 mp) — ethinylowstradol (003
my) (Voluden) (Drug no 2) In [ eme no rewits
coald be drwa froeg (he fust mirrvenous glucoss
mection becatne wrovg reagent was ied The
mean twauloe for the remaining 5 casey wae 2.37
(Tabke UT). After | month of trestment & had
decreased 0 2.19 A 6 women arp incloded in
tha frgpure. The mdrvidoad varmtions m thit group
wore somewhat Lirper than m the former group,

Tablo 1. K-relnes Scfore emd afser 1 6 amd 12 months
of trearment Utk mepestrol scetewr 4 koer-
trachel 003 s (Drwg 2) i

Evaime

Oral contreceptives and glucose toferance 251

with meperol scristd

Fiz 2 Kokom tefors and eltsr 1, ¢ and 12 moatis of
trowtrment 4 rag—ctkdayioestraSal
005 = (Dreg 2.

Three wornen showed a slight riss in kvsloe, Two
showed a modenats redoction. The mean Th valoe
wn 30 sec prior to the fint treatment and 35 seo
after | mooth of treatroent.

Another ghocose tolerancs test after 6 monfhs
of treatment gave & mean k-vajoe of 2.18 for the
remaining 5 patienty, ie. the same vahoo &5 after
1 month of treatment. The indrridusi varfation
was gow relatfrely large. The Indivihnal obserya
tons are given in Table JI, aad graphically in
Flg .. Since Drug no 2 wat po Jooger  vaflable
after 6 monfbn of treatment, thi series was dis-
contivoed. Other drugy were msed I stbeequent
Uratment.

The third group started with 9 women, They
wero irested with & drug coetaining ethynodiol
scciate (1 myg) - mestamal (01 my) (Oven) (Drug
po. 3). The mean k-valne when the ghweows wes
injected iotravenomty befote starting treattent
w1 2.40. After 1 month of medication 1 woman
Bft the tria) The mean k valoe for thets 3 women
1ell from .56 10 2.22. In § cases the & valoe sank
by betwemn 147 and 032 (20 Table IV) In 3
casty a slight rie wis observed. That the redoction
2 caws was ;8 large w3 147 and 145 o

Am

—_—

8 wonby of note. The Th valuey had
& memn of 27 sec befofe treatment and 3] sec
afier a month. I the 2 cams which shownd the
burgen decrease in Lvatue, the T valoe way also
aontderably extended. It increased by 16 md 24
m;lnﬂxuh-r!mummg}mw*
clawed, the T3 extenkion was jewignificant, 42 and
1 sez, Thres cames of a ritc In Kvalom and & shorter
Th were aho abserved.

After 6 moatis of treatest the mean kvl

Acts Odtiet Grmec Scand 43 (1970)
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Table 1V X ralues before and after 1 6 and 12 monrths DISC!
USSION
ofmfmn(f with ethynodiol acetate I my and mesira- In earler work, the glucose tolerance tats
nol0 1 mg -
Drug 3) frequently not gven until after several monthy

treatment and true control material was often Ix
g In one and the same test seriey, the goce
1 6 12 tolerance tests were done after treatment e

Kvalue

o Py A Beor month moois months  of varying length, Sometmnes the results were b
on the summary of expenence obtamed with d
3 3 40 30 347 —
2 2 1 158 248 ﬁz = ferent drugs. In most of the Investigations ¢
1§ g 5 ;:; ;.:: 137 — treatment was cyclical although continuous tre:
169
11 2 3 ¥ = o iJl ment was also used. In some cases sequental dre
15 0 23 210 217 158 257 were employed.
g g ;2 1Ty — — — To carry out an investigaton of thes kmd 1t
: 28 14 217 an essential to cstablish standardized experiment

= e e 191 conditions and a preclie test method with ki
i M m om s reproducibllity The onl glocose method & ke
sultable In this context. It has a large mdnudz
variation (West, 1964 McDonald, 1965 0%
continued to declme. It fell from an Initial valye  livan, 1966)

of 2.56 to 177 Relative to the second test, the The Intravenous method 13 regarded a3 superic
kvelue declmed in 7 of the B cases studied. partly because of s high reproducibility and par
Relative to the k value before treatment, a de Iy became of its negligible effect on the release ¢
creased value was also noted in 7 of the 8 women.  insulin from the pancreas during the tests. |
In 4 cases additional glucose was injected after would be ndvisable to study the basal glucos
12 months of continuous treatment. Three of the  metabolism (Franckson, 1962 Hales, 1963 H
women who previously had showed a distnet rick, 1964) But there are still a number of prot
decline in k value now showed a rise towards their  lema assoclated with the intravenous method. Th
pre-treatment value, The mean & valoe became & value obtained when determining the assimila
226 The T} calculations for ths drug showed tion rate does not Incremse Imearly With ov
an average rise of 4 sec after 1 month of treat k values, such as 1-1.20 an jncreasc of T} b
ment and of 12 sec aficr 6 months. A check made 1 ec, for Instance, produces an increase of & by
after 1 year indicated that the mean valus had  only 001-002, wherens an equivalent extensic
rien to 31 ec (sec Fig 3) of the time with high k values, such a5 3 00-320
increases the k valuc by 015-020 A mivor €t
. tensron of the half-lfe Le. a displacement of th
glucose metabolitm towards a dlabetc pattero
will—f the person starts with a high & value—
produce a dromauc decline of & while 3 cof
responding tmme change in a person with a ko
k valuc from the start might be imperceptible. BY
using the half-time (73) it ks possible m part ¥
get away from thus, The relation between & and

T3 It shown in Formula 1

20

Tabke V  Estimared &-calve-differemce in different L

ralwe-ranges

K aloc range Difference betsecn & and £
° b1 s 2 —
Fig 3 K s befor and after 1 6 and 1 montht of fﬁlg :ww
ununenllhhﬂ-hymdblnmﬂlm od mentranol 545345 Abomt 14
ot mg (Oox 5}
AmOme)mScﬂﬂ(U?ﬁ)

-
~ N E



mdmmmmmm&d
bymmyunhcn'\'b:mnn!ulmdﬂw&D
of 41l the k-raluet have bewn caloined. Wo b
cdlxtion bxs been made of the  verage k-valve In
different Lallnedm!!\hﬂpm‘ for e
dobie loadmgs publbed I the litratee aro
wad (Coaard, 1955 Duncan, 1956 Lunell, 1966)
hm-wwm-mmﬂdﬂmm
dispersion fa the f-ratoe clas 0.50-1.50, whero the
majonty ! the published exses are formd, 2 mean
variation of 0.90 £0.05 i obiained. This vartation
b equivsient m th X valoo range ® & difference
of 5 s fo e balf-time (T}) By sddmg 2 8.0
& time difference of 10 sec would bo obtained
& ibe hithest permimitle difference. It a tme
ifferencs calcnlated o ibh way b omerted
Formada 1 the highent permbssible differencs
k-mioe within the dufesent k-value rmpes can b
Aetermmed (yes Tabke V).
If thn stathsticd method of calenlation B ap-
olied to the matenal to they work, i b fousd that
Drug ro 1 xnd 2 33 ot appear So bevs aoy
dubetogene effect m thy caaes studied.
Aftrr  month of treatment the wys of Drog
0. 3 g en dgnfleant decline in Pocose
tolerance. Th becamz mors compicaows after
6 months and mst b2 roprded 11 matisicafly
sgfest hers. The mesn kaaloo for thhy drog
fell from 36 30 177 Thn decltoe s Jeat
0 & 12oec atenuon of the balf<ime. After &
yoar of Ueament the mean £-valoe rosc agam to
nextly iRt pre-treatment level, Thoe, during fels
the glucose tolerance had becors normal.
The rewts of thes work partially sepport

wlrasce afwr an tske of ora!

(Spetlacy Pmmmm.\n‘w
aathors wested dufetens dregy from those yed o
1 work Pomner (1967) need ethynodol
meetranol, Le he 530w combloation sudied bere
Wysa work (1966) ncinded  memder of
""’""‘"“““’”*“Utmhamm
bﬂudcmmﬂhothzrmwh n
tax  orl No dubetogen effect coddbb:dob_
wred, whieh suppets tat this may ba
o peafe bormones. Notr sboddd vanatiam in
mdn il wominrity be ignored The iabfity of
ome wwthors to extablak # dishewogrnkc effect
™) be related 0 thewe factorn,

it 1 sdmrable to oy out further tests of ke

Oral contraceptives and ghacoze folerance 53

dfic sex bormones under stmdardized expert-
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POST-OPERATIVE WOUND COMPLICATIONS

Anhﬂhnu.Eﬂ'DVudah:nmebfWﬁfholm

eadr Projrmcy Fan  Vars and
From the Depariment of Obewirict and Grmarceloyy (H
Profeser Sakari Twnsert Unheruty Contral Hogpoul, Helaak, Filond

Tade by RyIeToMEY 1] eperEhons Sor mabgeal deset,
ol che grestes Towbyr chwt 0! hyscracscbo od
Prochylectc

epcranomm for i
el T 7o of wousd miscnaos W 43%

The protestion of eperstive womnds from infection
and other complatom b schieved primarfly by
mawranmy #rict mepsh in surgical hospitah. Ab-
whus, mepen, howeerr cas never quitn ba wt
tuned Thete seerm Inde room for doubt fhat
even @ the bist ovpanized operating theatmts and
warths, and evm with the protection of antiatics,
PoRoperatrve womd infections will cawse comph-
cahons m eome of the paticnts.

The presest anaiysh of a faidy largs scrics wny
deugmd to throw Lght oa the prot by deter

o Oremscylogy
Fatad dmneg 11
yan bow 13 e 0967 ARcgriher 93 2
ot pedeny
s Accardotly e il modenes of wmed com-
"5 Om oM W T Rtems b

E

~ T

:
]
&
i
1
£
:
B
]

%5’
i

A bacteriological swab was taken from the wounds
ol 279 paticnts, Lt I a third of the catex with &
complication. Table [ shows that

wbas o & nogative swab wny formd I 27% of
ctses, and prograke Staphylococem o 9% of
cxver I 24% of tmab E. coll wes observed. The
raies of Protems #0d Peetdomonss wre very fow
2.5% for the former and 07% for the Lutter. Al
together Gram-oegative baellH were found In 27%
of the mfected wounds

Annnal incidence of wound complications

The iocidence of wound complications b pre
snted fo Fig. 1 1t B seen thas Go toal pumber
vatted from 50 10 80 per year Guring The period
1935 10 1967 excluding the two “infection yean,
1960 and 1964 In both thee years there were
sbout (30 sarpeal wound infections per year
which b about twice the average rxte thuring fhe
enture period of sbarvation. The mot Interexting
featoce of Pl 1 bowever b the Last 3 yeany,
from 1965 to 1967 During thiy perlod there wers

oty about 30 casss xosuatly which & about balf
the previos tevel.

The ennnal dixtiribution of operetions and
wownd compllcasiony

‘hhklllhcnlhelmnnlfmer .
corapications in eperatlons of different typar. It

Acke Obeset (e Scmd 49 (1970)
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Tuble I Bacteriviogical grading of swabs from Infected wounds
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can be seen that the numb.r of operations per
year did not change essentially during the 13
years, especially the years from 1956 to 1967 are
comparable. Both the number and percentage of
wound complications are shown in Table H and

dufferent operations, the fewest complication
curring after sbortion made by hysterotomy &=
operations for malignant disease, and the greaiest
number after hysterectomy and operations ke
Incontis The frequency of h 2 wn
but that of infected cncs 33

Th

Fig 2 for a few of the ups of
operations. It can bo seen that there have been
no specific changes In the incidence of wound
complications in any particular fype of operation,
but that the changes follow the average trend of
wound infections Clear differencey can be no-
ticed in the numbers of complications following

variable, depending on the type of operbet
From the data in Table Il a comparson ¢ &
made between the two ways of operatmg 02 e
appendix, elther by appendicectomy or by Imer
tion of the appendic. There seems to be R
fewer complications followmg the technique of B

Table IL The nambers of operations and wownd complications In various 1ypes operations from 1935 t0 1567

Operatons for Abortions made b
Total Total hysterectomie Subtotal 5 drscass perotos
wumber of .
Year operanoms  Opcr Comp. Oper  Comp Ot Comp Oper  Coop
!
1955 1779 157 ) 43 M 14 36 9 1 30 16 : i‘
1956 204 244 1 FERNY 1 FER T 6 st o o
1957 263 > 7 [ S & s 1 25 .2 s u
1938 2592 e 16 51 401 14 33 160 7 P S ! »
1959 376 430 4 16 M1 13 Tt I3 43 Wl l' H
1960 2640 436 32 13 308 18 5o a5 7 46 16 |’ H
1961 a3 LI 74 59 1t 4 161 1 o 4 "
196 246 mn 4 65 24 1 4418 [} 3y ws g bt
1963 2421 435 " a1 7 12 [Tt ¥ ;US :: I
1964 1447 358 52 s 130 10 sé 14 3 .t 4 ‘ o
1965 ~94 564 s 14 178 3 17 s t 06 W32 "
1966 4% 556 7 12 48 r 07 .13 [ o s : "
1967 4 b 17 3o 11¢ 3 e 9 as 30 s
Total 341 sus 52 3633 1% 4 nn » .7 e o2 -
drcath -p of wound

Onper = number of opefations. Comp. = pumber of wound T
Acta Obste! Gymec Scand 43 (1970)



erwon (Alfthan & Vara, 1966 Sidvll & Unfug,
960), tan the two grouy wre pot folly com-
aribie. In the first place, there were & few cxsoy
f appendictths and in ol of these appeadicectonTy
i dooo and secondly the two grOOps sTe ot

e the operation. There wems w0 have e
mere farmatomss in e group with beparta bat
the diff s ot stagthticall i

A sxpilar reelt was obtaned siso by ZHibcus.
Widhotm & Vartldoen (1967).

THSCUSSION
The relsteve increne | the nckdence of Gram-
negetrvs becylll, ewpeclaily Protem end Paetdo-
mouss, has come to be a maor problem i most
hoxprtals Theee tacwrla ae oot common o the
gty sources of infectiom, cg In the pares
of staff The dust of warh and opersting theatres

| . L L
- - -» - " L]

your
Frg I Tw ool poobens of wonnd comficstion.

clesaing walf and the gh standard of hyglene
matgtaioed.

A few decardes ago the organtem chicfly re

CGnm-pegative bacili In 1960, the avennge -
ckiencx of poat- wound Infection way
$7% (47 to 1.B) in 21 different vorgical bos-
piaals,

according to the report of the Public Health
Labortory Setvice, pyogenty was

Saphylococos
fornd tn 0% of weptic wounds snd it was the
only pathogen found In 45% of cxmz. Collferm

bacilli wers Bolated together with Saph. pyogen.
trom 13% #ad slone from 17%

o car own serles the avenge incidencs of

Appesdeaciotmn

P proFarmtu Crdplryincoc) Laverions of appmedcs
r Comp Oper Corm. Orw Coop. %
m ] s 4 3

m 2 it 557 I 24

n 2 14 It ry 31

i) ] 4 [ 01 31

1 1 o% " 13 3

n 1 3y " n I 1 3 ’e
”" ) ° ™ “© i 1 ELd
161 ‘ 3 Mr H 43 » 2 14
» 1 1n o~ M Ell 2 14
) . I3 T K 77 a 1 18
b H 20 e 1 1t ks [ LX)
o 1 13 slo ? 8y 3 37
” i [ ™~ n 12 1« 3 33

i ) ”n r0x » 4 “1 1" 22

Act Dbt Gronre: Seand 19 {1979)
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Flg Relathe £ cies of wound 1L et
different types of operuth ] Total byx 2
Sub-total & 3 Ectoplc 4 Aboction
~made by h 5 6 MaH,

wound complications has been os low as 29%
during the Jast 13 yean. Usually much fugher
values have been reported in general surgical hos-
pialy, e p. Campbell (1965) 17 o Clarke (1956~
57) 136® in two general surgical departments,
Gillespie, Alder Apliffe, Bradbeer & Wypkema
1959) 36 1% In the male surgical wards and 1 6%
il the operating theatres. Jetfrey & Sklaroff (1958)
found serious mfections in 98% and some 1n
fection m 26.1% of their cases. In the present
serics the incldence m 1960 and 1964 was also
hugh, but on both occasions, it was brought under
contral. As fong ago as 1955 Blowers, Mason
Wallace & Walton showed how duficult the con
trol of kospital infections can be They reported
that the frequency of infections in a thoracic
surgery unit was decreased from 109 to 3.9% by
closing the operating theatres and wards, and by

It thorough ol however 1t sub-
tequently rosc again to 62% Campbell (1965)
showed that the prophylactic admimstration of
penkcillin reduced postoperntrve wound lofections
significantly In her series 77% of infections were
caused by pemcillin resistent Staphylocoecr Sim
dar olsenvations were made by Rountree, Harrmg-
ton Loewenthal & Gye (1960} and by Barber
(1961)

The evceptonally low Incidence of post-opers
tive wound infections 1n the present series b ex
plained by the compulsory mspection of hospital
hyglene and cleaning and the repeated observa
tion of nasopharyngeal carmers of pathogenic or
ganisms. In several countnes the fundamentally
important work as far as hospitat infections are
concerned  namely the cleaniag of the hospltal,
s performed by a staff derived from countries

Acta Ob tet Gy mec Scand 49 (1970}

with a lower standard of inmp and wih Ly
awareness ofurnnpomnceofh)mtThhmg
be one reason for the fact that in the seriey
fections with Pseudomonas, which thme fn dus
Teservolrs, amounted to only a few per cent, I
several other Large senies much higher proporta
of Infections caused by this bachlus have fona
reported, up to 30 to 50

One of the most striking features was the ven
low incidence of wound infechons m the open
tions for malignant disease, In which the coodr
tion of the patients must wspally have been won.
than averape, and in which the operatons thee
sedves must have been more compleated tho
avernge The only concelvable explanation m td
these operationy were always performed by 2
senfor surgeon, probably by a techokqu. which
demands more skill than wsual The higher fe-
quency of wound infections in the hvsterectoey
group is probably cawed by opening the vagm
Smilacdy in the cases where the Intesuse w»
operated on or appendiectomy wat petformed
the frequency of fection was highet too A
higher incidence of E. coll in the wounds afier
Intestinal operaticns was slso observed
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CLEAR CELL ADENOCARCINOMA QF THE FEMALE GENITAL
TRACT

A Report of Foxr Cates

Marti Hormla and Atso M Satobelmo

From the Depgriments of Puthalory (osd M Hoenma, LD, and of Obsietrct wd Gywarco-

boyy (Hond A. Zeboheims, M D), Contral Heapwal of North

1 the cenvcal carsl QMcOee ot al, 1962, Po-
eerance £ Machles, 1962 Téh ot al, 1564

Sharen ct o1 1967 Homwod, 1968, e1c) and o
the apoa (Marlalek, 1942 Strofnk, 1947 Plats,
1950 Nowsk et al, 1954 Tellam, 1554 Scendl,

B ncOsudent. e &
MiKay (1960} roported senes of 2 530 ovanan

™ N

Carsba, Jorunm, Iuiend

nmoons coltied over & period of 43
which nine (0 4%) of the turmours were this

primary adenocarcinomas of
the cervix which inchided four tumouns of this
typo were smalywd by Pomermoco & Mackins
{196.}. Clesr cell sdenocurcinomas in tho vagina

moaths 1 63 years. McGeo et al. (1962) collected
from the Iterature 37 cases of cicar cell sdeno-
crcipoma of the cervical epon B which the
patients were from 13 o 71 years Jodglng by
the Inerature, vagioal clear cell adenocarcinomes
also socm (0 have been found w pathents of k-
tost I0Y spe. Stroink (1947) reported B in 8
patient sged ome yesr Pl (1950) in & two-
yoar<oWd and $0-year-old prnent, Mardalek
(1941) m x patwnt sged 10 manths, and Szendi
(1956) m oo wged 44 yan. Nowk tnd his eo-
workets (1934) reported agit patients eged from
14 mouths to 76 yesrn. Cass | m Talum (1954
report was 64 years odd

There arm very frw specll chamcterhtics in
the clindcal pucture of ovarlm tomouns of this
type. Parler ot ol (1960) genenally found fa
1hexr 0% cases oaly a palpable mam in the po-
oents peivis. Tn addition, an ehevated sediments-

me&hmﬁmﬂmmw
enally ducloses  tomonr &t the exdernal os, In

Acts Obset Gyno Scund 45 (1979)
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clear ccll type adenocarcinoma thase

vaginal tumours also postcoltal or other frregular
bleeding has been stated to be the most typreal
sympiom

A typreal feature of the hutological pleture is
cells with clear cytoplasm which form bands or
border tube-like structures, small actu or alveo-
far sinuses. Papiliary structures are common. An-
other utructunal type duplays siouses m which
the epitheilum bordering them forms pseudopods
which were interpreted by Schiller as incomplete
glomerular imitations. The former type with clear
cytoplasm, is usually called clear cell adenocar
cinomz of Saphir and Lackner while the latter
15 known as Schiller s mesonephroma The former
h practicnlly analogous with Grawatzs tumour

Fom'nnnound.miﬂcdmbdn;ollhhhp;
one in the ovary two in the cervical cana and
one In the vagina, have been encountered at the 1
Central Hosprtal of North Carelin smc+ ot grened, H
Le. botween 1953 and 1568 As the chmkal e
penience of these tumours is il meapre, 1od
thelr histogenesls controversial and as they mr
present difficulties of histopathotogical diapnma,
we decided to pubiish this report becanse we fd
that every new case ndds somcthing (o our Jomhed
knowledge of these tumours. The ongmal peraf-
fin blocks were avallable for all the cases. hev
scctions were made and they were stained by
van Gleson s method.

CASE REPORTS

Case | (Jowrnal mo 1904%(57)
The patient was a pastors sife of 37 mara VIL ho %

hastologically There 1 still no y regard
ing tho hustogenesis. Schiiler (1939) and Noval
et al. (1954) b.licve that this tumour onginates
from the remnants of the mesoacphnc duct, re-
gardless of 1 localisauon 1o th  getal canal
The conclusion drawn by Teilum (1954) in his
extentive study {3 that histologrcally highty multd
form mesonephric tumours, with which he ako

d d may arse not
only from the epithelal remoants of the meso-
nephros but also from pnmuine mesoderm 1n the
neighbourhood of the mesonephnic duct  Plate
(1962) came to the same coaclusion. Scully &
Barlow (1967) thought that clear cell adenocar
cinoma of tho ovarfes may originate from the
Mulleran duct and would thus have to be e
garded as a varunt of endomelrioid carcinoma

Acta Ohor 1 Gynec Scand 49 (1970)

POY 2 paiog asalii i (7Tl Cnd AT S
ﬁf\ﬁ)y}rﬁgw 5’&5 Q4
(g o Y LY

01 P ]
(—}g’? PR E2o-R oV e l‘r :,l‘;

AN REL AL AN
Tk P LT,

S
X rw., SR vt
- T N ~
RACTEN o MRV L ORTES

(wo 1) Tumour crll closters taude e hmrba
m



Genital clesr cell sdenocarcinoma 261
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1 Case 2 (Tourmd me 110519163)
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262 M Hormia and A A{ Salohelmo

Fe 35 (case 4). Tumont e of Schiller s meponcphroma
type Van Giewn, % 68

tention in the bladder The concluslon reached was that
the patkent bad a bilsteral terminal mreteral obstroction
mdwhnrymnlnleﬁbn.AcmourﬁmwAmym
pexforoed ot January 19 1963, and marled hlateral
hydroureters were found. When the wrmary blsdder wm
opeord & Natedike induration, which obviomly encloted
the uret ic onfices, was found in Ls neck. The blopsy
specimens taken feom the induration dhplned exacdy
the same hinological mcture a3 before. Foam ceth apam
predominated. It began to sppear probable that they
werw after all tomour cells, and the case was pow diag-
nosed ws clear crll adenocaronoma which had aprend
from the cerncal ares 1o the peck  f the Bladder bmt
ws still of fairly Jow grade malignancy The patient was
snen postoperathve roemtgen therapy 100 R i afl,
and wis foliowed st fntervals of & fow months Alowst
comtand urinary teact infecion was dlsgnosed, but no

1569 he nrinary inconlinence was worse, there was sl
fain 10 the penmeum, the sedmmenimion e wm 43
mm b, haernoslobin 111 g 100 ¢, serum aeatimme 06
my/100 ¢ Gynaccolopaal eamingtion showed the ure
thral erifice to be reddrh and an rea { mdumen wi
2 small fotula it was detected 10 the crotre of the
anteriocr  pmal wall The ceris w2y no looper  tuble
the ulerms was wmall snd moblle the parametria soft
The patiemt was admited for therapy wab cytotode
drops ahbough ther  fikcacy was regardsd s uncer
tadn,

Caxe ¥ (Journal N 360529 63)

The ratwnt way & worker wife gcd 3 She had
treated earher for anaemsa 1 the Depuument f o
Medicine of this bospual Her meme
menarche a1 the age of 19 She had
tancous delneney, ymponn ! preseclampua
nection with the first and s e deli ety and
serilred 4 the (hurd pregn ooy for mental retar
The gymaccolopaal xammaiwn performed o the
reveaked mild cervicnis and the cormco- apinal
was clrwficd m Papaneclion  clas 1

Acta Obst 1 G mec Scand 49 (1970}

g
1
35?%23%@5

The patlent was sdmutted on October 1, 1%, b
cuse of constant bleeding which had persheed Lot wd
over a moath discosed g

:
=]

txtalling 4200 mphours. She was cuammcd mod *
cently on March 3 1969 when her sabjecthe condxd
wa good, the oprer fan of the \igma wh 2PN
cootrarted, the cervix was smooth bot somenhat redhd
and there was some dbcharpe from the cenvicll ook

fowfing wa Papankolsons clas IL

Care 4 (Jowrmal No. 0104 4 37)

The patient way a bowseowner  wife aped 56 She B!
had regular memses, no prrsmanci, mesopae ¥ Y
years and had beem previousty irealed at the
ment of Taternal Medicine for low back sche ed o
mry it infection. Nothing abnormal bad beew {wa!

1

|



putly aiherent 10 the Sobestms. Thers Wi beownls,
wtnd focdd wod S Toowe, Wt phecas of trmonl the-
-nhn-qnumdmmhn
woned ey W T pTiowmsst festony
e perioys aheber wractares typical of BRI s
wrhose (Fg 5) The epibabmn bordcreg fhe
formed scmcrows wael, pplisry paodopote. In ad-
tm, Bars ere pupiany st ead sbesdant te
e el of chear ol sdesocarcicoss (Fig €1 The
Potera W piven pescpaee Kay testieest od @
wadd reparty for ifowwp sommmos, T WS
v back eche wad mymploms of sonary frad
faton, bt Teromcd STPAOWADC M regde the -
mowT fur The Swrston of the 1034 followsy period
DISCUSHIOR

cugnosed
the Comtrad Hosprd of North Carella in 1553
%) was of thh tvpe. Fhre cases
of promary ademocarcmoma of the cervical canal
were encosterod m 19641968, The Ticume of
the Patbolopes! Leborstory of omr bospital. Two
of them were of the clear cell rype Wa are va-
fonunately not sware § the weldence of promary

fultcs provided the exmence of they tamoar
# remembered Case of the present werics Wiy,
howener aa esception. A vibint milemmator)
on werrfered with mierpeetstion of the brva-
kopcal pacture Clear celly were well-differen-
Tated and dxd act form & distiect glandular sroe
BT and they wero tereore pardet m st
&3 macrophages The dimemmation of the process
0 U peck of the utinary bladdet afwr an
toautx penod of dwosdt 11 yeaw wm bisto-
opcally sndlar form © thut ® the beprming
of the dnesse was, we boflevs, erdence of thw
corroctmen of the claruficaton of e v n
chear eefl
‘mnmm-h‘m

* ocphromd kod Saphir and Lack.
BTy Clear ol sdenocattinoma are tn b,
amoun of oaly dlertng I
tom of meomephne aremooa. Noak o ab
1 Raca )
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(1954) aod Sharan et al. (1967} found bath com-
pousnts In the sume trmour and sdvocated the
lanter theory It n imposnible fos m to bo s
on the bash of theas casex whether theso types
of wmour dertve from remoanty of the meso-
pephric duct or rot. We can merely 13y on the
strength of our cie 4 that Schiler's meso-
pephrocm and clear cofl adepocarcinoma are ob-
viouy two diffsrent histolopical munifestations
of the sune tumour shd mxy aho ocout In com-
blaagion o the mme tumour The view that thess
tumouts originato from remntats of the meso-
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Facker T M., Dockerty M. B & Raadeil, L M A
T Otweet Crymmc #0417 1960,
Fatc, W P Gywaccolopss 150 203 1956,
~ Gebrumh Fraowbed 10 417 1963,

Tod, B Cdeor 5 & Mirew J Am
Cysec 3F 452, 1944 I Otraet
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SILASTIC

Continuous Paracervic
Anesthesia Unit

grves safer effective relief of pain
during the first stage of labour

The m:;s::rﬁm unit i | )
! Grod, T~

the exclusive Medicol Grade

Silicone Catheter retention barb Essentially
aonirtitating nontraumatic and eastly rem
this soft barb holds the cotheter in place, so thot
anesthesia may be administered as n
throughout the first stoge of labour Single
insertion means less tissue trauma uced
possibility of infection  increased

pahent comfort

Continuous technique saves time.

Sterils disposable kit is ready for use
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PLAZENTALOKALISATION MIT VERSCHIEDENEN METHODEN

}L!tdhm.GSoﬁrrB.deﬂtdmde.] Vikteridt

Rk (Dwrsk
Axs dev Fraventlosk (Drkaor D Med. H Jolbery), der Rodioturepentischen
;mu&OMLMﬁwMWM”H&,M
wunmwmmm«wmn Pl K. J 3V dorrldf) do
Reglondrenicomhanses, Ovebro Scire aden

Abarls fax 1966 warden bel 104 Padenua i dm
L dnr Pisrmn ¢rovhia e,

tion susgeffht wenn  anders  Bestimmumpy-

thoden kelne wchete Ameage zolrsen.

Dis Sdntigraphle crlsubt ebenfalls smhr sichers
Avsagm fiber dia Plarcotalage (Lamon & Nelp,
1965)

Neben diesen belden Methoden wurden fn den
{etzsen Jahren Ultnachalimersongen uad Therme-
graphie st Thre Verwendbarkeit flir dia P1

erprobt, Uttr 2

koamen snspefliht werden mit Hilfs der Scanner
Teckalk (Smdén, 1969 hobom et al, 1969)
wwis der verdinfachten Methode, wobel das
D

perpriczt bracht 4t (Bibop 1969).
Um de T b abe diesr "

m cimoder nu vergekchen, wurde scht Yool
1966 bed Patienten wit Vardacht anf eine Marents

MATERIAL UND METHODEN
Sek Fem 1966 warden et 104 Pullestrs xabe

Fockn retetry hoch, ond die Methode wind dey
bafb war aoch ber dnogender Mwemcher Tadita-
LU Y

ooty B dn Verpleich mr
Mehoden rx Gronde (Tialle D). P den

Acm Obriy Gymer Scnad ¥ 11970}
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Tabelle 1 Verglelch der Dbrigen Methoden mit der

Tabelle 11T Vergleich der Briper lethaden #ot dor

operativen Lapebestimmumg Falle mit Phazenta praetia angiographischen Lokalisation
Pat. Grav Sdntl-  Aago- Ul Thermo-  Pat. Nr Srint, Ultraschall  Thermograpdic
Nr VWoche praphle graphle  wchall  graphio ki
1 At + g: :
- 3 - + 40 +
3 n + + 41 <
4 1 + + 4 +
3 37 - + - £ N -
6 n - 44 < +
7 24 - + 43 + -
L3 “Q - e + a8 s - +
9 30 - + - 47 + L
10 30 + + + + 42 - -
1n n + + + > + -
12 ) + - 0 + -
13 3 + - - 1 + +
14 3s + + + 3 + b
13 n + + 53 + - +
16 34 + s +
58 -
36 +
57 +
e} -

resichen 46 Fhllen dienten dle sintigraptitchen Be-
fande wls \ erpleichagrundlage.

D Beckenarteriegraphie warde nach Elnfubrony cloes
Tefloakstheters o dic Aotta mit Injeltion von 40 com®

Dho Samigaphie wurde in den meisgen Fillen mxt
70 ;O ®J-arkiertem Humansernmalbamin suspefdhat,

Tabelle IT  Vergletch der Abripen Methoden mit der
operaficen Logebestimmung Keime Plazenta proctio-
Faffe

Pau N - N 4 Th (N

S3m BRLiRBENGES
t
3

-

f3-

- =rrchug lolalmert — =1 lsch bokalmert,
AR ar e Cmand SO 100

+ ~richtrg lokalisert, — =falsch lolabsiert.

In dicser Form halt sich das Radiouullid schy baege S
der Blubahn wod gestatict due Dantclfomy & Bt
cehaltes fn der Plarenta Vor der Untenochumg warde
Schilddne tnd Spexcheldriuen des Patentn mh Lo
fhcher Losang blockwrt. D Unienocumg  wide

Sid. nach der 1 gektion und mach Entieeruny deor Bl
smpehibrt. Wihrend des ketzten Johres wrde b vieked
Fdllen ™=Tc-Altuemin angewands (mk Perchlora) bec

Nack Iaklon oo 300 ;Ci *=Tc-Aluan werk
dee Patrrin m Ruclen und Seitenlag  wnnyrapbrt
FU dic Untersucbung wundé em Nucab® Shntigrarh ot

Aohmsiet

poicher gelagent fur ene wedtere Bewrbyftung mk Al
inuitvermmderoage D Srouigr mm wird o €8
Photo des Paeuten Labengetreu hmcmkoprert (Abb. ™)
Oberemaplindlichlaisre Loonen nach Inktion der R
donullxde wurden tucht beobachtet D Umicrsachoep
daderte ungcfsh S5id m o angen Tilen b
sch etk [ die P Lemim war

Dre Ultreschalimewu pen worden mmt ewncm DoTione
perit g fuhet Z Pz Anaatle sorpten fur
Sendung und Lmplang de Schuths Dem et anes Tre
quens \on wngefat MM cn prech-nd aner E1
{ luntcoaiat  on oopefahr o8 MW m  Duer £f1 M
hert onter decn [neqpeeberench 10 webchem Zelwchlden
beobachtct  orden Wirmeeffchte entichen emu bey et
Groyeoordrung om | W em



\emen, Dersiach ik
dem Permchisg des Fotm wod ks wn wloss
Gactaws macgrsr beweht
Do der Finetion wird det
Ubruciall aa vichn Skcllca ber dem Abdowrm sesk
gemesmc, wobe mwa venoc, dm
rudlr-ll-!m o rodived
s Det DoplonoSemor m acf ewn Tucls vou

s agtr Abkshivng Patmotm
rorpocemncs. Do worte vou
vors md m seiaches Dexcactrs e Soben oder Lugen
ngctein
Plaosexteroeti.
e, Dre Plasents gt rachts voou Nabc Dw Akt
.3 procenci i oberen Tell des Semiarneons begt Ja der Leber
T "‘fotmh
Ll
o
1 EN AN IR |
(deindslaln Der wou wos versendete Therwogpraph vom Typ Bo-
(mm:_—ulh‘l SonT 17 me tun Indlermtmosd Halexardew
| a1 Nab | compteiet, dar eio tamkichers Derefuoy do Wir
| | em——— moblidrs 231 comem Badecherm, aoch bet Bewegung der
| W ¥ Patmuta,
B it o Themopamn trowea g whomeren Hawtbezicks
AR T
Von N bele Flecke herror Da de Flazewia cn siark durch-
:m. § Symphyss bltetes Orpan bot, sl am cloe Whincquehe der e,
r-._“\l wenn mcit xa tef water dor Haxt golepen, durch Ersle
- g der - TH
1k winoer Berk Mrvortritt Det Bsbel boobachteten
T rxt Unepsbong schwaciea Yoo
03-"C (Abb ) wad b}
T S rﬂ’ﬂ'ﬂd Zox Beurtclong dor Lepctctmds wards dx  Abdomes
wrrrrasa——e—. | | o m & Feder mmurtak, divos dro sber wod drn oomr
von L e—l | dem Mabed OB o 1 amdphch, e Lolakoutiou sia-
CTTrR——
it desg wal em Feid 1o begrwoacn, wedah sk vick
LT T Asgiben wal o Fddm badsen Bom Vergdoech
1 U MLRDTHTM L | duwca venchudemes Uoker, werdr eww Cher
“nlmm:rnmmu OI—Ey wOr LITPOOT can de Amgaben n wendy
\eerram— L | ¢ fiem oach Fride
l\_mll)‘
| X CRETITT R NG 11 1
»ETTIETT

. RESULTAT
1

AN 1 Srmgrsmen det Paremis ww =T smacturtom D Resuftate der Untrrsichong sind i dred Ta-
Numaswcrombess () h Rikenge, (0) m rechier
| Sosclue Dw Farcs bept brl vora wed et baks  OPSTALY bofafslerte Plaresta prsciia-Fille, die
| ~a o Mot

alle szartigraphlert wirden. 8 der Patienten wur
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(4 10] 20 S
DAL LA A o A e B A MM IR b
Abs I Th der F
it ewngelegien Isothermen ( em). (o) Voo om. Hochst
T mperstor in den Lebten, m Fdhe des Nabels tmd
reebt da on, Dae schwarzen Flecke in Hoéhe und ober
b des Nabels den

e

mung Mit der Szintigraphie ungd Themmograpine
wurde je em Fall falch dagnostiseert. Der srmey
graphuch falsch pedeutets Fall war ewer do
enten und technusch unbefriedigend nnternchin
Patenten (Tabelke 1)

In der zwelten Gruppe waren 21 Patienta
szntigraphiert und afle wurden richtly pedentst
3/11 thermographische Diagnosen waren fabet,
ebenso 4/9 Ultrmschallmesumpen (Tabelle 1N

In der dritten Gruppe von 21 nicht opericriea
Patlenten wurde die Anglographie als Ampng-
punkt fdr den Verglerch mit den Ubrigen M.
thoden gewdhlt. Alle Pahenten wurdm smt-
graphlert und richtig gedeutet. Zwel Patientes
wurden thermographiert und richtig Jolafibrt
5/13 Ultraschallmesstmgen  wurden fabch &
goostisiert (Tabelle IID).

In der vierten Gruppe wurden 46 Patemin
szmtigraphisch untersucht. Mit diesen wunkn J
Ultraschallmessungen  und 31
verglichen. Hierbel sttmmten 13732 Ultraschah
messungen nicht mit der Szntigraphde fberrs
und cbenfalts 7/31 der Thermographucn. Auwer
dem konnte auf Grund mu Lkiner Temperatw
differenzen in § Fiillen kelno thermographisch
Diagnose geaellt werden. Die Unaicherbeit df
Thermographiemethode bei 12/31 Fillen war #ho
ebenso gross wie die der Ultraschallmethode

DISKUSSION

Dze Anzahl der mit den verschiedenen \ethod
untersuchten Patienten ist schr unterschiedfich
Eine Szintigraphic wurde in alken Fillen aw-
gefuhrt Beckenarterographie in umg fihr 30

Ultraschallmessungen 1 ca. 60% und Thermo-
graphie 1n ca. 50% Dre Unachen huerfile sind
organlsatorische und waren dadurch hedingt, drs
die verschiedenen Apparaturen nur zeitacise Tuf
Verfligung standen Di relativ Klein  Patientas-
zah! in jeder Vergleichsgruppe lisst nur schr vot
sichtig Schlusfolgerungen zu. Die son uns v¥
genommene Aufteilung in verschiedene Gruppen
war fedoch notwendlp um wm Fuazelfall ewwn
Ausgangspunkt fOr die Beor
d Lokahisath de 11
haben. A prion wurde hierber dre operative Lages
Methode angeschen

[y h

el

(3) Von rechts. Dentliche W armeerbshung in Hobe dey
Nabefs. Dhe Plarenia fiept recits und om. tellung der +

den mit Angiographle 8 mit Ul hall und 5 5 als die sxch
mit Thermographie untersucht. Dic  Angio~

graphic und Ultraschallmessung gestaticte in alken
untersuchten Fillen eine horrekte Lagebestim-

Acta Obst 1 Gymec Scand 49 (1970)

und danach m Ubcrensttmmung mit Litteratur
angabn dic angiographische Methode und di¢
Szntigraphie Diese Annahme wurde auch durch
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70% Jhnlch der det thwrmographischen Unter

bestcher, Das Warmerelle! der Hat st 1n dem
bormonsiamrtierien Zostand der Gravidy aft anch
whr wnregelminig tad schwer bearteltbar Am
duesen Gritnden séod dle Mglichkeiten der Ther
Wimmmmmm
zeata begrent. Dw in dieser U

Th 4 tissly, ved tum
kmndcmmhumddnahodmb-guﬁnn.m
obrn erwhhinte Unicherhelt tn 30% det Fallo
e u’nﬁnMnhod:lhlﬂdnip
htkdcdl P, =
wmhmmnmmmmmp&
und Suntigrphlc swye(Ghrt werden kBupen.
Dbtbcld:n)idhodmdndo\molwdld&n
den filr die 1 det Pla-
mwupmkmjcdochnmmd\:m
for §
#Mhmmmmm
Smablndods belluft sich bel eloer anglogra
Unteraxchung mit xwel Bldern wof ca.
1-2 rad. Wenn such dia StrablenempflndBichiortt
drs Foetma In der zwehten Schwangerhafisbiifie
peringer i, fonddt o aich doch wm ehne Ganz
kBrperbestruhtong wd das Risiko flir somathche
und genetische Schiden ht achwer abrmuchltren.
Aus @esen Orfinden wird die Anglographie nur
nochlnAmhmdmmmt:rdrlwm
nhcher 1 Dl Strabl S+
bet der Szmtigrapbe bt abhlogly von dem ver
wandttn Radioonkild. Bl 1 Jmwidertem Se
romalbomin betekgt de bl einar infizderten AK
tivitht von 20 #Q1 ca. $0-300 mrad. Bel Ver
wendung vou W=T  oder  kn-Albunin bo-
trégt dio Doshs < 10 moad. Dicso Dosls Bt prak
MMWWmmmp(m

mmmmmmnm
(66 « ) decht sich unyefahr mit der anderer Un-
wnocher (lorwoo, 1966 Reynolds, 1967 Ua-
xhro wach wird die Ty

it dla il
fange Unteruoefxmpzeit von ca. 30 Mumten fir

«och m geudter Himd, xne oben grnanmen Gritn-

den m wctem Falbn onuicher s wehath {hr

i Verpexh mit deheryren Methoden fir du

Lolstration dst Plazema nur e
fa €

cia Saih In ciner Ebene. Diese bann ef
wa verklrnt wetden bad Apwencung hochaltbver
\w2ebiger Radomalide, wesertich aber nur bel
Amsendung einer Gammakemera, Mit diesr kst

Bedeutung
Du Uttschalnemung Bt emne sehr eafache
«ad whnell wnnifuhrende Techelt, e an keine
Fome Appantur prbunden bt und ketnn hathe
ternicrung oder foxluon yoo Radooukllden be
Sep Auch ket m eme Lokalixhon dar an der
Humcraund pelepenen Plarenta am phyyikalische
Qrondea wtner LhentaMs haon e Emporkmg
mer whr  oberllichlich gricproen P
schewng sem wepm &1 Folouernquuefe des
hm(b!:m)

moiipen Unternichangseewitat
mmvbl&-cwnﬁnw‘hmdh

T

Lot n owel Ebenen B . 1S
Miouten mghich.
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RECURRENT FIBROMYOMA OF THE VAGINRA

A Care Report

Cark-Axe! Ingermamon and Joa Alfrethwon

Fr—hmdoﬁmh-‘Gm(ﬂMLHMﬂDLW
Houplial, Eskdswma, S eden

Abcrecs Tha repont descnbes  cme of feowonm bbro-
rpoma of the vagios The of the cwo~
diaon w wchcned aod e beorstort m webcned

Most of the benign tumours of the vegina are
oy of differemt onpn. incnion oty from
Gartmer duct remaznty, & “blind ureter™ o ww-
throcele Solid tomours of the vagina are ram.
Fibromyoma  { the vaginal wall s a rarw coa-
dmon and wnce 1t wm firg reported m 1733
by Dm de Leyden lom than 290 exsex have
bren recotded. la & study {47 300 gysascologie
seomens, Wharton (1947) found 260 yaginal
tumoutt, of whach onty 33 (34 6%) were of the
whd briugn type, and owt of theae foor were
elzufied » myomu. I an extenstve survey of
wisd lunouts of the vagina Riedel (1964 found
that only 4.3% conshed of fibromyoms. Most
amhon wig the e myome o hciade f bro-
myoms wnce pure myomas are extremely mse
Most of the vagual fibromyomas reporied sre
ehrtovety wmall varymyg Grom 154 5 c o maxe
mom amcter Thew twmoors My howewss
ach tremendou skre. Pharwddl (1930} deacribed
»o wh vgmadl fdromyoma which after
remonad was found 1o welgh 1450 g

Our paal had  moderate-wzed fbromyoma
n e amtenor vagpoad wall wnder the urethra
whch w2y srpci®y romoved M 1964 due to
$p revma md  feriag of oppromm m the
fower abdomen T 1969 the otk devdoped
Lirge fumour w0 the 1ame locaton Whach way 1o
moned due te dyyrareuni

CAST REPORT

M £ M 33 pes ol mmd [flyocem ben ahe B
bed dot deretEcm o Erasccoleg? m UM, com-

plabing af drspercees esd ocoadond! decomdort S
(e Yover sbiormcs, racinly dotheg her preamtreal pert-
ol Meowroston wee regxis wik nommdl Dew  Her
porom himery wm neguve.

Pelvlo sxmssation thoved 1a brcid soft mam abowt
e s of  walet, bolgiog from the eaterior ginal
ol i e wbarrdosl v aod cowred by e bt
ragoal mecont. The Cernx, woere od Appoadagts wery
Doel, AX {atrireacts pegTas wod CIUGMKCOPY waAre
ool The tumow wa emdy cwdexsed thrvarh

¥

been able to flod coe cxse m the Lterature (Mar
o, 1968},

V ginal fibronryomas groenally octur tn parow
wOomeR betwoen the 33 of 35 and 30 The

Acta Obeart Gyec Scand #9 (1978,
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Degtnenative changes
W the firomyoma can occur with wiceration of
the adjacent moco and (hewt ceses are owally
prnanty dlagnosed a1 carclooma of sarcoma
of the vagina In sseochition whth pregnancy dif
ficulty m labour has been encoustered with largs
agmal {ibromyomm. There scems to be o cor
relation between the occurrence of vagiml fibro-

Tayomrs and of the \ierm. NUTm-
berger (1930) revien ed 130 cases of vaginal fibro-
myomss wnd ocaly 10 were {ound o hne s

s
H
0F0~

Leme, M ) & Laefler F OB Am ) Obuict Gyme 92,
T 1ey
3

L ) Obtwrt Gymaer Bt Commm 73 1013,

Fig. 4 Fieclogic wction o
tha fheclevorroum Oprated
o 1969 wih (e sere

tppesziace s the sprciomn
fram the opention i 1964,

Obaiet Grasc 22 D4, 1963
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SURVIVAL AND HORMONAL RESPONSIVENESS OF ENDOMETRIAL
CARCINOMA IN ORGAN CULTURE

Stffan Nordqrist

Obatetrcs and
Frowm the Torwblad Incistaty (Hend: Pre] B KaSén), and she Departmemt |
i Gymprcoiegy (Hesd. Prof A Sphvall), Umrersty } Lund, Lond, § edent

e wn v ol
reory eacwodes could e Sren ¥ho m Cwduats mot treatrd
o e harmone

Nordqnist, ;. peefimimary report (1964), de
wrbed 2 method for organ culture of wman
endometnal crremoma. Al {1 numout specsmens
wrmed well for 7or 8dxy on  rponge mavrix
(Laghton, 1951) m Parker 199 wab 10% adult
bomaa blood dosor wcrum. Vanom st bor
moncs were added to the cnitres Estrone 13
5 of and progesieranc 8 g fl were noted to
redace sxrvval dighlly  Progesteronc 80 g ml
produced advanced of 3l depencration m 9 owt
of 18 wpeemeoe Androucrone 23 g wd marl
adly affericd the sunnat 1 3 out of 11 temours.
It was el that the dfferentution of the tunour
wecunem coold hange dorng cultore, slthouph
G well-incwn fac1 that 1he degree of differenta
ton can vary comwdcrably within the same te-
owr way Lien wto comslition.

Tt wars sappeied that hormosal effech oa endo-
metral cartmoma wre the ot of doeet scuow

o b tomour cells, that most esdometrial car

bosmans i onder 10 respoad,
In a recent soudy Kobom & Tcbao (1968) v
ported on 10 endometrial carcinomas studied In
ofqan cuftare. Tomour pieces on Milipore fihers
were placed In agar caricbed with medmm 199
and 10% calf serum. After 34 dayy in cufture,
results wers obtatnod closely resembling those re
ported by Nordqvist (1964). 1t was belleved that
improved differentistion of the explants, noted in
6 ont of § carcinomes treated with progrsterone
10 xg/md, was of greater unportance tn pred
the 1o f

Qreinomat in vivo then ths marked inhibition
of survival of the explanhy poted after proges
terone 50 ag/mi

The mode

1 1k

of action of progestaronc snd pro-
¥ pounds on carch
noma fs stll largety wnknown. Litde b also known
about vartowy factors that perhaps influence the
hotmom rapome ey o, panty degron of
J ad by ) Tixes
frther expenowental work scerm 10 be mecertary
In ths paper a coetinved study of thy hormonal
rapomse of endometmal caresnoma b organ el
tures wilf be presented. The method wacd &5 o

dight modufication of that publrshed exrfler (Nord-
qvet, [964).

MATERIAL AND METHODS
€7 embomcul whecceorom, cbined by
trom radomiy chows and prevesdy Uniing

Acte Obsiet Gyt Scund 49 {1370)
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Curves like these report foetal
heart conditions in a
high-risk pregnancy

Thaa cardiotocogram was plotted by the
hp 8020 foetdl monitodng aystem  The
upper part pragents foatal heart frequency
wiwch cen ba derived either from the
heart sound of ECQ. The lower part pre-
santa tabour sttty which can be derr-
«d sither from an externsl tocometer oF
from an intra-utenne cstheter

In other words, we ofter you a measuring
tocl thet enables you to monitor the con-
dibon of the foatus by the techniqus you

t, inctudng separate trans-
ducers for external isbour and Pt
sound

HEWLETT,

We hsve spplicahons hiersture pre-

broad range o capabiiuas Kor monk-
toring ltoetal haart conditron during
pregnancy and dehvery

For your copy o the foetal montiaring iter

PACKARD
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Table 1 Hormonal concensrations when used alome

Concentration No. of
17 festradior® 20 »
Frogesterooe® 10 9
% 20
100 19
SHS 5 6
n 15

L. Light & Co Ltd., Colnbrook,
¥ Sigma, St Loul, Mo.

Schering AG Berlin {19 not 17 a-hy drovyprogesteronc
caproate)

have been sodied 8 had to be omitted from the material
osing o abundant necroshs or fibreshs I the curettage
srecimeny, or becawe of technical mhhars resulifog fn
degeneration of most culivres in & series. Thus 39 to-
mours afll be sccounted for

After curcttage  (he tumour thsoe was plzeed In
Tyrode salt solution o Parker 199 af room temperature
and tromsported o the laboratory whthin 10-60 min
Party of the apecimens were nlaced In Bovin Outi ¢ In
order 0 wne a1 & basik for compatioa at the later
analysis of the section

The twoe 10 be coltored mas washed In Parker 199
and freed of blood clots and necrotic clemenss. It was
cut by free hand mgo small Iagments, 1~ mm in cha-
meter Two or three such frapment were placed oo one
piece of el foam (Spongouan® Ferrosan, Malmd), Two
réeces of ge} foar were placed in a Carred flak (DY)
contalnlog & medwm conusting of 1.5 ml Parker 199
whh 0  adudt human blood donor senm and 10%
chicl embryo extract. Antsbiotcs were added to a final
concentration of 60 U bennl penlalin wmd 60 g
sreptomycin sulphate per m mediom

The flasks were divided in0 groaps, = m esch, to
shich hormonet wete wdded from alcohol stock sohs
wons The hormonal concentrations gwd are shown m
T bes I snd Il Akobol only was added to comfroh
The fmal alcohol concentranon was Q.67

The flasks were incubated at 3754C I necemary the
medfm m all flasks of a scries was  haneed after 4

Tabke 11 Mormonal coacemtranions hen uerd in

dany, The pel foam pleces were rewored afier 7 or 3
days, fixed in Bomn solubon, debydrated, embedied b
ranaffinsax, serlally sectioned al * 1o 10 am o~f
siained with bacmutonylm and eoum.
At mmlph of the swctiony sanhtl 1 womd a
coading to the following four proups,

+++ Excllent sanhal,

++ Good anivl, occrlonal mecresn,
+ FPoor snhal, advanced occrods,
O No saninabl

For every carcinoma, the hormomlly treated of corud
poum comprised t o Carvel flaks ub 46 wnw
fragments In cach. Thos It b probabie tha. 1he prey
are falrly repeesenisti ¢ i the cave of hettrogeoom of
ciromus alo Where all fragments kn exch flid a4 at
ont ¢ equelly well, the scoring B bawed on the bt
snd ing explanis rather than on the a crape mnind
becmne the primary alm of the present meshyiie o
ta sudy the powdble oytostatie effect of the alind bt
ones,
The orlglnal commanicaton on this methed (Legktos,
1951) described the outgrowth of cg ke Raarnr
sdenocarcipoma cells #n the spoape matnt i a e
dunemional way The slides of the prescst sndhy €t
tnpty d for woch gromth,  bch wm
sored accordmg o the followng three growt
++ Mared omgrowth, sometnes wih pliad e ke
maion
+ Viable cefl prewnt do the poge matriL
0 Mo outgrosth, of derenerated cells fo O sperit
matrv

Sectal sectiom  ere peerared from the eeipasl yed
mhﬁhﬂyﬂn\iuwm:laﬂkmhﬂ
Mmmmﬂnmﬁw&ﬂqkﬂm‘—
sification of endometrial caremoma b that Y Rmdot
s furber claborated by Mabler (for 1ol see il &
Nowak, 1958, According to Rottmeler (1960, Lhe Canel
Commatct of FIGO recoomend the we of (e
degrees of grading

Orade 1 Caranoma, well dufferentusted.

Grade — Carcnoma show ag vanows degrees of bffer
entiagon.

Grade 3 Carcmorma, poori  duff rentuted af sz s

and 1 ha ¢ been coouded
uxzﬂh‘rl\-ﬂwallhelrvmnmﬂ\"‘
bonmone treated erepe The maokgnal and cricknal
e med a1 thowe gen by A b & Nouk (9 R
A chunges ba mifuenced dhe grad ng odf®

§ the stenal grades

Concentraton, #g ml

No of
17 festradiw)  Progestonee SHIS tumours
"0 1 *
0 50 1
0 30 o
20 100 *
~0 3 6
~0 pa] (]

Acta Obstet Gy mee Scund 49 (1970)

ben promounced  ben the kad to ot (oawad
the tomours as grade 3 bevon
RESULTS

had a0 =

Explants wih survival score
tiveh mmu me emthelim of the same htol wpn !
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PROGLTTTRONE 34 P
B Y

not affest srvival whea gnen som nor dd
progectoos 10 wgiml (P 10). With increming
concentration of progesterone, buwever wrvival
w2 groutty mopared. The effect of SH SE2 also
Gowy & dowedependeat response, flthough the
effects were never pronoonced.

The varows groups are quantitatsvely and quals
ey beisrogencons, 1t b Uxerefors more réie-
vt 1o compare the samval i the bormonally
treated cubtures with that m thelt own controls.
The diagram m Tigs. 7 2, and 9 ar¢ representa

w0, | dogres hotter or 1 3 degrees poorer than thy
commngondag conitol, m thawn bY by cosbn
biow each bar Further bilow ar given the
¢ drinbwuon and the totdl wumber of
arasomay treated with  given botmonal con-
cttnton.
The Soue derondent evponne 10 progecrone
lhh(w{mmhmﬂﬁmmm‘m‘h‘
{Lenet score drtnibuiion m stiched E20 or P 1O
Ln o effert. By an morese of the proprerone
concextmaton to P40 prowih as whied m
Moo ball of the tomours At P 100, ooly 1
o emived cqually a3 well 8 coatrol
The mean minbwion scone 1 xh bormonal con-
miratoo, hi boew culcatuted Tobe 11 Mimin

VPO wdaate ehibton, B s ()

Snﬁddmww”altﬂmrﬂmbwm

ProgesTINE B e
OTHOOL W pyel

™t

betler survival than in controls. The hormane
treated groums bave been compared with the pos-
aibdity of zero inbibiton by meam of the riest,
The effects of PS5O and P 100 are siathsticalty
significant, 001> p>0001 and p<0001 res
pectively The dlfference between these two pro-

concentrations b also hughly igoificant,
t=57 m 35 ¢t p<000l Furbenmore, P SO

combined with E 10 or E70 aigmficanty redoced
thy varveeal

Tatle 1L Chowgr of swrica!
groups, compared 10 corresponding

hormometreated
confroly

Acte Db riet Grymec Scund £9 (1970)



ESTRATOL ™0 gl

PROGESTEROME 10 pg/rd

1 <t

I

PROGESTERONE 30 jugfmi

<c

Ty b

PROGESTERTNE 00 pgimt

Fig 7 Sunbal of endometnal cardecea
in orpan cultere at differemt hormonal &>
centratiom compared with  comegvet
controb, Foe detalle wce tedt,

>C LI |

central depeneration was seen A common f{ea
ture secemmply independant of epithelal survhal
was reduction in amount or disappuarance of
stromal cells (¢f Fig. 1 and ) Pronounced re-
duction of the stroma was scen in 34 of 19 con
trol cultures,

Vacuolizatwn of cpithelial cclts at the margin
of the cxplants and in the outgrowths in the
matrix (scc below) was commonly obsenad in
accordance with normal endometrium in organ
culture (Ehrmamn et al 1961 Figeg 1963) (Fig
4) Such vacuolizaton was present in 19 out of
39 controls, and in 19 out of the 8 progesterom.
treated cultur~s (50 and 100 «p ml) with any
viable tissue left after 7 «r 8 days in calture.

In explants with sunnal «one + (ef Fig ¥
piknosts and necrosis were marked, and reman-
ing viable cells dud mot prodiferate \ acvoles could
b scen At sunnat wore 0 no viable tresue was
left after 7 or & dav in culture

Outgrowth in the sponge matrix is demon
strated in Fig. 5 A marled outpronth with for
mation of the cell as strands of a single or
multllayered cpithelium  somctimes showing a
glandlike pattern, n indwat™d as + — Vacudes
wire present in outgrowing cellv av well as in
th periphery of the explants. Mitoses were some
times presént. Outgrowth could b continuous or
diccontinuous with the primany explant Out of

AeriO%st 1G mrc Scand 49 (19 0)

all 211 cultures (4.2 flasks) + + outgrowth sn
present i 5. Q5 )

In 104 cultures (50 ) scemmgly viable cel's
w re present in the matriv ether singly or B
small groups (+ outprowth). Whether thr s &
result of exfolmtion of single cells or cell groups
or of actual migrabon from the explant canat
be determuned. The cell nests were mever 17
enough to estabsh a gland-like pattern, pur Wefe
they continuous with the explant.

In the remaining $5 cultures (25 ) elreufid
s O outgrowth, one of tac patterm culd b
seen. cither no evidence of outgrowth, or d=
penerated cells present in the matnt which o+
dicated exfoliation of necrutic cells from the €8
plants or initial outgrowth, {lowed by deet™
tion. Ths type was predominantly presnt & (o>
goster ne treated cultursy (cf Fig. 6)

The utgrowth pattern had a chowe relatin ¥
th survival rate f the primany explant decres™
g unndl i folloned by a decreaung cutpront®
A could b expocted the larpest stathinal ST
mfxance (o 0000) ks found hween sunid
seores -~ and With thk corrdataa B
mund, it 1 of less mntersst to analys. the effet
of th hormones on sunisal and outEd
<cranmtely

Sunmal was ~ - or + + mal contrett
The addition of estradiol .0 ag/ml (C O &



Wﬂwmmo!wm

wm geaty sopaired The effect of SH 352 ato
whows & does-dependent respomse, although the
flects wery pever procoaced.

The vanoos groops ary quantifatively and qualk-
tatrvely beterogeneous. It b therefor more rehe
vant # compare the rvival n the hormonlly
treated culturey with that In thewr ¢wn cootroby,
The dagrams bn Figt. 7 8, and 9 are representa
tro of sach comparbon. The bans lustrate th

Jusiia controh, & shown by the mumbety
eaxch bar Further below are given the
bectie disinbution end the tofel bumbsr of
exrezoom treaied with & gtven hormons! con

conecattuton o P59, growth wae "
ot Bl of the twmoun. At P00 only 1
sarvered equally & well st cootrol.
Them:nmhﬂuhnmucmhmﬂ%
b2t boen cakculated, Table M1 Mbm

% (-) odicais lnhibitlon, plus slgny (+)

- ppimt

[ S

19

8y

o 10w

T

better survimal than in cootrobt, The hormone
treated groups bave been compared with the pos-
ubity of zero inhibition by means of the rest.
“The effects of P50 and P 100 are stathticaily
significant, 0.01> p>0.001 and p<0001 res
pectively The dlffcrence between thets two pro-
tons n also hghly i
t=57 at 35 df. p<0001 Furthermore, P 50,

combined with E 10 or E 20, significanty reduced
tho snrveval

Tubke 1L Chasse

of mevival bt hormone-trected
growps, tomparrd (o cerrerponding comtrobs

il perlormmd sgumt 0.
Homa

cowc Total  xbubenon  Staed

vl wmber acon oror d L
=] » Y T os
Fio » 1 0w ]
ro -] _es0 oy %

109 i -2 ey logee
Pig E0 Zon

-
3
™
H

5
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MSQ % pginl MmNz 8 e
ESTRADMOL 20 pgimi
>t 11 3 <C >C 1 12 3 <C
2 2 1 )
T ey
SHBZ 1 pgim) EELY 2 pgroat
ESTRADIOL 20 pglmt
Fig 9 Sarvival of endometrial carcioms
I organ culture &t different concertrare
of SH582, wonc or combined b v
tradiol, compared wWhh coreerpomdmg o
trob. For detald, see exl
> 12 3 =c >c|"llz)<c
2 e 2 . 6
»
e 1 4

A comparison of Figs 7¢ 85 and 8¢ agam

At SH 25 survival {3 possibly reduced (Fig 94
gh statistically non-ignificant (Table 0

1th

suggests an increasing p lation of the lnhitntory
action of progesterone (P 50) by the addition of
increasing concentrations of estradiol By statist!
cal analysls, it was evident that E 20 significantly
enhanced the Inhibitory action of P S0 (r=3.5
at 38 d.f 001:>p>0001) byt that this was not
true for E10 (¢=14 at 31 df, NS) nor was
the difference between tho two combined hor
mone groups statistically significant (¢~1 6 at 31
df. NS) P 100 was not potentiated by E20
(ct Figs. 7d ond 8d) This could perhaps be
explained by the fact that a maximum effect 1
reached with progesterone alone at this concen-
tration,

SH 5 exerts no effect (¢f Fig. 9 and Table 11D

When E20 was added the hnhibitory effect of
SH 25 s statistically significant (Figure 94 Tl
1II) On the other hand, the difference in the
effects of SH 25 elone and combined with E*
is again non-ignificant (r=16 at 28 df NS}

The survival of controls was lnd-pendent of
tumour grade Table 1V shows the survival 3t
P 50 alonc, and combined with estradiol com
pared with that of the corresponding eoptrol. o
grade 1 and grade 11 carchiomac Jt Iy esdknt
that survival Iy impaired more by the combisxl
actron of the two hormones than by prog-tren
aloae but ala that potentiation of th. action of
progesterone by estradiol in vitro ks present pom

Table IV Swrcical in harmon-treated groups compared with corresponding controls inflwence of romose grak

Norma! d I
Hormoone Sorvvatl Mean st
Tumour Total o | gt
srade gimly € 31 €2 C3 € wwber wor sr pw
5 4 ’ o4 o1
! ;ﬁu:lo 3 4 1 ] 073 047 OSINS
PR+ EX 1 s 2 9 ~100 on 197 NS
50 6 3 2 3] ~064 on —
" gSCHEIO 1 2 1 1 3 -140 11 084 NS
P30+ LC20 4 + 3 " 192 02 PR

Acta Obst 1 G)mer Scand 49 (1970)
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iy o carcioornas of low

degree of differentia
don, Le. the kind of ctrial neoplastic dis-

pmdcnnyoihnfmuhaamnc\x!madm

ers which wm lew fepoosive % progeitogen
enpy 0 vivo e dtated by e Anderson (1969),
Kaier (1960}, helley & Baker (1960 1965) and
Yarps xn3 Henrfksen (1966).

DISCUSSION

Ia theno culture, the cifects of phydcal and
chemical ges can be stodied at cefhilar o the
we devely withoot interference from known or
wiknown envirommental facton present in vivo.
It s geoerally agreed that organ cultures are more
proae 10 retam thelr siroctorad integrity and func
tooad actvily than wre cell cutures, Orprn cul
tares are thes more comparable to thelr parent
thenet To xvod, s far s possdble, celiudar selec-
ton sod intrecellutar slterstiom. organ cultures
are vmally Hmied ta short-term experiments, &
. been dooe tn the prosent it

mal riom (Ehrmamn et al, 1961 Fige
1963) and were aso secn In the control cultures
in the present study hohom & Tohso (1968)
belicved thelr findings to be of significance for

enhanced compared with the controls n 6 ot of
10 carvioomss cultored with progederooe 10

Tha survival i control cultures after 7-8 days
we emceflent of good tn 83%  In moxt Crses
whers mvival wis poor or ni, this cootd be
Haaed om the onginsl specinens b necrotic,
infected, of fibrom wih fow vhable cancer cefls
Retler vt sl (1966) Trponed m oversil viabily
o % of 51 wrgical mocmem of umem 1o
wour tmos afier 4 7 or 11 days n orpn cdd-
tre halos o Al (1968 @ s stady of 105
malygnent and 53 berign buman tomours, lotnd
90% of he cultures viable after 7 days, knd 53 %
aher 21 i

The smremal af the explents was markedly e
Surd whea progesorons W proent i the
mnmo{w—lm"[u‘;m
12w obeeiiton was made by Kaborn & Tebao

Berpyd, s ey
1965 Bonte st al, 1967 Hodon &
Soaacd, 197 Watrrman & Bemson, 1%7), &
* * Gl woviory changes apprar ode

Tt i obviom fhat the effects obtained by od
minisgtrtion of progesterone tn vitro bn the present
sudy ase differens Bistologically from shenations
achieved by p of
cxrtinoma In v {og., Shermum, 1966 Varp &
Hennksen, 1966} Powtly the wroma degepera-
hon, scan W e presest Ipvestipation, preveats
the carinoma exlls from respoodmg to proges-
wone in 8 way comparable to that o vivo eg
by socretory sctinly sod sho that the refstivo
atmence of sitoma renders the cancer el morp

W the cytostatic effect of
However Pockett & Mermill (1967) found wac
wolmation, pyknosls, and necross afier onlly

Intrscaviiary
ton of progusiogens (g Troskatt, 1964) deverve
special athention tn the evaluation of e prusest
in vitro resmt

High bormonal concentntyns brve been meed
in this stody [n the we of othar sterokd

Luerierkl, 1966 Tehao ot al, 1968) Figgn (1963)
d 50 effrcts of progesierone, 100 g/, on
normal endowetriom 0 orgaa cultare, while Fhr
taam (1961) Teported eomplete dey Yoo afber
peogeatrioos, 40 pgml

MOWOM&—JGI"V)
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Rullander et al (1966) noted complete degen
cration of 9 human mammary carcinomas and
3 out of 7 cervical carcinomas after progesterone
80 ug/ml A non-specific reaction to the hormone
was suspected although one v gland out
of 3 and 4 cervical carcinomas out of 7 survived
at the same concentration. No deflute arrestmg
cifect of progesterone in the same concentration
was found on the growth of cell cultures in
plaama clots of rat ovarian tumours (kullander
& Killén 1959) In the present study different
carcinomas survived to a different degree after
P50 as well a3 after P100 A non-specific ef
fect seems unlikely as it should be expected to
affect all explants alike

Ehmann et al (1961) and Figge (1963) b~
lieved the effect of progesterone on the endo-
metrium to be exerted via an mdirect route. This
was partly contradicted by Luginbuhl (1968)
Sherman and Woolf (1959) demonstrated that the
administration of 17¢-hydroxyprogesterone ca
proate lowered the urinary levels of lutemnizing
hormone (LH) 1o patients with endometnal car
cinoma originally presenting with elevated LH
valucs. However Kelley & Baker (1960 1961)
Vargn & Henrlks=n (1961) and others have
d that the pr effect by direct on
the corcinoma tlssue The bioassay method de-
scribed by Hooker and Forbes (1947} the pro-
1 effects on end rlal car
clnoma after intracavitarily adminbtered proges
togens (Truskett, 1964) and the rasults of the
present study furth r support the view of a direct
action on the endometrium as a pnncipal pro-
perty of progesterone

g}

d hictaloel
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ESTIMATION OF FETAL MATURITY BY AMNIOTIC FLUID
CYTOLOGY

1 Rosbory. E. Bjgrn Kristermen and H Trautner

l‘uurhwdmmrdsfrdhu.llb and Enk Jproeesm H DL

Fet. Joweph

coocephion, end the date of the first { tal move-
mcrts Morcover amcwment of the nzs of the
et and the weght of the fetos, Xtay ex

& well &3 mesrorement { the biparlstal dismeter

developed
tot been wndcly adopted,
M&w(lwmw Dew
method for the evalisatam of fetal Tty besed
o cirmation of liquor smnu fol
kg uammag with Nilo Bloe eiptate, » method

Aowphel Coptnharen, Damrark

fint fvestigaied for the diagnosi of ruptured
membruoes (Klttrich, 1963 Brosens & Gotdon,
1965). They found a clowe relatiomhlp between
the mumber of onnge cells in the amniotle fluid,

wed I p and the g 3 age
{Table T}, and this relatforahip has been coufirmed
by Inter invesiigations (Gordon & Broseny, 1967

otber
(Hubjey, 1967 Joering, 1968 Sharp, 1969 Chan,
Willis & Woods, 1969), for which rewson the
present authors have found it desirable to -
examme the saitabllity of the method.

Acta Olriet Gymec Scamd 49 (1370)
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Table I Correlatfon between the percentage of orange
stalred cells and fetal matarity (Brosens % Gordow,
1966)

Orange-
saatned
Matanty crils
(secks) )
<33 <1
3438 1-10
840 10-50+
>40 B
RESULTS

Fig. 1 shows the percentage of orange cells in
relation to the gestational age It is scen that the
percentage was low until the 37th-38th week,
when a sudden Increase took place However
even after that time there was a large number of
specumems with a Jow content of orange cells
Thus, 32% of the specimens contained less than
10% orange cells after the 37th week, and in
two of these the percentage was rero It should
be emphaszed that there was no doubt about the
maturity of the mfants in these cases. The 29
specrmens from patients with pre-eclampsia, hy
periemion, and oedema showed no deviation from
the dstribution In Fig. 1 Thbe specrmens from
the 8 patlents with placental imsuffiiency were
all from 38th-41st weck, and these also showed
no devintion from the overall dustribution.

o} BT
A
L]
n
19 -
2
© -
» 4
n <
-
W — — " T T 1 Y e
ot 8 - | Lnd -~ e d
I EEEEEEEREECAG

Fig 1 The rebstombep bet cen the percentaps of orange
statoed crlk m the ammots: Qasd and duranon 1 goste-
top. C ammocenteus (48), @ Tund aterpunchire a9

A Obitet Gy mec Scand 49 (1970)

DISCUSSION

All investigators have found a considerable b
crease in the percentage of orange eells afier the
37th week, the carbest tme of obwrvaton of
more than 10% orange cells varymg from the
36th to the I8th week However the wmrefabidr
of the method stems from the fact that all -
vestigators observed cases of less than 10

orange cells after the 37th week. This pereentage
of errar vaned betweea 6 and 40, in the prosent
material it was 32, This high percentage of emr
1 the most seriows disadvantage of the method
As an oid to prenatal d+termination of marenty
the method requires amniocsntesis, which 3
other disadvantage as a conskderable number of
frultless attempts must be cxpected as well 1
a few complications (Bumnclt & Anderson 1968
Creasman, Lawrence & Thied., 1968 Pedls
1968) In this connectlon the rk of fetomatermal
transfusion should be particularhy considered, -
volving & risk of antibody formation with por
sible q for later pregma (Pedlz
1968). The frequency of thh complication ¢
undoubtedly bo considersbly reduced by route
deter fon of p 1 localbsation by ultn-
sonkc scanning (hohorn ‘valker Moo L
Campbfl 1969) os well as by the e of Teflen
catheters (Mann, Padawer & Romnt) 1966}
Because of the disadvantages, amniotic flufd ©
tology cannot be expcted fo become 3 oo
method of assestment. However in patints with
ancertaln gestatonal age particularly In casy

possible placental msuffickency with o amall fetin
andlo“oﬁtridvnlun.thcmmoduuheu&'\i
as a speedy and stmple ald in the determinatod-

CONCLUSION

If more than 10% orange cells are found I the
amniotic flurd, the gestatronal age 1 At kat ¥
arecks, and most likely 38 weeks or mote Is
cates with Iess than 10 orange celly the pott
wonal sge cinnot bo rellably dtermmed. TH
method 18 especually applreable m cases of puo
uble placental lnvuffickency
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Announcements

19tk Britisk Congress of Obstetries and
Gynoecology Dublin May 19 20 and 21 1971
There will be five sessions entitied as foflows
1 Pennatal Mortality—Present Position,
2. Pennatal Factors in the Subsequent
Development of the Child,
3 The Treatment of Gynaecolagical Cancer
4 Pelvic Infection with Emphasls on
Venereal Discases,
5 Modern Delrvery Ward Techniques.
Full socual programme. All enquuries to Corngress
Office, The National Maternity Hospital, Holles
Street Dublim 2,

XVl Seandinmian Congress of Obstetrics and
Gynaecology Aarhus Denmark Jume 29th—July
Ist 1972

Main Subjects.

1 Coagulation and Fibrinolysis in Gynaccology
and Obstetricy

2. Obstetric Analgesia and Ancstbesin.

The screntific foundation and major clinical as
pects of the main subjects will be presented by two
expert groups followed by a number of papen
with particular reference to the subjects.

Late afternoons and the morning of the fhird
day Free Commuaications.

Official Ianguages. Danish, Norweglan, Swedish.

Information. Professor Ingentor 39 Noerrebro-
gade, 8000 Aarhus, Denmark

Death

Anaus Herman Vinna Austria, professor and
panduumano(l}wdtparlmcntofobﬂctnannd
gynaccology of the German university in Prague,
Crecho-Slovalua, and of the gynaccologicat depast
ment of the Vienna Town Hospital in Laint,
honorary doctor of the Université catholique de
Louvaln, booorary president of the Austrian So-
clety of Gynaccology and Obstetrics, hotder of
the title “World Pronecr and Leader of the Inter
national Fertility Assocration”™ died in Vienna oft
Aug 22, aged 78

Acta O¥stet Gyoec Scund 49 11970

Note

Dr Robert W Ristner sy, clin. prof of obttetris
and gynaecology Harvard Medicat Schook, Bosten,”
has published a very complete book aboot contr
ceptive pills, sultable for the public. It b oov
avallable in the Swedish langmage enttid F
pilier” publihed by Bokfarlaget Spekira, il
1tad Sweden, and recommendable akso to stodns
and practitioners.
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STUDIES ON FETAL CIRCULATION IN LEGAL ABORTIONS

Sigrard L. Pehmon

rmawdmdam(ﬂdLm M D), Contralgsaretivt
HEindel, Swoden

Aburect Ths coodetion of the frtsl exccleton whet

REVIEW OF STUDIES
The mods of action of these soluthon has been

Gochberg & Reld, 1966 Wagner 1966). How
ever that abortion can occur cven whh a living
fetus bes bren chown by Stamm & ds Wattevillo
(1954) and Wood et al (1962), among other i
vesthator Browet, (1958), following glocose Lo
stillation given I an mknown twin pregnancy
w1 able & thow that the fetn had died where
bs wmoloGc sec had boen punctured, wherea
(e ofber {etms had comtmued to lve The inter
wention had not sciieved the destred et and
whreforn ysterotomy had been performied.

Qreat keportancs b boen attached aho to
tho fact that un incresto m the volome of the
wers ocenms after frstllation owing 10 ozmoss
{Csapo of al, 1563 Jalfin et a1, 1962). Several
wsthots, however Have been doobtful about the

of this 1967
o).
Pacental lojusy with the &storhance of hor
mﬂmpmductm,mny docrense tn pro-

Fmbﬂ‘hhhmw.,m

foctor B con-
Mhb‘wlﬂwﬁh‘eﬂmmhm
moetrium

& Crpo 1967, Camver
(1959) sbowed that the production of progesiron
Prewpposes & placenta with sn tntaet

and hence 2 Hving fetm. Borth (1952), f M
0 utervintion for boftion wat not able tp

Nor did anslyiet of e propsierone content in
e viriae venom blood sbow wny decrease

Acts Obuiet Gruec Scund 6 (1970)
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Announcements

19th British Congress of Obstetrics and
Gnaecology Dublin May 19 20 and 21 1971
There will be five sessions entitled s¢ follows
1 Perinatal Mortality—Present Pomtron.
2. Peninatal Factors in the Subsequent
Development of the Child.
3 The Treatment of Gynaecological Cancer
4 Pelvic Infectlon, with Emphasis an
Venereal Disenses.
5 Modern Delivery Ward Techniques,
Full soclal programme. All enquirses to Congress
Office, The National Maternity Hospital, Holles
Street, Dublin 2.

AVl Scandinavian Congress of Obstetrlcs and
Gynaecology Aarhus Denmark June 29th - July
It 1972

Main Subjects

1 Conguiation and Fibnaclysis in Gyneecology
and Obatetrics.

2. Obstetnic Analgesia and Anesthesin,

The scientific foundation and major clincal as-
pects of the main subjects will be presented by two
expert groups followed by a number of papers
with particular reference to the subjects.

Late afternoons and the moming of the third
day Free Communications.

Official languages. Danush, Norwegian, Swedush,

Information. Professor Ingerslev 39 Noetrebro-
gade 8000 Aarhug, Denmark.

Death

Anaus Herman Vienna Austria, professor and
past chairman of the department of obaetrics and
gymaccology of the German univerwty in Prague,
Czecho-Slovakua, and of the gynacecological depart
ment of the Vienna Town Hospltal 1 Launz,
honorany doctor of the Universté catholique d¢
Louvain, honorary presdent of the Austrian So-
ciety of Gynaecology snd Obstetrics, bolder of
the uitle “Worki Pioneer and Leader of the Inter
nahonal Fertility Assoctation™ died in \ienna on
Aug. 22, aged 78

Act Obstet Gymec Scand 49 (1970)

Note

Dr Robert W RKistner ass. chn, prof of obatetrls
and gynaecology Harvard Medical Schoal, Boston,
has publithed a very complete book about coetrs-
ceptive pills, suitable for the puble It # now
avaflable 1n the Swedish language, entitled P
piller” published by Bokldchaget Spehtra, Habm
dtad, Sweden and recommendable also to studenn
and practitioners.
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Table ¥ Tlme required for feral drenlation so dis-
sppeor &fter extro-aneiotic sallme bucillation

Com

Thra (hoor)

Abord within 24 hoors

2 camn
Aoscakxnon st 24 houn

¥ am
Toal “ s
Intect ehreadenon 3+ 1 coma
Mgty rwordieg ey
Toak: »

64 paticnts, 25 women sborked within 24 houns
after the ostBlation, and bere 5o lats record was
made. In 9 of the remalning patients who had not
ahorted, the cirerlation wns found to ba intact
24 boun afr the mtorvention (n oas case
oy & fow days laten). Al 9 of thess patbents
bad been given aalt sohrtion cxtra-smniotically
In 30 exxcs tho recontings wero pepative (Table
vp

Al patients In this series, on whom frtra-
mmniotic

CONCLUSIONS AND COMMENTS
WHR our technique and material, fetd desth oc
curred wrtbin 24 boun i all crses following
mi-aomiotic Btervintion.  Other
bavs reporisd Iving femses in asockion with
#bortion follywing glocose ftllation. (Tme
1962 Browet, 1958). With an b}
mhmwlmmo h%“l::
W“Whmbﬂ-btdnmm“
©EMa00n of the fetal circalation. Trax nd
M‘“’”’“"Mmhmmh
ommhlﬁ:ﬂymdm&ﬁnwy

Ac.ﬂb-num,‘_‘”"m)
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Table 1. Distribution of cases by gestation period

15 16 17 13 19 0
1792z 5§t 4 2

Gestation wreeks 13 14
Number of caset 4 &

Table 11 Distribution by gestation In the brtra-ammiotic
intervention growp

Gestation wetks 17 18 19 0
Number of cases 3 1 2 2

Table 1. Distribution by gestation in the extra-
ammiotic intercention group

Gestation weeks 1 14 13 16
Number of cases 1 1 4 1

progesterone production after intervention (Short
1965) On the other hand it was possible to show
an increase 1 senutrvity to oxytodn. However
Wehbt, (1966) wsing an botope technique, found
a reduction in progesterone prodoction. Samples
were talen prior to the mntervention, after labour
had started, and after the completed abortron. The
urinary cxcretion of estrogen has been studied
by Timonen (1962). After intraamnlotic 1nstifla-
tiots of 50% ghacose solutlon the urinary estradlol
content rose, whereas a decrease 1 the estrone
and estnol content was observed. The cause was
stated to be severely dmsturbed metsbollim in an
Injured placents,

In those cases where saline solution was wed,
a direct shmulating effect on the myometnum
could be established (Wigvist & Erfkason 1964).

‘The information in the literature on the effect
of hypertonic solutions on the fetuws Is scanty
Fuchs (1967) stated that the fetus dred within
a few hours following saline nstillation. He con
sidered he conld draw this conclusion because in
two cases where be had performed hyyterotomy
2 hours after the instillation he then found dead
fetuses. Gochberg & Reld (1966) had asked the
mothers when the fetal movements had ceased,
and comidered that, on the basis of this informa-
tion he could maintain that the fenses had dicd
withn 2-4 hours after the instiffaton He had
used saline solution. In one case which was fol
lowed with fetal ECG recordings all acuvity dn-
appeared after some minutes. This may possibly
b.mnﬂ:fnct.u'!‘ummnd:mommlcdumdy

Acka Obss 1 Gymec Scand 49 (1970)

a3 1962, In a single case, the cessabon of ac
tvity followsd the intervention, but with a ¢
sumption after 30 min. Subsequently the actmety
was irregular for 31/ hour and the ECG showed
signs of fetal asphyxia. Thereafter the fetal ECO
was again quute normal The fetus lived for 4
hours after the intervention, when hysterotomy
was performed In a enes comsisting of seven
{ntre~amniotic instllations of glucos:, Timonen
found that one fetus was allve when hysterotomy
way performed 24 bours after the intenventon
Bengtsson & Csapo (1962) reported that fetal
death ovcurred within a few hours of intenes-
tion. Thrs was estabished by the fact that o=
catheter inserted in the utenus I connechon with
the mtervention ceased to move. In ont case
hysterotomy was performed 4 hours afier the o
atillation. It was then possible to remove a fetus
that had recently died. In afl theso cases talme
solution had been instilled.

It way impossible to find any information m
the literature on the fate of the fetus after extra
ammotie instilation of saline

In this work the condrtion of the fetal clroulz
tion following intra-amniotic Instlation of glucose
and extrs-amniotic Instillation of saline hxs been
studied. Ultrasonsic technique was spplied.

MATERIAL AND METHODS
The imewipation compeises 61 women who umderwent

lerat sbottion on ! grounds i
with S cdish law- 36 recetred intra-ameotic ghucowe -
stillation and 28 sline inalation. Tt

pregnanchey were dEstriboted over the following wesls o
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INCIDENCE OF CANDIDA AUBICANS IN WOMEN USING ORAL
CONTRACERTIVES

H. Kjlund Jemen, P A. Hansen and Jems Blom

the Departwent
n mmﬂwdom(ﬂuruun)u
- of Pathplngy (Fend K. Srugsttes, WD}, fe Comrel Hospiel, Nt od, Deranark

rosponuble for sbout 73 10 $1% of veast infec-
toms (Ruther et al. 1958, The incidence of in-
fection with ca wem © by moreasing Pre
wemably (e cootmyuing cressed e of broad-

Several more recent reports bave deactted -
cremed medencs of vaginal cxndsdtass ko coo-
Rechon with the we of (Wahh,

0 amy sl £
weers and nonemers

For the purposs of further ehuchdation of the
subject, we fomd # ipteresting to cralmate O
nckcocs of ca ln s p don group comprhk
balthy women of fertl zgo. The seckes incl
both wyers and non-toers of contraceptiver.

between

Own bavestipations
Data waz obtalned in connection with 2 voluntary
smear jnvetiption of the purding

prophylactic
staff at the Central Hospital in Nastyed aod &
cloder 276 women of {etude aga.

The sabyects can be divided imo thres groops:
NP P end AP The avenge e io the Twes
groups wore 37 32, apd 32 yan, rtspestively
Group NP comsirted of 158 women who had ne
ver recetved bormonal treatment, group P com-
prived 80 patients wnlog oral contraceptves for
contraceptive parpowcs, and groop AP 38 pae
tuents who bad formerty used orul contraceptives.

WETHOD

oy x ©> the Stas Terwm Eaworum for move drtaded

Hidebrendt & Prystowaly 1965 YafTer & Grot,
1963 Porter & Lyle, 1966 Catterall, 1946 Roeth,
1967 walsh, Hildebmandr & Prywtowsky 1968
Moarn & Mectls, 1967),

However the mTies examined sre rather Jhmted
ad comnt manly of women prewating with
mmm“h‘mm%

of G 1ype of yens.
smewcd by Sewt mecroscopy for trichom wod
Eymcceloptal Cle tostory wam obtumed,

RESULTS
As it shown In Figs. 1 x0d 2, group NP incindes
60 (O8%) with trichomonas, 38 24%) with tro-

Akt Odetrt Gymec Soond 49 (1970)
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disappear It was not possible to determine the
developments durmg the last minutes of the cir
culation

After the extra-amniotic Instllation of salipe,
the fetal circulatron ceased very repidly 1n & pum
ber of caser in a few it continued even after 24
bours. Scarcely half of these patients aborted
spontancously without further measures on our
part. In Just over half of the cases we comdered
that we were ustified in giving further imtilla
tlons. At birth all the fetuses were macerated and
thus had died later than 24 hours after mstilla
tron. The mechanism causing fetal death in these
cases nppears to b different from that after
intra-amniobe stilation of glucose solution,

Doptone Smith Kline Comp. USA. Sw Rep. Hogo TI-
quist. Somicedd Someald Lim. England. Sw Rep  SuTte
Werner Afagnaflax, Magnaflux Corp. USA. Sw Rep. ARl
habo Solna,
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INCIDENCE OF CANPIDA ALBICANS IN WOMEN USING ORAL
CONRTRACERPTIVES

H Kilund Jersen, P A, Hugen and Tems Blom

From the Departwent | G

nd Obstptrics (Hoad. P Lawpe, M.D ) ond ths Department

 Paarl oLy
ﬂmmﬂxmxn&Mdeuqu.xm¢w

healthy women of fertile age The series
both wers and non-mens of contraceptires.

Own tnyeuttyations

Daty w1 obtalned in connection with  voloatary
umear brvestipation of the nuning

staff at the Central Hospital in Nestved and in-

cludes 276 women of feruln age.

The subjects can bo divided into threo groups:
NP P und AP The avenp apo in tho three
groups wore 37 32, and 32 years, respectively
Gronp NP cometed of 158 women who bad ne

Hidebrandt &, Prynowsky 1945 Yaffee & Grots,
1965 Porter & Lyke, 1966 Casterall 1966, Ructh,
1967 Wahh, Hidebrindt & Prystowsky 1968
Mo & Morrh, 1967

1 women presmting with
oeuital trRct symplomn. It hay ot been posible

A1 B town in Fip. 1 aod 2, NP focludes
60 (18%) with trichommon, 38 (K] e onr

At Obsiet G} mee Scamd 49 (1970)
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dmaprear It was par poasihle to dotamme the
dneiyments durmp the laxt mmmes of the o
colxpon,

Afier the axt-xnmot.. mstiflanm of salme
Ihe fersl crruilahin cexsed very pudlv o a pum-
ber of cxtes in 3 fow 1t coonnned even after 24
boory Ssyresfe half of thee pobeots aboried
spontaneensh wrthout further measures @ oor
part In just over half of the cases we comtdered
that we were justfied @ grmp further maills
Daxs. At urh, all the fenmes were macera. 3 and
thos bad dind later than 24 howos afier mstills-
ton. The mechanwsm cansmg feral deah m these
ezses apmears 1y b different from that after
mir-amos e mstillanen of glasoe satmmoa,

Doprone Sench Kloe Corpu USA. S R Heop TR
qubl Semacxde, Somnd Leml England S Rev St
Nemer Weonrhs Magmfin Co. USA. Sv Rew AL
hoha, Satm,
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The lest-mentloned type of yeast pptared in
!cunofpwpﬂ?(}?.).ﬂmnmrhﬂﬂm
nea

Thirtern of the 25 wibkcts with ca. cof
phatned of at loset two of the following

Cendida albicans and oral controceptives 293

T-hkl.knﬁ:n!rm&nlmlmﬁdryfo&:uh
176 fertile wornes

e ——————

Tuenoor Swapsicioom Atypscal Nogmal
oty il LY ot

tecitng of drynen and vagimal dhcharge.
faching, of

ferent (=23, P 999 and thut tho heidenco
of ca thown a vignificant dufferesce (=56,
P 97.5) within the 5% Jevel (Thors & & pro-
nounced diference &3 regards erosion, fess pro-
nounced for e There was no difference be-
tween proups NP and AP

The instial cytclogial dndy & appaan from
Table L reveslod 22 subject with criologieal
changrs, cortspooding 10 9% of te entire e
ric. Two had tumour eelh, 7 prewested smpichoos
celle and, fn 13 subjects, aiypical cells were 1o~
vusied. Four of thess wibjects vsed ond contra-
cepuver. Ot of thew bad mapicloan alh and
3 hud atypical celln

The flopcal termisology spplled B hat
saggeried by Chemmesmn (Clemmesen, 1962).

DISCUSION

The nedencs of cx found fn the present series
eomeponds Y well @ the inckbeuce reporked
© 10 Hoeraroro (Whner & Huxkey 1964 Thoa-
wa Pedersea, 1967)

Hexce, Thorwen Pedersen gives & ea o
odcoc ropug fom 4 to 10% I poopreg-
Baxt, Fympeomiem women, wheress, In women
with sympaorn referable & the groiisl tract, e
€L nndencs ranges from 6 to 16%

ln senes of 291 women of feride age nd

hom sy oract qrmptoan, Morms &

Morm formd 13.3% cx. ko mens of ordd contrs

" pootwer,

| oo ot o o Srwae o B octenned
CA b went of ordl cootracepirve i

s to the effoct cxeried by oral comtrn

€

I

2 1 3 4

e

wpﬁmmﬂnmﬁrﬂhﬂo{hﬂihlﬂdﬂn—
¢ose tn plexma (Spesiacy & Carhaon, 1966) which
in ft tum infiverees the yaginal epitbellum and

in the prosent scries (3745%) b higher than
the incidence stated in the literstare (Frederlt-
berg-3falmb-Lyng) Hence, lo the Frederdks
berg tudy (Koch, 1966) mnd the Malmd stody
(Bjerre, 1969) trkchomonm fnfection wa foand
o 28% aad 10% rapctively of women wged
I-AS yosrn

From a stndy of 1413 patients, Lyng (1967)
found an Incidenco of 25.83% The reason for this
dncrepancy might be % varylng techokque and
dentification.

Drring the presat study Wet smcan woro £
amined immediately afler ho tpechmem weve
ke The remdt wes reparded a3 poctoee it
only one tchomonss parsite way obserred.

In the Matm§ sindy dry specanens wers wud
ied which explaim the low ftequency obsrred
in that scres.

Tt n el o The Yiteranme (Momhs & M
1967 Memeit £t al 1968 Blere, 1963) that
crotion, or crerdon occtm 0 15 23 and 2%

pocmiy This inch o o

foond fn the preseat sevict, 24% in ponsern
;ocongTUo ststements concyming
he Incidencs of eroslon given by varkow worken

Pprosent
Mmmdmhmm

Acte Olrrt Ornec Ecmmd 19 (1970
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son, 10 (6.4 ) with vaginitis, and 21 (13 )
with yeast infection, 8 of whom (5%) had ca.
Group P compmes 36 (45 ) with trcho-

monas, 45 (36

) with erosion, 7 (8.7%) with

colpitss, and 15 (19 ) with yeast infection, 12
of whom (15%) with ca.
Group AP comprises 14 (37%) with tncho-

o T

A wagn

pZa

sz

NP

~m

Avcoa o

monas, 10 Q6%) with erosion, 1 (26%) with
colpitis, and 8 (21%) with yeast. Five (13 )
were infected with ca.

Apart from c.a., the typs of yeast found by
culture were saccharomyces cercvisue (B} o
drda parapsiloss (2) candida quiliermeadin (1)
and torulopss gabrata (13)

PR

P24

Za -

& oum rava
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OVARIAN PREGNANCY

R:mo!qu-ﬂhIJ”hLooplnw-

Gruihe Byrn and H. Khlund Jemsen

Frea the Departmrnt of Grraecelogy (Homd P Lamet MD), The Cemtral Hospetal, Neestied
Dewmark.

2 Tho foctr! e most occopy the pasition of

e ovary

3 The orary and sac mxt bo m comection

i Gw wtere throogh the ovarhan Hgament.

4. There ot bo definite ovartan titoe in the

wall of the tac.

Thete criteria have been modufied by sevenal

witory For lnstance, Willems (8) demanded the
Foins of ovarun twoe In seversl places of
te wf of the foetal sac. Othen, Inclucing Notm
O, desamd

5 © confir the dmgrows, but B bas been

e stindy of the homolaseral

otherwy

dccted ) that 1 b wmecemary W remove an
beatthy

orpn
Actordng 1o Kem () 044% of 2D covorp-

tow rexalt in ectopie pregamey of which ovarian

we vd © meke op 0T-LOT%

@) The averips ags o the Teported cas of
vt pregrancy bn beem M7 yoan, pasiny

rared

13, 17% beog prmigravidac. The pregrancy has
rather more oftcn on the right than on

e left e (16 1)

The rocet common STTutoms and sigm ern b

doounal pam,  Wam w the tree peivis, aod

\

Yigmal blecdmg. octuTTing in that order w 95%

90% nd 61% paticoty In addition, there may
be some normal sigm of pregmancy and, in the
vt of ruptare, dgm of Intruabdoming

and pomitly hacmorrhagic shock. Thus, the symp-
toms and signs of ovarian pregnancy do ot differ

At Odiet G ey Scomd 49 (1970)
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The number of cytological changes found In
the present series (22 or 9%) corresponds roughly
to that found by other workers. Hence, Bredahl
& Lefevre (1965) found 5% in a series of 2 421
sublects, Sjplin (1969) revealed 14% of 2055
patients.

Our serles did not reveal any relationship be-
tween the use of oral contraceptives and cyto-
logcal changes.

CONCLUSION
1 The incidence of candlda albleans in the vaginal

Rither E, Ricth, H. & Koch, H. Di Bedentmy der
Cand Aowen fir Gyndkologle in Geborshulfe,
Geburtsh Framenbhellk 18 1 1958,

Siglin, K.E. Hvad betyder det
synxiologie? Ugeskr Leg 131 1455 1969

Spellacy W M. & Carlson, K. L. Plagma, insahy gad
blood glocose beveh n paticnts taling oral conm-
ceptiver, Amer J Obstet Gynee 95 474, 1966,

Stenderup, A Mocillash, Uperlr Leeg 119-682, 1937

Tmooen, S, Salo, O P Meyer B & Hupol H
Vaginal mycosisx. Acta Obstet Gymee Scand 45 3,
1966,

Walsh, H, Hildebrandt, R J & Prystowaly H. Candudd
vaginitls

fond |

amochated whh the use of oral progestationsl

apents. Amer J Obstet Gynee 93 904, 1968
Wabkh, H, Hidcbrandt, R. J & Prystomsly H. Ol
jonal apents o3 & came  { candida vagimth.

secretion Is higher In wers of oml contr

than in non-users (15% as against §%). The dif
ferenco between the two groups is significant at
the 5% levd

II The incidence of erosion is considerably higher
in users than In non-users of ol contraceptives
(56% as against 24%) In this case the difference
between the two groups b highly sigmificant at
the 5% level.
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CAESAREAN SECTION IN CASES OF TMMINENT FOETAL ASPHYXIA

Migjam Furuhjetm

From Karolaks Iasrarest Department of Obstetracs and Gy mascology

(Fend Projersr A

Absract, A wndy was mads of 112 caws of kaowsest
ckraryd Cacyserea

Sowial section g1 the
MMLLMIULIMAJMM
con on whach Casstrea wchon Wt prrforved  for

Carmseaa

maly Of o 112 chidean wih wrwmaet foetal ety
T wad em Apgar scory of Tem thar 7 shas | e B
the wabacsl ool woed oo the Deck e ch  way
et cowd ebee the masiorst wokysia AL te fol
low wp T4 ow of 112 clekdra . the wphyilt @O0 VY
oot wecmally devcloped we bad mHoreanoos
of woe md Ondy 4 tmtarcts b the comtrol groop kad the
.

Dung receot yean the porioatsd mocalty n
Svwreden bt decrermd 10 such a0 extent, that the
desth of & chdd I connection with dftvery
reparded a a great fature. Hencs the frequency

cress wns obesrved. In 1966 the rets wes 39%
m 1967 48 and w 1961 S3% of sl panent
were deireered by Cactarean scction The follow
W3 quesbols ate therefore posed
1 Hn tbe dragnom of mmment foct) asphryus,
been correal
Wil the 4t very by Cactirenn section of m-

To what extent n fortal seph by
malformaton or mbotn metabolke crrors

v s

Sabbatstiery Hospeal, Sanchhobe, Jweden

MATERIAL AND METHOD

n orter 10 1T 10 owwer the questoms triscd, & pody wis
wade of 112 taeet of Jewol foctal sapkiyzh, dcftvered
ty Cacsmren wection LLIS-I1 TLI%E 11 the Sebbwn-
by Hompeial, At coniroh, # o o which Cacmross
swction . porformed for temom ober G syl

wors chonn from fhe mxw posiod, bet puices wkh
showpuo plaoatao end plectats praeme, whbo hed kad
Mravy bicodmy befor sdnimdos 10 the bowkal, weme

[
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The abdomen was soft, obese, and lender over the

to wal. The and pulse rate became stablllzed withln
the pext hour the BP around 100-105 and the pube
6462 Two houn later the BP was 100 and

pobe rate 80, but at this dme there wet no doubt

the left, the appearances were entirely pormal

When the ovary wis cut open, # was formd to con
taln an embryo, about 2 cm In length. Microscopic ex
amination confomed that this wxs a primary overlsn
pregmancy the foctal sac being diffuscly invaded by nor
mal ovarian thsue.

REFERENCES
1 Besch, Pk, Boutseln, ] G Dettmam F G Mo
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fect of intramtetine devices on the pormal metum

S Wilama, J W Extraoterine pregmancy Obaitnics
537 Appieton & Co,, New Yorh and London, 190
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well when discharged on the 10th day

DISCUSSION

Ectopkc pregnances in assocration with intra
uterine contraceptive devices ({UD) have aroused
interest In recent years, and this applies particu-
lady to ovarian pregnanciey. According to Tietz.
(4) (D 1t has been established that a far larger
numbsr of ectoplc pregnancies in relation to
total pregnancles occur among patients with JUD
in site than among others. Moreover it has been
found in preliminary studies that among these
ectopic pregnancies a strikmg pumber are lo-
calized in the ovary Among a total of 43 ectopic
pregnancies, the Cooperative Statistical Progam
(USA) found 6 to be ovarian. This gives a ratlo
of 1 7 while among non ussrs of IUD the ratio
was found to be 1 150

The mechansm of the action of JUD i un-
Lnown and has been widely duscussed Endo-
metrial changes, accelerated passage through the
Falloplan tubes, and hormonal chang~s have ben
supgested (1) It is difficult to purcerve the role
of 1UD 1n the development of ovanan pregnancy
umless there is something in the theory conceming
hormonal changes.

Act1 Obstet Gywec Scand 43 (1970)

Grethe Bigm

Gynaiologhk afdeling
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Teble VL. Reanits of foliowp
Vatloot Congecial  Late deme- Soall Sieep do>-
‘;ﬁm luruﬁn::‘- Syt domrse Sope Tof 2 torbencey
M M

Coairol growp (6 1 1
Asphyoin yrowp (117 1 3

2
T n 1 1

Debrverad betore comtractons exried.

wgne of imminent foete] wphya are slterations
i the toctal beatt ate and prwage of b

o meniad dsthirbances und prematal weldorts, They
found &1 jon between

(Fertom ¢ al, 1962) Bualarz, Caldeyro-Bascia
o s, (1965) sirew the mportance of wo-called
dp 1L & decreaw in foetal beart rats, which re
mame after the cematon of the ulerine contrac
o, and Saling, o al. (1967) conmder that mire-
uterma ackdons w 2 very mpoctant egn of foetal
distrem. Van Praegh & Tovell (1968) think that

Vow foeial heart ris B 1be mosl common sign
of foetad xnaxis. Foetsl heart variations witbout

checked the cardy of 194 peonstes, dclivered by
Catusresn sectioq becprse of foctal dstrem at
(e Women  Hotgstal, St Lukes Hospatal Center
m New York during the years 195866 and found
that only 35 bad severe depremion ad birth. Thelr
fgurt s ia good egreement weth tha figurn foand
= oer sency () ot of 112) The depresmed neo-
Azt m ot matersal were equally drvided between
e Pe with low hexrt e, with rapsd heary
e and thote who hed coly pesed mecoalum
Tha detzmon 10 perform  Cacearean secton on
the dagnous of scate foctal dwtrres soem, there-
fore, to ba very sobjective and dependent oa the
mdprment of the wderdual doctor mung the pre-
Voouly saded ciema. For mmamee, & seem m

mwmumxmm,
Laboor would bo bedplal. A mumber of Caeran
1Thons 1N ouT etk Protably coudd have heen
wowded with berier dagoostec method

Schocwder M (1967) bay  made

ummestion of 44 <oy tn dacy w! "‘hm"“?
e berwcen mewrologxc end/

hypanls
and brain damage. Leagth of the labour seemed
1 be Yoo mgnificant than the severity of scidoss.
Their stody secms o be in spreement with our
obeervation that some children with asphyxia be-
fore Oclivery arw not s well developed x the
children bn the conrol group.

There aho scems 10 be some conpection be
tween provious permatdl death deliveric, and siub-
sequent acute foctal driress during bibour 7 ewt
of 56 motbery who had a foetns which developed
acute sminent wwphyxia with s bow haxt rue,
had cadlier had  gilllbora chukd. Three of these
bables bad muitiple malformations. The concen-
trtion of caser with previomly desd childh
tnto thu group (7 of 9 children) does not atem
1 bo an accidenta) covumataace. Ix the control
rowp of 190 patents with pocmal defiverten oaty
2 patenty had earber bd & perinatal desth. One
died because of  eiteed tratsverie potakn and
the other from prolapse of the umbilicsl cord.

CONCI USIONS

Io summing up fhh mvesppation o o
cate thet the methods uaed 30 hieid
foetal asphyxs probably are 00 ancertan to
pecmit xn eact dugoows, and it some Cy
s wcchioos conld have been xvolded with
methodr. Malformations and labo b'n:
rort may in some caves be the o of foeml
wophyia

ben performeeg Caesrean secton for k.

delvermg some chidren wah Phyucal and
wajbe alsc with  mental } A
sy of the children, pow registered 'n h"‘"“d:

\Mmhdpmmnﬂmh Wt of
wental ¥ the

Ack Obstet Gy mec Loumd 43 (1479)
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Table I

g
:
1
ES

z

g

g

g
bmimmnan

ctinopathy
A B C immumnbsation

Psychiatric indication
Elderty prmipera with long-
standing sterflity
Protoniged pregmancy

w—

Table Il Age distribution (per cenr)

Age, yeans
119 20-24 25-29 30-M 1639 40~

Contral
Fm 24 5 29 23712 151 40 71
groap (11 71 w3 e 133 106 8

Earlier spontancoms abortions, kegal abortions snd dead
child en were recorded. For comparison the same {actors
were recorded in a group of 190 patients, with notuxl
delreries, stlected at random from ibe same period
(Table IV)

In table ¥ the cames of previons perimital deatls gre
recorded,

RESULTS

When cvalusting the results it is umportant to
obsene that in this study oaly the fostal heart
rate and observations of the ammotic fld were
used to judge whethrer or not immument asphyxia
exssted. Among the 112 children who were de-
tvered by C section for foetal
asphyxia, 23 had an Apgar scorc of less than 7
after | mun They started to breathe only after
ressatation. 29 chiidren m the same seres had
the umbdical cord wound around the neck ond
the arms in such a way that it could explam the
imminent msphyxa, but oaly 3 of them had an
Apgar score of [ than 7 56 foetusss had a low
heart rate. and 41 a mapid or an rregular heatt
sctity and 16 had only passed mecomum. The
fo tuses with a low Apgar score and with uo-

Acta Qbtet Gymee Scand 47 (1970}

bilical cord !
among the groups.

In Table VI the rewuls of the followarp o
listed.

In the control group, 1 child died & days afer
delivery from an uncertam neurological duesse
with convulsions, and 12 children are late dened
opers. In the asphyxia group onc child disd the
second day after delivery at a result of a heant
defect, and 24 have not developed normally Coo-
cerning the number of children with deturbed
development the difference between proum » st~
tutically significant (P < 0.001).

jons are equally distribated

DISCUSSION
Foetal distress remalme an ill-defined and cootrc
vermal entity (Dyer 1968) The most importaz

Trble Il Distrfwrion of parity (per cent)

I pann Hpam  Mukyen
Control groop (84) 6.4 209 (A
Foetal distress
group (112) 633 116 s

Table IV Cases with earlicr spontancous eborriont
legal abortions and perinatally dead chitdren (per cest

Spowur-mu Lept Ded
sbortions chbdres

17 it

Control group (349 23 12 w?
Foctal digtrens A
rovp (112) ns 43 '

Tabte V Camse of previoss pertacrad deaths

Control  Asioab

Foup

Normal

Cause of death debverxcs

Prolapse of umbrlid]
cotd

Traonere poutso ¥
Abrupto plucentae 2
Contracted pehrs
Posimature {sallborn)
Premat re

A phyoa
Tovoplawmous
Congerutal yphls

M TMormanon N

[T RSV,
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TNYESTIGATION OF URINARY PROTEIN AND LACTATE
DEHYDROGENASE IN NORMAL PREGNANCY AND N
PRE ECLAMPSIA BY MEANS OF DISC ELECTROPHORESIS

L. Hemmingsen and P Skasrup

From th Depurtments | Clodeal Chematry (fesd V. Schaidi, MD), | Obstetrics and
Gynmeevlogy (Head K. J Alwg HeSee M D} ond Dt Deparimenst of Surgery
(Hoadr O Norwg, M.D and H TPasky M D), Coxtral Howwsl,
Nolpbmy Feler Dewarl.

i
f

wacomtsairtted 24 b weonon ol
wma froe 24 nonowl, soa-prepecst women, 28 woroml
mrgners vemen sad 12 Somes wah preechmpus wan
erammnd oy dmc sdectrophorrm. The noroml prag-
am groop vowsd wmor Tarshors from the soS-preg-
wm growp  In pertenba Tuieed tressfer

an mczesss of the albomun frachion (35 4-61.9%)
at the expenm of the other protein

The last finding is supported by other psper
decyopboretic Invesbpatom of the urisary pro-
tem in preedamptics, Mack (1955), Niesert
{19621 Morcover Niceert showed, by the e of

s fertin serum, that there was tram-
fotin m the urne of pre-eclamptic patlents and
. 4 for the ma-

by the we of antirsrderrin serum.

Lormz & al, (1961), however found that with
mcrexsing seventy of pre-colampsla the urimary ex
aetion of grmma-gioboln roxe (op 00 364%).
The betaglobolbn fraction atso ross (182%)
wirerens the altammn frachon fell

Usmg McEwan (1968),

{ULDH) ether m normal pregnancy of pre-

Parvaucn et ol (1951) foond, by the st of
TIper cetirophorosn, that the dtumin fraction
mﬁnmo(;mm\nhwrymﬂdw
cunpee wa ow Q5.3-333%) wherees tho

snd gurma-gobula were highly variatle
ocroasng severiy of precclampla rescted in

Acta Ot Oy wee Scamd 49 (1979}
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INVESTIGATION OF URINARY PROTEIN AND LACTATE
DEHYDROGENASE IN NORMAL PREGNANCY AND IN
PRE-ECLAMPSIA BY MEANS OF DISC ELECTROPHORESIS

L. Hemmunpstn and P Skaarop

Fmﬁwdwmrﬂnikubj. 1 Obnetnct and
Gymarcriogy (Homd K. Almg Mgler M D) aad she Depurtmens | Smpery
(Hewds O Neving, M.D amd H Pushy M.D) Ceniral Hampowl,

MyLpbomy Faiser Demmark

wd
exer Ut (e morpmd prrgsant gTowp, a0d B trees-
Lerrn saceton wia fownd s be 26 Ut a8 prasl @ m

an increxse of the albumm Inction (35 4-61.9%)

clactrophoretic

tedins n pre-eclamptics, Mack (1955), Nietert
(156 1 Moreover Naesert showed, by the use of
an anfrtnokferrin serum, that theve was traos-
fann i the urine of pre-eclampto patients and
P that d for the foa-
jorty of the betagloboimfrachon, Trmfarin
coald pot be dentifled i pormual pregnant uring
by the me of emtramdertin serum.

Loz et al. (1961), howsver found that with

The betaglobulm fraction abo row (182%)
wheress the albomm fraction felt

McEwan (1963),

(UADH) enter m normal prepaancy or prs

Panumen o A (3951) found, by the tee of
paper that the albumin fracton
nd:mdpmcun‘lhvmnﬂdpn-
cclampaa wer low (25 3-388%) wberens the
mea-ghobulim
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I
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p = - -

- —

» -
n;rtu o m_ - -
e STER Lo concentmton is

PREECL At NORMAL PREOMA, T HORUAL (e
Fg 1 Prowin mtern and LDH-b in uries  COK

electrophoretic medrum. The most characterst
property of this technique 15 the poasitilay of
varymg the pore-size of the gel mediom m rels-
tion to the varng size of the ons. In addinon,
the method mcludes concentranon of the wo
matenal 20 as 10 give & clearcut hand a3 the
startng point of the true electrophorests. The fd
consists of three layers: the uppermost v
sample gel” contams the ron matenal where wo-
initiated. The moddle )@
“spacer gel” serves to complete the process o
whereby the proteins are mudtane

from normal, non-pregnant wotmen (righs), normal preg-
mam women (middik) and matents with pre-eclampsia

(279 after dnc ekectrophoress on polyacnlamide gel.

tigated by Baier ct al. (1965) and Santoni et al
(1965). Both these authors used the same method
(the conversion of pynivke acd to Iactic acid) and
found that the excretion in the urme of healthy
non-pregnant women was more or less of the
same o~der as that of pormal pregnant women n

the 3rd mmester (ca. 5000 iu. 8h)

On the other hand in patients with pre-eclarmmp-
sia the U LDH excretion was rased (ca. 40 000

iw 8h)

The purpose of the present studv s to in-
vestigate the unmary protein pattern and unnary
LDH-soenzyme pattern tn normal pregnancy and
m pre-cclampua using the method of dic elec

trophorens.

Dhsc ekecirophoress was fint developed and &
scribed by Davis & Omnstein (1964) In disc elec
trophoress, polvacrnilamide gel is used as the

{

us us
™ " kL %
PREAR  AlGN FOTAR

Acta Obst 1 G mec Scand 49 (1970}

t

ouly piled up according to decreasing electrnc!
mobility such that the order of the subsequest
fractioning s already present at thy stage FrX
tioning proceeds 1o the lowest Inyer  smallyon®
gel and in thes pel the poresize can be vaned
Fractioning with the use of disc electrophon™®
has led to the wdentificatron of 49 proteln fract™™
in serum.

Apart from 1ts froctoming ability use cao 350
be made of the method's abilify to conpentrdi:
which means that the electrophoresss can be cUf
ned out on diliute protem solutons, such as o
mal ursme, without precedmg concentrabon of ¢
protein solutron. A more detaiked acoount of B¢
method s given by Hemnungsen (1967) and He
mingsen et al (1968)

\METHODS
All unoe specmens  ere coliccied 1y 4 b gpies T
olome  #1 mexsured and ummumlarrnim|
cose and blood amﬁomnwubhu!!»\ﬂ;
Axromcopy was carned out m all caxes by evmor

e NORMAL
Fr Sammxdumn""
= protem pancra snd LY
’ poennymes after drc elecTr
[ ’,: ; X, phorews ! unine from not
”me
PSR i ',,‘J mal posfreEnant oo
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omtx ey emploped The phas by v Decried s pobsbws, Frov worarymes vare descnbed. LDAL (R
1 chcrorborex terem comwetey o wptt md 139), LDHTL (X 100), LD (R, Q.79), LDEAY
et Baflt chonbers (Cthode wad pwk Thpectelr) (R 030) sad LDHV (Ky 000

The
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306 L. Hemmingsen and P Skaarup

Table Lo Protein frattions in 24 h urine in 24 normal
non-pregrant women after dise electrophoresis

Pre Albe- Post Tmam Gamma
albumin min  albumin fern  globutin
Percentsge
distribution 104 23 ns &l 74
%D 65 151 101 24 34
Protein-
excretion
w24k e 643 233 &Y &2
3D 7.2 419 142 23 4%

5.D =Sandard Deviation.

Table1b LDH tsoen-ymes n 24 h xrire in 24 normat
non-pregnans women afier dise efectrophoresis

LDH- LDH-II LDH-UI LDHAV LDH-V

Percentage
distnbution 38 ¢ 287 13 32 9
5D 114 94 71 42 30

S.D = Stardard Devlation.

ALl three groups fulfifled the following conditions. Do
previous hisocy of urinary tract diseases or hypertension.
The urine mumt not coatain erythrocytes, Jeucocytes, bac
terla or glucose and, in addition, for groups 1 and 1L Do
protein (vir. negative Labstx@).

Groop Il had BP below 140,90 and no, or only 1o~
significant, anlle swelling. Group I were selected s
cordng to Trolles crreria (1959). w2 BP> 140/9%0 pro-
telnorha > % #nd obrions ocderma of the amlles, facc
and hands oc & weight pam of more than 1 kg per weel
I the lau tnmester—iwo [ these symplomms belng re-
qured snultancoaty

1 groups Il and IfT tbe 4 h specimem ero collected
13 weely before be vwpecied date of delneny in all
cases. All the patents in groups I1 and U1 h2d pormal
«non crestmine kil (<10 mg 100 wh

RESULTS

Group I

The average 24 h dress wos 1200 ml The
average total protem excretion was 118 mg 24 h
(S.D 47 mg;24 h) The average U LDH activity
was 7000 lu .4 h (SD 5000 Lu 24 hy The
percentage dutribution of the protemn fractions
and the average daily profenn  xcretion as well
23 the percentage dotnibution of the LDH no-
enzymes, « thown In Table Iaand b

Group 1l
The average 24 h divresh was 1100 m! The

average total proten excretron »as 171 mg/24 b

Acta Obstet Gy mec Scond 49 {1970)

(SP 709 mp/29h) that ks a signdicanty greate
protemn excretron than in gormal  non-pregoan
women (p < 0.005).

The average U LDH excretion was 9000 iu
24 b (SD 6000 1u./24 h) which i nos 3g
nificant compared with pormal noa-pregnan
women (p=0.30). The percentage distribution &f
the protein fractions and the average dady pro
temn excretion 3 shown in Table Ila. The per
centage destribution  sugpests smaller vanatos
than in the normal non-pregnant grogp. Post
albumin and tansfernn fractions arc rased
the expense of the albumin fracton. It can be
seen from Table 11 s, that none of the described
shifts was significant in comparson with the per
centage distribution of the protein frachons m
the normal non pregnant group. Oun the other
hand, when the absolute values are considered 2
can be seen (Table 11a) that both the transfemin
and postalbumun fractions were significantly rased
as compared wrth the normal non-pregnant groep
(p < 0.001).

The percentape distributron of the LDH no-

Table Ha. Protein fractions in 24 k srine in 28 sormal,

prepaart women after dise electrophoresis
Pre Albu- Post Trasr Gymec-
albumin mm  albomen fema  gobsbe
Percentage
dmnbunon 103 454 20 6 (3]
5D t 98 0.6 7.0 44 49
Test (P) >0l <0r <02 -0o2 >01
PFroein-
excrevon
mg24h 1954 768 485 43 10
$D 17 as4 M2 L X4 91
Taent (M) ol al  ~a001 ~oo00r OF

$.D - Standard Devianon
T-test (p- 2loe) for the difference from sormal, soa-pes

nant women.

Table 116 LDH-isoenzsmses v Wk wrune 1n 28 norms
pregnant women after disc etecirophoresis

LDH | LDH N LDH 11 LDH I\ LDH Y

Pereentage

distribamon 56 Q
£.D 137
et () ot

23
4
>al

e
50
ot

.t
s
ol

274
74
ol

$D Sundard Devanon.
Test (pvutoe) for the difference from sowmal, soofecf

nant women



Urinary protein end LDH in pregnency N7

Tabke Ma M[muﬂhmuummmm.{m@zmk

Tod Proafymin Albwmen

PostaToors Treschrm Quomagiobetn
el e T i % b - b
) e v R . Ges) % UMb % b (a4 b
LI 37 318 ) M ™ FITR U ) 1 ]
2 1M EJ] M Q @ B 1% [] 43 [ u
LM e 1 s ® “ E] 43 10 © 2 u
41 0 1 3 41 b B ) 7 3 2 10
1. ™ " 1 ’ © smoo1e [ m 1 =
« "o 1 ’ n @3 4 E [LE ] s
RE ] “a ° o » 445 ‘ 37 1 ” 2 17
Lo Mo PR ] N 1™ 1w e 4 12
L o 10 » 5 24 n k] 11 51 7 n
b MY ue 3 o k3 m [ ” n 1a 1 1%
1146 17 1 T 120 y 1@ 1 m 2 33
7. W 12% 1 it} - “s ] 10 n 2 1 13
Avespe 1064 46 M ©4 THS 1A 103 134 1Mo 26 WS
AD. u3 14 1 114 1) 131 €y 0 14 1 3s
Tan (s} og1  Qeas 01 0001 <ODl <O <O <DON3 <&Dl <Dt >B1
3D Mesdand

Devmtos.
Tt (p-radmn). ot dhalturence trom nofinal priganct sewcs
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thn cmse oaly
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b,
when compared with the normal, noo-pregrant
Froup.

Growp It

The average 24 h droress wae 1100 ml The
WCTIES PIOAR wxorelwon w1 064 myi24 h
(SD. 235 o) 24 B), whxch waa & ugmficamt =
crene m relston i the nonmal pregmem group
tr 001} The svernge U-LDH excretion was
1000 A4 h(SD 9000 L /24 by, but thny
= not mgnifcact when compered with the nor
mal preynzat group (> 0.2)

The percrntage dmmbotion and daly grotem
€tcrenon are vhawn m Table 111 a. The percentage
desniatsn shem e Epmbomt changes n ol frae
e Prealtaumtn, postaltuama i gamms-globu-
i {ractom were docresscd, whis albomen and
madern (racvom were mased Bndy of the
adrdual rewits ahowed the postalbarmme and
amma-gobulia frachons 1o be the mos wnable.
Honerer m o ces, the pamesplobulin frac-
bon was quic smal)
Conudering spasn the abechuie values (Table
T )t cxn be scen that th preafbamn fracbon
wan onchanged whie the other fractloes were
rined, the afbumom snd traedentn (eactions g
adcantly 30 when compared wkh the pormal
gt §OOp (¢ 0011 The moreme e the

The percentage dutribahon of the LDH bo-
crrymey w ahown in Table 116 LDH-J was olg-
nifcantly decressed (p<000%), LDH4I um-
changed while LOH [T, TV and V were rabed

Tubke MT6  LOH-Doemiymes tr M A wine fa 12
porhonts wuk preccompa fter disc

Tewd

LDH-actrey
Gaf24n  LOH-! LDH-N LDHAN LDH-TY LDH-V
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308 L. Hemmingsen and P Skaarup

Table IV The contribation of the indiridual protein
Jroctions 10 proteimimria in normal pregnancy and in
pre-eclampsia In proportion to normal mon-pregwant
condition

tewn excretion of 250-300 mg/24 b can vsmlly
be accepted as physiological protemuna durmg
pregnancy Likewnse, slight proteinuria at the end
of labour s regarded as phynologreal, Dreckmam
(1952)

The 28 normal pregnant patients m the present
in showed an average 24 h protein et

Pre- Alb-  Post Trans- Gamma
aibumin min albumin fertin  globuin
Normel preguancy
Factor 17 12 19 24 LS
Pereentage 19.8 1ns s 76 17
Preechkmmpsia
Fector 12 114 a9 39 36
Percentage 1.9 45 24 56 77

in companson with the normal pregnant group,
but not mignificantly so

In patients No 3 and 9 the LDH lsoenzyme
fractionatron could not be carried out, presum-
ably due to the combmation of low U LDH ac
tivity and non-dialysable LDH inhibitors.

In order to decide in which way the indvidual
protein fractions contrbute to the ramsed protein-
ura in normal pregnancy and pre-eclampsia as
compared with pormal npop-pregnancy the fol
lowing ratio has been devised

mg unnary protemn in pats with pre-
eclampsia /or pormal pregnant women

actor =
Factor mg ucinary protein In normal non

pregnant women

Subsequently the percentile part of the factor
o has been lated. The reaults are
shown 1 Table IV end Fig 5 It can be sten
that the biggest change in the protemn pattern
comparced with normnal non-pregnant indviduals
1s found m the albumn and transferrin fractions
(24 . and 556  respectnely)

DISCUSSION

Just as in pormal non-pregnant women Berp-
ghrd (1961) and Hemmingsen et al (1968) nor
mal pregnant women exerete small amounts of
protemn mn their unne The quantity of this pro-
temnura has been vanously reported thus Addes
(1948) conuders & 24 h excreton of more than
60 mg as pathological while Dreckmann (1952}
statex that quanttative unnary proicin values in
normal pregnancy vary between 0-300 mpf.4 h
Nettles ¢ Flanigan (1968) conclude that a pro-

Acka Obsae1 G e Scand 49 (1970)

cretion which was sugnificantly ramsed in com-
panson with the the excretion i the normal poe-
pregnant group. The percentage compostion of
the mdividual fractions was only shght'y ahtered.
Thus the albumin fraction was reduced af the et
pense of the postalbumin and transfernn frac
tions, which were rabed. Prealbunun and gammr
globulin fractions remared Almost nattered
Sumiar comparmsons between the unnary protad
fractions in porma! non pregnant and sormal
pregnant women do pot acem to have boen -
ported In the literature.

Conuderatrion of the absolute values (Table
Ila) reveals that all protem fractiocs are b |
creased and that the postalbumin and transferria
fractions nre significantly increased m comparsoa
with the normal non-pregnant group. The Likely
explanation of this could be that transferrin croses
the glomenular membfane as exsily a8 altwma
Several authors—Bayer (1966}, Do Alvarez {1961k
Drechmann (1952) Mack (1955)—found the beta-
globulin fraction m plasma rahed m the fndd
trimester Smee the high molecular beta-ipopro
teins can hardly be expected to cross the plomxre-
lar membrane it would seem that the hita-globula

£y € Dugram of the sainbunon { the i slual pro
tein (ractom bo the protanuma o pormal pEFRIRTY
n precclampaa m progosios 1 the sormal,

mant sate ¥ pormal pregoancy £ preeclampad



fracton of 9.9% cucreted i the urio of tho
senes reported by Lodinz et al. (1961) @ i fact
tarderrm. Repotts on the molecrar weight of
tmmfermn vty betwern ca 74000 and 50000,
it w, digiety greater fun the molecular weight
of bbumn whch b cu 70000. In coatrast,
Nucrt (1962) vsing sutrtnmferrtn serum coutd
ot show the presence of tramslermn b the urine
of wormal pregnant women, o fmdlog which could

prepusncy
the protem fractions wero altered (Table Mlak
prafbom, posalbamm  and  gamima-giobolm
fratbont were sgmuficantly decreased, while al-
bwmin god tranifernn {ractions wers digmbGcantty
tuned Expresscd 0 mg proten per 24 hoars
{Tabhe 11 ) the ramed protemn excretion invotved
o the fractroms except the excreton
which wis sfmost unchanged. Both the slbumm
od fractions wers 1y eised
o relation to the normal pregnant grovp. It can
B sen from Table IV end Fig § tha the
albumn excrcton m mote than 11 tmes greawt
i i@ porem! non-prepmant women, whilo the
imslertm cwrttion B wimost 6 tanes greater
The marked creast fn translerrm excrebon B
50t eamly evplamned Ax way the case with pormmal

1364 Frcdhery, 1951 Loz, 1961) Mack
{1955} on the other had, Tound the beta-globuln
Irahon m plasma decTessed Revew of the liers-

fernn wyothews wan famey abov  the normal end
™at the onthcn octumrred faster than that of

drisoms  Te a\\lNM\ﬂbF’t'td-lw
1o am cme A 0 ownkmg thy he exereton of
tamlerrm noso ouch bogher than the other frae
oo,

Both Panvusisen et &l (1951) »ad Lormz of al
U%1) doconerad hﬂlfobu.l!mo(lp

the same ordcr of wzo w1 the trams-
(mlmm[wnﬁwmmm
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Howeerr Lonnz et al (1961) foond that the
refative size of the beta-globalin fraction decressed
with incremse In meverity of the pre-cclampus.
This could not be verified by the present tnvestigs-
tions (see Table ITIa), since the severest cases
of preecampie (not. 5-17) showed a larger
pcrcenugcmmlcrmmhmmﬂnwbdam

The albumin fraction ls rexpoesible for by far
Lh:h:;cnpo:ﬂondu:wh!pm(dmnh.l’u
vhinen @ AL (1931) found » relathve albumin
fraction of 50-60% —ming with incresung wev
oy of preeciampms, winch fs the clonent oo
can find to our resalts. On the other tend it was
ok powibie to confsm the resutty of Lotinz et
sl (1961), who faumd xn average parcerdage
afbamnin frection of 52%——fallng to 36%
the most severs cases of preecammpia From
Table 11 « it can ba seen that in the present seriey
the worst cxses of pro-eclanipua (hox 5-12) show
a grester percentages sfbumm fracton than the
rest of the groap.

It it not surproing that wibomunuma rises with
soverty of precchinpoe, when one coasiders that
Hooger (1968) demonsirated that the synther’s of
ebomm m pr n rabed g
i relabon to that of the normel pregnant woman.

Fmally natber could we support the resnlts
of Lormz et al. (1961) and Parvnoen et ol (1951)
concerrung the proportion of gaummaglobufin in
the total protennuris Both these suthors foumd
valoes 3~4 tmves harger than m the prosent series,
Momover m the wovereat casts, Lotmx o ol
(1961) foumd a paomaglobulm crcreton of
pyeY

The excreon of U LDH In the 24 b uriae of

Hicxatt

pregoant group Tho comples with 1he fimdings
dMuﬂ(!mH\dsmnmnd.(UﬁS).
The 1DH noenryme patern » almost identscal
m ponpal preprancy end in the tormal nom-
pregnant wamen

§ pobest with pre-eclsmpua, the total 1DH

Tmhudymcuu.unwrm—i{ym

Acta Obsiet G nee Soond 43 {5970
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Table IV The contribution of the indiridual protein
Jractions 10 proteimria in normal pregnancy and In
preeclampsia {n proportion to mormal non-pregnant
condition

Pre- Albo-  Post  Trans- CGamma-
slbumin min albumin ferrin  globulin

tein excretron of 250~300 mg/24 h can usmlly
be accepted as physwolopical protemum durmp
pregnancy  Likewise, shpht protemuna at the end
of labour 18 regarded as physiologikeal Dxchmam
(1952).

The 28 normal pregnant patients n the proseat
fovest] thowed an averape 24 h protein et

Normal pregmancy

Factor 17 12 19 24 1.2
Percentage 193 18 13 76 7.
Preseclampria

Factor 13 1n4 9 259 36

Percertage 39 43 4 356 77

m compariton with the normal pregnant group,
but not migruficantly wo

In patients No 3 and 9 the LDH usoenzyme
fractonation could not be carmied out, presum-
ably due to the combmaton of low U LDH ac
tivity and non-dialysable LDH mhibitors.

In order to decide m which way th individual
protein fractions contribute to the raised protein
une in normal pregnancy and pre-eclamphia as
compared with normal non-pregnancy the fol
lowing ratic has been devised.

mg uomary protein in pats with pre-
eclampsia/or pormal pregnant women

creton which was mpmGicantly rased m com
panson with the the excretion in the normal noo-
pregnant group. The percrntape compositoa of
the individual fractions was only slightly altered.
Thus the albumin fraction was reduced at the et
pemse of the postalbumin and tramsfermm fra
tions, which were raned. Prealbumm ond pamems
globuln fractons remamed almost mahered
Similar compansom between the urmary protem
fractiom in normal non-pregnant and ormal
pregnant women do not scem 1o hae hen
ported in the literature

Conuderstion of the abwolute vatues (Tabk
11 4), reveals that all protein fractions are W~
creased and that the postalbunun and tramdema
fractions are sigificantly Increased in compame2
with the normal non-pregnant group. The iy
cxplananon of this could be that tranafermmn crosses
e glomerulat membrane as casily a5 afbumm
Several authors—Bayer (1966) D Aharez (1961}
Dieckmann (195.) Mack (1955)—found the bet>
lobuln frachon m pmma rabed in the

actor =
Factor mg unnary protein in normal non-

pregnant women

Subscquently the percentile part of thls factor in
P ria has been calculated The results are
shown 1n Table 1V and Fig 5 It can be scen
that the agpest change n the prolain pattern
compared with normal non-pregmant ndividuals
15 found in the albumun and transfernn fractions
{~4% and 556  respecuvely)

DISCUSSION

Just as in pormal non-pregnant women Berp
#Ard (1961) and Hemmengsen et al (1968), nor
mal pregrame women cxcrete small amounts of
protem 10 therr unne The quanity of this pro-
teinuna has been varrenly reported  thus Adde
(1948) connuders a 24 h excreton of more than
60 mg a3 patholopecal whike Diechmann (195.)
afates that quantitatne unaary profen vafues 1n
normal pregnancy vary between 0-300 mg -4 h.
Nettles & Flanipan (1968) conclude that a pro-

Acta Obstet G mec Scund 49 1970)

tnmester Smce the high mofecular betadpere
teins can hardly be cxpected to cros th. ghomer
Jar membrane it would scem that the bata-ghobulia

n nln o 110

I-Illﬂﬂnmﬂfm
m-mmnumln
Frg § Dugram of the Latrbuben { the sadndwal pro-
100 fractsom o the prdanuTa ol pregnasy 20
mmcdurwmmormmwr.henxanmﬁfr
pant sate N actoal pregnany F pre-eclampat
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A DYSPLASTIC GIRL WITH AN INHERITED PARTIAL C TRISOMY

Gleta Haeffler and Bertd Hall

From the Dipertwuns o] Pedeatrics, JowkSpwy Hompwal, Jdul Syuy and the besciruyy of Gemeticy,
Unherky of Land, Lond, § wien

(P 1) Pour werw oatly fanng the Tad-3rd movsh, sl
oor wis m the 34t montk

Previcus higory
The birth weght vas 3300 5 end the

wel-aoursted ghl, of
be (300 purents) mpdied, thres women with Mm:':uwnd;;h‘:u.mw

transhockons were foumd (8 11) On wporsta hmﬂmm "'w‘ﬂiﬂwou
e other hund, when one Of the parents ka1 & (P L. The exemal sary pecrmed 1 formaal
balenced the f of spon-

hncom whorixons has been found to yust exceed
2% (4). Thn w lttle above the kevel i the geo-
ral populaton, estunated to be about 15%

1 the praent paper  toef epoct w grven of
& fammy weah many abortroat and & chromosomal
embocton,

CASE REPORT

Leboratory srwdlrs
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s aeed, 440 wan 5 TS The vabme K i
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310 L Hemmingten and P Skoarup

report made by Santom et al. (1965) that panents
with preeclampsia show raised U-LDH excretron
(sce Table III 6).

The LDH isoenzyme pattern 1 clearly divergent
from the normal pregnancy pattern. From Table
1ib it can be seen that LDH 1 is significantly
decreased i comparisen with the normal preg
nant group. In addition taking consideration of
individual results, one finds an overall reduction
of LDH I and/or an increase m LDH 111, 1V and
V completely independent of the total activity
LDH If s mote or less unaltered Thus relatively
more of the slow-migrsting electrophoretic ho-
enzymes are excreted in pre-cclamptics whilst the
fastest migrating ones dominate the picture in
normal pregnancy and the normal non pregnant
group

1t has been reported in the literature that LDH 1
and LDH II are found in tmsue where the axypen
tension s high (Dawson et al, 1964) In the renal
cortex, which has a high otygen tension, the
fastest moving 1socnzymes are dominant (LDH V
n not found) whiln the slowest moving bo-en
zymes arc dominant in the renal papillac where
oxygen tension s low (Fine et al 1963 Aulland
& hrogh, 1960 hean et al, 1964 Richterrich
et al 1961) Gitder et al (1963 and 1965)
showned that urine collected from the ureter of
an nchxruc kdney had a2 marledly higher
LDH \ sctivity than that of unne {rom the ureter
of the same patient 1 other {non-lschxm:c) kidney

Similarly we consider that the relative shift of
the LDH-iso~nzyme pattern from the fast moving
towards th- slow moving n patients with pre
eclampsnia can be explained by lowered oxypen
tension in the ludney tissue due to arterial con-
tracton which hat been reported by Altchack
{1968) amongst othert. Moreover the LDH 1o~
enzymes released from damaged renal tissuc must
contribute to a certan extent, to U LDH exere-
ton cven though the fact that the U LDH cx
creton in several severe cases of pre-cclampsia
being normal or even Jowered seems to contradkt
thrs.
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2

TS5

Fig I This pedigree shows the inberitance of the tam-
location. The brothers and usters of the mother bad nox
ml chromosoarts. The matermal grundparents were not
alive, O pormal kanotype @ toamocation; @ abooc
mal p ype, unbak chy b
spoatancous abortion.

tn the mother was 274 pnlts/g Hb Other blood tesry, fn-
cloding enryme and electrolyte determinmations were DoC
sl

Dermatoglyphic studies

‘The dermatoglyphs on the hands of the propours and
her mother wete sipdied. The proposin showed stk
ingly Jower toial ndgr count (10) than ber motber (145).
The std angle wa1 pormal. There mere six arches o the
finger tips (Fig. 3} Arches were prewnt oo the flst «nd
fitth finger on bath hand, a fiodmg which B uncogmon
o pormal individoals.

Cytogenetic studies
The chromosomes of the proposits, her paremis, abiings,
wnd maternal absiers and brothers were atodied in blood

Profile photograph of the proposta
A 12 Obstet G mec Scand 49 11970)

Fr

Fiy 3 Nodee the sl arthes oo Guper e, 1ol 3 fox
fmger line in the paim of the keft hand,

adtures. The propodia showed a modal chiomesome sem
ber of 47/XX (Fig. 5). The extra chromosome was sheslar
1o a chromosome no. 16, but somew hat smulfler in toax
cells. The other 46 chromosomes bad normal morpbalogs
The mother had 46 chromowmes. An abnaormal Lanye-
pe was, however comsbiently presest (Fig 61 T o
chromosomes of the C group wers aboormal Ooe of
them was simdlar to the extra chromosame in the ko~
trpe of the propostia and the other bad a Jooy am,
which war Joager than any of the C gronp chromosomet
On the basis of the mombology of the short anm, the

The maternal grandmarents are deceaed. Set chromits
of the proposits and ber motber  ere pormal

Fig 4 The left hand ! the propouts demomtratog (e
nal dysplnn
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314 G Haeffler and B Hall

DISCUSSION

Consldening the fact that the mother and her son
are phenotypically normal the simplest explana-
tion of the finding presented above 15 a reciprocal
mterchange of unequal portions of arms between
two group-C chromosomes. A portion of the long
arm of a group-C chromosome has become at
tached to another group-C chromosome. Accord
ing to thls interpretation the karyotype of the
mother and her son are balanced, whereas the
proposita has a partial C tnsomy

A comuderable overlapping of signs m found
between different chromosome syndromes (3 6
10), and this patient 15 no exception to this rule
Nail dysplasia, which 8 %0 pronounced in the
present patlent is for example, also found m
mongolords. They have hyperconvex nails in early
wfancy (5) A high galactose-L phosphate undyl
transferase activity 13 also present in other chromo-
some syndromes. The highest values are found
i mongolmm (2) Six arches on the finger tips
are scen most often m trsomy E but are not
entirely uminual in partial C trsomies (7) The
phenotype of thes patient 18, however not identi
cal to the phenotype of other partial C trsomues.

The many abortions mn this family s an mterest
ing tralt and in agreement with the findings of
Punnctt Theoretically  spontaneous  abortions
thould be more frequent than normal
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MALIGNANCY DURING PREGNANCY

Usko Nicminen and Nhbo Remes
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Table I FPattents with Mterruption of pregnaney all
were treated elsewhere

Carcinoma of the breast
Sarcoma

Carcinoma of the thyrold
Melanoma

%
;
i
[ Y 1~

Total

abo joclndes & case jn which an ovarian twmour way first
unpected but the final dlagnosis was eragenital mally-
nancy

DISCUSSION
The frequency of y carct m the
material collected by White & White (1956) from
the world literature was 1 per 3 200 pregnancies.

Table I1 Cases of carcinoma in situ of the cercix wterd

Onc-half were actually noted durmg Ppregnancy
the remainder during lactation. In our seney the
frequency of mammary carcinoma was 1 per
6 670 pregnancies, and all of them were diagnosed
doring pregnancy It is noteworthy that the high-
est pregnancy rate falls in the third decade when
the incid of y is lower
Carcinoma of the breast nms & rapidhy progres-
stve course In assochition with pregnancy or lacta-
tation (Westerberg, 1946) The most optmushe
overall 5 year survival rate for carcmoma of the
breast occurring during pregoancy or lactaton k
only 13% The corresponding rate for non-preg-
nant women s 40-50% (Greenspan & Lesick,
1965) Interruption of pregnancy is therefore 2-
ways Imperative 1f it is atfll possible to treat the
mother

The incidence of carcinoma of the breast wns
somewhat higher In the present serles than that
of carcinoma of the uterine cervix (°3 17). Ac
cording to the Finnish Cancer Regtry the total
of Y d. d in all Fis-
land in 1963 was 818 and that of carcrnomas of
the cervix uterl 493

Pack & Ariel (1957) stated that such comnct

Month
No Year Ags of pregn. Trewtment

Histology Hitolony
before op. Ner op Sannal

Carcinoms Carcmoma  Symplomiem

1 194 33 v Hysterect with rem.
of both sdnewa+ X-tay ia ntu n st
2 1957 30 Vit Amput port. (m. V1) + Seerra Carcinoma Carcnoma  Sympdomiest
(m VIID+X-my inwut in wto
3 jiat ] k1§ m Abort. spont. Carm1 pma Carcmmoma  Symptonkw
Ampat. port. aut uty
4 1959 44 m Evac. ct abr -+ Hysterect. Csronoma Carcinomz 5 mptowtiers
with rem. of both adnem mum W suu
5 1963 0 u Hysterectomy Carcinoma Carcmoma  Symptomilent
m s o ity
3 964 37 N Hysterectomy Carcmoma  Mxrocar Sy myptomics
nat Cmoma
7 1963 4 Tubal Rem. {rght dn+Cery abr + Carcrsoma Caronoma  Sympeomlcss
pregn. Amput. port uto uty
3 1967 45 14 Hjysiereetomy Cart oma  Carcinoma  $ymptomicss
™ uty n oto
9 1963 %I E ac et abr ~ Hysterectomy C rmoma € r noma  Symptomics
m uu 1n uTe
10 1963 41 v Fectio munor - Hy rerectomy C-f“;cmu C.\_m:,-m.l 8y Eptomicn
«
1 1963 4 m Hysterectomy Carcinoma  Carcetoma Sympiomless
m ety o ut
1 1969 0 AN Amput. part. + Coant. Carcinoma Car'momua  $)myptomlens
Hysterectomy m ste n
13 1969 .3 Puerp Amput. port + Corus Camrv::m- Carg:‘oml Symptomicis

Acta Obstet Gy mec Scand 49 (1970)
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been encounsernd dunmg pregoancy progoows n gisod fia the lattar category  According 1o Fried
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dunng pregnancy depends on many factors which
must declde the attitude to contluance of preg
nancy Interruption of pregnancy is not mdicated
in all cases.

In a summary of over 1 000 cases of melanoma
(Pack & Scharnagel 1951) 12 patlents were preg-
nant when scen, and only 32 cases of malignant
melanomsa were associated in any way with preg-
nancy or lactation. Recently the 5 year survival
rate 11 cases of malignant melanoma was ro
ported to be the same In pregnant and nonpreg
nant women. Indeed women generlly demon-
strated a better prognosis than men (George et
al. 1960) Trnsplacental tramsmbsion was not
found among 77 pregnant females although the
pl was involved with levons
two cases (White 15959) but in the world htera
ture there have been 24 reported cases of ma
ternal cancer izing to the d of
conception (melanoma 11 breast 4 stomach 2,
lung 2 and one case each of lymphosarcoma, sar
coma, adrepal carcinoma, ethmoid and ovary)
(Potter & Schoeneman 1970)

Altbough Hodgkins dmease, Iymphomas, and
leukemias may occur in pregnant women, there »
no evidence that pregnancy predisposes to their
development (Hoster et al  1948). Interruption of
pregnancy must be decided individoally

Isolated malignancies regarded even in the
literature as rare dunng pregnancy occurred in
our senes. The prognoss is consequently difficult
to assess and each case must be decrded In
dividually

Carter s (1957) group surveyed 8 000 obstetric
patients durmg pregnancy or the puerperium and
found that the incidence of corcinoma in sitn of
the cervix was 0.55% In our senes, carcmoma
in situ was encountered 1 only 0009% of the
cates. The main reason for the great difference
was probably that the discase was detected in our
casey lly writhout a sy examina-
tion.

A ré&sumé of th reports of persistent pre-
invastve cervical carcinoma in the literature shows
that about 74% of the cases of carcinoma m mtu
dlagnosed dunng pregnancy persisted afier ter
mnation of pregnancy (Lapid ct al  1965) Judg
ing from the literaturc the scheme of treatment
generally appears to be that wnless more ad-
vanced changes (invastve growth) are observed
pregnancy is allowed to continue and dehivery may

Acta Obstet Gymec Scand 49 (1570)

proceed normally A new examinaton i per
formed after pregnancy In addition to the ex
amnation findings, the therapy depends on the
patient s age and parity

Our patients were treated more radically Preg-
nancy was interrupted and total hysterectomy
was performed In 7 eases. In one case total hyster
ectomy was carried out after spontancous abor
tion. In only 2 cases in which pregnancy was
already more advanced (VI and VI month) wxs
the pregnancy allowed to continue after amputs-
tion of the cervix. Total hysterectomy was per
formed after delivery The treatment was ad-
ministered dunng the puerperium m 1 cse and
another case was assoclated with an extragenial
pregnancy The therapy was comervative. Micro-
scopie examination of the surpcal specmens o
vealed Invasive growth in only 1 case.

As the progress of preinvasive carcmema to
invasive carcinoma s at present believed to tale
about 10 years, analysis of the prognosh 1 st
mdicated.

The incidence of invamve carcinoma of the
cervix uten m our series was 001 % According
to the literature the incidence dunng pregancy
s 003% (Stegmann 1963) Stegmana had eok-
lected the materhal of 30 authors (1 822 661 de
liveries, 607 of which Involved invasne carh
noma) According to Lapud et al (1965), the in-
cidence varles in individual senes in the rasge
1 case per 6000-8 S00 pregnancics. There are
senies with a higher Incrdence The Finnkh Cancet
Reghtry states the incidence of carcinoma of the
cervix uteri for all women to be -1 cases per
100 000 females in Finland,

Thbere 18 no defimte evidence (Younge et af
1949 Gusberg, 1953) that cervical cancer elther
dedifferentiates or becomes more rapidly mvashe
under the Infl of pregn or b
This » Hustrated by the report of Kistner Gor
bach & Smith (1956) and hottmelr (1967) that
the 5 year survival rate m cervical carcmomi
treated before the middie of the last tnmester w3t
simdar to that of the nonpregnant pateents, bt
the maternal propnous worsens muaf-rally aftr
this trme

Eight of the 9 patient in our senes who sur
vived for more than 5 years after treatment ar
alive Ono of them died after 7 year The ow
come can be conswdered good especually as there
were two stage 11 casex. ARl the patients treated




¢ are alive and asympormatic s equrts €Af
m. The ko this scries b8 sbout
amo 1 that of Varm  (149) serie of 18
bnhvhhcm:homzc(lh:mkdmhgtho
NlﬂH7ﬂﬁd:mmﬂtcﬁd£mlhe
ne dinle.

Acoordig 1o the literanre, the treatment of
m\warvbl:ndmmah:mﬂyﬂdh‘h
(McKebay 1963

o 1963) Preguancy b interrupiod by clemic
aoaran wcton @ soon b the dagnotis b
inde.

mﬁmdhmmmnﬁ
2} remond of any peoplsan B the posiblity
f mallgnancy the occurrence of ovarn mallg-
1aacy durwey pregoancy s rare. Only 2-3% of

preguancy have
stoved 10 be mal gant (Andrews et ol 1940)
The rarty of ths combination b conftrmed by
the data cofected by Mumnel (1963) from e
ncrature. Thers wers anly three malgaant ovaran
tomours m bw series The trestment must b
detxded i accordance whth the clinical spread
of the tumous the degree of malignancy end the
phase of pregaancy

Both vuvar and vagomal carcinomss are €x
tremcly rare dunng pregmncy (Collim & Barclay
196)) Not  singlo cme of this type was en-
Countered M QUT eI

REFERENCES
Asirons, € 1 Nochok, K B & Muchol, A G Amer
1 Oeuct Gymac 19 453 1340
Corwr % M \Dwe of Grreme, W R & Peibam, B M)
c:mumo;—:am 195
€ 6 XBatey D L. Ce Otwaet .
oo e
s Camcer Regrary Camcer haodescs w Fadaad,
VIL 1943
acdmes, L % 1

1%
bawrye, P A Former V G A Puck, G T Comcer I3

[N ]
com, O Acta Otmtet Graee Scusd 4 11 196

Jeeowpen T M & Lewack. G 5 1 Meduonl, Sorp
o el al Prepaeacy
2P M0 Wil & W, )
Gahery 3 B Amet J Obwct Gyaec 69 1073, 193,
Howet, 1l Dramsa, M Crver T &
Cocet Ry 11 1000

Vow. A B & Srmaoed. R E [ S
(LR o ¢

Melignancy durlag pregremey 319

L Acta Obeict Gynec Scaad 41 1 1961
Gotbach, A C & Saith, C. V. Obet
9354, 1937

st,mA.»Lam&L'
a4 Gymcologlo Complications
9 Wilams & Wikies, Baliimors,

Medical,
of Prex-

Oberes Oynoc § 93, 1943

Peck, G T mod Ackd L ML P B, Hoeber, foc New
Yock, 1957

Pack, G. T & Scharnayel, L. Canorr 4 374 1951

Cancer 25 380, 1970

T & Wehe, W C. Aun Sarg 14 334, 1936

T New Engl ] Mad 260 T8T 1933

Yocme, P A Fiertg, A T k Arxatreog, D Amer J
Obwrt Gynec S8 H? 1949

Subuacsed for prblxcaton fowmery 1 1970

Uiko Niemlowa
Kybeomimion

Acta Oboiet Groec Scumd 43 (1978)



SILASTIC

Continuous Paracervica
Anesthesia Unit

gives safer effective relisf of pain
during the first stage of labour

i
The xuc::Tof IAh:umt N | )
the exclusive Medical Grode

Silicone Catheter retention borb Essenholly
nonimtahng nontraumatic and eanly removed
this soft barb holds the catheter in place, so that
anesthesia may be administered as needed
throughout the first stoge of lobour Single
insertion means loss tissue trouma  reduced
possibility of infechon  increased
patient comfort

A Conhnuous technique soves you hme
Stertle disposable kit 15 ready for use

DOW CORNING

=
——

For odd hanal mf rmano  wnte
iDOW CORNING INTERNATIONAL LTD  DEPT E£70-16)
Rue de | Lo 25 B 1040 BRUSSELS

Or om It your local Dow Com ag medx | drinbutor
D mrk ASNC Nuabs Cops hoge
Albertitund

Norwoy Chrishan Pl Induatri A7S Oslo
Sweden R S8derb rg & C* AB Gothe burg




Acta Obstet Gynee Saand 49- 321-3.5 1970

RESULTS OF THE TREATMENT OF CARCINOMA QF
THE CERVIX UTERI

Usko Nieminen and Leo Philipen

Selen Tlwores snd
Wldﬂdw—lam&u(ﬂnﬁ.hm
Frem Proferor Fasy Vars), Usirersicy Contral Botpaal, Hebwmid Findend

The 5 yoar cire Tew G4T stag 1 (126 pelesn)
$14% Tor wage [T (243 peticwts) 4493,
143 paiem) 169, sad for s TV (17 pution)
*4 The scnc mceded § paicwy with ckraoess of
thy cervz end cOrpom &f Mo Gt te sy ahier §

pual, Hebsinky, wnce 1926, The fint simtntes,
(o1 19 6 30 wers seported by Chydenmm (1936)
The thenpestc repdts for 193140 wer pres-
cated by Tuortola (1947 eod fox [941-52 by
Pulloen and Twrols (1958). The most resmmt
stattcy, are from the yeary 1933-48 and were
compded by Tarunen & Vara (1964). The present
mieTslond sagmg of carcmoma of the wisTme

carlicr stage groupay which wm employed by
Chydenun and the resulty are consequently cony
parstle m this roepect

MATERIAL

A Wl of €18 v of EYRIN crTmoms of
wen m temwd o O T snd Sevond cervr
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4300 R (The mocfled Sueckhoin
LYY

12 #aas TV et coned > corcmscms of Ot corviy g
cors B Bersy W N e reckpe. The poodes of
ertmom meaond shem Bad 10 be virwd Ja poe
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[abie IV Fhe-yror are rute for stager J1f omd IV Ix odkiztion, § yeor cave rate for the carctroma of the corpes

wd of the cerrix group
Sy 1T S TV Corpmt n3d carvix
Caws 3y Cwes Symr  Cas  Syess
Thernpy oy I curs Tats care rxde
[rredmtion.
ombe } e s 7 1 3 187

The 5 year cute raie for smge Tl was 16.9%
xod for stage IV 5 9% For the compus and cenvix
froup X was 167%

Of 1ho total of 640 patients, 321 were wiwe
aher $ yeart and Tw 5 year cure et {or the
total safics was tam 302% §f the & cata in
*hich treatment wa nterropted are dsregarded,
the 3 year warvival mate for the Wl werey wi
18%

fig 1 ghves the survind cureet for o stager
of Curcmoma except the group with carcinoma of
the corpoa and cervix,

COMPLICATIONS OF TREATMENT

Fratulae of vanous types developed b stager 1111
m atoul of 61 casts (9.3%). Seventeen of thep

]
>

Tew o brponas
Fae t Savmed oo o wage 11V

patients had Deen roswed by sorpery -+ nadiation
ad 44 idilogmally The Incidence of fhhilae
n thy formes FOUp w3 98 and In
the Jatter 5.5% The fgwre inciudes AD the cases,
a0 those fn which & fsthis was estabiished tn
the torminal gage. Later examination of the fir
tudas shows bow many of them wars due (o ther
apy and how many were cxsed directty by the
cinoma. For inrtince, Kouroeler (1954) de
ducted from his material fistulso that were ding-
oosed m the torminal stage which had originated
afier operathye inderventon. Table V gives the
frequency of fistndne of yanoos types.
Complaints of variow kinds of urinary distress
wert made at tiw follow-up exsmimation by
619% of the pattmts. Rocuigenolope changes

by
aotal of 302% of the patients; 191 % of themn
bad bren treated by sorgery and ndiation and
343% ndlologiealty

DISCUSSION

Tbclm)mnbcro{p-(knhhwdhlmh-n
mmmpmmu in Chy

Tabke v M'Wump&mhuajw
——e D TN A Bery

mm-«an-n—u-uomm
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Table 1. Carcinoma of the cervix serles collected from

Gynatcology Untcersity Cemrral Hospital Helsinki

the First and Second Departments of Obstetrics and

Total Stage 1 Stage It Stage NI Stage IV

Cases ) ) [ )
Chydendus, 1926-30 6 3 140 239 3o
Turtola 193140 933 3. ~T14 k2 LD
Putlinen & Turtols,

1941 82 1o 70 410 66 54
Tarvoen & Vara, 1953-38 T4 [ %4 “7 %0 -6
Niemloen & P3HUnen,

1959-63 [ 53 0 A1 <7

Includmg 6 cases of carcinoma of the corpos and of the cervit
Table 1T Fiee-vear cure rate for stage I

Sugr e Stage 15 Total

Caws  Syear Cuses 3yea Cases  Syear
Therapy » carerate  # coerae a cute rate
Sargery 9 100.0 - — 9 1000
Combin. ($+1) 2 913 114 158 137 376
Imadotion 3 100.0 7 6t ®0 700
Total s 943 191 ™6 né "

coes becanmse of the patienta age, oot condinon or
soime other rewson. The cases in which the treatment had
1o be ioterrupted wer  nciuded In the series (St =6,
St Mw 13 and St IV=5)

RESULTS

1 a3 2 whole and scparately for stapes s an
115 The 5 year cure rate was 9% it w3
slightly better (469%) for stage 1l e than Il
(42.6%)

173 patients whh carcinoma of stage § snd [
were treated either by surgeny alone or by surgen
+ radiati Of these patients, 142 were aln

Table 1T shows the therapeutic results achieved in
cases of stage Ia and 1) and for the stage 1
cases as a whole. The table also shows the distri-
bution of the casex according to the mode of
treatment. The 5 ycar core rate in stage [a was
943% in stage 14 796% and in stage I o3 2
whole 81 4%

Table I gives the therapeutic results for stage

Table 1Y Fire-year cwre rafe for staye 11

after 5 yean (87 1%) The opumatve mortaly
rate was 06* (1 patient).
Table IV gives the rosults for stages 111 and v
in which the treatment was solely radiolope.
Cars with carcinoma of the corpus and eenit
w re placed in a separste group and their ther
apcutic results are also presented 1o Table I

Stage 1la Seape 11D Tois!

Cascs Syear Coa Syear Caxes 5 year
Therapy = cute Tate <ure rate core nate

— 3 wy

Surgeny 3 pIR] —
Combi (8 N 13 533 9 s 4 50.:)
I 1o @4 106 43 14 “
Total m 469 us 4.6 43 H“y

Acta Ob tet Gy e Scand €9 (I970)
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Tt IV Fue-year core russ for stages [l and IV In oddtrion, 3 yesr s rate for the carrinowa of the corpus

wf of the rertix growp

oy 1L sap v Corpes 524 aevix

e

a3 Coa Syw  Com Syws
— e i cun e
(comivm ) [C S v 58 ‘ 167

‘nlﬂyu:mnhlampmvn\ﬁst

und for stagn [V §9% For the cotpts snd earvix
oop & wns 167%

Of the wial of 640 patients, 321 were slive
afier S yean and the 5 year ome rate for the
wial ®Tics Wi s $02% M e Bemaln
w ikt ¢restmrent wax jrerTupicd are duregarded,
the 3 year saroval mawe for the wotd series waa
525%

Frg | gorey the wurvival curves foc off stages
of cartnoma evcept the group with carcinoma [
the corpen and oetie,

COMPLICATIONS OF TREATAENT

Fritdag of vanous types developed i stages 1IN
ol of 61 can (95%). Sevegteen of these

.

-t o s
T% ) Senmad ovr o wages JY

patints Tad betd Treattd by wogery 4+ ndlatien
and 44 radiclopaily The jocidence of fistulae
fn the focmer therpeutic group was 98 ad in
the latter 9.5% The figure laclodes )l the caves,
ahso thoss 1 which o fhinla was cxtablished in
the termiosd abape. Later exunination of the fis
tudes shows how many of them were due to ther
APy And bow many were cassed drecly by the
arinoms. For instancs, Kotmeier (1954 de
ducted from bia materlal Gawlae that wers dlag-
posed in the terming] stagn which had orlginated
afict operative intervention, Table V gives the
freqoency of fistwiae of varkoot typer
Complainty of varjoor kinds of erinary distress
were mads at the followsp examinatioa by
619% f the patients. Roenipmnologic changey
fn the uritary et were seen 1 399N of the
patints trested by wrgery sod radhtion and
MEHN of those ghven rahoibenapy dlons (hydro-

DISCUSSION
Tho anoual nurabet of patients B our clinks hay
creawd. The Avirage wax about 45 fa Chy
Table V. Flstudee ariving a3 complcations of theragy
—_—————

Recpton
Serpty  Radamton Tewt

|

J e

AT Okt Grmee Scomd 44 (18783
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Table VI Five-year cure rate for the series collected
and Gymaecology Untrersity

Srom the First and Second Departmen,
Cemsral Hospital Helsinki *# of Obterics

Treated by Imadiaton

TFreated by Irradiation + Sargery Total,
3yer
3 year Syer cure
Cases cure rate Cass Cure rate rate
() x (S (3]
Chydenius, 19 6-30 01 209 25 80 w1t
Turtola, 193140 821 2.7 110 sls 37
Putkinen & Turtola,

1941-52 929 “r M3 ..o 0t
Tuarenen & Vara, 195338 633 4“1 11 3 4“1
Nieminen & P8llincn,

51 ™ m ) 22

dennis s matenal about 95 i Turtolas, about
90 in Putkinen & Turtolas, about 123 in Turu-
pen & Varms aod around 130 in the present
series. The dutribution by stage (Table 1) reveals
a steady increase in the proportion of stape I
stape II showed a continuous increme untit 1953~
5B but decreased significantly in the present
senes. The trend has been smmilar for stage 1T
Stage IV accounted for over half of the total 1
192630 today for lest than 3% The change
Is probably due chiefly 10 cancer propaganda and
mass examinatrons, and partly also to mproved
diagnosh {exioliative cytology colpmcopy etc)
The prognosis of patients with carcinoma of
cervix uterl has contmued to improve In our
clinks (Table VI) In Chydeniuss serics, about
one fourth of the patients were alive after § years
and in the present senes, onc-half (50.2%). Ac
cording to the stativtics complled by hottmerer in
1961 for the thevnpentic results (ndwlogic ther
apy) for carcinoma of cerix uten from 105
clinxcs {a 23 different countries, the total cure rate
was 436% However our results with mdio-
1berapy analysed sccording to stage, were poorer
than In hottroelers materdal It should also be
noted that we have seent po unprovement in this
respect in the last 20 years. The greatest reason
for thu is the d equip phoyed for
external therapy which has only now been retired
from use¢ (roentpen apparatus) Externol treaument
s now gven by megavoltage therapy The total
cure rate fn hahaop#l’s matetial which was col
lected from the Radiwotherapy Clmic, University
Central Hospital Helsinli, was 43 &% The re
sult ks impaiced by the very great proporhon of
late stages (tages III-TV 48.5%)
Acts Obstet Gy mec Scand 49 (1970}

In contrast, our operatne results (aurgery +
radhtion) have improved steadily The 3 vear
cure rate i the present series was 87 1% whih
b of the same order as the results achloved che-
where in the world (Christensen, 1964 Wielch
1961 holstad, 1968 Mnterson, 1967) As the
proportion of operated cases (surgery + radiatioo)
has prown continuously 1n our clinks as a resalt
of an increase In the proportion of early stages
and o decrease i Jate stages, the lmprovement
in the prognoss for the total material mnt be
attributed to It. Chydenius mentioned that Wert
hem 3 operation bad been performed m our oliz-
fcs to an increasing extent since 1933 Only (0
Werthem s operationy were performed fn 19 7-
30 all of them after complcte radum thep
In 1929-30 complete radium therapy was fol
lowed by a radial vagmal operaton by the
method of Schauta Stockel m 14 cases, Surpically
treated patients in Turtola s materal averaped 11
per anqum, 1o Putkinen and Turtols ¢+ material 12,
m that of Turupen and Vara 14 ind in the
present work 24

The mcidence of fistulac in the present senct
was the same both for radiologically managed p3
tients and for the patlents gnen surgery and
radiation. Overall the meidence of fistulae
different semies 1t 10-15% of the patients treated
operatnely (hyellgren  1967) The radiolopcally
trrated patients in the present senes had fhtulae
a litle more frequently than those in the cases
described by Turumen & Vara (65 and 46
respectively) The roentgenologic chanpes m the
urinaty tract are mostly revermble Homever it
mmt be refaembered that these changes, like cathe-
terhation of the bladder durmg therapy Cauw



urinary iract infectlons which can be dangerouns
end cven lethal for the patient, U neplected. As
i anly w0 be capected, these fafont are more
{requent In the operatively managed coses.
Intestinal complaints are mote common in the
adologeally treated cmer This b also to be
expected. Tt b natural that bladder and intestinal
damage should arhe afict radiclogic therapy bhow
cver carefully these orpros are protecied. The
frequency  of complicatioos  repotied  depends
primanly ou how carefully the follow-ap examins-
ton 1 performed and what changes are regarded
- Thete aro h e
ports in the lterame which metion only the
occurrence of complications but not thelr in-
adenct The low figures previomdy reported pre
vent obective analtyvis.

Cartinoma of the cervix wteri 328
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THE DIAGNOSTIC POSSIBILITIES OF A MODIFIED HYSTEROSCOPIC
TECHNIGUE

Karla Edstrdm snd Ingrmar Fomatrdm.

From the Departmext | Fomen Dwwsts (Hood, Prefener U Bort) amd the Kedulegicn

Intarmton (Head, Profemer Bor Nordwstrim),

9ood iew of the utering cavity Wah a vaew
to wWoprneg the disgnostic posibnlitics of hye
terowcopy Sdmder (1963) used & Qric-walled 2od
tremparen lakex rohber balloon which wia stipped
ovet the kems of the endoscope The endowcops
was (ficd wah & cammudz through which tho
bqud wich mflated the balloon was lapected
The milated bafioos scparated e walls of the
uterie ey xad kept o mufficiensly dntended 1o

Dimcy of Byuerowopy o ded wel rmoh B oan
ety satnfactory ww of the utenac ca iy and
therefore has boen usd only on  sasll acale
The diagnosic postlities of by sierowopy ners
furtter developed by the use of  beosn sola-
on imteal of » te7 Thie techaique as well a1
the obenanons made m lhe Mol fa Whieh w0
= el were comalored te be suffiiendy -
wrowmg o he neported

Ipalhmet, Srockhodn

HYSTEROSCOPY TECHNIQUE

The kvirument  coeshts of an codoscops, 35 am
loog, fitted with ¢ Hophum leos whoch has & view
wg anple 30 froct ity axn. The stamlen steel
caanuds is 6 gwm in Gameter and n fitted with 2
two-way kL Ome allown o
nuung solitions and the other the ntroduction
of a thm Bexiblo bopry forcep. The Stoz halt
ficht Foatane  (Cold Ligt Fountam), Unrrersal,
130 W o med o supply Tight o the endoscop.,
the conductmg cable being of gaes fibres

For cod o

v fTaphy a a
mere, Robot Star 1 i attached t the endoscop
by # reflecting bt (o 10408 Ph), the Light
soorce being an clectron flath generator (Story

Acve Orins Gymee Sewmd 9 11970y
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Under barbital anaesthema or paracervical
block the cervix 13 grasped on each side with a
volseflum and dilated to Hegar 7 Thereafter the
endoscope s introduced and the uterine cawity is
washed with a few millilitres of saline solution
which 8 inpected through the cannula. 5 to 10
ml of a lighly viscous dextran solution (Dextran
70 D R 12 35 w/v%) s then mjected through
the cannula. As the solution is very vimcous 1t
only flows very slowly through the Fallopian
tubes mto the peritoneal cavity and therefore
keeps the uterme cavity distended for sufficient
tume to enable inspection of its whole surface
The light conduction of this dextran solution 1
very good and 1t does not become turbd so
readily as does water because it is not easlly
mhcible with blood or mucus. Haemorrhage oc
curred in only a few cases, usually at the end of
the examinatron, and was 3o shght that it did pot
obscure the view

This endoscople technique afforded an excellent
view of the uterine cavity and usually also enabled
the tubal orifices to be inspected easily (Figs.
1/4) It hos the advantage over Sllanders technk
que that the end rm s not d. This
enables the true nature and colour of the mucosa
to be assessed directly Smaller polyps may be
seen to move slightly and the vascolar pattern of
polyps and the structure of thelr mucous mem-
brane are also cleardy scen. The uterme cavity
and mucosa are as clearly visualzed as on macro-
scopkc | fon of a sp of a bisected
oterus. Repeated of the solution result

nght oblique a left oblique, a lateral and an
antero-posterior In order to mahtam fllmg of
the uterine cavity at a constant level throughout
the examination about 0.5 ml of the opaque
medium s infected before each exposure the
total quantity used rangmg from 10 to "0 ml in
a single examunaton,

RESULTS

In 16 cases the hysterographic findmgs cor
responded with the observations made at endo-
scopy In 4 of these cases nelther examination re-
vealed any abnormality- in 5 cases they diclosed
a localized thickening of the uterine mucosa of
mucosal folds in 4 cases one or several polyps,
cnd in the remammg 3 cases submucous fibroxds
were d d by both examl

In 14 cases the hysterographic appearance dud
not correspond with the observations made dur
ing the endoscopic examinatson. These cases were
divided In the following three groups (Tabk 1)

Group I comprised 4 cases in which the changes
shown in the hysterogram were not seen throvgh
the endoscope In 2 of these there was radi-
graphic evidence of small diverticula, the du-

Fiz 1 Endowopic photography of the cervie The cent
cal canal does bot show any aboormalty The darber
area bn the lower Inif of the pacture represents the i
termal o1

Lty In the upper rart of the pecture the asiendt

m rinsing the lens of the endoscope and the
utenne cavity The total quantity of dextran solu
tHon used in a single examination usually ranges

wall of the ca ity s vagoely scen

Fig 3 Endoscopic Photograph of the olenne cnaty i
] mmrmammmmmmwx
the

from 50 to 100 mL Dunng withd 1 of the
sndoscope the cervcal canal can be mspected

Hysterography

The premedication of the pauent consists of the
njection of 1 ml of morphine /scopolamine 1 bour
sefore examination In no case was general or
ocal anaesthesia induced.

Schultze s intrument without a manometer Is
rsed. Watersoluble Perjodal S? » mjected under
Juorcscopic control until uniform flling of the
.nlire uterine cavity s obtained. Thereafter the
Tollowing views are faken a posterio onteror 3

Mamfactured by the Pharmacu AB, Uppula, Sacden.
Acta Obster Gynec Scand 49 (1970)

abnormality I the nght pant of the
pterine wall » scen. Between th. htter and the
B Lthe opeueg mio the nght coma.

Fig 4 Endoscoric rhotograph of the wterine emhy Tie
ocifice of the left Ulerne tobe docs ot show sy o
normalty A drop of secrrion n seen [n the oterine cxvRY
kot below the wbal onfxr

Frg 5 Endoscomsc photograph of the mterine envity A
bipartte polypun. mcasunng 4 mm, 1 seen O
from the nght antenor wall of the body { the wieroe,
Fre 6 Endowopc doseup ww of the uterme a XY
A broadbased oregqularly shaped polyput, mexarms
mm, 1 scen to ame from the keft posterior wall of the
hody f the uterus. In the bower part { the picture the
endometraam 1 seen 0 be normal wnbe  small ot
cumucribed srra
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Table L Comperisem of the kysteroqraphic end eado-
xwtfhdmhllm;#nlkmm
ot ot apreeoacnt

No.ot
Groey

1 Hyweragrephuc buiongs net coe-

meter of them openings bemg merely a few mili-
meres In the other 2 cases there was radio-

ot confum thetr peesencs depets the fact that
good view of the wterhre cavity wis obtained.
oy showed the trd
10 be i the secretory phass bn thews latter e
Ay the cerncal and endonretrial secretions are
ey thack duriog this phase of tbe cycle & may
tare boen posuble that the chang demamtrated
¥ the hysteroprems of thowe patients "
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(F\p.!miﬂ.lnmdrrpaﬂcnf,vhnpm-
vbudyh:dl(lmmp.mdmmwrm:dm'—
eral whitish scars ko the fundos of the utenn and
hmemthnw-hhmhweﬂm;rnﬂnum
endometnoss was tern. In 2 of the § patients
vuhpdmwdcmoﬁmmbﬂunlnnds
months revpectively after byvrropraphy and
mm:mzmmmm
Tnmy—ﬂwpn.h:hhndcm&ucpeﬂomcﬂ
vty after end ological exami-
aation disclosed efther strophic of nomal endo-
metriom n the seeretory oc profiferative phase in
16 cwxcn, polyps of the uterine body in 7 cases
end localired byperplesin of the eodometriam,
resernbling metropathia cystica in type, in 2 cne.
The {indings were consistent with the observations
made at endoscopy except for the 7 coen B
which the pathologht wae unable to datect the
polyps seen at endomopy despite the tact that
pic of the jog strongly
supgested the presence of remmuants of polyps i
most of these ey
Thres paticnts had bystereciomy performed.
Tn 1 patient the uteriow cavity did not show any
abnormalities #od in the othsr 2 cases ther  were
submucous {ibrokds. In all thae 3 ces the

LoD,

! Group il whech compraed 3 cuses, cutemsive
sdbeuom wero e tho byteropam. In 2 of
those cvx the endoscopic ewummation dclosed
» bagd of fibroos tsyoe which extrnded from the

X0 ¥ 3 and 36 days primely after hystero-
Fraphy | the (st exves the chanpn ppoared
19 be morc exienrine m e byMerogram than

Tn may bave been doe bo the s

Growp 11! compraed 7 camet 18 $ of thawe ooe
O % pohyl werw s durng endowopic ¢t
Mlmthhqeuh:ngmamh.,

o

and A fiodings  corres-
ponded whth the oburvations made at endoscopy

DISCUSSION
Hysterograms may be difficul! to haterpret, par
ticalarty it small swellings which protrude Into
the utrrine cavity snd resemble tumours are
sbown. Thesn swellings may represent polyps, sob-
e carcwoma,  placentoma, preg-
uancy a bocalized ywalling of the endometriumn,
2 localized contractlon of the wictme wall oo
accumuations of cervical secrebon which are
camed fio the oteroe caviy dunmg the ox
smmation. The st bistory tho thupe of the
sweltmg #nd the tone of the utesine wall may be
teipfal 0 makiog the correct diagn bt d
ferentual dagnosa may be difficlt. As bn many of
thewe cases hysterectomy n not reqeired i k often
ddficult to conliom o5 refute the Inkial diag.
noa..'l'hunwllud-nwl]’-c:unln\h}cbn‘
patest had 2 curettag , xs ymall pot fnay be
Mh&wmmwm
have dufficalty in dufferentiating betwern
of beala polyps and norma! endom ““‘“"%

A Obrt Gynee Lownd 9 (1370)
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FERTILITY IN PATIENTS WITH OVARJAN ENDOMETRIOSIS
BEFORE AND AFTER TREATMENT

Lenpart Petersobn

Froes the

1 Odsaetricy wmd

(Hoad, Professor Alf Shad). Unh craty

Hogpl, Lund, 5 ¢hen

wd 133 T TG W comcurve W the (o o wexl
oL, The fotiowmag bee Che saiarst porig of the trsesigs
L Y of de gudcom wik dewce for
ay o B e of trratieent had prpary erkty

10d

out w onchurd of mfertdity laparciomses
3 Turuon. 5 ety w 1938 found hat evdo-
Dtownt 3 0 wTmpoTumt camse of sterdty (6)
In frcemt yaan, the trestment hag been masnly
bormonal, bt eren nowsdan, lte chocoluie
T thovkd be teed prmanty by sorpery A

VT wah ponapens m most
cnes nosuccenlad (1) With these fach m mvmd,
Vbt amaed Ow whicquens ferthny of o

(ynaceriogy  the Usneruty Hosptal m Lund
brtncen 199 and 1964, Dwrmyg thoxe yean, the
treament Wi manly wTpal The dugnos of
orenn wi made by lap

Wl!ﬂm\ﬂ\n\k&lr
O was made Y9 wert more fhom 40 geart
uge they wrte clclinded (rom Us venes A Soriher
139 kew than 41 yean of ape were cxchudad bee
CHRE OTETIIE Waverrs mhemt merduson (iyy-
£ tepd

y bilateral tubal
rn:dbmn\i\zm-ﬂwphmnm’)mmn!
other pelvic disexse such a3 chronke uipnghh, or
uterme ffbrosds, Le. condhions that made jt dif
ficat to sppratc the roic of endometriom from
the standpolnt of fertlity Another 4 lew than 41
yeary of age were excluded beoans the dlagnosa
n 2 was incertam und in the other  proved 10
bo fruity The Temadnteg 172 potlerss mado up
the sefies rrported below Questiomnaires wers
sent ta the patents by powt. All those quesoned
prowded the requmred informaton  concernmy

des and deurs for pregnancy No sticmpts
\mmh\nﬂdmuthnmnh(m

MATERIAL

OF the 172 patwrte, coc wyt aged 14, s che ocbery 2t
© 40 yrae The wverege age ws 31 yourn T3 had con-
rrwd befors aneshog Gw dac kol 6 of thew wery
preguant ot the timg of tretirment. 165 wery weswd sor
mmhnhxriam oreran rvsechon, Wk
Gurtd caphorectonry brestdown of adivuons, o0 pha-
o operEooR o G Whn Tows e Soavd wih hor
ewes W sTpene cwioen, ol 4, kavey oty mopl
endonctal Cua Whont wibwuomt,  mbed o enow
socpast s wed 1 eChendad.

The maiernl was smiywed sccordmg to the pa-
ucnth dewre for prrgnancy and sccocding to the
wrpcal findmp The latter formed tro groups,
thee  th endometious with sdhesom to other
orpAm (tobet, Wiern, bladder Entesting, and pel
:\%)ﬂm‘mMmh
some wab polated endometrial modules

the ovence I the ubles, the lag. ostude
£roops are ealled  cyvts + adtbevlomy™ gnd “’
P8 repectnvely

Acs Dbaet Gyme Scumd 03 (1970)



30 A Edstrdm and 1 Femnstrdm

viously there is a need for a hysteroscopre technl
que which would enable obscure lesions revealed
by hysterography to be visualized clearly through
the hysteroscope and their true namure 1o be de
termined accurately

Endoscopic examinations of the uterine cavity
has so far been carried out on 2 relatively small
scale, probably becanse the vanous techmques
used did not afford a sufficiently clear view of
the uterine cavity This disadvantage was basically
due to the foitowing factors: (i) the uterine cavity
could not be distended sufficiently to enable close
mspection, and (1)) haemorrhage which hinders
clear visualization and endoscopic photography of
the uterine cavity could not be prevented (Gribb
1960 amongst others) The endoscope which
Silander (1963) evolved was helpful in over
comung these difficulties. However many work
crs were hesitant to wse thns techmuque because
they found that the balloon hindered the clear
visualization of the uterine cavity despite the fact
that it was transparent. Another disadvantage of
Silanders technique 1 that the endometrium Is
compressed by the balleon, the shape and colour
of any exustent lesion being thereby modified, and
small polyps may therefore easily escap. atten
ton.

The clear and viscous dextran solution which
we have used in hysteroscopy distends the uterine
cavity sufficlently to permit detailed overall in-
spection  Another advantage of the solution is
that it acts as a rimsing solution. The uniform
hydrostatic pressurc appears to prevent ohscuring
haemorrhage and any movements of small polyps
and aggregations of secretions may be seen
through the solution,

The view of the uterine cavity was sufficiently
clear to permit also the uspection of the comua
and tubal ostia (Figs. 3—%) and the visuaization
of the rhythmic contractions of the fubal esta

It emerges from thi investigation

() that hysterography may fail to demonstrate
small tumours even 1f a water-soluble ond viscous
opaque medrum 13 used and a posterior-anterof
a Hght oblique, & left oblique, a lateral and an
anterfo-posterior view are taken

(i) that the hysterogram may be difficult to
interpret bacause cervical secretion may be ear
ned mto the uterme cavity by the opaque medhum
and may smulate a lesion or hyperplasia of the
endometrium  Moreover seérchion ma3y cling to

Acte Obstet Gy mec Scand 49 (1970)

the surfece of lestons and thereby modify ther
contour As a consequence their size and shape
as d ated in the by doct not coo.
form to their trae size and shape Thn appern
to have been the cxplanation in 2 cases of ad-
hesions in thi scries In which the changes seen
in the hysterogmm appeared to be more evtenshe
than endoscopy revealed.

(i) The true nature of a flling defect can be
detcrmined by endoscopy alone. This coables the
differential diagnosts between polyps and sub-
mucous fibrolds to be made directly the disgnous
resting on the shape colour and vascularty of
the tumour and on the appearance of the mucosa
over the lesion,

Thus endoscopy of the uterine cavity permutied
the determinatron of the true nature of leskoos
to be made with greater accuracy than dud hvs-
terography

Admittedly the number of cascs evamined by
the technique descnibed b too small to permut any
definite concliston to be drawn. Morcover only
3 patients had hysterectomy performed and fof
this reason hhtological confirmation B lacking
in the majonty of the casex

As this senes did not include any case of car
cicoma it i not possible to comment on the
dugnostic value of the modified hyteroscops
technique in these cases. However the modific
tion in our hands, permitted as clear a shualiz>
tlon of the ulerine cavily as does macroscopic o=
spection of a specimen of a bisected uterus.
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ary Jalemdny hefore the operation was pearly the
wame fn both groups of patients (thoe with cyah
only snd thove with Cyss + adhesioms). After trest
ment, there wan sulfl B0 signdicant ciflerence be-
rveen the groups bot the frequency of aborthon

21 markedty redoord compered with the fre
quency before treatment (Table V)

21 patients, 4 of whom had bormone treatment
and 17 sarpical traatment, only decided that they
winted 10 concrive 3ome Umne after dagnoals and
tresiment. Of the 17 wrpeally trested patienit,
¥ chd beoome pregasmnt on onc O More occEsions,
toitng fn 12 detnents and 1 tpootaneous sbor
von. .6 panents {15%), ofl surgscally treated, dud
not wish 10 breome pregnamt cher w the tuve
of trestment of laer Of these 76, 2t had pre-
nom pregmancees, fesalting in 47 deltiveries and
2 whortom.

S EIIY A pRHTHE WA P TR R (R R R
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Table I The type of sterility compared with surgical
ﬁmﬂnf:tnmlku:min;/orammm the time
of treatment

Sterfiity Pregoancy
prim-  sccond- fot ke
oy ary Total than 1 year

Strophe endometrial

cysts 10 53¢ 9 47% 1y 4

Cyws + adhesions 61 66* 31 M, 92 10

Total T 4036, 11 14

Table Il Duration of sterility in years in patients
frying for a pregrancy compared with the sgleal
Sinding

at least 1 year before treatment 52 {47%) wb-
sequently became pregnant. In 1953 Fredrilson
(2) found that of 77 marned women under forty
in whomdmChﬂd-bcnrtngfmomumm
served, 30 (38.9%) became pregnant after sar
greal treatment for endometriesis. In 1968 Rogens
& Jacobs (5) publshed a fiqure of 63% Of the
patients in the present semes, with only wmpk
endometrial cysty, 15 (79 ) became pregnant af
ter the operation, whereas 37 (40%) with eyt +
adhesions became pregnant. The difference is np-
nificant on the 99 0% level (Tabde HI). The durz-
ton of the mvoluntary sterility was not found
to affect the prospects of pregnancy after the
operatron (Table IV).

The frequency of abortron in those with second-

Duration, years
Table 11 Fertllity after treatment in patients exrler
1 2 3 4 5 6 7 8< Tor! sterile
Non-
Simpke Pregnancy preguancy Tota!
cysts 71 4 31 o 119
Cyir+
endometrial
adbeioss 2309 9 7 157 § (7 92 Sope 5 Pt 1
Cysts + adhenaon 37 & ¥ & 12
Total 52 47 FL ] n
<001

RESULTS

125 of the surgrcally-treated patients were hoping
for a pregmancy at the time of the treatment, 14
(11%) of them had tried to become pregnant for
less than 1 year before operation and 6 of these
14 q ly became p 3 in the group
with and 3 without adhesions. Of the 3 in the
adhesion group 2 were in the second and third
month of pregnency at the time of questionng’
the third had required o Caesarean scction for 2
transverse lie. Of the 3 without adhestons, 1 was
in the seventh month of pregnancy the other 2
had required Caesarcan sectrons (onc for placenta
pracvia one for abruptio piacentae) Of the other
111 who had been trying for a pregnancy for at
keast 1 year when first seen, 71 (64 %) were conr
pluning of primary stenlity and 40 secondary
stenlity Tunmen 1938 found primary sterility
in 4-.5 o of hx material (6). No difference was
found b~tween the type (primany or secoadary)
or durstion of steriity and the subsequent surgi-
cal findings, 1.e. umple cysts and cysts with ad
‘henons (Tables 1 and 10y

Of the 111 patients trying for a pregnancy for

Acta Obsiet Gy nec Scand 49 (1970)

Table 1V Sterility duration in years compered wuk
pregaancy prospecis

12 3 4 5 6 7 3. Tetd
Pregrant 13 6 36 3 3 4 3
Nonpregnant 11 S 10 3 1o 5 2 M 60

Table V Ammber of pregaancies and abortions before
and after treannent compared with swrgical [inding?

Before treatment After treatment
—_— ——
Prege Whereo! Preg- Whereo!
nancws abortoms  mancks  borbom
Simple endo-
memaloysts %6 77 % y n
n 0 58 4 7

Oy +adhemons €3

Tota! 91 0 2 u 7

Aborpon frequency wgruficantly lowet after freatoent,
2<0.0!
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resaitng m 12 delrvenes and 1 spontaneons sbor
oo 16 panents (15%) afl sorgicalty treated, dd
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4 Emter Kobert W Progrem  wlertfiay
Litie Brown & Co Boson HSL.
SMLTtlwm-.w M. Bfartisy sl endo-
wrgical wpproach. Ferdl Suid

serra wed Siofuat Ada
Ot Gymec Scand 13,737 1938
Smbodeted for pubbcanou Apri 7 1570

Loromck ok re

Acwe Obuset Grymec Scumd 49 (1779)



332 L. Petersohn

Table I The 1)pe of sterility compared with surgical
JSindings In patients trying for a preprancy at the time
of treatment

Beexilsty Pregoancy
prim-  second for kers
ary Ty Total than I year

Simple endometrial

cysts 10 53+ 947% 19 4

Cysty + adhestom 61 65% I M% 52 10

Total T 64% 4036, 111 14

Table 1L Daration of sterility in vears in patienss
trylny for a pregmancy compared with the sargical
Sinding

at Jeast 1 year before treatment, §2 “7%) wh

q ly became pregn In 1953 FredniX
(Z)Ioundthatofﬂmudcdwumnnndcffony
1n whom the child-bearing functions were pre-
served, 30 (38.9%) became pregnant after sur
gical treatment for endometriosis. In 1968 Rogen
& Jacobs (5) published a figure of 63% Of the
patients in the present serfes, with only simple
endometrial cysts, 15 (79%) became pregnant af
eT the operaton, whereas 37 (40%) with cyss 4
adheslons beeame pregnant. The difference ks sip-
niffcant on the 99 0% level (Table HI). The dura-
tion of the nvoluntary sterility was not found
to affect the prospects of pregnancy after the
operation (Table IV)%

The frequency of abortion in those with second-

Duration, years
Table IIT Fertiliry after treatment in patients eatfier
1 2 3 4 5 6 7 8< Total sterile
Simple Noa-
endometrial Pregnancy pregoancy Tota)
sty 71 4 2 31 0 119
Oyt
Simple endometrial
adbesbons 23 9 9 7 (51T 5 11T R2 oo 15 19~ 4 2 11
Cysts + adhesions 37 0 55 6 ”
Tatal 2 47 » N m
RESULTS 2<091

125 of the surgically-treated patients were hoping
for a pregnancy at the time of the treatment, 14
{11%) of them had tned to become pregnant for
less than 1 year before operation and 6 of these
14 yubsequently became ¢ 3 in the group
with and 3 without adhesions. Of the 3 in the
adhesion group, 2 were in the sccond and thod
month of pregnancy at the tume of questioning’
the third bad required a Catsarean section for a
tramsverso lie. Of the 3 without adhesions, 1 was
in the seventh month of pregnancy the other 2
had required Cacsarcan sections {one for placenta
pracvia one for abruptio plecentac). Of the other
111 who had been trying for a pregnancy for at
least | year when first seen, 71 (64 %) were com
pluning of pnmary sterthty and 40 secondary
steritty Turunen, 1938 found pnmary steriity
 42.5% of his matenal (6) No difference was
found between the type (primary or secondany)
ot duration of stendity and the subsequent surgh
cal findings. Le. simple cysts and cysts with ad-
hesions (Tables I and 1I).

Of the 111 patients trying for a prgnancy for

Acta Obsre1 Gy mec Scand 49 {1970)

Table IV Sterility duration in years compared with
Ppregrancy praspects

Dumtion, years

t 2 3 4 5 6 7 8< Toul
Pregnant 6 J o6 3D 490
Nonpregnant 11 5 10 3 10§ 2 14 60

Table V Aumber of pregmancies and obortions before
and after treatment compared wirk sorgical findixes

Afger troxtouent
-
Preg Whavo!

Before Lreatment

Preg Whereo!

fnancses  abolons nances  bodtoo
Sumpls endo-

metnal oysts 26 T 26 vz

Cyuis+ adbeuons €5 > £ 4 7
Total i 0 £ 2] ? 3
Aborton frequency ugrufxantly jower afser treatment
200!

.
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EXPERIENCES WITH PARACERVICAL BLOCK

A Doublesind Study with Bupivacains (Afercaine®)

Ham Wertholm, Ricardo Magno and Anders A-cn Berg
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Good results kave been reported
5 L9 1214 20, bot aho undesinal
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£5) have been noted.
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o relatively large axten! durmg the Tast 4 yean.
More than 1 500 bio.Xs hve becn grven.

MATERIAL AND METHOD
The serky cowsiss of 195 rendosdy whecied patienss,

obek doscud  ah (he belp of Ohe paipet
tog hend e the vepes! forx pad 10 & wew dnjectsd
o0 ouch wde m ) end 9
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For prolonged bladder drainage without
pahent discomfort!

SILASTIC®
Cystocath Suprapubic
Drainage System

Stenle kit with matching components
completely disposable

Developed for use following gynaecological sur
gary the SILASTIC Cyﬂocalﬁ suprapubic blad
drainage system offers five major benafits:

- Earlier spontanecus voiding

— No cathetor caused uninary tract infections
— Repeated cathetenzations ore unnecessary
— Less chance of urethral trauma

- Increased pahent comfort

Each SILASTIC Cystocath kit contains six
basic components. All vital parts are made
of Dow Corming medical-grade silicone
elastamer Primary componsnts are a soft
flexible silicone cotheter a silicone bol

seal and pressure sensitive silicone adhesive
A 10 gauge needle universal connector and
adhestve opplicator complete the kit
Prestenle — ready to use and disponable
For one patient use

DOV CORNING
==

For add tonal  farmato write
DOW CORNING INTERNATIONAL LTD DEPT H 70-1&2
Rws de o Lor 25 B-1040 BRUSSELS

O com I you locol Dow Co g medreol dutnbutor
A/S N C Newlsen Copenhogen

Semonsen & Weels Eftf AS  Albertslund

Fi tond: Chnstran Nissen AR Hels ks

Norway st an Ples er Industr A/S Qslo

Sweden R Saderberg & C° AB Gothenburg



Ada Dimiet Gynee Saand 45 335341 1970

EXPERIENCES WITH PARACERVICAL BLOCK

A Dpublebnd Study with B pirecaine (Marcalnet)
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The peraccrreal block (PCB) m obstetrics was
et dosenbed by Galiest 1926, Durrerg foe hent
few yean, obmetrcram bave ¢hown more fnterest
@ Lhe techmaque. Good remuits have been reported
509 12 14 2, bx sho wilebrabls wde
‘“’“"’“d"mﬂ”mﬂmﬁnmu
15) have been poted

At Sahigremia Xoibuset, Department of Ob-
ance wnd Gysectobogy PCB baa beca aed to

a relstyely large extent durmg the Tast 4 years
More than 1 500 bioks have been given.

MATERIAL AND METHOD
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Table I Analpertic effect

No of cases
Bopinecaioe- P,
Buphacaine  Adremaline  saline
Good  Primip, 12 30 3
effect Mulip, 19 2 7
Totad 31 52 s
Fltures Primbp. 5 s 2
Multip, 1 7 3
Total 13 Is ™
RESULTS
Analgesic effect

The more sobtle clasufication of the analgesic ef
fect into, for example, “excellent” “pood™ “fair®
etc. proved rather difficult. We therefore decided
to qudge the analgess effect of the block s just
“good™ or fadlures™ By "good” effect s meant
that the patient became completely free from pam
both durmng and between the contractions. All
other cases were coded as “fallures™ even if some
of them experienced relatively good relief from
their pain. A unilaterally effective block was also
coded as a  failure” The analpesic effects and
the compositron of the serics is shown in Table L

The effect of the PCB with buprvacame wins
good 1 51 out of 64 patents. Buprvocaine
adrenaln gave good effect in $2 patkents out of
67 The effect of sahine was good in 15 out of
64 patrents. No difference could be noted cither
between pr and gravidas or be
tween buprvacaine with and whhout adrenalin
Thus good analgesia was produced 1n about 80%
of the casex grven active subslance and in about
24 o gven placebo. The difference between these
two groups is statstically significant.

: 3

Duration of analpesia
In many cascs 1t was impossible to measure the
maximal duration of analgena. This was the cas.
when patients were delnvered m a persisting anal
gesic state or when after complete cenvical dilata~
tion pans resulted from distension of perineurn.
In these d the imal duration was
measured. In each case the dombon was counted
to the nearest quarter of an hour

In 59 cases the maximal duravop could be

notbcmadc.‘rbmhmpoalblemmemx
hnaldlu-aucuunlym14unof45nnﬂl}m;d;,.
One multiparows patient got an unilateral Block
which could be measured. Among primegrayaas,
who unualh have slower delivencs, it way pos
sible to measure the maximal duration i 45 o
of 70. Scven primigravidas got unilateral Wocls
wrth b ximal di The resuls
with repard to maximal duration are shown n
Table 11, Minimal durations are grven w Talle 1L

The duration of the analgesia was found 10 b,
thorter after a placcho than when local tores
thetic was used. The longest duration of anajpesn

Table Il VMaximal dwrarion (Aowrs)

Agert
Bupiracaine
. Buphacaine Adremline Phys. salose
e

(bours) Pnmip. Multip, Prmip Mutup. Primp. Mohe
4
{ 1 1 3 1 1 !
i
¥ 4 1 2 1 4
1} 2
13 k] 1
3 1
2 3 2 i 1
2} 2 1 1
3 3 3
1] 3 3 !
4 t 2
Medan 2 1z i ! ?
Tabde 1 Vinimal dwration (howrs)

Ageot

Beprvacaine-

Bupozcame Adrenate Phyy b
T,
me’ Proup, Mulnp  Promp. Malnp  Primup Mofp
1 1
i 3 1
? ] 1 2 1
1 4 1 A 4 1
1" Al 4 3 '
14 1 1 3 §
1 1 t 1

) 4
] ' ’ 2
3 1
3 t
4 )
Medun S} 1 it it 1

measured and in 67 cases an could
Acve Obstel Gynee Scand €3 (1970)



wodd be megsired the mwdian tme fn b
prendas wa 2 hours with both the scirve sgets
In mwitigravide, a5 apected, the wedian tine
was thorter 1 | hoars whh bopevacume aod
1 boexs with buprraceno—sdrenalin. The nom-
ber of panents m thele groups W0 emall tor
satshoal smadysh The addion of sdrematn o
buperacamo doss pot seem 10 be of defants valne
for prolongmg thw darstion of the parscervicsl
dock.

Tis sperd of cerviced listation
We coald follow e elfest of PCB vpom cornead

ﬂm"!mdmwm
t wnd 2 bowury after the

CRR Sa0

Frg. ! Carical dbsiatbom

tex PCB with

3 patients
out of 33, in companson with 7 ot of 37 among
the bupbracsing groop and 11 out of 34 amoug
nlne Froup.

The time betwern PCB and spomarcous deli-
very wn checked. No differonces eould be foomd
hetwern the thren spents withm, the muitigravidas.
A antrsticaily ugnificant differencs (# <005 &
tewt) was found between the reult for bupi-
vacaine—sdrenalm and salme, lo the

the delvery trmes bemg shortor with saline. Re
Bt are shown n Tabe TV

S ettects
Urterine Inertia
W considered uterine lnertia to be present n
thoss cums where sfier PCB tha frequency of
contrachons, fell to below ten per hour or when-
ever el diatation was unchanged for § howr

ollh-hla:k.mmuu Gemonaraed M
Fg d

No dlferencey could be noted amosg the mukt-

It w worth iny thet o several coses not
clarafied o3 oteroa mertia & short state of ttering

Table IV Tles (o mbuctexr between PCB and spom
tameous delloery (mesms £ S.D)

——

Aprmt

————

Frompny [
e e men
'+
TFoyv. mirme 16+ 61

et st

A Obsert pec Sownd 4 (1370)
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No of
coes

PRIMIPARA MULTIPARA

macthaty was moticed, for about 15 to 20 mm
followed spontancously by complete restoration
of pormal contractions.

Inertia was found in 16 patrents out of 64 m
the bupivacaime group, 1w 31 out of 67
bupn acaine-adrenalin group and in 16 out of 64
with salme. No sigruficant difference between
prinugravidas and mulhgravidas was noted. On
the other hand a statitically mignuficant differ
ence was found between the bupvacaine—adrenalin
group snd the two others (7 square, p<005).
Thes may be expiamed a5 the mesult of & negative
effect of bupivacame-adrenalin upon the con-
tractle achvity of the vitrus

Orxytocics were needed 1 9 cases out of 64
1 the bupivacane group n 12 cases out of 67
1 the bupt acaine-adrenalin group and in 5 cases
ot of 64 m the slme group No sigmufkant

Table v Foetal brodycardis

Agent Primppaca Malerpara
B pnacaine 1 case 1 case
S mm $mm
Buopnacaroe Adrepahine 1 came Y sy
-5 mm Smu
13 m
35 mn
Fh 3. tahine casa
40 mm
10 gun

Acta O% tet Gymex Scand £3 (1979}

difference was found between pnougmydas g
multigravidas or between the agen(s used,

Effect on the foetns

In 8 cases out of 195 foetal bradycardia was
found m direct relahonship to PCB without an
other possible explanation. Only cases where b
fortal heart rate was under 100 per mmge fo
at least $ mm or during and betw “en three con
sccutive contractions were recorded as foets
bradycardias. The bradycardm in several case
lasted much Jonger Slight bradycardhar don
very shart periods were noted as well The drd
bution of bradycardiss and their duratin an
shown m Table V' Seven of the foctusey witl
bradycardia wer later born with an Apgar scon
of 10 after | min and one child bad an Apgn
score of $ No casex of tachyrardz over 1680 pa
minute were noled. The foetal heart rate after
delvery was closely observed Nont of 195 m-
fanty had Apgar scores below & (6 of them had
8 or 9 all the others had 10

1 acwsm Extractions

A total of 1) patienis were deiered wih the
Vacuum Extractor (V E.L In - cases the V.E wis
wied after serous bradycandia, which cowld e
retated to PCB Both cases were multgravudas and

bel. 1 10 the bupi N group
Case Descriprfons
Care 1 3 yrarol patest gra sda IL with 2 nomul

detheyy 1961 Soon after PCB, the [retal heart mie de-
crexsed from 140 to 170 mun. 15 won Liwet a rhe of
9 mp s poted Dunog the follosmg 30 mih ibe
beart rate ared betaeen ¥ and 75 mun When pw

cord complcations wer  notced
L e she ofints peart rare 2 onh PO o #0d e
Apgar e 9 T mmutes lazer beart rate became
110 mm Weght ) #00 graon

Case 6ycarold ravest, fra wa I b poym)
dels ery 1968 PCB b pood effect Foetal be it e
wxcemriel dmmsbed 4 #0 mn 3 oo fer FCB
nofull diited. and  pudepdal Bk wn
rerfwmed Detnen ¥ mu fuer PCB mVE N ont
compins cas ¢ poled Afer | oo the APFA howe
was 10 Werght )20 pram



The roesining 11 patiecw v detvered whh VE
o otber beicatioms Bt Teied o FOR

$uds ffects in the mothers

wmmmmmw
nd.rmdmthm:mlnﬂdprmdpd—
Jor 1 case with palenem and dywpoocs, 1 caso
with headache and 2 coses with numbness of the
Jeps. With setne, 1o wide eifects woe observed.
Thnxhcm;}orhyu(dthcﬂcwuo:urrcdhmn
tupivscame—sdremiin group but Al gymmplons
mdim-ndunﬁmimmctnnmmbhud
premors and matermal heart were ob-
erved.

Experiences with paracerrical dlock 339

compwnt:d{or-ftr4bmm.,‘.po-ﬂklnw
pectation. of this B that
cuoes 2 ternporary wienne inertla

Uterine inertie
Utetine nertia actording to our defindion oc

mmt be regarded ks sublective a3 wa dhd not we
l'-wo:rtph.uh:hcmkmwnfo\‘lbnjﬁmp
{14) that adrenalme, injected fn wdditin to local
snacithetics, weakems wterino contractions when
injected paracervialty Even kool ansesthetics

DISCUSSION
Anglgenc ffect
“he trequency of good amalpesta of about 80%
xresponds rebatrrely well to that foand by others
L8, 9 12,15 16, 20). It n pomible that the

140 3 and 4 oclock and 8 and 9 o dock reERpec
vely (20, 21), bt # hos been thown that Xerxy
oot spxeads I bt pelvs in the mme way
‘ben mecsed  parscervical” and  wirrosscnal™
13). The plactbo-effect of 24% of the cascs s
ather hugh tat others have reported

ety from 12 w0 24% (l4

buprvacame—sdrenatm
‘-Mudmzmmhmm
bupreacame ot wlne. However tha dufference b

may have a ing effect on laborr
(22) This may be u direct (focal) effect on the
merine mosde or due 1o & blockage of pervous

Skde effects in the mother

The side cffecth noted n the mothery wers slight
and trangent. Exoept for numbnes of tha legt,
the effects were imerpreted a3 thoes of adren-
slin. Other aotbors have foond mors seriow com-
m woch n b

cramps and collapse (3 15). Complications in the
mothers hawe besn conndered » ranitmg from
unmttentionsl mtravenowrs jectons (4 High coo-
Centrations of Jocal enacsthetics bave been found
o the matrrmal blood shortly after the block.
The weep xInch sometimes s obmerved In mothers
afier PCR s considersd hot Just 10 occur because
tho mother 1y tired and free (rom pain, bot to be
& durect effect of the loctl ensesthetic on the cen-
tral nervous syt

Focte! bradycardla

The frequency of foetal beadycardia in this series
1 4% In otber mvesbpations with dfferent local
ansexthency, with or without sdrenalln the fre
Quency vanes from 2-30% (L 5 10, 1) Some
ssthors have not found any fortsl compication
wxch o1 bradymardn (18 W a7z aware that we
uxﬂdh:w(ulcdmohw“mdnnmmun
foetal beart 1alo s we vaed onfinrty mocuits-
on However wo have not overlooked thase cases
\btnumewmmdhﬂmrﬁnw
durmg the {i 20 mea. Other factors such ms

Acta Obsset Granc Tommd 49 (1970)
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No of
cases

PRIMIPARA MWL TiPARA
|

N Bupvocame

W Buprvctane Adrenaline
L1 Ptys mlme

Fig  Uterloe inemifa.

mactvity was noticed, for aboat 15 to 20 mm
followed spontancously by complete restoration
of normal contractions.

Inerna was found m 16 patlents out of 64 m
the buprvacane group I 31 out of 67 In
bupwvacaine-adrenaln group and In 16 out of 63
with saline. No significant difference between
pumigravidas and mulum\‘idu was noted. On
the other hand, a £ differ

difference was found bemeen prunugrandss and
multigravidas or between the apents used.

Effect on the foetus

In 8 cases out of 195 foctal bradycardu wa
found in direct relationship to PCH, without any
other postible explanation. Only cases where the
foetal heart rate was under 100 per mmute for
2t Jeast 5 mumm or dunng aod between three con-
secutive  cORtACLoNs were recorded w foxtad
bradycardias, The bradycardia in several cases
lasted much longer Shght bradycardias donmg
vety shoft penods were noted as well. The distri-
bution of bradycardas and therr duratroa are
shown 1n Table V Seven of the foetuses wgth
bradycardia were later born with an Apgar score
of 10 after 1 mm and onc child had an Apgar
score of 9 No Cises of tachycardia over 160 per
mmute vwere noled. The foetal heart rate afur
deltvery was dosely obierved. None of 195 -
fants had Apgar scores below 8 16 of them had
8 or 9 all the others had 10

1 acuum Extractions

A total of 13 patrents were dellvered with the
Vacuum Extractor (V.E.). In 2 cases the V.E v
used after senowy bradycardi, which could be
related to PCB. Both casss were mu!hgmud:n and

hall

ence was found between the bupivanh:e—ndrrn:liu
group and the two others {y square p<0O05)
This may be explaned as the result of a negatrve
effect of bupivacaine—xdrenalin upon the con-
tractile activity of the uterus,

Ovytocres were needed in 9 cases omt of 64
1n the buprvacune groop m 12 cases out of 67
m the buptvacane—adrenalin group and in § caser
out of 6! m the salme group. No sigmificant

Tablke V Foetal brodyeardia

Apeat Primpara Aultrpara

Bupivacame Uease 1 case

25 3 mun

Buphacaing-Adrenaline 1 case 3 et

~3 min 5 men

15 min

53 man
. saline Qs
i 40 min
>10 mm

A 11 Obstet Gy ner Scand 49 (1970)

mmﬂ.n:um‘
2 10 Werght 3200 grame

ped fo the bup d) proup

Case Dexcriptions

Case 1 3 yearoid paiwnt, g3 wda i, #th s somad
delhery 1961 Sooa afier PCB, the foctal beast rate de-
creased from 140 © 1°0 mun 15 mwn Later o rate of

|4
|
5

found after tuptoe
th V\.E s performed vunp shlitmnal podendal sy
thena, about 1 hour and 7 mun after PCB No mmdilical
cond complkavons were potwed  Immedately her de
Inery the mlae  beant rale a4 ofly #0 man and the
moutes Later heart rae beame

Appar scxx 9 T

1O mun Weicht 3900 gram

Case  6yrarold ponent, gra wis 1 b » pormd

detnery 196, PCB with pood effect Foctal be 1t Ot

succesu ely dimmnhed to #0 min 3 mm afer PCH

the con wat fully dilated. nd pudendul Hock wae

performed. Deli cry U pun after PCB pth VF Mo cond
wa  poted After 1 oun i Apgir &ore
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pressure on the foetal skull when the block

d vd may be resp for some brady
cardiss (6). However these bradycardias are nel-
ther pronounced nor long lasting

The cause of the bradycardia b unknown
Adrenahin added 1o the local anatsthetic has been
conudered responsible by provoking vasoconstre
tion in the placenta and the myometrum with 1m
pairment of the foeto-maternal gas exchange and
resultant foetal hypoua (%) Thes explanation i
not sufficient a3 it has been demonstrated that
bradycardia occurs even Without adrevalin (14),
Local anaesthetres may easily pass the placental
barner because the injections are given near to
the utenus and possibly quite often wntravenoasly
(4) High foetal bood concentratrons of Jocal
anatstheties have been found folfowing njections
of the anaesthetic drug (41

If one id the local betic as the
cawse of the foetal bradycardums the frequency
mught be reduced of sdrematin 5 added to the
local anzesthetic m order to reduce the rate of
absorption. Evidently this 15 not the case in the
highly vascular paracervical fssues in pregnancy
1n this senes the frequency of bradycardiz way
not lower when adrenaline was added.

Metabolic acidosis mn the foetus has been found
in connrection with bradycardia with lowening of
the pH and base excess and rmung pCO, Q1)
Four cases of serious bradycardia are recorded

block, por had we hid any infant mottality The
drugs wsed were mepivacame, 1. mepoacime
1% with adrenalin 1 200000~bupn1¢:zmgl/,
and buprvacame 1/,* with adrenalin 1 %06 000
In 1 case in 1969 however followmp a PCB
we had a senows foetal bradycardia and 1he in-
fant was boro dead.

Case Description

The mother was a I$-yearold g3 ida 1L sbo & yem
cartier had an abortion tn the 2nd moath of pregasacy
In the fuxt trimester of the prosent pregaancy the pr
Uent dod been pnen ECT electroconvulehe thetapy fox
depreasion and afier thh she had been wested uh

Foll.

'8 P of and Imjecth
into the scalp of the foetn durmg attempted
caudal anaesthenta (19). The foetal ECG showed
wroventricular rhythm with a prolonged Intraven-
tricular conduction tume This finding sgrees with
the opurron that local anassthetics hnve s quar
dineike effect on the myocardmm with brady
cardia a3 a consequence (7).

In our scnes there are 2 cases of pronounced
bradycarda  following paracervical block with
salme The mterpretation of thrs findmg 13, bow
ever difficult because it 1 well known that
spontancous pnexplaned bradycardia 1 encoum
tered from time to tune.

After thrs study we contmued umng buprva-
came—adrenalin for PCB with pood effect. How
ever changes w the foctal heart rate were oflen
olerved mostl) of & minor and frantent nature.

Among the newbom nfants we had not, untit
1969 in sny of the 1 500 cases where we used
PCB found any neonatal asphywa due to the

Zc'a Obstet G mec Seund 49 (1970)

At autopdy dothing was fornd that coukd explan B
death. The placenata was mature  ith saenenal tegreand
chargey. The chukd had po congenual anpaudes ho

bacmorrthage wws found, Reacuons fof

COMMENT

Thes investipation has confirmed that bupn acund
hxs a lengthy mflpence when used 1 3 farr
corvieal block. The addiwon  of  adrenaim
1 200000 to bupracaune docs pot scem 1o b
of defimte value 1n protonpinp the duratwn of
the paracermcal block Homever when sdrenabin
s added 1t scems to pve the following undesirable
effectss increased inaidénce of utenne jeertia m
primigrassdas, increased {requency of foctal brinhy
cardia, and certam circulatory srde effects m the
mothers, Cofsequently we are rather cautious
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CERVICAL CERCLAGE IN THE TREATMENT OF INCOMPETENT
CERVIX

A Retrcapectivg Analyddy of the Indicationy and Resuhts of 164 Operatlons

ML Sepplld and P Van

Fram Departmets | and 1l of Grwarcoloty and Obsietrics (Hesds: Proferser 5. Timewrn and
Prefenor P Varw), Usharsity Contrn! Horpuml, Helunki, Fodand

barart, Bervecn U999 smd 1968 crclage
Mo W prronoed 16) Does 1 139 oo boetow
r—— fecompernee, oprraton wm

i
H
5
i
H
¥
il

™
Uortal sabrage 1o} the whole sy was 27 mod
e oy cow 1) Tha o wee the
hﬂc-xsnbc-u-x-unm_‘ bea the
it TCn G 166 amd the TP
neet ol prepaeacy (1) The msemmm bope's v of
the wperaoow wem WY 02 %08 @97 ( TN The
o e eflecked o b ot
mmhw%m-um
e o the conzrol n o
Tom Seflereacs wm 14 27 13) m thy
ity ) Seteral The

D Faal actes 140 of the sees
O) Pryocm el whiage rae

(4) Foetal mivage o (the atio of 5o and 1o, 3)
O) Frol soccess tsts emd porviom foctal smivem rase

) Mbrroon beaf rets b e opcration wakeried

Cervical incompetence i geoenafly sccepted a1 2
e of midde trimester kbortons and prematimre
Iabowr  According to Mann ef al. (5) cervical n-
competencs 1 the cause of about 20% of late
hadxtual abortions, and In 0 % of Il sbactione.
First contnbutions to the dugnoss and tha cor
rechon of thm wsle wore made by Palmer &
Lacomme (7), and by Lash & Lash (4), who oper
sted m the mongraved mate. Shirodksr (8) end
HcDmH(S)nmndumthnpm:dnrmm

mumm-:mwmom
of incompeicnes fn fhw noopregnant cervix can
be made by the pamage of & no. 9 Hegar dilsgtor
throogh the ceremx, by traction test whth a fuled
Foley catheter or by

at the oot
Acw Obatrt Gymec Scand 8 (1570,






madAﬂwbdngm-Wﬂm
tatwy ruse of 3.2% hﬂumw&ﬂhcﬂﬂ
wia Jost, the prevons foenl ivaye sate Wiy
6% @Evhlh!mnmﬂﬁﬂ:khmbu).
Thmiudmwnmndlﬂﬁm
mdmmmh‘rlﬂnﬂ,vbﬂu
wisotion bas been paid 1o the previcos dowmtric
fecord 1n ewch group, The foctad sabrage taho wis
hﬁm(l.‘i)h\hnmwbunhuapcrmm
p:r(ocmdbdmthnlﬁd:mdthnl%m
ancY weekL

The average age of the patdets w19 yoon
Trs {odsl mivige o wa highen (3.3) o O
goop of 6-30 yexs. The footal mafvage 300
& the whole senes wis 27 whils it wm 13 In

3 bad mieros bicormn umcolts. 3 had been oper
et on by the method of Sruskmen (9). One child
wn ot m thn growp, doc to sbruption of the

aarcnoma I wiy wey beed an & trogry from the
porbo. Ampuiation sod coolanon of the carvix
were performed ot the 1ame tme e the cervical

by
madical hywtereciomy actording to Werthelm (11).
Is uff, cresaroan wetton i carned o L3 dmes
(18.4%) m 20 pedenns. Broech presenicnon was
obaerved 10 times (6.3%K). Thers were 20 severe
mamrmel compbaations wm the serey

DISCURSION AND CONCLUSIONS

Tho palenty tepresent | m AD4 delrvetics at the
Bospecal duting the wdy penod. This e

ummmmm‘”wm
quoed by Dunforth (3) are near the -
My camned owt 7 operatons m ) yoasy

S 000 delrverres. whsch grves o titlo of § 1 350
Sativeras

ln the sudy te foctsl ubmge o way o
creased from 308% 10 83.2% o the

Cervical cortlope and Incompetent ccrvix =9

Table OT mdvkmwlqrmﬂ-]w
ﬁmmb(ﬂdmmwm!,ﬂd

Freal foel  Foeud
Am —crem mhege  slmgd
ey No. nm( ) (%) no
ke 33 k-3 wo ms 18
%0 o w4 ns 3t
3138 n b n3 18
U0 i} w0y »ny 23
a4 i (Y] 1000

whete & cervical cerclage wis made. A pendom
unpie of 100 obsictric patients trom the study
period i the 1ame cimic pave » proviows fosal

Frally complcaiod pregmncies tend 1o be
conceniried m A Uriversty Hosplial, a fact
whuch certainly coutrrbutes to our bngh frequency
of cervieal errelage operatons.

Tha appicanon of the foetal wivage rao of
e pretent and previean pregoancey, alloss &
Setter evafuation of the benefrt from the opera-
oo then dows the v of the fioel macctm rak
tooe. This n Hruwnated m Fig ) where the
ferly Ingh femal maceems rate shows mather amall
iatiom at deflerem stages of gestation. The 1
of tha o gives aho the sdvantegs of i
croding the cffest of previom obstetric b

@ the evahntion of e rendts. Larys series ary
Reoesary it order to defuno the mow. favourable
tmeo for the aperunon. hen the benefit of such
m operstion s evalusied, the effect of previom
lwmhnmumuwmmhh

Acwe Oatrt Gvarc Snand # 11900)
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Table 1 History of previous pregnancies in the series
of 125 patients nith cervical cerclage operation

Previous deliveries

] 1 2 3 4 5 Total
Previous abortiont
o 1 9 3 1 — — 4
1 5 12 3 3 1 —_ 4
2 13 n 3 1 1 - 3t
E] [ n
4 7 + 1 —_ - = 12
3 3 3 2 = =~ 10
6 - 1 - 1 1 - 3
Total 4t 36 13 10 3 - 128

of labour or when aborion 1 nevitable. The
onginal wdea of placing the encucling ligature
around the cervix by th vagmal route has man
tained sts populanty althongh other methods have
also been described. A transabdommal cervico-
utenne cereage was med by Bemon & Darfec
{1). Total cervical dosure wm sugpested by Szendi
{109)

The present paper describes and evaluates the
indcations and the results of the cervical cerclage
operations performed by the vagmal route dunng
» 10 year pentod at the University Central Hospi
tal Helsunk1

MATERIAL AND METHODS

Th. peration  f cervical eerclage was carried out in 159
women between 1949 and 1963 dunng 156 pregnancies,
and 3 f the women had the operanon while m the non-
pegmant state The operatwon was performed tasce dn
Ing the same pregmancy 1p 4 coses. The total nomber of
dellverics st (he same hosptal m (e study penod wm
64 198 Ths complete records of 1.5 matents coakd be ob-
wined.

The dagnoss of cermcal incompetence was bxed o
the previous cbxetnce hitoly and on the change in the
ceni  Ia afl, 11 of the patients (§9¢ ) bhad ooe or more
previows sbortioms. The history of 99 patenss (79 ) -
dicated cerval meompetenice and tha a3 the mam
resson {or the oferson 10 30 cases (4 ). The prevsos
obstetne butoncs are compued 1o Table L

A short and open  lefe cervix was present in 85 po-
Uents (68 ), and o as the moun rexson for the operr
ton m 17 casex (14 ) In Il pavents (@ ) the dlg-
not® W f by m A od
state The fiodmg was

the main reason for the operation in 8 cres (6%).
The foctal tahage rate of previom prepuncies fn 1bh
serics was 30.8% (123 Ui ing infants and _F7 whach were

/¢ 8 Obstet Gy mec Scand €9 (1970)

w be

Jost). The average duration of grstation at the twve of
operation was 14 weels, The operztion s roch et
formed between the 4th and the 3Tth weels of pregn
o3 described In Table IL On the average the patinds se
hept in hospital for 7 days after the operaon Prop
terooe, Bowuprine and ethy! alcahol  ere pnea beln
uod after the operaton to prevent preamoTe OOt
of the nkenm.

The operation was mostly performed by ueng 3 5 &
wide Prhicon MenDene Band, xBP., KS-... Ah
making a short anterior Jocdon and frechnp the badd
from the cenkbx the band was tightly Hgated arooeed t
cervix deep 10 the cpithelium of vagim! formces 32
near the Jevel of the intermal ox. The baod x5 remome
xt the onsct of hibour or If rupmre of the foeta] med
brancs or symptoms of knevitzble miscarrizg. occarted.

To evaluate the benefit of the operabon the fnd M

clinic. The rano of the fiml soccess and the prevha
foetal salvage rates wes determmned. This rabo 3y e
foetal talvage ratio & tha yaper A term “th. smoooe?
beocfit rate was cakubated. This was the percentsf? 10
maining after the benefit maie (fral soctem fae A
previous foetal malvage rate) of the comtrol serkes W
been subtracted from the benefit rae of the operatid
serier. Legal abortions mere excluded when cakwiii™d
peevioas foetal salvage rates m citber of the groert

RESULTS

The average duratron of the pregnancws with the
cervical cerclage was 35 weeks, and the merafe
length of the pregnancres after the operaton w3
21 weeks

The final success rate after the operabiom ¥
8312 (104 lving infants aod .1 which were
lost). The sbortion rate was 136 .o (17 cassth
Premature delrverres with loss of the child were

Table Il Relation of pregnancy week at the 1imé of
operation fo rhe foeral salraye ranw (final seccess rar

per previcus feeial salvape rare)
Previous
Fual foctat  Foew!

weel t woew ah pe bl
operston N aw( ) el ) Ao
7 ' 1000 30 13
1 3 Tee S0 Lt
o1 49 »e 11 23
1619 i 7] s 33
00 7 57 A9 4
+I7 s 1000 54 1s
23-31 1 )00 00
Opcranon bef re

prrgmancy 1000 ni 20
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RADICAL SURGERY AND RADIOTHERAPY TN THE MANAGEMENT
OF 173 CASES OF CARCINOMA OF CERVIX UTERL

Ukko Niemdnen, Leo POBanen and Seppo Saxrikosk

anrcoloyy (Honds Profeser § Thoomtn
From Dipsrtments I and 11 o) Obststres and Gy
and Prejessor P VMUMMMMFM

nooes, cle. the B doc to the fact that petwents
e for trestmett ot a1 earler stxge and thu

nomber of rdweal operanony was 11 from 1931~
40 (Turtola, 1947, 12 from 1941~5  (Putlinen
& Turwola, 1958} and 14 from 1853-5% (Turuen
& Viry, 1964) o the e choc. Our seres of
wrpcady-treated caves of carchnorm of the wenge
cetnx dates back to 1959-6) when the wrerage
BuTober of radical operations per antnm wa 7
Bt

tots] serics and for the cewes rmnaged by susgery
slone (Table D

MATERIAL AND RESULTS

A woil of $40 patieass whi carcooma of the covis
wm Wt troated s Daparnents | ead 11 of Obwicirics
tnd Oymsscoiogy Unventty Cemnd Homtal, Hedahakd
| 4], 1 173 Q1%) of Ueaem were openied o
Wutbe  adboal ymeivancy wah bmplesdenwctony
win Purforaed w177 cort, Toble 11 shows the dedribw-

operition
Mo b the
orsncs sod peoacenrn

Table 111 shows Gn ererall therapy {primeary
Ouripy) 10 173 paescs. ko
Fven 10 150 pasess Ts endy 15 casss wam Uhe treshmcnt
confimed to ey wont Esgtythrey
Soooprifee Ka Gorapy The mversts moal dowge of
tda W showt 2000-2 300 mg ea/boon, of bach the
vogl dowe e abeet 1 20-L K0 1y &3 bown end the

wom Weresm  adeal sy 1% (Table TV), For

caroomee of Stage 1 Ukt ovall § e Cort ruw was

W ad e T paoers wadcrpoms Wt

o, 13% oPaTa-
e eabiutid m the rvgional ok modes

m 18 (13%) of th 137 paiwns tr R eniony

Acta Obuiet G mac Scund 9 (1570)
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Fig I D of the relationship of the foctal  foctal salrape rate after operation at differeat ceks of
slvage ratio o the fmal success rat and the previows  pregmancy

sante hospital should also be consdered. Thus of
fect 13 included in the mmmum bencfit rate,
which b not greatly affected by unoecassary oper
atloms. However the foetal salvage ratio tends to
be more sensitive an indicator if there are un
necessary operotions. Still better as an indicator
of needless operations, 1 the number which results
when the foetal salvage ratio of the control serics
Bs subiracted from the respectne rano of the
operation series. Thrs number should be 0 or less,
if oll the operatrons were made without cervreal
incompetence.
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w)brmdnhﬂﬂwwnhdymd
cemal pfiotherapy  using the  spervoltese
mwﬂdywm:ﬂw
(v external radiotherapy can be expecked to b
thh\hm'ﬂzmﬂhvﬁl
puubtynhvbaodnmmnndymh
the locadencs of matly stuges (o the materisl from
un'dhkThnhlpprmﬂnlhowrhprnmmd
anHchmmuMthm&m
Sen, 1970) mnd B aho appeans from the materkal
collected by Timonen & Nieminen (1970) from
later years

The § vesr qure rate for the fotal series was
o tho mme magnitode 83 b other surglally-
wested serien yeported m the Gerature (Welch,
1961 Christersen ¢t al, 1964 Navraill, 1965
Mowtion, 1967. Patients with carcinoma of
Stage 1 treated wurpoally af our clmic had & di-
than thoss treated by

in Sapa Tla wnd T b (Nieminen & PSGAven,
1970

Only 22% of the paticsts with glandular me-
tasteses were altvo after 5 yesry The 5 year cure
tae lor thess petients m Sags 15 wwo 25%
Better resain bivs been reporied bo the Tterature,
;:by)’wn%mumdwum

%

The medencs of compicatons fa our maseral
wel the tame a1 in other ®ies reporied m the
\erise. According # Kiellgren (1367, for ko-
stancz, (i wero encountered m 10-13% of
srpicallyrested cxsen. Ln our sants, fritalae wery
establahcd in 9.8% {0 afl. The po-operative in-
um:“:‘d“‘w"d:mmhm
e = tho Pigh, but they are mostly
fevernble. Thia observation was moade s trom

Hudy of ce from our dade by Timooen
(1967). It 1 emportewt fhat the Pivgsiand
@ the urisly tacls are fofowsd up and tha
propiylactc ireatment egsint trinay tuct -
fecuom i muntemed afier wetial therapy Infec.
modencs of fwtuiac m palwnts with
u(dzc:m:umu-mﬂbyndnhcnpy.]m
memmhm
9 7% (Nrertunen & Pdflinen, 1970).
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Table 1 Series of cases of carctroma of the cerrix
ateri collected from the W omen s Clinic (Stage I-V)

The materal inctuded 6 cases with carcddnoma of the corporis
et cen icis wterd

17 who deveioped s fitula after b treatmen The
fistwlae were disuBated fn the renhal td i the fob
lowlnz » y
Ureterovaginal fhtula 1t
\ esh
Colovagim] fistola 2
Rectovaqml fistoh 1
V exkcorectovaginal fistala 1
17 P

toned abore Only 6 paticnts were keft
diardenn.

Onty 1 matknt (0.6%) dicd in the course of therapr
She developed an abscess In the reglon of the keft par-
metriom, followed by high fever and death  ecls post-
operatnely

hk permancnt

DISCUSSION
Uniform treatment of carcinoma of the wtenoe
cervix was still not established at our cline b

195963 Thrs ls shown by the diverse forms of
pecally for of Suge !

Treated by Treated by
hradiation irmadiation+
sorgery Total
Syear
Syear Syear cure
No of curerute No of curerute mte
ass (%) cases (%) =)
Chy denfw
1926-30 01 209 25 60 261
Turtola
193140 21 07 1o 6¢ 27
Putlien &
Turtols
1M 52 99 <08 43 &2 «t
Turomen &
Varz
195358 653 4“1 " s1s 4“1
Nieminen &
PBilinen
195363 487 » m ni 302
Table Il Awmbers and ypes of op i the
different stapes
Type of opefation
Hyseer Hywser
Werte Ctommy
Stage  Total {sbdomlral) (-aginal) Others
Ia 32 15 16 1 —_
15 114 m s 2 1
N« 17 14 2 1 —
s 9 5 4 - -
v 1 1 — - -
Iy 173 37 k)] 4 1]

belm operation. The cases were dignbuted |y follow ¢
cording (o the cimical stage

No. of No. alve

Stage cuges afier 3 yeann

1b 12 3 <5
Na 4 1

ns 1 ~

w 1 ~

Total i 4 >3

Followup e ealed In the

unmrymulnl:_"muemmuu]ym!mlm(‘l‘aml
Thete 1. cmes docluded the 69 pauents who displaged

ty dronephiross) end
pateents saffenag from Incontinence were aured by treat

et { the mfechion. These 1ow patienzs Abo inchided the
Acw Qbstet Gy mec Scand 49 (1970)

Radrotherapy alone is no Jonger used in ouf
dinre for carcinomas of Stage Ia All cmse of

Table HI Primary therapewtic methods

Rrdmm
Radram  Surgery  + Sonpry
Stage  Surgery  +Sarpery +Xersy  +Xemy Toud
Ia ’ 2 12 3 2
1 4 3 “ 33 n4
Na H 4 10 n
b — — 4 3 14
n - - 1 1
iV is é ks 77 m

Table IV Suwanon fue years afwer the instineion of
therapr

Trexted by W erthom
Wbolke s operapon
Suge Toul Alrve Tetal Al
- 2 ‘0} 13 U} (TR
1 n i @ 228
He 17 ’ " 7
s s 4 3 4
n b ' -
1 m 2 a2t ) 07 mm oy




Sz 1b recerve R therapy preopenathvely snd

operatrvely

tive external radiotherapy can bo expected to -
peave the prognows i the future, The resuits will
probably aleo benett from the xeady ncreaso in
the incdence of ety stages in the matcrisl from
our cimic. This fa epparent in the acties preacated
| Tabko 1 (m prester detad, Nieminen & Pt
Ben, 1970) and ¥ xho sppeans from the materal
collocted by Thmoom & Noweminen (1970) from
later yoam.

The 5 year cure rute for the total serles waa
of the ume mgumde @ in otber wrgically-
treated series reported In the Dterature (Welch,
196! Chrsteosen et al, 1964 Novnul, 1963
Maaenco, 1967). Patents with carcinoma of
Soge 1 treased nurpeally at our clinke had & dhy-

b Sug I and 5 (Nocninen & Pillines,
1970,

Only 22% of the patwents with glandnlar me-
Gatreey were alive after 5 yesre The § year core
Tits for thoss patients in Slage 15 was 25%
Better rowutts have bern reporied i the hteratrre,
€5 by Masterson (1967) 42% and Koktnd (1966)
0%

The inchdenco of complicalsont m our material
n\homnnmcﬂ:nu\umpumdh\he
hmumkuxdnunxkﬂmﬂ%n(u(h-
wancs, {imine were enconntersd in 10-15% of

Cxacs. In our series, fintulss were
mﬂnhdn9lxhln.'\'hpm-o'pcnﬁwh—

97&(N-:m\nmLNﬂaun,197m.
0::‘ m‘ﬂy;‘;ﬁlmllhmwmm\qw
compared b
1gUTeS Teponied ko the

Menagerunt of cervicadl carcinoma M9

REFERENCES

A, Lwogs P & Nicssen, E_ Acta Otwort
Gywee Scand 45 soppl 2 99 1964
Ciydenim, J 1 Flaka 3k gk kandl 9753 1956
Kiehgreo 0. Oyockologhk cescer. Kiofk ook wrapl
Aboqvis & Wioet, Stockbots, 1967
Koistad, Tt Persona! 1944
Magterson, ] G Clin Obaat Gyeec 10 922, 167
Humowen, U, & Polfinen, 1. Atta Obsict Gynec Scend.
T be pablabed 1970,
Nevnf, E. Cio Oheiet Gyoec § 676, 1943
Pucimes, T & Toocls, V. Am Chir Gysace Feam 47
u
s

Christenma,

[ TS

Theooex, S Aza Chie Gynsec Fean 36 360 1967
Timones, . & Nicvxaen, N Doodecn To be pobided
1978

Tortals, V. Acts Oliet Gymee Scand 4 77 1947

Tormem, A & Vare, P Acta Obeint Oyner Scmmd 7
or 7 62, 1964

Wech, ] 8., Prat, J K & Sywmcods, R E- Aot J
Obst Gysec 81 ¥TE, DSL

Subwatud jor pabhcatmwe Aprll 30 1970

Usko Wicminem

Dep. 1 of Obsaetricy aod Gymsecchogy
Unrrersty Cenatral Hospbtal
Fskizis

Phabiwd

ACH Obsirt Grmec Scand 44 (1970)






Acta Otatet Gynec Scand 4% 351-353 1970

EXPERIMENTAL STUDY OF A NEW COMBINATION OF SURGERY
AND RADIOTHERAPY FOR TREATMENT OF CARCINOMA OF
CERVIX UTERI

Usko Nieminen

From Depurtmens | of Obueirss and Grasscviogy (fload Prajesse § Thuonen.
Unh eraty Cenirel Hacpinel, Heizih, Finland

]
! B
. ia
it

7 B
fiipid
yggni H Ei

oL t3en 00 tho scile ComTEOR %!

be catuim unit 1 0.662 MeV and the redation
roergy comequenlly Les botween dut of *Co
wd 250 KV tgen radation. Unnéns sod ba
comorkers (1964) developed thiy mtomatia ap-
pixator unit for mtmcaviary radiotherapy m otr
chmc

The method «ams st replscng & pant of the

sevoum of Thaton. 1 s powathe dunng mrpery
o Movo orpam (rom the ssea to be aradisted,
o reducng the amovnt of mdstion reccired

—

METHOD AND MATERIAL

Tho method tas aiready been descaibed in detad
(Nicminen, 1968). Ax the method seems ot to
bave been employed earber ¥ was felt that

tiogla, preopens-
trve radlem treatment of 2000-3000 R (0 the

Acw Dbsart Gynac Ecand 49 (T970)
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fumour area & weel. before Wertherm s operation
The operation wath fymphadenectomy was per
formed 1-4 weeks after radim thermpy depend-
ing on the paticats condrtion The last 6 patients
were operated on wrthin A week of the radium
therapy

Cacsium spplicstion was given for 510 min
to the regron of both parametria durmg the opera
ton. The energy dose was that mentioned pre-
viomnly

The total treatment time, taking both sides info
consideratron, was 10-20 min The amount of
radiation dunng this time to the region of each
pamametrium was around $S00-1 000 rod, Le. the
total dosage was 1 000~2 000 rad.

External mdiotherapy was d 1+
weeks postoperatively In the last 6 cases to be
treated external therapy was begun a week after
the operation It was administered as moving field
Rintgen therapy

Rontgen therapy was given so that the depth
dose to the parametria, including the preopera
tive rudium and castium therapy was about 4 0600
rad (at pomnt B} Ten patrenis with carcimoms of
the utenine cervix were treated by this method in
the course of 4 months: cight of them were of
Stage 15 and two of Stage ITa In addhlon two
carcinomss of the corpus uter of Stege II were
treated, In the first 6 cases tho caesfum freat
ment time dunng the operation was from 5 to
7.5 mm on cach side (tota! treatment time was
1015 run) In the last 6 cases the treatment tme
for cach side wms 10 mun (total treatment time
26 mm)

RESULTS

As the principal am of the method in question
2 to reduce damage caused by rudrotherapy to
healthy organs, the results can be reviewed 3 yeany
after therapy Most of the jewons produced by
rediotherapy onginate and dmappear withm thi
ume.
Four patients developed unilateral hydroureter
and or hydronephrous ofter surgery and In 2 of
these cases before the insttution of Réntgen ther
apy One of these patients also d-veloped an
ipsilateral lymphoeyst. The function of tho kid-
neys and ureters retumed to normal donng the
fallow up period 1 pll cases.

One of the patients developed rectal symptoms

Acta Qbstet Gy mec Scand 49 (1970)

approzimately & year sfter surpery A barmm
encma revealed no changes, but

established mucosal imntation m the rectal region.
The symptoms disappeared In 3 monthy. Now
of tho other patients had intestinal complamts.

Difficulties erith mictunitron appeared in 1 case
3 years after therapy Both urography and cysto
scopy showed no abmormality The urinary symp-
toms cleared with the duappearance of bacteri
una.

The third patient treated began to feel O dur
ing preoperathe radrom therapy and o had
bo drscontnued. She made n good recovery aad
was completely asymptomatic st the tioe of her
operation 4 weeks later During the operation she
way given catsfom therapy fo both parmetm
for 7.5 mun. Roentgen therapy was insututed 3
weeks postoperatively but had to be drcoptinued
a3 the pattent was not feeling well. She ded 2
months after the start of therapy Autopsy Te-
vealed the immediate cause of death to have been
severe acute hepatic necrotis. The operathe &ea
and the adjacent organs were iatact, Le. there wa
no apprecuable radiation reaction. The tumor dose
from the preoperative radrum treatment was 2 000
ad from cactum therapy the doss to cach the
parametria wat 750 rad, and from Rdntgen ther
upyudepthduuolZOOOndwu;hmlunch
srde

DISCUSSION

The incrdence of ureteric stricture (hvdroureten
and hydronepliross) lo pabents gren
operative and radrotherapy i different $0S3
vanes from 1-12% These complications occired
n 14 of the 43 pavents (after 1-3 years, 4 of
the 43 panents) in the serics treated writh sursen)
and radistion (the ususl method) at our cing
which Timoncen {1967) descnbed. As these com-
pications are encountered fo A -omawkrably
smaller extent in cases treated with radrotherapy
alone (according to Tivonen 2 of his 45 P+
thents) 1t 13 probable that they anse from the
operation In the present senes, 4 out of 1 ¥
tients had a temporany hydrourcter and or hydm-
pephrosis (finally 0) The rapo v the same o 10
the serics treated with con entional combened thet
apy As n well known these changes are mouly
reversible

Only 1 patient had unnary complants, due 1o
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GAMMA CAMERA EXAMINATION OF PREGNANT UTERUS
AND PLACENTAL PERFUSION

L Laske A Kivikestd, 5, Mikeld and J.-P Pasio

Frow che Deparomsnt of Obetncy and Oy maccebgy wnd e Depurtmemt | RodreCurery
Dnersky Crairet Buoposal, Trshs, Fuslaond

uerus (Hibbard, 1961 Laakso et b, 1964) The
tracer weed today m WTG, either a3 s2erils sodinvn
cchoetate toloen or bound with whumm
MeAfee &t a) 1964, Tuotz, 1966)
Lomos ot 2 (1967) umed mdiosctive ™=Tc
periecknetate solubow to kocsine t pl ond
with & JAITA CAmers took & fas series of rad
apht whach thowed Gt the Ind of .
;mdmmnmsmm,m
radiation 1n (e fetom with a
w5 mRad doue of 300 uCy
The purpose of oor sdy wat 1o fid out
whethet the rachaacisvs taceT tracher .
acteety &t ddferent tmex ™ dulterent T

MATERIAL AND METHODS
The secus comiied of 10 chem of mormal prepaney

U of mid pre-ccleagmia 2nd 2 of wror presciaopsa
The entmurstions wero parfonmed betwoent the b end

mm, and sccordmg to the counter 49-+1.08
min. The Lmes for the group wah mild pre
eclampus weie 457091 end 421122 min,
respectively At thert wert omly 2 cues with
scvery pre-cclampua they were pot creradered
parately nof Incloded m the sbave groups. No

Froup mmd, e, whether ot 6 pomibie 30
this o aformatog shout placentsl fy s

Al o1 extablnhod betwern the

normal groop and  the
(Table 1 pre-eclamuia - groups

Acta OB et Gy wer Scmed 43 (1570)






Gomma cemern examination of pregrant utersy and placentel rerfusion 357

metze pregaancics, Jaowon (1969) in-  MeAlee, J Serm, I, Fucyer G, Beazkd, M, Holamas,
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the myometrium was maximal in the 34th  poacoal, [ Cansd Med Aw 1 97 212, 1967

[ pregnsocy and then decreased towards  Texz, M Nwcl Med S 272, 1964

wated date of delivery

ety correlated with the wrbary ocstril | SRl for pudlicarbon Aprd 20 1970

astiom:. Our remilts concar with these fiad- oo Lyukao

e an ovennll Wea of the varations in
Jow in (b srer The teadinp of radio-
k all the groups reached about 90%
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Tabic 1 Afaterial distributed according 10 the week

=
E of pregnancy
H
e Manimg! sprake
- accondmyg o
° . Week of
;; t ~ - peegnancy Sub No county phctaces.
8 3
¥ L ko 3 3.0 min 1D mia
- 1 43 45
b L 15* 40 40
- n 40 45
2 3 23 10
= b
z e d v pol w b
=l ot o 45 20 42
w 1} M 3 2%
z SE+087  SE+06
TIME IN MINUTES {acco ding to co ts) ; i‘g ;g
Fir 1 Timo I minuies fo cach ca In which maximam 1o 45 byl
radioctfrity wm rrached according o the counts (p) g :i ;”;
and the radiographic series { ) © 1o 14
5 1s 33
k 49 M 42
As the readings from the counter aro the more SEr0R SE 1080
objective stendard of the two methods they were 38 2 43 30
used 1 the analyus of the material. e i3 i
When the cases were dutnbuted solely sccord- 4 640 &0
ing 10 the week of pregnancy (Table I) maximum 17 5.3 33
uptake in the 34th week was 3 1+087 mm, in g’. ;g ;_,?
the 36th week 40+082 mm, n the 38th week 2 ] as
451110 and 1o the 40th week 5.51+1.27 min, a b b
The difference was significant only between the 1 10 ]
groups in tho 34th and 40th weeks of pregnancy 2 40 :J
00025 > p> 0 0003) a - Py
” 50 43
a 10 40
DISCUSSION 42 45 43
@ 45 40
Utenne blood flow has been studied by many dif “ 53 3.0
ferent methods. The clectromagnetic flowmeter :76 ;55 ;_g
used by Assali et al (1960) roeasures the blood 2t o o
flow in ope ufenoe artery Browne & Veall (1953) SE+110 SEx0m
used radivactive ¢Na by injecting it directly mto 4 f 65 55
the uterine wall and observed that the biological 67: EEs ;j
half-fife of the substance was longer in an ab- " ;; 50
normal than in a nosmal pregnancy The same id 40 49
traces and method were used by Moore & Myen- :: _;g ‘Sj
cough (1957) who found po correlation between I5e i3 Y
the clearanco values and degrees of totacmiz. 7 43 :2
Dixon and co-workers {1963) employed radio- 3 53
10 Moss M3)
sctive ¥Na for the local measurement of choro- SE4177 S 40T

decidyal flow and siated the brologscal haifdife
of the substance to be 20.45 séc in normal preg-
asncy 133.5 sec in precclampriz and 43 75 sec

Acta Qbstet Gymee Scand 49 (1970)
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EFFECT OF ETHYL ALCOHOL ON URINARY EXCRETION OF
NORADRENALINE AND ADRENALINE IN PATIENTS WITH
THREATENED PREMATURE DELIVERY

P Jouppils, M. Hulkko and P A, Srvinen

’_&de-ﬂmmmu‘ Prefanor P AL Sininen) end e
Deparaneat of Phurmacolery (Hoad Professsw N T Kirki) Unherniy [ OW s Flndend

x dht B 24 ours of efiyl onhol trestmost o resraged
'] and m The becond 24 owr percdd 7.6 g per 24 hown

sumaly and man (Fuchs & Wagner
-

vioom are mimscly wmll and diff, © de
e

Adrenalme i drug whch has long bee used
t wpplem eOnraion of the

1 has been formd 10 eckics mpafucratly bty s
frequency end micnuty of the Coatractons,

furace of eyl skoobdh tas aho een g

snied In oo (Pemman, 1958) wharcw Anto
(1965)!amddn1|hequ!ﬁone{mndrmﬂm
meTessed more then of adresalime.

The purpose of the present stody was lo &
armine the effect of ond admnistration of ethyl

0 hosprial betme of promature Wenms coutise
ot @ the second half of pregoansy

MATERIAL AND METHOD

Tha wera commtad o 11 preprat vorecs whaced o

wrishaniphas sccordog W the procpie dnchbed by

A% Obrsaes G yec Scomd 49 (1970)






Effect of akcohol on wrinary excretion of roradrenaline and adrenaline 361

DISCUSSION

In the present siudy the suppresive acticn of
eyl thoobol on premstizo comiractioos of the
were was found to be good. Tim flading sgrees
wih exrber reports (Puchs, 1965 Lookkabnen
et al, 1967). Eiby] akcobol was found 1o ncrease
the excrenon of both noradrenaline and adren-
smo mio the urine. The incressed urinary ex
creton of these L3 g to

thon of beta receptors in the utens dotmg the
last fow weels of pregnancy Adrenshoe stmo-
lates, in fact, both typey of receptor Uterine ac
tmty can be Increxsed by drups bocking beta

on uterine finction are wtill 10 some extent o
certain. Tt does not setm probable, however that
the chanpes, reconded in the present study in the

tles of 20d adrenat deased

their mereased relexse from the sdrenal mednila.
Euliyl aicobol has been found, bowever to havo
= mhvhetory effect on the mono-amine oxidse
(Rowenfeld, 1960), which plays an imp ole

In the present sindy increase ln both nor

» the metaboliom of catechalamines It b theres

drenafine and adrenaline excretion duo fo the
ot of ethyl akobol was found to be much
more prooounced in the firt 24 houns than later
Thb mxy bave resutted from the antiety and fear
mmmdmmhﬂw
In the patient. The excrenon of both these sub-
stunces has been found to be ncreased in conds-

Clan Ther 6 462 1945
& Yo, DL F T Purmacl Bxp Ther 125

Acte Odstet Gymec Scwmd 43 (1970,
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Table I The effect of ethyl alcohol on the 1xinary excretion of moradrenaline and adremaline for 3 drve

Noradrenalme excretion prg/24 hr Adrenalino cxcretlon pg/24 hr
Control Coutrol
Patient day 1 2 3 day 1 2 3
1 147 B9 s 7 94 11.2
M7 20 109 116
1 33 418 743 4.8 11 58
v 146 163 180 66 71 107
v 246 276 - B 10.6 24 63 102 1 3]
vI 8s Py 251 20 20 1.9
i 216 453 155 57 78 26
it 3.7 53.1 613 363 26 147 35 63
2.4 40.7 1 46 176 163 178
X 6 17 907 0. 76 10.4
X1 422 566 43 42
Xt 41.8 a6 9 64 53
xm 16.0 1ne 19.3 53 29 23 26 i3
X1y 133 265 141 10.6 103 01
Xy M 467 262 34 3 1.0
Xv1 34 29 27 42 76 79
Xvil 144 168 9.3 57 21 19
X1l 565 551 709 "o 250 1
Mean %6 410 376 37 74 9.3 76 64
3. EM 29 16 39 nz 1.2 14 15 17
P 0.025 ols 057 o 0.20 0473 045

RESULTS
In § of the 18 patents of the senes, contractions
ceased after 1-5 days of treatment these patients
were discharged from hospital and none necded
re-admisston prior to the calculated date of de-
livery In 9 patrents contractions re-occurted soon
after the administration of cthyl alcohol had been
ducontmued, and premature delivery
1-3 wecks after admimion despite prophylactic
treatment. In 1 patient, it Was possible to post
pone delivery despite recurrent contractions, from
the 33rd to the 39th week.

At Dbsiet Gynec Scand 49 (1970)

The 24-hourly excrefions of noradrenaline axd
sdrenalme of each patient are gven in Table 1
Dunng the first 24 hours, when the patlents were
gfmethy‘ll.lcobol,ldlﬂmdhu:mchw"
adrenaline excretion was scen 10 OCCUT 83 €OOF
pared with the coatrol values collected later The
ntlnuaﬂmdunngtbtmuol24lnm"”
ﬂﬁpgnﬂdumglh‘flrnﬂhamdm
raent 480 wg. The chango was statiscally dle-
mficant (P<0025). Durmg the second 24 bour

pg), and the difference
is not smgmficant (P<0.15) A thrd
sample was collected from S patleats
dechining trend scemed to conimue.
The mean excrenon of adrenaline during the
24 control hours was 7 4 wg. Dunag the fint 4
hounolcthyldcoholthenpytb:ambmm"
to & mean value of 9 3 ug The change is ot 87~
nificant statistically (P < 0.70). During the
24 hour penod with ethyl alcohol treatment the
ucrrﬂonof.d:mnlmld]dmclouncw"d
values (mean excretion 7 6 #g) During the third
24 hour penod the declining trend seemed to con
tinve.

onty A
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FIBRINOLYTIC SPLIT PRODUCTS IN SERUM AND URINE
TN PREGNANCY

UTla Hednes sod Buger Astedt

ol 1t Departracnt

From thy Coutubiton Labormtery (Hrad, Frofesor lape Marw Necwon)

7 Cbmeircs ard Grrecrwiogs (Frad Profeiser Sog Kullender), Melnd Gemersl Hogesal,
et §

Absirgcr Torsemwa aod ot otber coraphcrtom of

tecentfty mach stiembion By been direcied to the
moperhes of fibrmoiytic splat products (FSP end
herr occyrrenee m vanows dicascs (2, 6, 7 1)
The mow wwdely ed methods for determuming
tpin products e the brermpglatastion mbibtuoa
wnmmosteay (2, 7) sad an  murmochemacal
methad devmed by Nidha (11)

TSP ocur e the bload fn the prevence of doe
cumes with sepaxted sysicme fibemotvan, mtra-
rmculer corguirbon with secondary fibemolyws
of local depostion of fRrm wath secondary fr
berdyua. Sphis products bave receatly been found
lm-mmm’wm
oy (1 15) md m laper amounts ot com-
plcated delrveres (1)

1a the prosent mvesigston we determined FSP
™ 1001 preyozat women o fisd o, fin,
hether FEP could be demonsrated in the blood
4ad o grne of  laTge whes of paterts dusdng
T (atter part of prepancy wad, wecood, o what
T TS

hon

extent thelr occurrence B an indicstor of some
complication of preguamcy

MATERIAL AND METHODS

Fingle vemem blood end wins seeeples werv absoed
1001 wosws st foutos ssichstsl Femiostdon dor

RESULTS
Splnpmdn:um\w:nhue(npmlm;)
100 rat were found in 99 of the 1 001 wornen ex

Acta Obaset Gymec Sownd 49 (1978)
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.ﬂn‘u(u'lax)vimwmncmﬁhﬁund
amncypnncl?lnymlunh-bepdmhvnn\-
1y tract nfection.

D:w&:luwmemd:thmmdmmh

Sepouts may in turn, grve she 0 wpin prodocR.
Hd(xy&.cuwmnhorud\tn:m.(
przx-mcyumocutndvnhnﬂv';«wc(
kurmmmumnywmanm
( )pnﬂ.nhcdd:h\nmwoﬂdmbmmym
mamhwm;m
ndbepmnum:anf-ﬂhmﬁ:ﬁnptucm
Seporiton.

ity
In wreery froct infecrions woll fftein depowts
myacwrmdvkdnq‘nnmumdﬂri.}
{lammatory process. The FSP often found by m
may have been doe to dinolution of much deposity.

Tha explanaion may sio hoid fot the aliergic
condinons 1 bemg beleved (13) thet oft entigen-
antrbody reachont cin Gnc k0 wiravosculsr de-
Toution of fsbrn.

The cmn of the tpixt products tn mothers with

But what explanation can b offerad for the
ocourrence of it products I uncampleated
pregmncy Fox (4] and Devl et al (3) focumed
wientoo o0 he wry commmen occutenct of fi-
and wiervilion twombosa in the

cownc n geoenalty followed Amically by deter
meatom of ocstnol o the utme —In woLsemia
ol preprascy there s probably not ocly depos
tion of 1 brm and encrothrombots m the kadney

Fibrinolytic 1pfit prodwcts in serum 365

mdumbmdnmpmnorlmcrd:f;om
Lh‘ylmhvhhumntqnm!hnphmm! woc
aterestng  approsches m

in €3 (€38%). Of the entiro series of 1001

woren cfinical disorders were found fn
195 1n $52 (77.9%) of thes 195 the scrum con-
mwmwmmmmmm
betwran it producty and clinkeal disonders and

not
content of spilt prodocy o e serem o
cates of Imrmmiration, nephropethy sod hepetoss
may probebly srpuc for schom progressive 4a-

of
or

5
%
!

whether
creming

4 1L, 1967
1Dem A Joawon K F &k Legy ¥ A S
af placental = waoahated
orthage. ) Chm Path 2} 322, 19468

gg

it
12“

& Comy A E. CrretPxesopcscoh
Py Obwiet Graso 1) 508 1944

Acta Gbsiet Gyner Soand 43 (197)
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TR PREGMANT WOMEN

AR

ammed, iraces of such products m 210 and no
split products 0 692 (Fig. 11 A search of the
records revealed complications in 83 5% of the
first group of women, In 33 of the second, and
in 6.2% of the third

The complications found in the patrents with
measurable amounts of split products in the serum
sre given i Table 1 Tovaemia (48 cases) and
hepatoss (11 cass) were the most common com-
plications. Three patients had glycosuna without
known diabetes. Post partum haemorrhage of im
known cause occurred m 3 cases. Oue patient had
severe allergic urticaria and asthma. Another a
multipare, was Rh-negative, and at examunation 6
weeks b.fore caleulated term she had had a nega-
thve antibody test However on that occasion she
had 3 mg/100 mi spht products in the serum At
parturiton the patient was found to be Rhesus-
immunized, and the child requred an exchange
transfumon.

Three of the infants were javndiced (serum bilk
rubin > 15 mg/100 ml) 1 had thrombocytopenia
(59 000 platelets mm?) and 3 had aromalies (s¢
vere cardiac anomalies, spina bifide and anen
cephaly). Examination of the mothers had re-
vealed nothing remarkable 12 these cases. No

Table 1. Complications fosnd in the pregmant woment
with fibrinolvtic split products by seram

No. of cased

éf

»>
1
B v

No patholograal findings
Total
ActaOhste? G,MMG(IWW

8

ARNORMAL 7)) NORMAL (147)  ANwORMAL (4D
e at P

Fig | Freguency of fbrnobyt,
splt producys In serum and com-
pications of pregrancy m 100)
WOCHALOMY)  pretmant women examncd.
”»ne

such anomalies occurred in the mfants of mothen

without demonstrable split products Jn the serum.
The of disorders 10 mathers without

split products in the serum was fow (Toble II).

DISCUSSION

Woodfield et al (15) and Bonoar et al (1), using
modifications of Merskey s hemagpiutination m-
hitatton Immumoassay (7), found an ncrese b
fibrinolytric splt products dunng the latter part
of pregnancy and at partuntron. Boanar et al. (1)
abso demonstrated hugh levels of FSP n eclampua,
abruptio placentse, afier intamenne death apd
after postpartnm hacmorrhage.

Our method does not demonstrate FSP 1 nor
mal mdividuals We therefore feel that the pres-
ence of FSP in serum prepared from blood
samples obtained with addifion of an mhibitor of
fibrinofysss argues strongly for the eustemce of
some dmscase with a pathological breakdown of
fibnin especially smnce we have found such pro-
ducts m 8 larpe senes of papents with vanows
diseases, particularly cancer renal dnemse, aute
thrombosis and obstetrre complications (5 17

Among the 1 001 pregnant women 1n our sencs

Table H Froqremer of complicationt of pregmascy in
women with aed withowt fibrinolvtic splt products s

serwm

F3Pyctum

Pos Traces Nex

99 cosed 10 cuses 69 cacn
Dragoowns ) «) )
Touscros Rsd 0 it
Hepatons I ) 14
Unnaty tract infechrons 932 7 17
Msesflancoos 143 3 o
Total 97 » &2

>0 mg
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FETAL HEAD GROWTH MEASURED BY ULTRASOUND
N THE LAST FEW WEEKS OF PREGNANCY IN NORMAL,
TOXAEMIC AND DIABETIC WOMEN

mxmh\hmm&?mw

lehmdmdﬂmlﬂnirmr A Hrimen)
Unnermry of Oy, Flaland

Gom of e tres Crtal metnty  lommeaa of et prey-
vy mod etz arpmeact

Acconficg ® earher repor, the feal bipanchl
diameter o be determined m wirto by v
townd a0d cormtinies relatreely well with the fetal
wergit (2. 4 S 6) and bength (3, 5 6). The rell.
bty of the method wae exnmsted by soopering

Frepaney end to obuers  weekly growth. Sao-
Lar stuches banve prevonly been reported by Wik

focks et al (91, Thompeon et ol (F), sod H bhard
& Anderson (7}

MATERIAL AND METHODS

bt wia Sertrond m s erher ppeT (8.

RESULTS
Tatde | shom the calaiated weekly mereases o
dlametet between the 32nd, 384, 38th
and 40th weeka of geataton, 1In normal pregnamcy
the fetsl bepanetal dumeter was found to in
crerse after the Jond week by snoavemage of
18 mm per wirk. The tncrease b lew rapid o8
the calcrizied term spproaches.

Frp 1 and 2 llustrate the growth of the fetal
brpanctel diuemeter in normal pregnoncy  The
eorves ane based on the mexn valoes of fetal bio

dmeters m the 32nd, 3&h, 3th ad
40t weels o pregrincy Fiy. U farthermore,
shows by indrvidind graphs for 22 patients with
totmmoa of Wit pregnincy wdicating i each
cexc (e mcrvaee m the felad trparietal dlasmeter
durmg the penod when uhrmonic mesurementy
were ke $mee for practical reasom, the con.
wctive mermements for tovacmc patkents could

Acte Obwet 3 mec Scumd #9 (1370)
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FETAL HEAD GROWTH MEASURED BY ULTRASOUND
IN THE LAST FEW WEEKS OF PREGNANCY IN NORMAL,
TOXAEMIC AND DIABETIC WOMEN

Peatti Jouppis, Pekka Yifstrlo snd Paxvo Pystynen
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Table I B eekly increase in mm In the fetal
blparietal diameter in normal pregaancy

Standard
Werk of No. of Mean error of
sestation patients (mm/weck) the mean Ramper
3236 41 1.8 010 23
36-38 7 20 .14 s
3840 n 1.3 0.12 25
240 2 13 .07 13

not be effected at the dates correspondmg to those
of the normal pregnant women the weekly m-
crease i the fetal blparletal diameters of toxaemuc
patients are not directly comparable wnh those

DISCUSSION

Earlier reports on bipanctal diameters recorded
immediately before burth have shown that the
error m over 50% of the cases was 04 mm,
provided the recordings took place during the Jast
trmester of pregnancy (1 4 5 6, 7 In the first
two tnmesters, the small sze of the fetus and the
frequent changes i Its position make the study
of the biparictal diameter too Inaccurate and dif
ficult to be of any practical value In the present
study observations on the growth of the fetal
head started in the 32nd week of pestatron fn
normal pregnancy the mean weelly tncreme m
the biparietal diameter was found to bs 1.8 mm,
a figure which concurs with the results reported
by other authors, viz. 1 6-1 8 mm per week
589).]twunlmfomdthntmegmwthnn

d as the calculated term app: d. Thit

normal pregnant subj di
Fig. 1 reveals that the biparietal diametres in these
two groups increased almost 1n parallel.

Fig. 2 shows the graph for the growth of the
fetal biparietal diameter In six diabetic patients.
The serres 13 very small Furthermore recordings
could not be continued after the 37th week of
gestation  since the pregnancies of the diabetics
were termunated during the 37th week, at the
Iatest. However the graph indicates, that in each
casc the fetal head grew from the 3.nd to the
37th week of pregnancy

B parietal diameter
mm

findmg # supported by the arrest of the fetel
head after the 40th week of pestation previowsly
reported (8).

The growth of the fetal head may of coumse
be slightly slower 1n toxsemic than in normal
pregnancy (9), although this could not be shown
in the present senes. However any retardaton of
fetal head growth in toxaemic pregmancy is
hardly enough to affect the estimation of matar
ity Rather it would appear that tho fetsl head,
perhaps, with a few exceptions, grows In toxaemi

Dururoﬂdm ancy

00|
™ =
/
g
®© =
0
(0]

n B K

Fig 7 Tha fetal biparictal
of pestation in 22 toxscmic patients

Acta Obstet Gy mec Scund 47 (1970}
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THE ALLEGED USEFULNESS OF & PHOSFHQGLUCORATE
DEHMYDRQGENASE DETERMINATIONS IN SCREENING FOR
UTERINE CANCER

T Sinner YL Bentzen, P Xokstad, K. Nordbye wd A Pl

From the G nancolopiesl Departwnt (Hod P Koisted, M.DJ, e Netwrguos Radswn Fosgrel
and Noesk Fydro Tutwwee jor Concer Revearch (Head R, Eier MD), Oile, Nernay

e mcthod $9¢ e pCoEemCE O WTIO8 CERCTT

Conmderbie ¢fforts bave been mada to deveiop
brochesmacs! tests, whach G be taed Iy e s
g fot sancer The smay ol 6-phospboglucouste
demdrograske (6POD) m vaginad fimd seemed
10 hold comuderble promise 51 a test for detec
uoa of terme cxneer Thus, many reports have

7 10 1) Homever conudenble dicrepance
eurt betwern the resdty obtomed m carcin

W wte wnd o dfferem yindoes the percooiage of
fabe powin  resths i women with no

Wewon ks aned from 3% 1o abowt 0% {) 2,
1467910

The largs dmcrepancees m thess tesdts may be
o 10 sevemd {aton. Probathy dffererees 1o the
welecuon of petxemts &nd s the Lmits gt for posk-

Frion of (e Norsrpus Cancrr Socacly

trve and pegative remits play a tole However

peocodure may be more mportant. For exxmple,
it s pomible wt differences In the handling of
mmmnmmm&c
tson and (he ayay may result in different degrees
of depaturation. In order to throw some light on
ty queston, & stody hr betn made of wome
of the factors mihwencing the sabulity of the en-
ryme.

MATERIAL AND METHODS

Ay cwd pracedurs

Acw Cburt Oynec Scomd 5 (1970}
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Tabke I Effect of diluting medivm on stabilly of
6-PGD

Average Sanomkes
decrease with
in >90 ..
No. of acthity decresse
Diloting medium samples ) (%)
W oter 21 1} 3
Salme 14 33 3
Glycyl-glycine
bafler (pH 7 6)
+10 o scTose 7 33 5

The vagioal xarmples were diluted with different medua, a3
indicated and frozen at —70°C. The activity was measured
after storage at this temperature for 10 mba and for 24 hours,
and the decreass in actnity was calculated

The eruyme wat musayed spectrophotometrically as pre
viously described (13). Th. unit of enayme actmity was
defmed m3 the gmount of enryme which could mduce
0.01 ; mole of NADP per mimate (2, 13). The speafic ac
thity was calculated s the pumber of enzyme unhy per
ram of protein (13). Samples containing ke than 0.3 mg
of prodein per ml were omitted.

RESULTS

In order to test th stability of 6PGD under dif
ferent conditfons, expenments were first carried
out with 2 sample of punfied 6-PGD from yeast
(Boshnoger Mannheim, Germany) It was found
that the enzyme posseszed highest stability when
1t was diluted and stored n giycyl-giycine buffer
containmg 10% sucrose, while 1t was quote un
stable when diluted m water The effect of dif
ferent dilutmg media on the stability of the
enzyme m vagmal flud was then tested. Speck-
mens were collected from 72 women end washed
out of the aspirator with one of the three dif
ferent dilutng medla, water saline or glycy!
glyaine buffer contmining sucrose. After thorough
miung each of the specimems was divided mto
two samples which were frozen quickly at dry
ice temperature. Ome sample was kept for 10
mm while the other one was kept for —4 hours
at — 320 C before the samples were melted and
analyzed. The results arc shown m Table I Itis
clear that the stability of th enzyme in vaginal
flrd depended strongly on the diluting medivm
ed. When the samples were diluted with water
the activity decreased by 65% dunng storage,
and in as much a3 1/ of the samples the activicy

Acta Obstet Gy mec Scand 49 (1970)

decreased by more than 90 When diluted with
uhncﬂnmzymcwnun\nghﬂy more stable,
The highest stability was obtaned when the en-
zZyme was stored in the glycybglycne buffer con
tuning sucrose. Under thess conditions the ac
tivity decreased by approximately 35% and only
5% of the samples decreased by more than 90%
Previously we have found (13) that freeze-drymg
of the samples, a procedure stifl wed by most m-
vestigators, caused considerable denaturation of
the enzyme an observabon which has been con-
firmed by Gibbs et al. (5).

Since 1n most previous studies water has been
used as dilutmg medium and abo freeze-dning
has been employed, ic. the samples have bren
handled under conditsons which render the enzyme
unstable, the queston arises whether the upper
limrts for normal values have previomsly been set
toa fow and whether this could accoumt for the
large percentage of false positve tests fn some
studies. To chxadate ths question a study was
made of 373 women without malignant discase
Io ths series post-menopausal women and cxt=
of Trichomonas vaginalis Infection were also ex

02 wiee
60 O swne
—~ 0 Grert prene wecrser
=
E ol
[
44
z
wr
g
a
(T
=)
£

Bm
SPECIFIC ACTIVITY (UNITS/g PROTEIN)

o

Fig 1 Effect { diutmg medmem oo 6PGD acinny m
apmal flud from premenopamal  omea  nbout mabg-
mant diease Womem wih T xhomonas  emely mfec
ooa hav  bren excleded The gl fud o diduied
to  towl volome § abowt } md  wh esther  ter (110
patients), sahoe (99 patenus) or with gy lghane + 10%
socrose (164 patents). The speomens were (hen frones
and Lept at —20°C for 4 boun before they erw mehed
wnd analysed.



dded m B well establibed that the 6POD
:b&ybhtqnmﬁybam:d&nnmﬂnm
{rom woch women (2,3 4 6, 7 10).

The rencits are thown i Fig. 1 It s clear that,
hweuhudﬂ:ﬂmhlmdmwd.\m
dersble fracton of the eomen had earymoe s
tvives in excr of 50 umits per grem protem, the
b tmsally sccepted wy the gpper pormal fmit.
¥ e crenen was teed more tas 40% fals
Pontree valnes were obiained i the veries whete
e ampa had been dfoed with witer In the
wiies where salme war wed about 57% of the
o (el abeve the upper  notmal il wheren
B the anes diluted wih gycylgtycin buffer
o oany K 85% false positive vadoes were found.
The Temits chearly show that i the sempies ato
treaed In sach & way that exeostey denaturation
B woded, this wil tend to give s hyber pe
cetag of fakwe positive rerdts. Tho dsta  Frg. 1
ferter demeostrate Gt unfoctuoatd  tha di-

et hesithy women (or thow safferiog from be-
g lewont) cam be obtaioed by serting a higher
ppes hat for the aotmal 6-POD activity

B vew of the above results o may seem st
Prceg bt some stodu the sctivity of 6-PGD
AT 10 be 8 farly refuble mdex of te pres-
008 of atrtoe cancet Qe powsbie cxplisatnn
Coddl be that for sonme resson the stabedity of the
tnme noprester a csocer petens tan m
ety vomen Bradence fat (i 1 merd the
Coe B peosented m Table IL Tha table demon-
Gretes w16 psteont wih squAmON CAT
momy sod crrtmoma m Wiy the decresss m the
LY Aty upon sonige &t — 20° for § days
%u (ur fem than n 12 patients with bemrgn o
wons- Whettis ™ the cancry patients (e verage
e W actvity wis 40% wth decrexse by
Tt e W @ 7Y of the sxinpicy, Ohe average
CSTXM M the patents with bengn beuom wa
W% und o m maey @ 40% of O cases G

7 decresed by moes than $0%

DICUSSION
The rrads preseted m th sty fodate that tho
bage decrepancees reporied from ddfercnt Libo-
*NCL May t & grest extert bo camsed by the
mshnty of the 6-POD And the comaquent low

6-PGD tent of vaginad flxtd 373

Talke 1L Stebiflty of 6-PGD wethily in differeat
groapt ef wonsen®

Avongs Saphes.
decresss wih
n >HW%
Na.of L el
Cinen) Gagavals patiests (%) (%)
Caroaonm 0 sive } 16 “
iyt Semase L L4

7
L
Toa vaporl sonphes wire dofated tn wate s froom o
stthty as Teoed after worage at
maperatze tor 30 300 4ol for 3 days ad 1he dccTvae i
actry was cakeataard.

of enrymo actinty after collectwm of the spech
merm- 1t 18 chear that when, thes samples are handied
under i S of 1be
wxytoe, & conskdenable activity i found in the
vapnal (hAd from most women. The ressom why
the activity in many stodies hat shown & reason-
able cortelstion wuh the occatrence of wierma
cancer seems to be that the dtability of the enxyme
n greatey in famples from cancer ptlents than
n samphes from women with benign lesiom and
{rom bealthy women. One pomibality h that the
rxfolted cancer celh contain & gher concentra-

bllity auay be prewent. Recrntly Latner & Tumer
{d Latoer & Sollen (3)) have obiained remin
which setm conustent whth the above views, In
studiey of the dhtnbanon of 6-POD after starch
electrophoresis of extract from corncal earcmomas
the bands appeared ot ifferemt dmtsnces from
tr onpn. Addition of wxcem NADP to the ti-
mOAr extract was {ound 10 sholhth the dufferences
m mobdy It st pomted out that tbe Tesalty
maght Be due 10 gene IRRAtON within the tEmoun
An ehtermatrve posstalty conidersd was that aan-
cof oo gy confm Moce of the comryme than
oofrual twoe and that the comeat of coenryme
may vary m dufferent tumoany. R whould bo noted
thit (e prrserce of NADE will greatly end
(it vabulay of ibe enryme (unpubitthed obaervs-
o).
W‘hmnathcrmm[nr\h:dﬂ'crculmhm«y
of $PGD 1 vagmal flnd from cancer panestn
a0d from healthy wowmen, the large o

Acte Obsict Grnee Scand £ (1970;
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the results with the condstions under which the 13 Samer T Beph P Koller O Koltad, P &
samples are handled render meanurement of PR, A Technical moddications of tbe é-pbospbo-
6-PGD m vaginal flind an unsultable method for ~ Mnoomdte debrdrogeouse fest of e spml fal

G
g of " Amer J Obsict Gynec 8¢ 800, 1967
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PHLEBGQRAPHIC STUDIES OF THE LFG VEINS IN THE FIRST HALF
OF PREGNANCY AND DURING ORAL CONTRACEPTION

Bo Sandstrdm spd Lars Liwegren

From the

of Obstetrics snd Grnaecei; (Professer Pev Lurulstrin) smd the Roeniven

Departsuent I (Ass Profrmee Bengt Libequas), Unes ruty of Uswed, Sweden

Tt somen (14) 1 1 hm 1o be cxpectsd

Wil occur mn tba Yeoous sysem
01 Ttatioent wath orad

i w a darng the om of oral costry
They “1 obnerved by Goodnch & Wood (N
m':;:\'m:d wpnficant decrease o
et doreg velotty of bicod flow m the lower
m,mm“",“’*ﬂmmm

Both pregnant rabbits and non-pregrant rabbits
treated with & combination of norethynodrel and
menmol, displsy changes 1n the vein wail com-
dsttog of @ mcTes of amooth mmcke thsue,
fragmentation of the reticulom petwork and at
tenuathon of the clestwe tmns (5).

Boatwnight & Kanfan (3) gave a combimation
of porcthmdroae (2 mg) and mestrinot 0.1 mp
to women for 6-12 cycles. Ushg oierine phicko-
graphy they were umble to demonstrate any pebvic
congestion. Afur 4-12 months treatment with
oorethisterons and ethinylertradlol (Anoviart) jn-
travenom urography dsd not show any dilatation
of the uretery (6).

Phiebographuc studses of the leg volm have ot
previously boen perfornmed either In exrly prex-
nancy or during tremment with oral contracep-

METHODS
Ascrudaer wm perormed method
of Geou () Efeyladmnol (Effostdl), 10 mg wm

HEELS

expowd ol $0 LV ot ths OIrmore bem 2 004 wee.

A2 Obaiet O e Scud 49 (1919)
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Table L. Ape menarche and sexwal debute
Mean values and ranges

Group A Group B
x=dt =42
(years) (ran)
Age 190 (14-24 18.8 (16-23)
Menarche 128 (11-1%) 127 (10-17)
Eexual debute 16.4 (13-20) 172 (15-22)

The diameters of the apienoc tiblal veims were mems-

n mber ol women ¢ aml ed (growp B)

14
12 ’—

10 |

e

Experimental rror waa 10 4 (4L

MATERIAL
Two groops of women were stodwd. The find

previons hepatic or peychmtne dmordsrs o thrombotes.

Ths analyses were perf rmed  t the Hormone! Labors-
tory { Sabbetsberg Hosputal, Karohmska Imsttutet, Stock
bolm (Professor Mifam F robjeim).

umber of woms & amned (groupA)

10

LU 1pvn noy
|7 19

o o

11 13 15
Fig 1 wdmmummolmw
(group AL
Acta Obitet Gy mec Scand 43 (1970}

Wmbe of perteds

6 8 10 12

Fir Durutlon of onl contracepton at the Lme of
phichography (groop B)

.05 mp)—Fol-
lioyl 8~ Afier 6-12 periods of oral contraceptnes H of
the 42 women in group B wefe recxarmined.

A comparwon betwern group A and growp B B
repect 10 age, menparche and soxml debute (Table T
thow that the groupe art comparsble.

1 group A biateral phicbography was performed o
43 patients and unitstera] ewwmmation on 3 patxcets. The
duration of tih tmo of lon 1 shos
m Fig 1 In goop B the examnaton was bilaenal t
39 ceses and omulateral m 3

In group B 8 omen were not recxununed by phicho-
grephy for vanow ressom Fon  had nopped rakag e
pils  becaute of ilnca and memial daress and (aree
had keft towd In | e poncture f the cim wa not
soccesful,

The duratson of oral contraception 1 shown m Flp T
The median B 7% moatln.

RESULTS

There was no radrologreal evidence of thrombosis
m any patrent m the sencs Two wonten 1o grovp
B already showed varrcoms at the time of tho
first p (before tr ». No varcoss
was fourd m group A

From the data in Table I it n scea that there
1t no difference between the venn d ameters
the pregnant (A) and the pon-pregnant group (B)
Nor is any difference found between veln dia
meters before and after 6-12 cycles of oral con-




arepfundiol coutemt of 24 boate’ urine
ae given Bn Table OL Thers fs an 1o~
from the fimt to 1he wcond trimeer
P>001% In two women the collection of
Bed

DISCUSSION

s n vascular dieordert aften report vark
ey o the fint trimester of pregnancy
arly appeanmes of primary varcoss i
seatoned m obseirke Tteratore. 1t 15 aho
110 tscertam whether or not the obverva
" varitods represents culy an accentoation
oy alterations

mding phichography wax used (0 axamine
o dirmy pregrancy sod after a period of
xiracepton. According to Oreitz (§) tn nor
e thh mcthod seeros to give the most fo-
oo [o merpuring the diameters of the
there wre sometitnes Mficadtes due to o
oy varlaets m the notmal venom syrtem,
s dovtied poplual and femon! velm, yary
arrence of vabves in the deep veim, wide
on o exatd and nunber of the long wd
tpheocur vefns and w0 oo (Por further
suey, 9 and 17)

ey Thrs resulted m bed venous fillmg
tomiret mediom, espeaaity m the thigh, and
Oomciimen made the exammetion rmposmble.
¥fore m the present sener cihyl-adnanol (B
1) v gven onally on the day of cxamma.

<L Mleumared toues of clw Bancters
* Palney waef canged crivet of Wyt Owrwnd

Phichographic studles of the leg vetns 377

Table TIL. Pregmonsdiof {x my[24 & tx the /irst and the
stcomd trimerier

Mean vaion 15 E. (steaderd ecror of the men)

Trinnter of Pregoandiol (rag/24 k txioe)
prrpatacy Mon 3L

Fiet a2tas: { =3

Secpod 15505 (x=23)

thon. This drug posseses a phypbolopal polnt of
aciion both o the alfa tnd beta receptot wysterme.
This gives & good balance beween the cardiac and
periphern effect of the drug (1), cardine outpat
fies, the tooe In the precapfllary yphinciers b

ethyladriancl (Effontll®) wes given at coostant
mtervals before phlebography Became of that #t
docs ot seem likely that the we of drug ha
undaly nfluenced the comparhon.

The pregrandiol values found in the pregnant
group are almost the same w thoke found In te
nosmal Juteal phase (*-5 mg/24 bours) The rels-
trve difference berwemsa the fint and second i
mester propumably depends on the composition
of the case matoria), where the medien value b
only 12 weela,

The combination of norgestrel (05 mg) and
sthumyfestradiol (005 mg) was chosen o3 the ocal

became this d b1 thown to
be very sctrve, inhfbumg ovulstion n almost

100% (1B In this way me boped to get a rels-
thvely constant lewel of pestageot in serom during
 louges bie (6-12 montha), avonding the floctus.
bom sectr dhitog  normal menstroal cychke

By mesms of sicendfing phiebography ¢ wa
DR poskthe 10 Imd alterchons m disteoaibadity of
he ley vems dunmg the fir half of pregnumey or

therapy NeHter was any
differencs prowed to cxst between ths fim and
sccond part of the normal mengymal cyde, This

during ol
Growp 8
—_—
Cromp A Dfork “pile  Ahet s
ow liwall ) 4wl Liwmi )
et “ i) u

) ¥ (71D T Rm (1D 93 oo (1D
- » © [

B (00w (3-13) 107 Bem (3-33) 109 mem (7 1)}
™ » » Q

am whh the fmdogs of Bandstidm
(19) who, with & plethysmograptic method, found
the tame dustennbility of the leg vrine durkeg the
fim tnmetier of peegnancy and 2 werka aher
Abmemmhdomnunwpnnhrhd.
O of Kromer Darosch & Kliimk (13) swd
Coodrich & Weod () In these tavemiganiom

whe mehol wete Uied, and the
Acse Obuset Gynre Scand €8 (1978)
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pregnant group of Goodnich & Wood was in the
third trimester when the dstensibility mught be
more pronounced.
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URINARY OESTRIOL EXCRETION IN STRICTLY CONTROLLED
DIABETIC PREGNANCIES

Mnmmwm&mnﬂmthHm

r—hwdmmumwmxnchﬂw
Insruw wnd Departownt #f Oboetriy and Gymecebosy
(Newd Profersor Al lapelmenSumdberg), Sobbatshers Hoapumd,
Kerelmska [nstrowte Stockhwlm, S eden

by » high incklence of compleationy which could
be cnatmted by oestiriol moultoring,  several
wuthors  have shadied the materpal urTnary
ocstriol excretion In dubenc pregmancies (5 10
1112, 13 16, 17 19 1 24) However the
varntion {n resafts fs great, some authors have

uataily be exptarned by the small number of pa
thents sindwed, different types of material or vary-

foctal gromth 1ad

rom wmmenest foctal asphyxis (8
TR ) 4R e
Becamse dishebe pregnancles gre 5
B ama

rpdy
pances m whach sera) determinations of urinary
ooatniol excretion were perfortmed, Fifty-ooe pa-
tunts were sndied. The sze of the series per
mitted an cvalnation of the nfluence of e
eclampila and the duraton of 1the dlabetic dlsesso
on the excreton of oextriol. The reiatiomsblp be
tween mfant berth weght and muaternat ocstriol
acretion st different waeks of gestation was aho
studied. Previous sudics on drabetic pregnanciey
have sthown that impending foetal death A 2c-

by progresn drop in oo ex
cretnon (1016, 17 19 70, 14). Qur goal, con-

trary to comimon obatetncal peactice, was 1o
noid pion of

Acta Obiiet Oy mec Scomd £ (1370
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Table 1 Maternal axe prepregnancy weilght welght

Tablo LIL Distribution of dwrations of pregrmrncics

yain during pregnancy and age at onset and dwratk
of diabeies tn the whole serles

Gestadonal werls 33 ¥ B B » &
No. of pregnancies 4 LIS S S 1} 1

Meant sandard error of the mesn
Welght
Ape at sind
Ap Weight omet Duntion pregnancy
o) (kg (2] o) kg
Man 210 61D 29 105 mn2
SEM 07 13 1t 0s [X1
Range 1643 1540 1225

of the foetus was supervited by means of record
g of foetal heart rate 4 nmes dally and by
regular determination of oestrio} in 24 hours spe
cimens of unne.

MATERIAL AND METHODS

Th  diwbetic women

The serles comisted of 48 women having S1 peegnancies.
All had imulinrequiring disbetes. Ther ages, welgh,
weight galms during pregrancy and age of onsct and
duration of dlabetes aro given tn Tabk L

Whites (22, J3) dasdfication was wsed o group the
meegnapcies (Table 1I). Claws B consiszed of patients with
mn onmt of their diabetes after 20 yeans of ge, & dure
tion of les than 10 years and no clinical evidence of
angopatly Class C incladed those whb an onset be-

Table Il Gextational age birth weight and lemgth of
the whole series and of the subgroups
Meun + standard error of mean

Geot  Bmh  Birth
ags waght kagth
(] [ Y] (cm)
Totat Mean 374 326 494
r=31 SEM a2z 008 04
Whit s class
B+C Mesn 372 336 &3
- 4 S.E ML 02 ot o4
Whit s clans
D Mean 376 )B 496
-15 SEM 0z 016 os
Whate s s
TiR Men 370 261 456
~3+1 SEM 0s 02 as
\ I peeeciimna Mean 68 332 494
-7 SEM ay o oy
Non-preeclatopuc Mean 313 M1 H3
SEM az en 0.3

o

. ——

Acte Obaret Gynec Scand £9 (1970)

tacen 10-19 years of agr a daratin of 10-19 yan
and withoot anglopathy Clan D cousined of patkmt
with an onset before 10 years of age, a doration of woe
than 20 yeams or with bendgn retimogathy Clases F and
R included patients whh nephropathy and prokfersihe

preence of two or more of the symptoan of bkod
pressure sbove 140/90 mgHg, protrimuris above 0.05%
of ocdemm) and one with pyrlogephriths. The darationt
of the pregmancies are given in Table IIL Mem geo>
tioma! times of the total sericx, of the subgroups sccord
Ing to Whits clamification and of precclamptic and Bot
preeclamptic caes wre ghen in Table 1L

mester Samples foc morming farting and afternoon blood
slocow cxtimations were obtabaed af each ctike vhA
and unnsry glocoso oulput was fecorded for ihe PE
ceding day and night

th
White clamification. An indhidual et was
b as istile of 1600~ 000 celarier per day (Feog®

for seties).

were fnrwied P uents were abo mstrocied
mitormg thew duabetes  oh “Chaftest  snd Krioutlx
The women wers routnely sdmited o hospital od
tn  fortber occeyoms t sbout g Ath week for 1
wrek and from the 3Ird week of nod
dell ery Durtug thess penods blood glucoss was &
termined ot Jeast § umes duly and aomasy glocow wE
moastored on T

cxrmng the degres
cisewhers (Permon & Kellum)  Urinary oestnol
mmations aere porformed  eekly from the _Bth w0 the
33rd weel of grstapon and therrafter every 1 o

until deln 1y Dunmy the fiaal perod m bosphal f¢
beart rakes were recorded fowr umes daly Physesl
ectrriy was encoaraged and the patlent tood part dally
m the phoy trumng for expectant
mothers

ig
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Table V Weekly urimary oestriol excretion of the whole series and of the smbgrowps
Mean+ standard error of mean

Pregrancy week 27 1 ¥ N N 22013 M 38 3 3 Ny
Total material Mean $0 78 91 54 103 102 120 127 144 165 132 200 22
me=51 SEM. 05 035 07 08 06 a6 O0F 07 08 03 11 14 23
White s clasa B+ C Mean 82 79 93 9T 97 102 121 135 149 167 184 205 243
x=32 SEM. 06 0§ 10 12 12 o7 10 Q8 Q9 09 12 16 12
White s class D Mean 30 31 S 91 935 114 126 124 148 165 206 212 194
A~15 SEM 11 08 13 1 11 12 15 12 13 16 20 21 04
White's class F+R Mean L4 85 72 97 109 149 139

=~ S.EM 41 38 21 24 43 5% 11
Ml precclampsia

preguaacies Mean 19 &5 105 (20 (10 107 115 (40 148 169 224 1)

Lk SEM 10 04 21 23 20 13 20 13 1% 25 38 16
Non-preeclamptic

Mean 76 76 &6 33 101 101 114 124 147 167 181 157 D12

=4 SEM 06 06 07 0¥ 06 06 @9 aF 09 of 11 15 25

pregnancles are given In the Table V The mean
vatues are based upon a total of 675 individual
determinntions. There was 2 stendy incresse from
a mean of 8 mg/24 hour at the 27th week to &
mean of 23 mg/24 hour at the 39th week. The
mean oestriol curve for the dlabetic pregnancies,
constructed from the means for each patent In
each week and the mean of these values to glve
the points in Fig. 3 was similar to the oestriol
excretion curve of normal pregoancies (4)

"9

n 30 E)

Wt
Fg 3 Mesn+SEM t urmary oestriol excretion m
51 diabetic pregoancies (sofid [me). The
the dashed lines includes 95% of the vatues
scries given by Franden (4).

Acta Obstet Gynec Scand 49 (1970}

During the 36th week anly 2 paticnts had
values below 9.5 mg/24 hour and dunng the
38th week only 1 patient had a valoe that was
below 11 mg/24 hour Both these pregmancies
were interrupted before term. In the latter case
(N H see above) the infant died in the neonatal
penod. In 6 patients pregnancy was iterrupted
maunly because of a decrease of oestriol excre-
tton. In 4 cascs this fall was approumately 50%
and in 2 cases approumately 30% (Flg. 4. The
interruption of the 6 pregnancies occurred in the
36th to the 39th weeks, the infants birth weight
varied from 2.8 to 36 kg and the Apgar scores
at 4 min from 8 to 10. All the infants survived

0 —
n o

n kg » —eeh

Fig 4 Indmdoal onnary oostnol  ceretions In 6 wooes

dehmrdmm}yb@neo(dnﬂmh:nhn
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Uriwary oestriot excrerion in different Whise s
cheraes end B women with preeckimpsie
Whea the mean weelly oostriol excretions la
dabetic women belonging to Whhes choes B
o C were groaped togetber apd compared to
thoss of women in class D (Tabio V), no statishcal
lferences between thets groups were found dur
g the 27-39th weeks. The e weekly oestriol
surenon in the 4 pregrancies belonging to clo-
a3 F and R were Jower thas In tho other clamer,
When the patieris with mild preeclampsia wers
owpared to those without there were no sy
oficstt dfferences in urmary oestriol excrebons
kriog the TTh-38th wesks (Tabko V1.

Rath weight end nrinery oestriol excretion
Irespecte of gesationsl ages, for the whols
srin, folant birth weights were sigmficantly (p<

ot Wax y =179+ 000616 x with 7= 0.60 when
Tobath weight #n g

I order 10 tuvestipate the relationship between
Bfut birth weight and wrinary cestriol axcTvtion
® (thed pestational apes, the manerial was divided
Mo 2 group combiing of infasts whh gewa-
fioml ages between 36-37 and the 3839 weeks,
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Tabie V1. Afarimems oexiriod excretion tn preyrcsmcies
resulting (n mormed end ocers elpht bfants born af the
3810391k week

Sown vaden + tuadard error of wean

No.of Bthwright

ety O oxcretion My H 2

Noxmm! wirghs 13
Overweight ¥
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his of the oestriol cxcretion in the mine prosed
to be  valiable complement 1o the followiny of
(oenal beart rate and of metaboBe conttl. When
octtriol excretion was pormal and steadily rhing,
of pregnancy wmd not undertaken.
4 of the SU pregrancies wers carred to the 38
wedh of Tonger In tpito of this there wery oo
teaventering desths The aconatal mortalty was
i Sl oncy Thes  infasts wers bore before the
33t weel.
Retymg upon oetnol ewretion, Schwartx et al.

Acte Obwet Gymec Scamd £ (1979)
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Table V. Weekly arimary oestriol excretion of the whole series and of the subgrowps
Mean *standard efroc of mean

Pregoancy week &7 n 2 » 32 3 M 33 ¥ 3 u»
Tetal marerha} Mesn 30 73 91 54 103 102 120 127 144 165 1L 00 112
23] SEM. 03 05 a7 o8 06 06 Q08 07 08 03 Il 14 29
White s chm B4+ C Mexn £2 75 93 57 97 102 111 135 143 167 84 23 2y
- SEM s 06 10 12 12 47 1o a8 0% 0% 12 15 12
White s clas D Mean 30 L1 91 91 935 It4 126 124 M43 165 206 1. 193
a=13 LEM 3783 13 13 1) 12 13 13 1S 16 20 ) od
White s class F+R Men 4 83 72 97 109 149 19
r=4 IEM 41 33 21 L4 43 Sy 1
Mild preeclampsla
Mean 89 LY 105 120 110 107 135 140 M3 169 224 1)

n=7 BEM 10 04 21 23 .5 13 20 13 it .5 3 16
Non-preeclamptic

pregoancics Mean 76 76 36 15 100 100 114 1.4 147 167 131 197 11
LLL S.EM. 06 06 Q7 o8 06 06 09 0¥ 0% 0% 11 18 3

pregnancies are given in the Table V The mean
values ore based upon a total of 675 individual
deterrunations. There was a steady increass from
a mean of 8 mg/24 hour at the 27th weck to &
mean of 23 mg/24 bour at the 39th week. The
mean oestriol curve for the diabetic pregnancies,
constructed from tho means for each patlent in
each weel, snd the mean of thets values to give
the points in Flg. 3 was similar to the oestriol
excretion curve of narmal pregoancies (4)

5

o

a

E= £ £

Frr 3 Mean+SEM of urimry oesidol exartion n
51 dabene pregmancies (robid boe). The arma berneced

series grven by Frandsen (41
Acts Obstet Gy mec Scand 49 (1970)

During the 36th week only 2 patfents had
values below 9.5 mg/24 hour and durog the
38th week only 1 patient had a vafue that was
below 11 mg/24 hour Both these pregnancres
were Interrupted before term. In the later e
(N H., sce above) the infant dred in the neonatal
period. In 6 patients pregnancy was interrupted
manly because of a decrease of oestnol excre
tion. In 4 cases this fall was approximatcly 30%
and jn 2 cases approximately 30% (Fig. 4} The
interruption of the 6 pregoancies occurred in (he
36th to the 39th weeks, the wnfants birth weight
vaned from 2.8 (0 36 kg and the Apgar xacer
at 4 min from 8 to 10 ATl the wfants surmed
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MULTIPLE SEVERE MALFORMATIONS
TN A CHILD OF A DIABETIC MOTHER TREATED WITH INSULIN
AND DIBEIN DURING PREGNANCY

Fofte Pettermon, Lars Okling and K. H Gustamon
From she Depustsent of Olotrirics aad Oynaconiagy (Hoad Proweswr Card Gowell),

She Dot of Pathology (Heed Prefromey Gisa Hulipuisr) amd the
| Pedeatrucs (Head, Profecare Bo Vakkpete), Unbersity | Uppeals 5 cden

Abact. A crie of weipie were maliciosdon
hild of  dutbetx mother troesed Wb tevkn and dibeoy
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(20) could deltver 16 women out of 20 in a series
of diabetic pregnancies m White classes B to F
in the 38th week or later They too had no
mtrauterine death. A “non-intervention program”
demands that ngid control of diabetes and active
treatment of complications be practiced. Both
the absolute level of unnary oestriol excretion
and the pattern over a period of time are im-
portant factors to connider when timing delivery
Low values of urinary oestriol excretion de
manded careful connderation as to whether the
foetus would be better off n an intra or extra-
uterine milrew. At the 36th and 38th week we
regard values below 9.5 mg and 11 mg/24 hour
respectively to be low These limits are higher
than those given by Kyle et al (16) and Wyns
(24), equal those grven by Beling (1) and Frand
sen (4) but are lower than those of Yousem et al.
(25) A fall in unnary oestriol excretton of more
than 30-50% dunng two comsecutive days is
conudered to be a sign of foetal danger Six
women 1n ths semres were delivered by caesarean
section before term  mainly because of such a
fall in oestriol excretion These mfants showed
no comphcations.

When we compared the urinary oestriol excre-
tion 1n mothers with diabetes of White classes B
and C to those in clus D no significant differ
ence was found. These results agree with those of
Frandsen et al (5) The duration of the diabetes
—and thus possibly tho degres of mucroangio-
pathy—did not seem to affect the unnary oestniol
excretion. However the mothers who had infants
clasufied as overweight for gestational ape, did
have high oestriol excretions.

Without considering the effects of gestational
age, a significant correlation between infant birth
weight and maternal unnary oestriol excretron
has been recorded i pormal pregmancies (1 2)
A corresponding correlation was found in thhs
study When birth weights of infants of a fixed
gestational age were correlated to the mothens
oestriol excretion, a signuficant agreement coukd
also be found. Thus it appears that infant birth
weight at different gestational ages is correlated
to the oestriol excretion also In controlled dizbetic
pregnancies.
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rprfiag the prstatioral age when the therapy
wn staried.

The major ma¥ormations shown by the present
tme bne the followiog incdence =t birth ac
cording to Rubin (1967 omphalocsle 1 6 000~
daphrrpratic bernda | 2200 phocomelia be-
fors the introduction of thalidomide 1 75 000.
Thess maformations oamlly occur spotadicafly
md po hereditary factors are known. The com-
bazion of these mal{ormations b very mare and
B oot reported to the Swedith register of mal-
fomatom daring the perfod Apcl [ 1964 1o
Fome 30 1967 This reghtraton perlod covered
Srotmately 41000 births and « total of 2 306
mffomed chidren (KKllfn & Winbery, 1969)
Sormo of the matiormations in out cxse are imilar
© those described n the malformed infant whose
eoter bad taken tofbamtamade during pregmancy
(armon & Siesky 1960), La. spisala of fiogen,
$aphragmatic bernia

Concerring tho prosent cxse it might be argoed

2t # ks not yewiflable 10 tnerimisate o drog for
L ¥ale oumpie of a mudtiple muliomoation
Howover 1 1 devinable 1o record ol cases of
T moiomnatoos teen afwer trestment of
W women with drops seldom wsed in
Trepancy otherwise it will not be pomible to
Geient termtogenuc efferts. The dabete
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COMMENTS
Congerutal malformations are noted more fre
quently among the progeny of diabetic women
than 10 the general population and there is evi
dence that infants of diabetic women are more
often malformed when the diabetes s atsociated
with severe vascular complications (Pedersen
1955 Nihumurz, 1964 Pederten et al. 1964
To date no particnhar malformation or group of
malformations has been identified as charactersue
of disbetic embryopathy but there seems 10 be
an overrepresentation of central nervous system,
cardiac and skeletal anomalies, especially of the
lomer extremutwes and the lower spine (Pedersen
et al, 1964 Lenz & Maser 1964 Passarpe &
Lenz, 1966). However 1t 1s not definitely shown
what aspect of the metabolic upset 15 responsible
for the teratopensc effect and what Lind of treat
ment muight be most beneficial There seems 10 be
no evidence to sugpest any teratogenxcity of in-
subn except perhaps in the case of insulin coma
(Rutnn, 1967) But it is said that the nteraction
of insulin with other apents such as chloroproma
zine and salicylates, which act as uncouplkers of
ovidative phosphoryladon may be a factor of
importance for teratogeniaity (Rubsm, 1967). It

Fig 1

The oral hypoglycaemic dmg  carbatamsde
grven in larpe doves to pregnant rats induced 2
number of marked malformapons in the foctues
(DeMeyer 1961). Larsson & Sterky (1960) bave
also reported a malformed infant whose mother
had taken the antidbetrc drug tolbutamide dur
ing pregnancy The hands and feet of the mfant
were malformed each hand had only four fingns
with syndactyly betwesn the second and third
fingers apd betneen the toes. The exlermal cans
were malformed and the external auditory camh
were atrefre. The eves and optic penes Bere
normal There was internal hydrocephalus. The
left part of the diaphragm was absent and pars
of the stomach, transverse colon., spleen, and pao-
creas were found m the thorace cawviy There
was dextrocardia. complete absence of the stnal
septum and a small ventricular septal defect The
nght utenne adoexa were absent. Other aothots
who have gnen tolbutamide to pregnant women
have pot had simdar unfortunate experrences
(Ghamen, 1961 “Malins et al  1964) Veny kit
Is known concerming the effects of dignamdes
Anophfalmia has been observed m the offspring
of pregmant rats treated with thrs drup (Svvart,
1967) Sterme % La tenville (1964) repodted no

il I k in the progeny of 15

has ako been said recenthy that diabetes appears
1o increase the foetal tovkan of thalxdomide in

rats (Ward, 1969)
Acta Obstet Gymec Scand 49 (1970)

diabetic women treated with dimethyidiguanide -
during pregnancy Torres & Victorano (1969) re



poricd the outcome of 28 diabetic pregmancles
treated with dfpsanddes. Twreaty{our of the bables
ers bora ahve and DO congenital malformations
e chwerned Usfortonately no detald are ghven
npxding e prtatonal age when the thetapy
o suried.

The major maformmtions shown by the present
e lave the folowlog tocidence st birth ac
corfing 10 Rubln (1967) omphalocele 1 6000
@phngmate hernfa 1 2200- phocomctia be-
fare (e lotrodoction of thaidomide 1 75 000.
Thew malformatioos mymlly ocowr sporadically
d ro hervditary {actoans are known. The com-
Vazton of these malformations b very rurs and
s ot reporied 1o the Swedish register of mal-
fomutoes curing 1be prriod April 1 1964 1o
bwe 30, 1967 Thls registration period covered
Ppotimately 241 000 births and a total of 2 506
miformed chidren (KEBén & Wishery, 1969).
Some of the malformation in our cxso are similar
® thow described fn tha malformed mfam whose
roter had taken toloutamuds during pregnancy
Lermon £ Sterky 1960, Lo. plada of fingor,
dphngmatic hernia,

Coocerning the present case 1t might be argued
ot 1 b mex jostrfieble 10 Lncrmmate 8 dmg for
3 ungle wumple of a muiple malformation.
Hmever i b desinble to record a1 cases of
™ malomatoos seen after tremtmemt of

1
™ Fomth Cougrem of the Duabrses
Friraoen, Gerovt, Suancosd, Joby 1014, 191

Malformations tn child of diabetic mother 387
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COMMENTS
Congenital malformations are noted more fre
quently among the progeny of disbetic women
than in the general population and there s evi-
dence that infanis of diabetic women are mare
often malformed when the diabetes fs associated
with severs vascular complications (Pedersen
1955 Nihimurs, 1964 Pedemsen et al, 1964}
To date no particular malformation or groap of
malformations has been sdentified as charactermtic
of dlabetic cmbryopathy but there seems to be
an overrepresentation of central nervous system
cardize and skeletal anomalies, especially of the
lower extremitres and the lower spue (Pedersen
et al 1964 Lenz & Maler 1964 Pastargo &
Lenz, 1966) However 1t is not definitely shown
what sspect of the metabolic upset 13 responsble
for the teratopenic effect and what kind of treat
nrent might be most beneficial There scems to be
no evidence to suggest any teratogenicity of in-
sulln except perhaps in the case of insulin coma
(Rubin, 1967). But it 11 said that the wteraction
of insulin with other agents such as chloreproma
zine and salcylstes, which act as uncouplers of
oxidative phosphorylsion may be a factor of
importance for teratogeniaity (Rubin, 1967 It
hat also been said recently that disbetes appears
(o sncrease the foctal todeiny of thalidomide n
rats (Ward 1969).
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Fig 1

The omal hypoglycaerue drug carbutamide
given in large doses to pregnant rats ioduced 2
aumber of marked malformations in the fochsey
(DeMeyer 196]) Lamston & Sterky (1960) hne
also reporied a malformed infant whose mother
had taken the antidiabetic drug tolbutamide dur
ing pregnancy The hands and feet of the lnfant
were malformed esch hand had only four fingers
with syndactyly between tho second and third
fingers and between the toes. The external ean
were malformed and the external anditory camb
were atrei. The eyes and opuc nerves were
normal There was internal hydrocephalus. The
left part of the dizphragm was absent and pans
of the stomach, transverse cofon spleen, and pan-
crens were found in the thoracic cavity There
w3 dextrocardia, Compiete absence of the atrial
septum and a small ventricular septal defect. The
right uterine adpexa were absent. Other authon
who have piven tofbutamide 10 pregnant women
have not had similar unfortunate expetiences
(Ghanen, 1961 Malins et al. 1964) Very [k
is known concermng the effects of diguanider
Anophtalmin has been observed in the offspring
of pregnant mals treated with this drug (Stuart,
1967) Sterne & Lavienvilie (1964) reported no
congenitsl malformations In the progeny of 1§
dubetic women treated with d methyldignanide
during pregnancy Torres & Victorlano (1969) re
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In Memonam

Ed and Btorkenhetn

One of the founders of the Nordisk fdreming f8r
obatetrik och gynekolog, the Nestor among Fin
nish physcians and Nordic gynaccolognts, Pro-
fessor Edvard Bdrkenheim died on February 7
1970 at the advanced age of 93 The cause of
death was

Asked about his worlang capacity ot the age
of 89 when he was promoted to “jubilee doctor™
of Heldnki University BRrkenheim stated I
havent been operating for a long time, but at
comultatrons I can still grve same advice.™ Sold
workmanship and expenence, collected durmg
more than half a century lay behind this remark,
The foundation of his education was a B.A in
theoretical dbciplines, promptly followed by his
medical gradvavon and hs qualification for a
professorship in 1917 His engagement in one of
the two, at ths time competing, gynaccological
schools of Helsinki probably stimulated him to an
enrichmg effickency About one hundred publica
vons o his specnl field, some of which are from
the end of the 19508 show a lawung mierest in
scence. Appreciation of the medical knowledge
and the sobd and charming personality of B
resulted 1n honorary memberships and honorary
chaurmanships in medical socicties in and outsde
of Finland.

B became an honorary member of Finlands
gynekologfdrening 1946 and ity bonorary chalr
man 1952, of the Finska Jikaresiliskapet 1955
the Svenska INkaresiliskapet (section of obstetncs
and gynaccology) 1954 and of the Socw'té royale
belge de gypécologie et dlobstétrique 1929 In
1950 he became the honorary prosident of the
Fidération des sociétées de gynécologie et dob-
stétngque de s langue frangaise. He was a cor
respondmg member of the Société dobstétnque

Ac'a Obstet G) mec Scand 49 (1970)

et de gynécologre de Pans since 1927 and of the
elischaft filr Gynikologic sinee 1957

The title Profexsor was bestowed on bim 1937
The activitres of B a3 & dinican and an pper
atipg gynsecologist were mainly of with
the hospstal of Dialonrsanstalten in Helunly, [o
1922 he became charman of the gymaccolopes
department of the same hospital which, 1t
he managd for 33 years. Thanks to bis profound
traming and unusually great knowledge, bis i
fulpess as a surpeon, organizing capacity and other
prominent p 1 qualities the gy Jopcal de
partment of Duakonmsanstalten developed foto a
clmie, not only valsed by innumerable patienss,
but ako highly esteemed by gynescologsts ind
other colleagues in his own country as well s
abroad. In his chinic numerom young students of
medicine made their first tentative efforts m the
field of gynaecology

His decease occurred at a time when the ¢poch
of which B was a geouine and exemplary repees-
enutive seems to be drawing near it end Re
gardless of what changes the foture @il bring.
nothing shall ever obscure or mar his memory for
those who knew and honoured and ar unresen
edly prateful to im.

Harry Zilloons
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Table ¥ Disiribation of the material

No.of
Group specimens
Normal 15
Dyvplasia grade 1 -5
Dyiplasha grade 15
Carcinoma in sita i
W ofi differentiavd carcinema 15

uve matter With the stamiog method wsed, th
~SS-groups decreased while the —SH-gronps io-
creased. The ~NH--groups had imcrcased and
showed uneven stmmng of the chromatm and
chromatin clumps. The squamous epithclium, espe
cally 1ts superficial layers, was characterized by
mncreased pyronmophiha (Fig 1) which mdicated
an increased quantity of nbonuclelc ocrd, while
there was also a shpht increase m desotsribo-
nuclelc acd The hutochenucal chanpes in the
subepithehial tssues were weak. The number of
inflammatory cells had increased. Though mast
cells were scarcr some were seen beneath the
dysplastic eputhelnim  Collagen fibres had thick
ened and were locally fragmented. There was also
2 subepithelal zone of al phil acd poly

Table I, Dvsplavia grode
Stimabiby Dwnonr 1=shght, - moderate 1o strong

Epaheinm  Smroma

gﬁéjﬁ
i

i
i

phosphatase actvity was not found m the a”
plastic epithelim, onh in the fibroRasts of the
sub-prthehal tasues and m sascular walls Acd
phosph activity was seen, though w+akldy in

sacchandes.
The distnbutton of the enzymes examined con-
formed wiuh the hutolopxe chanpes. Allahine
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the wperfic) layens, ad monophosph
and adenosme tophospharase sctnfh in the sur
tace epthelrum, in the stromal fibroblasts and m
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Table IV Carcinoma in site
Statmability' 0=none, 1=slight 2=moderater ¥=strong

Squamotd type  Basalold type

Fg 3 Carcinoa In shu of the oot
blue.PAS, x 240

and sometimes alwo evidence of glycogen (Fig- :
The basalowd” celltype had densely condens
nuclear chromatin and relatrvely little cytoplast

Ink acds and havin, a strot

Ik Tel
T

Epithe Epithe-
frum  Stroma lom  Stroma

Glycogen 1 0-1 L] o1
Ackd mucopolysaccha

ndes 1 0-2 o-1 02
Dooryribonsiele s L 2 Y 11 Y
Ribonuciex: soxd 2 1 23 1
-85S groups 12 1 L2 1
~SH groups o-1 o1 01 o1
NH groups I 3 1
Neutral f t¢ [} 0 o
Alallne phosphatase  0-1 2 0-1 2
Acid phosphatase 1 1 1 1
Adenotine moto-

phosphatase o-1 2 o 12
Adenosine triphos-

phatsse o-t 2 [ 12
A 0 ] 4 [}
‘Nompeckx exterste 1 2 1
Succioate dehydro- . 2 .
Lactate debydrogenase 2 ! 23 1
Ghacose-6-photphate

dehydrogerase 2 1 2 1
Asgyrophutic [ bres i 12
Collagen hibres ?— ?‘1
Elastic { bres

0-2 0-2

RMast cells o2 o2

Iaflammatory el
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lactate dehydrogenmse activity

The stromal changes were different m differs
specimens, and did not correlate to thy epithelk
cell type. In some specimens o pronounced X
crease n jear cells and akclanophil proct
subatances as well a3 & limited amount of T
cells was seen changes very weak in the strof
trssues of other specumens. The hustocherdd
changes arc summarized 1o Table IV

Invasive carcinomnas could be divided into t™
subgroups on the baus of their histological 2
histochermcal properties. Subgroup 1 was (om0
poscd of well differentiated tumours characterze
by a pronounced tendency to kerntmizatron Sub
group 2 of anapiastic tumours wath poorly differ
entiated cells and marked cytologic abnormalitxs

The cells of the well differentiated tumoun
showed large quanuties of nbonucleic ackd and
scid mucosubstances. Some cells in the central
area of the tumowr also showed ply~ogen The
NH, groups had increased, while ~SS-groups were
few The Leratin cysts showed gram-poutively
staming keratin There was a dstinct alkel me
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The stromal conpective thsoe showed frag-
mentation and disolution of collagen {bres, and
degencranon of clastic Dihres. Phosphstsie s

T bis V feoiire carcinoms, well differentiated 13 pe
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tvity in the stroma was weak, and amunopeptida

activity absent. The histochernical changes are 1

viewed 10 Table V1.
Table VL frwasice careinoma anaplastic 1) pe These studres showed that the histochemic
Stainabihty” O=none 1=-glight ~moderate 3= strony properties of the human cervix utetl conformx
well 1o the hustopatbologrcally visible changes see
Epubcliom  Stroma 1y {he cprvix. The most reliable indicators of &
ciprent malignancy were the decrease in glycoge
(Fig. 6), and Increase 10 ribonucleic acids (Fie. &
and lactate dehydrogenase actrvity (Fig. 8).
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throogh R grades of aniplesia (24). This
e basks underlying the vo-called Schilter
e presence of glycogen In carcinoma ha
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type,
coly Iitite different from carcinorma in sitn wis
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44\, differentlated carcipoma of Reagan & Hicks
(43), type I carcinoma of Flotman (12) and &
carcnoma of Olds ¢t ol. (40). The more Immature

(34), wnall cell caranoma of Friedell et al. (16),
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(43) type 1 carclnoma (12) or 7 carciooma (40).

y hhese celliypes also showed dof
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reactions of the entire organism, mediated primar
ily by lymphocytes (29) The host defence reac
tton might be an explanation why cancer in situ
with very tmmature and actvely diving cells, is
a relatively dlowgrowing lesion and in some cases
mught even regress spontaneously The stromal re
action mny perhaps have climical significance 1n
determining the fate of these lesions, as the stromal
reaction 1n progresiing and regressing skin tumours
is different (45). The stromal reactron whether it
Is a prolferative or destructive one (23) has
been shown to correlate to the growth pattern of
skin tumours (46) 10 the stromal changes seen
fn this study may have prognostical mgnificance.

Enrymatical studies have also been performed
n an effort to evaluate the stromal reaction. The
amunopeptidase actrvity has been talen a3 an in-
dicator of this (35), although some authors con
sider the aminopeptidase activity to ndicate the
invasive property of the neoplasm (5). In thu
study the aminopeptidase activity was visible
around the dysplastic eprthehum and carciroma in
situ but absent around fmvanve anaplastic car
cinomas.

To distingursh between malj pr
and inflammatory cells and tissues purely histo
chemucally was difficult for several rensoms. An
accurate estimation of the histochemical reactron
enzyme activity and amount of end product was
hard to achseve by purely visual means. A cell
containing no final reaction product can be dis-
tinguhed from one containing much, but the
eye cannot detect the difference between cells
containing an “average amount and other con
taining slightly more or less than the average Even
if smoll vanations in the concentrations of tho
final regction products were viible, 1t would be
very difficult to obtan strictly comparable results
by the histochemical methods currently in use.
To express the results in an understable manner
and still adequately and accurately is a matter
which also has not been scttled. Tume interval and
temperature difference between talung the speci-
men and its treatment affects the final result and
30 does the pH, 10nic strength, period of staining
ctc. The acridinc-orange method has been widely
used (3.) In histochemical studies but proved not
to b rehiable cnough for routine use. However
hlstochemical methods can be used es a multi-
parameter approach to the problem of differentlat
ing neoplastic states In the cervix. Histochemical

Acta Obstet Gywec Scand 49 (1570)

studies using several stans and determnatyon
several enzymes, may be a supplementary toof
hustologacal studies.
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reactions of the entire organism, mediated primar
Uy by lymphocytes (29) The host defence reac
tion mught be an explanatron why cancer in situ
with very mumature and actively diving cells, is
a relatively slowgrowmg leslon and in some cases
mught even regress spontancously The stromal re-
action may perhaps have clmical significance in
determuning the fate of these leslons, as the stromal
reaction m progressing and regressing skin tumours
Is different (45). The stromal reactton whether it
is a proliferative or destructive ome (23) has
been shown fo correlate to the growth pattern of
skin tumours (46) so the stromal changes scen
in thes study may have prognostical significance,

Enzymatical studies have also been performed
in an cffort to evaluate the stromal reaction. The
aminopeptidase sctivity has been taken a3 an
dicator of this (35) aithough some authors con-
sider the aminopeptidase activity to indicate the
vasive property of the neoplasm (¥) In this
study the aminopeptidase actrvity was visible
around the dysplastic epithelium and carcinoma i
sity, bunt absent around nvasrve anaplastic car
cinomas.

To d h between mall premall;
and mflammatory cells and tissues purcly histo
chemically was difficult for several reasons. An
accurate estimation of the histochemical reaction
enzyme activity and amount of end product was
hard to achieve by purely visual mesm. A cell
contamning no final reaction product can be dis-
tingushed from one containing much it the
eye capnot detect the difference between cells
containing an  average amount and other con
taining shightly more or less than the average Even
if small vanations in the concentrations of the
final reaction products were viuble, it would be
very difficult to obtain stnictly comparable resulty
by the histochemical methods currently in use.
To express the results in an understable manner
and sull adequately and accurately 1 a matter
which also fas not been settied. Time fnterval and
temperature difference between taling the speci-
men and its treatment affects the final result, and
30 does the pH iomic trength period of stainmg
ete. The acridine-otange method has been widely
wsed (3 ) m hutochemical studses but proved not
to b rellable enough for routine wse However
histochermucal methods can be used as a multi
p PP h to the problem of dif! i
ing neoplastic states in the cervix. Histochemical
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studies using several stains and determmation of
several enzymes, may be a supplementary ool to
histological studiex.
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In Memonam

Professor Anton C. Sunde was born in Oslo on
November 21 1882 and died on December 24
1969 He graduated in medicine from Oslo Unl
versity 1n 1909 Afterwards he served as a clinical
intern 1n several departments and nstriutes at the
State Hospital (Rikshospitalet) and Osto City Hos-
pitals, After studying obstetries and gymaecology

Announcement

Third I 1 Congress of Piych 2
Medicine in Obstetrics and G naecology
London 29 March to 2 April 1971

Congress Therne "\Womanhood and Parenthood™

Main Subjects.
Psychosomatic Problems in Obstetrica

in Copernhagen in 1913 he was appointed 10 a
choscal internship =t the old Maternity in Oslo
Danng the years 1914-16 he served st a clinueat
mtern at the oew Matermity of the State Hospital
and next year at the Dept of Surgery of the same
bospital. From 1918-22 he was first asustant at
the Maternity of the State Hospital

Having compicted hrs hoaprtal service, he be
came & private practitioner in his specialty until
he was sppointed professor and head of the depart
rrent of obstetrics and gynaecology In this capa
caity he weas in charge of the education of the
medical students until his retirement at the end of
1952 Thereafter bo wus a pnivate practitioner
appointed to & pravate hospatal.

Dr Sunde was the fint chairman of the Osto
QGywpecological Society and a member of the Nor
wegian Soclcty of Sciences from 1942. He was
an hooorury member of the Danish Socsety of
Gynecology and Obstetricy, likewise of the sumilar
socictres in Sweden and Finland

In 1921 Dr Sunde took his doctor's degree on
his thesis Chonioepitheltoma malignum. Before and
dunng hus time as a profetsor he was an active
c3ntributor in his field, partly by delivening studies
to the medical press, partly by making valuable
contrib 0 dl ions of the gy logical
wocieties of Scandinavis He will be remembered
as a remarkable personahity who greatly influepced
Norwegan medicme.

Finn Bpe
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