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INTRODUCTION

In the course of centuries, the treatment of patients with bronchial
asthma has attracted and held the attention of many physicians and
various branches of medicine. Time after time it was thought that the
correct method of had been di d, time and again it
was believed that it had finally become possible to study accurately
the process resulting in the outbreak of the attack of asthma, to leam
that the ultimate aim had not yet been attained.
Thus massenrs, physical instructors, singing teachers, pulmonary
pecialists, nerve specal psychol gologt: pecialists i
internal medicine, etc., have contributed their bit to increasing the con-
fusion regarding methods of treatment. Even to-day 1t has not yet been
possible to get a plain and sumple answer to the questions raised. It
has come to be realized, however, that in treating patients with bronchial
asthma three problems must be taken into account:

aller in

1) the suppression of the present attack,
2) the prevention of the next attack,
3) the treatment and prevention of complications.

Recent investigations have made it increasingly clear that attacks of
bronchial asthma are merely a symp and that inations should
also be made for a different constitution, as well as the presence of other
diseases, etc.

With the passing of years the theory that one method of treatment
might be successful m all cases of bronchial asthma has been rejected
in favour of the view that several factors may combine to bring on an
attack and that a detailed examunation is essential in getting to know
the factors which combine in a particular patient and therefore require
treatment.

Accordingly the realization of this fact has been the most important
result of the Round Table Conference in Utrecht, organized by the
Dutch Specialists in the Treatment of Allergic Discase. The stress was
shifted from the one-man clinic to co-operation. Thus it was achieved
that those skilled in some form of treatment were able to report their
experiences and compare thEm with those of entirely different schools.




INTRODUCTION

This has resulted in an extremely valuable textbook, which offers an
excellent opportunity for getting acquainted with the degree to which
the various methods have advanced. It also offers practitioners an
opportunity for acq g th Ives with the possibility of treatment.
The slogan, unfortunately still often heard: “The only thing patients
with asthma can do, is to bear their lot bravely’, has been effectively
refuted in this book,

Owing to the co-operation of a large number of physicians, specialized
in various departments of medicine, the Round Table Conference was
a success. Those who had attended the conference returned home with
a better understanding of their fellows’ views and the many methods
of treatment which may be used in addition to personal procedures.

May the publication of these pr dings be a
that the adherents and opponents of several forms of treatment are no
longer — as often was the case mn previous years — enemues, but wish
to co-operate with the aim to develop the method of treatment best
suited to each individual patient.

W. J. QuarLEs vaN UFFORD
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PHYSIOPATHOLOGICAL MECHANISM OF
PAROXYSMAL ATTACKS OF ASTHMA AND
THEIR TREATMENT WITH DRUGS
by
B. N. HALPERN

In this paper, we shall only consider attacks of true asthma such as
those observed in young subjects. We shail not dwell on dyspnoea in
cases of emphysema, broncho-sclerosis or right ventricular failure, the
pathogenesis of which is of a markedly different type. A treatment,
which is effective in true asthma, will fail and is often contra-indicated
in other conditions marked by dysp .

The difficult breathing of patients with asthma is mainly due to two
causes: stricture of the respiratory tract and changes in the bronchial
secretions, These two factors, which disturb the balance between the
forces playing a part in the two phases of respiration to a different degree,
afford a i lanation of the t of attacks of asthma.

1) Normal or eupnoeic respiration is a rhythmical, harmonious and
unconscious succession of inspiratory and expiratory movements of
equal duration, the frequency and depth of which are chiefly controlled
by the respiration centre and modified by afferent nervous impulses
propagated along the fibres of the pneumogastric nerve or arising from
the reflexogenic areas of the aortic and cardic sinus.

The rhythmical discharges of the respiration centreare mainly depend-
ent upon the co, content of the alveolar air. The chicf object of the
i is to maintain the position of the alveolar

P y
air at a constant fevel.

Dyspnoea occurs as soon as the composition of the alveolar air has
been disturbed. The changes in the composition of the alveolar gases
appearing in asthma arc due to obstruction of the air passages,

1n normal respiration, the length of the expiratory phase is approxi-
mately equal to that of the Inspiratary phase, Prolonged expiration Is
one of the chief characteristics of dyspnoea in cases of nsthma. What
is the cause of this particular feature?

Inspiration is effected by the rhythmical and periodic tetanization
of the muscles of inspiration: diaphragma, muscles of the thorax, neck
and abdomen.

Expiration is mainly ensured by the elasticity of the pulmonary thue,
which comes into play when the antagonistic action has ceased, b, when
1
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the muscles of nspiration have attained the phase of hypotoma. Ac-
cordingly, the forces involved in ensuring the two phases of respiration
differ markedly. Inspiration is effected with the aid of powerful. mqscles,
readily able to overcome considerable obstacles, whereas expiration 1s
only accomplished by the elasticity of the lung itself, a weak force,
barely equivalent to a few imetres of water pressure. An increased
resistance in the air passages, whuch is only a slight obstruction to the
act of inspiration, will more or less completely neutralize the force of
expiration. Accordingly, the lung will be completely deflated when the
next ispiratory phase sets in. The condition will be aggravated by the
next respiratory cycle and this will rapidly result in overdistension of
the alveoli As a result of the increased distension, the lung tissue
accumulates a greater amount of elastic energy by which to expel the
tidal air. Thus a new equilibrium of the air volume in the lungs is at~
tained or the increased resistance due to the obstruction 15 counter~
balanced by the increase in potential energy of an elastic tissue such
as that of the lung. When the latter 1s kept in a state of prolonged
excessive distension, the elasticity of the tissue tends to diminish as the
duration and frequency of the attacks increase.

The slower movement of the air through the constricted bronchioles
produces sibalant rales and rhonchi. This has two effects to which
paroxysms of asthma owe their particular characteristics: an emphysema
which is still physiological and reversible and a dyspnoea marked by
prolonged and wheezing expiration,

‘Thus affords a rational explanation of emphyserna with its well-known
clinical and radiological features and of expiratory, wheezing dyspnoea,
the two main symptoms of attacks of asthma.

In addition, there 1s a physiol 1 ph which causes aggra-
vation, during the two phases of respiration the calibre of the bronchiis
marked by variations that arc the reserve of one another; during in-
spiration both the diameter of the bronchi and the length of the bronchial
tree show an increase, whereas the calibre of the bronchi contracts
during the expiratory phasc The decrease in calibre of the bronchi
during the exprratory phase acts as an additional resistance at the time
when the air has to be expelled by the feeble action exerted by the
clasticity of the lung and undoubtedly is an adverse factor. This effect,
however, is compensated in normal conditions by the decrease in length
of the bronchial tree. On the other hand, the rapid appearance of
emphysema duripg attacks of asthma results in an excessive increase
in length of the bronchial tree and thus neutralizes the favourable effect
which normally counterbalances the decrease in diameter of the bronchi
during the expiratory phase. The disturbances of the respiratory move-
ments previously described also cause marked changes in the composition
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of the alveolar air. The rapid onset of acute emphysema results in an
increase of the dead space, not only owing to the excessive distension
of the alveoli, but alsc as a result of the considerable lengthening of the
bronchioles. The tidal air cannot effectively ventilate the alveolar air,
which results in an accumulation of carbon dioxide, as shown by
analysis of the respiratory gases and the appearance of cyanosis. The
disturbances of pulmonary ventilation are obviously due to a decrease
in calibre of the bronchioles. But is this caused by spasm or bronchial
oedema?
As is known, the bronchial tree consists of a sheath of smooth muscle
fibres, which increases in thickness as the bronchioles grow smailer, The
longitudinally and crreularly arranged muscle fibres interlace so as to
form an intricately woven texture. The muscular sheath is made up of 2
padding of elastic tissue and lined with secreting ciliated epithelium.
The function of the bronchial tube is identical to that of the arterial
tube. The structure of the bronchioles is such as to reduce the capacity of
the respiratory tract to a minimum and to prevent dilatation of the
subjacent structures, which are subjected to permanent stress caused
by weight-bearing. The elastic tissue may give way, however, and col-
lapse irreversibly under an excess of weight or as the result of prolonged
action of a dilating force, giving rise to spherical distension of the alveoh.
These pressure-exerting forces to which the bronchial system 1s exposed
are the act of respiration, coughing, etc, which tend to elongate and di-
late the bronchioles and to cause spherical distension of the alveoli.
Being non-striated, the muscles of the bronchi also possess the other
characteristics of smooth muscle fibres, i.e. they act independently. Even
when they are no longer controlled by the nervous system, the bronchial
muscles continue in a state of permanent contraction, upon which
additional contractton waves are superimposed When stimulated locally,
the bronchial muscles may respond by local or segmental contraction,
even when they have been cut off from their nerve supply. This intrinsic
myogenous action is controlled by the characteristic antagonistic double
innervation of the autonomic nervous system
The fact should be borne in mind, that the bronchial muscles and
glands are activated and stimulated by the cholinergic nerve fibres, where-
as they are inhibited by the adrenergic fibres. When stimulated by acetyl-
choline and esp y when stimulated by b the bronchial
muscles respond by contraction; likewise, administration of an antigen to
a previously sensitized animal is followed by 2 vielent bronchial spasm,
which may be fatal. This bronchoconstrictive action of histamine and
antigens may be neutralized by adrenaline or synthetic hi i

As stated previously, asthma is an allergic disease and one of the syn-
dromes due to & allergy. By i which we are beginni
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to understand and in whuch injury, irritation and infection play the part
of promoting factors, the antibodies in the blood are attached to the
muscle cells of the bronchi, which then become the organs of shock.
The reaction between the antigen and the antibody attached to the organ
of shock gives rise to local liberation of histamine, resulting in ob-
struction of the bronchioles.

These facts are readdly demonstrable in animals. When a guinea-pig,
actively or passively sensitized to ovalbumin or heterologous serum, is
made to inhale an antigen, it will die within a few minutes from asphyxia
due to obstruction of the bronchi. When the bronchi of a sensitized
amimal are excised and suspended in a saline medium, in vitro addition
of the antigen will induce violent contraction of the bronchial muscles.
Studies by Schild and his associates have shown that similar or identical
phenomena occur in human subjects: an asthmatic child sensitized to
pollens and dust was treated with lobectomy for bronchiectasis in a
London hospital. These English authors were able to obtain the resected

p and di d the bronchitic muscle, the reactions of which
were studied 1n vitro. Addition of pollen or of an antigen consisting of
an extract of dust to the solution tn which the bronchus was kept alive
invariably resulted 1n contraction of the bronchus, This contraction was
of a specific character and could only be obtained by antigens to which
the child had been sensitized. The contraction was inhubited by synthetic
antihistaminics, but not by atropine. Accordingly, the results of experi-
mental studies on animals and human subjects are similar in this respect:
the reaction between the antigen and the antibody attached to the bron-
chial cell induces contraction of the latter as a result of the hberation
of endogenous histamine. A more detailed study of the phenomena,
however, shows that there is a marked difference between the mechanisms
by which hi ine and the antig ibody ion induce ob i
of the bronchi, although the symp lting in the animal's death
from asphyxia are completely identical. When the animal has been poi-
soned by histamine, a bronchial spasm pure and stmple is observed. On
the other hand, the death of the animal treated with histamine aerosols is
solely due to violent and irreversible contraction of the bronchioles.

The appearance of the bronchi of animals who have died during attacks
of allergic asthma is markedly different. They are characterized by severe
ocdema of the areas of connective tissue and vessels surrounding the
bronchi, which 1nvolves the muscles and mucosa,

This diff is readily explained: exogeni i p y
that adr:nimslcred by aerosols, chiefly causes a bronchial spasm, which
results in asphyxia of the animal, associated with the symptoms of
superacute emphysema, within a few minutes, The mechanism involved
in attacks of asthma during the antigen-antibody reaction is more
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lex: the end: hi: ine liberated by the endothelial cells
of the broncht causes vasodilatation and increased capillary permeabil-
ity, resulting in cedema as stated previously, the obstruction of the
bronchi 1n these cases being due partly to the oedema and partly to the
spasm of the bronchioles.

Observations by M. Pasteur Vallery-Radot and Dubois de Montray-
naud as well as personal studies have shown that oedema is an important
factor in human allergic asthma. We have been able to induce attacks of
asthma by inhalation of specific antigens in subjects affected with allergic
asthma showing positive skin tests. Bronchoscopy, followed by biopsy,
was done before, during and after the attacks of asthma. These clinical
studies, which were as searching and accurate as a laboratory experiment,
revealed the prominent part played by oedema, which came on with
almost ligt dd and was panted by a marked increase
m eosinophils. The localizati hanism and ical as well as
clinical characteristics of this oedema are entirely similar to those of the
oedema observed in animals. But although oedema apparently is an
important factor in the dyspnoea associated with attacks of asthma
induced by allergens, we observed no definite signs of oedema in cases in
which there was no evidence showing the asthma to be of allergic
arigin.

In that case, what causes dyspnoea in cases of asthma in which there is
no oedema of the bronchi? The fact should be borne in mind, that the
bronchi are characterized by an extremely vigorous contractility, With-
out dwelling on the peristaltic contractions, which no one has ever
observed, the bronchi may respond to a variety of stimull by the con-
traction of small portions, segments or regions. Mechanical stimulation
is one of the most important types of stimuli capable of inducing con-
tractions. Bronchoscopists are well with the spasm induced
by the tip of the bronchoscope. The presence of a foreign body may give
11s¢ to segmental or regronal spasms of the bronchi. Well then, apparently
the bronchial secretions themselves, having undergone marked changes
in asthma, may actually play the part of a foreign body n certain condi-
tions. In addition to their obstructing action, which may be very slight,
they may also cause a violent spasmodic contraction of the entire or of
a Jarger or smaller portion of the bronchial tree by an axon refiex, like
the action of an embolus on the vascular system. These contractions are
not governed by the Diberation of histamine, but controlled by the
bronchomotor nervous system, which is supplied by the pneumogastric
nerve. Therefore, antihistaminics will have no effect and a more or less

lete arrest of th can only be obtained by vagolytic
agents, antisy dics and homimetic sub
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2) There remains the second problem: that of the role of internal secre-
tions from the bronchi.

The secretions from the bronchi undergo marked changes in acute and
chronic asthma. As is known, the bronchial tree is lined with a mucous

b consisting of ing as well as ciliated cells. The secretory
system 1s composed of two types of cells: the goblet cells secreting mucin
and the cells of the mucous and serous glands secreting mucus. The
Jatter are controlled by the cholinergic nerve fibres; in addition, their
secretions are i d by the which stimulate the para-
sympathetic nervous system, such as acetylchaline, pilocarpine, phys-
ostigmine, etc., and suppressed by belladonna and its alkaloids. The
goblet cells are not controlled by the nervous system and respond only
to local stimuli.

This being so, it is obvious that mucus plays a very important part in
maintaining the harmony and equilibrium of bronchomotoricity. The
mucus forms a homogeneous layer extending over the entire mucosa
and thys protecting it against irritation by air-borne particles. It acts
as a trap for bactena, moulds and dust particles. The mucus, however,
has another important function: it is essential to keep going the sweeping
movement of the vibratile cilia. By their less sweeping mo 3
the latter are lly engaged in sporting secretions from the
depth of the bronchjoles towards the nasopharynx. The absence of a
litung of mucosa in some part of the bronchial tree immediately results
in an arrest of the sweeping movement of the cilia in this region, where-
upon they promptly wilt and collapse. The ciliated cells in these regions
are converted into goblet cells secreting mucin, When mucus is absent,
the action of the cilia ceases and the secretions from the bronchy,
thickened by the increased mucin content, tend to accumulate and

This i infection. Like foreign bodies, in-
fected mucosities give rise to cough and cause segmental or partial
spasms of the bronchral tree.

Normally, the cilia are able 1o displace 15 times the normal production
of mucus. In that case, postural drainage does nothing to increase the
cffectiveness with which the bronchial secretions are eliminated. When,
however, the cilia have ceased to perform their function, normal drainage
will fail to remove the viscous bronchial secretions with their high mucin
content. This results 1n a vicious circle: the damaged ciliated cells are
!mmfnrmed into goblet cells secreting mucin; the thickened and readily
infected mucosities irritate the mucosa, which causes cough and segmen-
tal spasms giving rise to the sorrowful clinical picture of intrinsic asthma.
When the itritation persists, the mucosa desquamates and is replaced
by a lining of pavement epithelum, which has no useful function

h » The bronchitic infections and cough subject the alveoli to
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unusual degrees of over-pressure and, causing spherical distension, give
rise to emphysema.

This physiopathological theory is based on sound observations and
indisputable experimental data. They afford an entirely satisfactory

planation of the patl is of attacks of asthma. Through the
intermediary of the autonomic nervous system, mental factors may

doubtedly intensify the el 1 motor and secretory reactions, but
assuming asthma to be due to a particular mental condition would
mean regarding as the cause what is merely the result.

Above all, asthma js an allergic disease, the mechanism of which may
be explained by the fund: pts of the physiology of the respi-
ratory tract and its disturbances during allergic sensitization.

‘The medical treatment of asthma is based on the physiological properties
of the bronchial muscles and glands.

In the accompanying table, the various drugs acting on the bronchial
muscle fibres and glands have been grouped according to their mecha-
nism of action.

Cholinergic drugs stimulate the tonus of the fibres and the secretion
of the bronchial glands, whereas the alkaloids of belladonna inhibit these
two functions. This inhibitory action on the secretions frequently is a
drawback.,

Sympathomimetic substances mainly exert an effect on the tonus,
without directly altering the i The chief k to these
substances is that they are habit-forming, so that the patient is compelled
to take increasingly large doses, which results in status asthmaticus due
to the use of drugs, unless precautions are taken.

. The group of antisp dics comprises sub: that are very useful
in treatment as well as agents the use of which is often fatal.

Theophyiline and, to a lesser degree, caffeine, undoubtedly are the
most valuable drugs for use in the treatment of asthma. I have no
hesitation in stating that theophylline 1s the queen of antasthmatics.
It may be administered by all routes and, more especially, parenterally
and rectally. It is an only slightly toxic substance, acting on the smooth
muscle fibres. Being a vasodilator, it promotes secretion from the
bronchial glands. 1t is never habit-formng. Tits cardiotonic effect and
vasodilative action on the coronary vessels frequently are an advantage.
¥ts shgh!. stimulating effect on the mind, which gives mse to insomnia
in certain subjects, may be readily corrected by administration of 2
small dose of barbiturate. Theophylline potentiates the bronchodilative
action of ephedrine, which explains why combined treatment with these
drugs is successful. N

Morphine is classified with the group of drugs having an adverse effect.
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This alkaloid, which undoubtedly is the most marvellous drug furnished
by nature, has been the cause of a large number of deaths in patients with
asthma. The physician, who has been called in by a patient whose anx-
iety has often reached the culminating point, is inclined to pounce upon
morphine to afford the patient some relief. There is no doubt that his
anxiety will rapidly subside, but a few hours later the clinical picture is
aggravated, dyspnoea recurs, cyanosis appears and the patient dies
within 24--48 hours in a semi-comatose condition, literally drowned in
his bronchial secretions.

This is due to the fact that morphine has both a depressant action on
the respiration centre and a paralysing effect on the bronchi and sup-
presses the secretion from the serous glands essential to liguefaction of
the mucosities thickened by the mucus.

» Papaverine has hardly any effect on the bronchi, in contrast with its
powerful action on other smooth muscles.

A final remark on substances stimulating secretion. The other side
to the picture of cholinergic substances, which stimulate secretion, is
that they have a constrictive action on the bronchi. Only jodides and
ipecacuanha are devoid of these effects. To-day they still are the most
widely used liquefacient drugs.



DISCUSSION

NICOTINIC ACID AND ITS DERIVATES IN THE THERAPY
OF BRONCHIAL ASTHMA®

by
LINO BUSINCO

In the guinea pig the single anaphylactic shock causes n the respiratory apparatus
the characteristic picture of bronchial spasm and of a very extensive emphysema.
Qn the contrary, repeated anaphylactic shocks that occur at a few days distance
the ont from the other, cause very deep alterations with & perturbation of the
vascular system and esp y of the capill (spasm or ion, edema of
the large blood vessels, of the capill P and alveolar
edema). There exists here a very remarkable capillary stasts which 1s accompanied
by an ncrease of permeability and a transudation of plasma into the alveolr.
Bronchial spasm and edema of mucous membranes are equally observed, but
the edematic-congestive suffenng of the circulatory system and abose all of the
capillaries of the alveola 1s the dominant event. The allergen sensibilizes therefore
all parts of the resp Y app and even the cap which are di d
above all 1n ther b A direct q is the passage of capillary
plasma into the alveola. There results thena & duction of the resp ry
surface, a of otygenation, and, , due to the hydrodynamic
bstacles of the a difficulty for the work of the heart.

We find the counterpart of this expenmental picture m the forms of human
bronchal asthma and above 1n the humud type with hypersecretion, and so on.
With the purpose to make use in bronchial asthma of a therapy which may
act 1n the same on the resp y and on the card lar elements, we
have turned our attention to micottuc acrd and to its denvates (amide and
diethylamude).

Nicounic zcid presents the advantage to possess jomtly the antiallergic prop-
erty and the cardio-vascular stimulant propetty, together with an elective action
on the capillaries of which 1t protects the integnty. The ant-histaminic and anti-
allergic action demonstrated by us since 1940 develops as well in the isolated
organs, as 1n the exp allergic mfl ions and 1n the vanous allergic

The therapeutic prop on the card lar system of the
derivates of nicotinic acid are very well known

In the practic use we have employed above all the prmide and the diethylamide
of the micotinue actd. The armde has been adminstered by injections in growmng
doses, from 0,1 10 0,3 or more, for the duration of a month. During the same
time we have admustered the dnethyhmidc of nicotinic acid (coramin) orally,
1n the doses of 20 to 30 drops at a time; 3—4 times a day. With this therapy wr
have the possibility to act upon the allerpic factor as well as on the cardso-vasculae

* From the Institute of Medical Semefology, University of Rome,
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and particularly on the capillary factor. The chinucal results are favourable 1 a
good number of cases. The absolute harmlessness of this therapy permits us to

d it, after a long exp , as well worthy of a more extensive prac-
tical use.

PROBLEMS CONCERNING THE PHYSIOPATHOLOGY OF
BRONCHIAL ASTHMA

by
HELGE COLLDAHL

In severe asthma the pulmonary ventilation and oxygen uptake are not commen-
surate with the actual needs of the body. Duning the most severe attacks, both
1 man and in expenmental ammals, the ventilation of the lungs as well as the
uptake of oxygen are lower than under basal conditions. This leads to the devel-
opment of an oxygen debt dunng attacks, a deficit that must be made good
afterwards. In mild asthma the pulmonary ventilation and oxygen uptake rise
above the normal. No oxygen debt occurs.

‘The asthmatic breathing, as such, affects the body temperature, Severe and
long-standing asthma leads to a fall of body temperature while mid persistent
asthmatic breathing produces a rise. An clevated body temperature casnot,
therefore, always be interpreted as a sign of a complicating infection

The systolic as well as the diastohic blood pressure, though the latter not so
frequently, considerably ncrease as 2 rule dunng severe attacks in man. An
elevated blood pressure together with severe asthma symptoms therefore do not
with certamty 1ndicate a state of primary hypertensive disease.

The altered gaseous tenston during asthmatic attacks provokes changes m
ussue respiration in ammal experiments, partly caused by destruction of cozymase.
The changed tissue respiration 1s caused by respiratory insufficency and 15 not
the result of a specific allergic reaction.

Changes 1 nicotinic acid metabolism sometimes occur in man dunng respiratory
insufficiency. This suggests the possibility of an altered tissue respiration 1n man
100, as nrcotinic acid 15 one part of the cozymase molecule

During asthmatic attacks the pulmonary mixing capacity of the respiratory
gases 1n the alveolar bronchual system decreases whea studied by contrauously
recording the nitrogen elimination from the lungs duning oxygen breathing The
elimination of gases frorm the blood m the exhaled air s also diminished it asthma,
a5 is shown by a new test of pulmonary and cardiovascular function, the P.A E.C.
test The two lastmentioned tests do not run parallel with each other, When
there is no stenotic breathing the washing out time for nitrogen is about normal,
but even then the p 'y acetylene ination after 1njection
of saline, saturated with acetylene, can for a time be decreased as a siga of per-
sisting pa}tholognc processes in the lungs

The nitrogen eltninating efficiency of the lungs duning oxygen breathing is
valuable for an objective of even muld asthmatic breathi

&
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3 F. FARRERONS-CO

The only pownt I wish to make in this ion 1s the ly imp fact
that the BIC system | it 1n the of the allergic reaction.

The following two shides will show you the results of my experiments with dogs.
1 determined the nor-adrenaline content of the dogs' blood before and dunng
the anaphylectie shock 1t will be seen that the nor-adrenaline content increases
0 all cases This means that anaphylectie shock is not only a problem connected
with the cholinergic system but with the adrenergic system as welt

W. 1. QUARLES VAN UFFORD

To show my great interest 1n the paper delivered by Dr Halpern, [ also wish to
stress the very favourable results, often obtained in treatment with aminophylhine.
We administer ammophylline as a powder, as 2 liquid medicine ot as suppositonies,
by iatravenous and wtramuscular injecuion and by tatravenous doup

It 1s given to prevent and treat acute attacks:

1) as an adjunct 1 the treatment of dyspnoea due to exercise (e.g 1 supposi-
tory of 360—480 mgm twice dasly, or three times one powder or tablet of 200mgm,
often combined with administration of vitamn ¢),

2) as an adjunct 1n cases showing Eca changes;

3) as an adjunct in chronic shortness of breath associated with coughing, dys-
pnoea, etc. In these cases we prefer piving Ringer’s solution or glucose by in-
travenous drip, daily for 10-12 hours, with 240480 mgm. of aminophylline,

with the ad of exp i etc. The patient
often returns home at might, so that he stays in his usual surroundings as much
as possible. In recent years this treatment resulted in the disappearance of the
symptoms 1n fifty patients, who thus were helped to find a way out of the
deadlock;

4) as an adjunct in the treatment of status asthmaticus. Years ago, we treated
these cases with § -2 intravenous injections of 10 ml, of 10 per cent calcrum glu-
conate daily (injected slowly), 240mgm ofanunophyllinedissolvedin 10 ml.(injected
slowly) and, finally, 500 mgm of vitarmin ¢ in 5 ml, During the last few years
we have been giving aminophylline by intravenous dnp (240480 mgm. every
12 hours), if need be, several days in succession. This method has the addiional
advantage that, should the result be unsatisfactory, Acti may be added to the
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intravenous drip without the patient's perceiving any radical change in treatment.
The main reasons for stressing this method of treatment have been the results
obtatned with intravenous drip 1 chronic shortaess of breath, dyspnoea due to
exercise and status asthmaticus.

F. WYSS-CERUTTL

1 would Itke to speak about an old quarrel concerning the pathogenesis of asthma,
which has occurred some hundred years ago and in which the well known Biermer
and Winthrich were mvolved. Brermer supported the classical theory that asthma
was caused by a bronchiolar stenosis The mainly expiratory dyspnoea thereby
being affected by a valvelike oclusion of the iolar wall dunng exp
Agamst this view Winthrich pointed out that asthmatic dyspnea was consecutiv
to a cramp of the mspiratory muscles.

In the last 10 years we have investigated the different factors involved in bron-
chial asthma in order to elucidate this problems.

Farst of all 1t was necessary to calculate the degree of bronchiolar obstruction
by measuring the resistance to air flow in the bronchial system. This can be
computed from figures on the flow rate and alveolar pressure, which are easily
avajlable by applying the method of Vuilleurnter, which I will not describe m
this discusston.

The quottent of alveolar pressure and air-flow rate amouats m normals from
10 to 30 and m asthmatics from 30 to even over 100. During quiet breathing the
flow resistance remains nearly constant duniag expiration, whereas forced ex-
puation evokes increased bronchial resistance even m normals. In severe asthma
forced expiration may lead to complete oclusion of the whole bronchiolar tree
Even though intrathosacic pressure may reach 2500 milimeters of water under
these crrcumstances no air is able to Jeave the lungs and the bronchiolar resistance
therefore raises to mfimte values, The valve-ke mechamsm can easily be ex-
plained by the followmg slide A great intrathoracic pressure is necessary in order
o the b i Ths i pressure
compresses not only the alveoles but as well bronchioles and the pars mem-
branacea of the trachea and great bronchi. The collapsus of the pars membranacea
which follows from thus compression may very well be put to evidence by broncho-
scopy.

Thus the bronchiolar stenosis and the exspiratory collapsos of the bronchial
wall play a it part in the path of asthma.

Now what about the inspiratory cramp of the respiratory muscles?

The fact, that the diaphragma during a severe attack of asthma may often be
found in completely fixed i ry position and other observattons
make a spasm of the inspiratory muscles very probable. The existence of such
2 mechamsm could be proved through el graphic studies. The
of action-potentials of the diaphragme 1s difficult and rather dangerous, We have
therefore 1n our studies on the easil ble st do mastor-
deus and scalenus anteror. Exght healthy control-persons showed a more or less
marked electrical actvity duning inspiration and not at afl during exprration.
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Asthmatic and emphysematic patients are however characterised by a very strong
electncal activity during both parts of the respiratory circle. Occasionaly it may
be seen that imterruption of an acute attack by a bronchospasmolytic agent is
followed by a prompt decrease or cessation of the spasm.

It 1s our opinton that the spastic activity of the diaphragma and of the other
inspiratory muscles 1s mduced by stretch receptores in the bronchial wall, which
are connccted by vagal fibres to the respiratory center, Time is too short to explain
this probable mechanism,

It may be therefore that Brermer was as right as Winthnich, both the broa-
chiolar spasm and the cramp of the inspiratory muscles taking part i the patho-
geoesis of the asthmatic dyspnoca.



FURTHER OBSERVATIONS ON THEEFFECTOF
SPECIFIC HYPOSENSITIZATION IN ASTHMA *

by
EGON BRUUN

- Bray once said: *“The capriciousness of asthma is one of the most fasci-
nating, even at the same time disturbing, factors in the study of the
subject.’ Probably, most of you will agree that also the diagnostic problems
in asthma are both fascinating and worrying questions, and I feel con-
vinced that you all share my feelings about the freatment of asthma
which is at the same time a fascinating and wonderful inspiration, and on
the other hand so capricious a task that it may bring you to the point
«of a nervous depression.

When, in a capricious disease, one is working with both capricious
diagnostic procedures and capricious forms of therapy, the evaluation of
the therapeutical results must be a somewhat delicate affair. To-day,
the Committee has wanted an evaluation of one of the various forms of
treatment of asthma, the specific hyposensitization, but 1t must be
stressed at once, that specific hyposensttization is not the only form for
treatment of asthma, and in some cases not even the best one. However,
on the basis of more than 14 years’ experience, I daresay that a specific

+ hyposensitization, based on a sound and critical diagnosis, in most
cases of asthma offers the patients a better future than other forms of
treatment.

When, in 1941, the Allergy Clinic in Copenhagen was opened, the
following three questtons had to be taken into account:

1) How often is asthma an allergic disease?

2) How often will it be possible to demonstrate the etiological

causes?

3) Wil specific hyposensitization be effective?

The hterature did not help us much, In the hands of reliable scientists the
. results of specific hyposensitization in asthma varied within very wide
limuts, improvement being stated in from 20 to 90 per cent.

‘Therefore, we set ourselves the task to apply such diagnostic proce-
dures that a reliable allergy diagnosis was obtained, and to procure a
material of patients which would clearly demonstrate the value of
specific hyposensitization.

* From the Medical Outpatients' Department, Umversity of Copenhagen Subdivision for

Allergic Discases (Egon Bruun, M.D)
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Already in the twenties, the early Dutch allergy school (Storm van
Leeuwen, Tissot van Patot, and Varckamp) advocated exogen allergens
as the main cause of asthma, and on the basis of the anamnesis, cutancous
diagnostics, provocation tests, elimination procedures and several other

TABLE |

Results of specific hyposensitization in 239 asthmatles, period of observation:
6—12 months (Bruun, 1945)

Number of o Average duration
patients a4 of asthma
I
Without symptoms ‘ 50 7.0 years
Improved . .} 161 3% 9.1 years
Unchanged . . 2 nay, 116 years
Worse f 1 05%
Total . ‘ 239 patients

examinations we arnved at the conviction that in most cases (probably
all) asthma is an allergic condition, and that in most cases an adequate
exogen allergen can be demonstrated as the etiological cause.

On purpose it was decided to treat all cases of asthma, whether com-
plicated or not, in which an allergic condition was considered the basic
factor, with specific hyposensitization, and to use this treatment as the
only form of adequate therapy. The programme was divided in various
stages. First, 239 paticnts were treated with one single series of hyposen-
sitization, lasting 2—3 months. The results will be seen from table 1
(period of observation: 6—12 months),

Secondly, the same patients and several additional cases (a total of 478)
were reexamined after a period of observation of about three years,
and some of the patients were treated with more than one seties of
injections. As might be expected, the good immediate results were not
lasting, and after a lapse of three years the percentage of improvement
dropped from 88 to 60 (Table 2),and finally it could be doubted whether
specific hyposensitization is in reality superior to other forms of
asthma-therapy, because in a control material Henriksen found a per-
centage of improvement of 52, It seemed, however, as if the results
were improved if the patients were treated with repeated series of
hyposensitization (Table 3), which may indicate that by a continous
treatment over a period of several years the results might be improved.
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Before this, h , the infl of the psychological factor in asthma-
therapy had to be evaluated. To this purpose placebo examinations
were carried out. For a period of 18 months house dust allergic asth-
matics with odd case record numbers were treated with the specific

TABLE 2
Results of specific

period of observation.

P

it in 478
3 years (E. Henrtksen, 1951)

Number of patients %

Without symptoms ..... e 36

Almost without symptoms . 38 ash

Improved ... B 212 J*©

Unchanged . 108

Wonse ., 51

Dead .. 33

Total ..ovvevvennn. 478 patients
TABLE 3

Results of specific hyposensitization in relation to the number of seties
of injections (E. Henniksen, 1951)

Number of series Number of patients o
of injections improved %
1 146 57.2%
2 69 510%
3 38 655%
4 21 750%
5 or more 12 750%
i)

extract, and house dust allergic asthmatics with even case record num-
bers were treated with placebo; from table 4 it becomes evident that

» _specific treatment is superior to treatment with placebo. Erik Andersson,
is his studies on the effect of cortisone and AcrH therapy in asthma,
also made placebo experiments and arrived at the same figure: 4 out
~ of 11 patients, i €. about one third, improved with placebo treatment.
These 1nvestigations demonstrate that when the patients are given
the impression of being under adequate and proper treatment, one third
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will state improvement, indcpendent of what kind of treatment they have

. been submitted to. This must be borne in mind whenever 2 new form

of therapy claims to give results in asthma,

In 28 patients we were able to carry out a kind of double control, as
these 28 were first treated with placebo and then, after a suitable period
of observation—with the specific allergen. From table 5 it appears that

TABLE 4
Control examunations of the specificity of speeific hyposensutization (Bruun, 1949)

hypzscpccngxﬁ:mllon Placebo treatment | Total
o 19
m;‘lﬁ‘v’iiy'.".*"." ™ P ;E .243% | 0 58 3253%
Unchanged 189% 549 %1
Worse . 325 BEI% | Yyp5y 665337
Number of patients .. | 95 ’ 89 184

TABLE 5

28 house dust allergle asthmatucs, first treated with placebo injections, subsequensly
with extracts of housedust. Probable mean error on the mean figures 7.9 %, and 8.3 %,
(Bruun, 1949)

Placebo Specific hyp
‘Without symptoms. 0 2
Improved .... .. [ 1% 19 %
Unchanged . . 19 5
Worse.i 3;79% 2%25./'
that 22 out of 28 patients ined uninfl d by placebo t

whereas n the same group of patients only 7 out of 28 did not improve
after specific hyposensitization.

. On the basis of Dr. Henriksen's observations that the results are
mp by rep d series of injections, we started, in 1951, a con-
tinous form of specific hyposensitization, in the way that a continuation
course of the strongest dose—generally 0,7 ml of a 1 ; 100 dilution—
Is given once every second or every third week for three years. After
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three years® treatment the injections are discontinued, and the patients
are kept under observation for a period of another three years. As
mentioned above, this experiment was started in 1951 and, consequently,
has not been finished yet, but on this occasion some preliminary re-

sults can be di d. The definite evaluation must be postponed for
another two years, or maybe even more. A total of about S 600 paueuts
are included in the experiment. To eluci the astt in

each patient 1 have tried to make a graphic illustration, a diagram
for each patient. In a co-ordmate system the average duration of
asthma attacks per month forms the ordinate, and the time of obser-
vation constitutes the abscissus. When, for instance, a patient claims
to have asthma for about one hour every night, the duration of his
attacks is estimated at 30 hours per month. In another case the patient
may state that he suffers from asthma constantly for 2—3 days, in
connection with colds, and that he gets such colds every second month;
in this case too, the monthly duration of asthma will be estimated at
about 30 hours. From these examples it appears that the diagrams
cannot give information about the type of asthma, but it can give you
a rough idea of the effect of a long term treatment. On pages 19—28.
such ten diagrams are reproduced. These ten have not been subject
to any selection, they simply represent the ten first of the series. Better
les could be d d, if they were picked out of the material,
but it seems more suitable for the purpose to show you these cases
that have not been sclected.

From diagram 1 it will be scen that a patient with a severe bron-
chial asthma of a duration of 11 years can be regulated by specific
hyposensitization. It will be seen too that the first attempts of hyposen-
sitization (in February— April 1944, in September—December 1944, in
June—December 1945, in August 1947—February 1948) resulted n
relatively short periods of relief, but sooner or later she had relapses.
When, 1n September 1950, the contmous form of hyposensitization was
commenced, she obtained a permanent freedom of asthma, which has,
till now, lasted for more than a year after discontinuance of the
treatment.

‘There is nor eason to go into details with the rest of the dia-
grams, as all necessary information can be obtained from the tables,
but 1t must be mentioned that in one case, diagram 5, the thera-~
peutical result was unsatisfactory. In this case the curve never reached
the bottom-line, i.e. the patient never got free of symptoms. The patient
is 2 baker with allergy to flour, and it seems reasonable to consider
the daily exposure to the specific allergen to be too intense a factor
to obtain a good result with hyposensitization.

As to the intradermal reactions it could be stated that after three
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years of treatment they were definutely weaker than bchrc treatment,
\On the other hand the vital capacity did not seem to be influenced by
hyposensitization.

TABLE 6

Mortality rate in asthmatics, treated with .vpm'ﬁc hyposensuization, and in
asthmatics othernise treated

Speaific hyposensitization Control material

Malmros & Rydberg, 1944 1 per cent 4 per cent
E. Henrksen, 1951 2.9 per cent 49 per cent
TABLE 7

Rate of invalid pension granted in treated asth and n asth s

Iy

otherwise ereated (E. Henriksen, 1951)
Specific hyposensitization 1.9 per cent
Control matenal .... . .. e 6.1 per cent

Bestudes the direct effect on the asthmatic conditions, some other factors
must be dealt with, when you want to evaluate the benefits of specific

. hyposensitization. It is generally agreed that about 5 per cent. of asth.
matic patients die from asthma, Of the many statistics, onc of the
Tatest will be quoted: McCracken, from Dr. Williams® Clinic at CardifT,
in a follow-up of 80 asthmatics over a persod of 10— 12 years, found
10 per cent died, 5 per cent from asthma, Already 1n 1944, Malmros &
Rydberg, of Sweden, demonstrated a smaller mortality in specifically
treated asthmatics than in controls. Henriksen made the same obser-
vation (table 6).

In addition, Henriksen found a remarkable difference in the number
of asthmatics, who got an invalide pension, in the control group (6,1
per cent), and in the group of specifically treated patients (1,9 per cent),
see table 7.

Fially, the value of the specific allergic diagnosis without other
treatment besides that of elimination should not be overlooked, but is
not within the scope of to-day’s subject.
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On the basis of these observations we feel it justified to recommend
specific hyposensitization in asthma as a long term treatment. Whether
three years of therapy is necessary, cannot be decided yet; probably a
more individual treatment should be aimed at on the basis of the strength
of the intradermal reactions. On the basis of our experience it seems
bleto inue the hyp untif the

‘become definitely weaker than before treatment. Although there are
exceptions, the general rule 1s a correlation between good results and
definitely weakened, intradermal reactions.

The effect of the specific therapy stands and falls with the right
etiologieal diagnosis. It is not sufficient to demonstrate a positive

. cutapeous reaction; several other factors must be taken into account,
when the allergic diagnosis 1s established.

Failures in specific hyposensitization are due to a wrong disgnosis
—false reactions, unspecific reacuions, ete—or due to a neglect of 2
specific cause, which should be removed from the patient’s environment.

At last it must be emyp ¢ that specific cammt cure thc
comphca!mns of asthma, neither b hiti: ph
nor sinusitis. Too often the allergist is blamed becanse o{' poor results in
conditions that have notling to do with allergy. Therefore, we must try
1o get the patients 1o commence treatment as early /s possible, before
chronic complications have developed.
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FAILURE OF SPECIFIC DESENSITIZATION IN THE
TREATMENT OF BRONCHIAL ASTHMA

by
P. J. VAN DER WERFF

The causal-actiological treatment of bronchial asthma should be based
on:

a) Systematic examinations, made to detect the determinants, which
differ markedly in each individual case: allergic factors, endocrine
disturbances, focal infections, ete.,

b) if possible, the climination of these factors,

¢) and as regards the allergic factors, especially air-borne allergens,
hypo- or desensitization, 1as avoidance of the inhalants is not always
possible for practical and/or social reasons.

Valuable though it may be, this mcthod does not always yield bene-
ficial results 3 32,

These failures are due to various causes:

1) The incorrect selection of allergens, owing to inaccurate or in-
complete investigations and tests for air-borne substances and foods,
which might be a possible cause of allergy 1n the patient concerned,
will a priori result 1n the failure of specific desensitization.

As regards the house dust problem, it may be stated that preparation
of an extract from dust obtained from the house of the patient, com-
bined with examination of the dust samples for the presence of fungi,
1s essential in cases in which skin tests for allergy with standard house
dust extracts are negative and the history of the patient suggests hyper-
sensitiveness to dust, Utterly unexpected and unusual associations of
fungi were observed 1n some exceptional cases (f.i.: Aleurisma Guillier-
mondi Gngoraki, Absida ramosa (Lindt) Lendner, Botryosporium
longibrachiatum Oud., or: Thiclariopsts paradoxa (de Seynes) v.
Hohn., Acrospeira levis Wlltsh) We use the fine dust gathered from
mante]pxeces, furniture, etc., in preparing house dust extracts, rather
than the coarse dust collected by the Among other
things, the latter often contains ammal haus and coarse particles
of street refuse, substances apt to cause a marked non-specific secondary
reaction, which may lead us into error in evaluating the results of skin
tests for allergy, both those of the first skin test and those of the sub-
sequent tests during desensttization.

The chief factors, which have to be especially taken into account in
the Netherlands—if we wish to avoird omissions in examining patients
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for allergens are: house dust; moulds; pollens; old kapok, bed-feathers,
sea-weed, waste wool, oat-husks, dried ferns and Alp-grass for stuffing
mattresses, pillows and upholstered furniture; mites; haystack and
cornstack dust; animal dander; foods. We found no demonstrable
allergy in about 6 per cent of the cases.

As regards occupations and trades, it may be stated in general that
the most frequent and severe cases of asthma, may be anticipated where-
ever vegetable or animal substances are used in industry and the mucro-
flora of spoilage fungl with fairly constant associations, specific of each
of these substances, is present. 32

2) Incorrect indications will inevitably result in disappointments, We
shall briefly review some of the principal clinical pictures:

a) Detalled exarmnatmn ci‘ the sputum and X-raying are essential 1

a di in patients with asthma showing
symptoms of bronchitis. 1

Specxﬁc desensmzatmn may be naturally be expected to be succesful in:

! bronclutis, as it actually 1s a chronic asthma
of a]lerglc origin, marked by the production of a visctd, mucous, occa-
sionally foamy sputum, which always contans a large number of
eosinophuls, whether or not accompanied by acute attacks of asthma.

Failures are bound to occur, when by an unsufficiently detailed
examination specific fungus desensitization cure is admimstered n cases
of bronchial asthma, secondary to mycosis or thrush of the bronchi and
lungs. 2 3 The nternal source of allergens should be destroyed by
medical or surgical treatment 1n these cases, irrespective of whether an
active inflammation is involved or a silent growth of fungi has occurred
in the respiratory tract.

There is a chance of failure when the wrong time has been chosen to
start desensitization, viz. in cases of chromic asthmatic condition with
secondary infections by bac!eﬂa ‘These cases usually show mﬁammauons
caused by H;
aureus, Neissertae or combinations of these bacteria. 25

With a few exceptions, the asthma was either seen to remain un-
changed or even to show frequent signs of aggravation in these patents,
when antibiotics were admimstered prior to anti-allergic treatment. 215

The cause of this phenomenon continues to be obscure.

Specific desensitization has no effect on possible bronchiectasis asso-
ciated with asthma, a frequent ccmphcauon

b) Once a sub has developed, possibly panied
by cor pulmonale, desensitization will not result in its dxsappeamnce
This treatment will only be of use when the condition is associated
with attacks of allergic asthma In our experience there 15 a considerable
- chance of general systemic reactions in these cases; we don’t know why!

3
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All this implies that complications should be prevented if possible
by early anti-allergic treatment, preferably as carly as the stage of vaso-
motor rhinitis, which so often precedes bronchial asthma.

3) The incorrect use andor too short a duration of specific desensiti-
zation is conducive to faitures.

The usval methad, viz. the sub injection of i g doses,
\vhclhcr or not under the protection of adrcna]mc sympalol anti-
AcTH prol and cortisone, may rapidly induce a

state of hyposensitiveness 1n various cases of asthma with ‘rush-desen-
sitizing therapy'. ® This treatment 1s especially useful in preventing
relapscs followmg the return of the patient to his home surroundings
after hospitalization No sati y results will be obtained ho“ncr.
unless treatment with 2— 3 weekly injections 1s continued for at least six
months; another eighteen months, during which maintenance doses are
gwven at increasmgly long intervals, bemng required to obtain results
positive both from the serological and climcal point of view.

This 15 especially true of patents allergic to seasonal moulds and
individuals engaged 1n particular trades and occupations, such as far-
ming, the baking trade, flour mills or the textle, wood and leather
industries.

In our experience this only applles to air-borne allcrgcns

For we have never observed ble results, ob d b; u:
injections against foods
Ocecasional treatment with sheptophylaxis or prol i habi

or izing by oral ion of gr ing doscs 2
# 13 did indeed result in some improvement in scarcely 17 percent of a
group of 260 patients with charactenistic food-allergy in our hospital
On the other hand, psychogenic factors played such an important role
in the notso many cases m which treatment was ‘completely succesful’ that
even the results ot d 1n these subj do not 1y reflect the
true state of thungs. Therefore Willem Kremer, who devoted particular
attention to the problems of food allergy for many years, believed these
methods to be of little use in treatment.

Our own experience has not been sufficient to give an opinion re-
garding the value of spray inhalants ¥? and oral methods in the treat-
ment of inhalance-allergy ** % * and Urbach’s oral propeptane the-
rapy, % the subli 1, % the intr ® and the intramuscular
methods of admunsstration of allergenic extracts prepared from inhalants
and foods.

Confining ourselves to desensitization against inhalants, the next
cause of failure may be stated to consist in:
¢ 4) errors of dosage. Too small doses, may occur, as all liquid allergenic
extracts decrease 1n allergenic potency, slowly in some cases, rapidly
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in others; among other things, this depends upon the temperature at
which the vaccine is stored and the type of fluid used in preparing
extracts, Recently prepared liquid pollen and fungus allergemc extracts
sometumes show a particularly rapid decrease even in the first days,
Clinically, this involves the danger that the first injections of such a
recently prepared vaccine might give rise to general systemic reactions,
(When desensitization was administered in low dosage dunng a rather
long period, this treatment sometimes has yielded excellent resulits),

Apart from the danger of systemic reactions, ¥ in our experience a
farlure is most liable to occur when too large doses of the extracts pre-
pared from pollens, moulds and yeasts are administered ( cf. p. 40).

When patients are being tested or treated with drugs, regardless of the
method of administration, danger is present.” Special mention should
be made of this drug allergy, which sometimes, e.g. when using pulv.
rad. ipecac. and pulv. fol. digitalis, does, but frequently does not induce
a local wheal in skin tests for allergy. 1* Severe systemic reacttons may
occur unexpectedly in these cases, as we saw in skin tests with aspirin
and diphantoin, and also observed in the case of a worker employed
at a pharmacentical factory, who was hypersensitive to neo-arsphen-
amine.

5) Likewise an incorrect evaluation of the results of skin tests for allergy
during desensitization may provide unpleasant surprises. One should
be careful in evaluating the reliability of local wheals as a sole test of
the stage of hyposensitiveness or desensitization respectivily. Like
others, % we frequently observed, that an initial increase of the local
reaction 1n the early stage of was followed bya
accompanied by a progressive improvement of the clinical symptoms
of allergy. Undoubtedly this was not true in all cases In that event the
skin reactions continued unchanged or disappeared entirely, regardless
of the result of treatment. 3 4, 1, 1

. Thus some cases showed an improvement without skin tests differing
s}gniﬁcantly from the initial reactions, whereas the positive skin reac-
tions even decreased or disappeared in others, which had to be defined
as fatlures from the clinical point of view. The statement that one should
be careful in increasing the dosage in the case of a markedly strong
skm<reaf:tion continues to apply in clinical cases. One should be double
careful in the event of none, only a slight or a delayed reaction.

It is virtually impossible in practice to determine the quantity of
circulating serum reagins and possibly that of blocking antibodies at
regular intervals. In addition the latter are not always produced, not
even when large doses can be tolerated. This is true e g, in the case of
house dust and in that of the lignase- and cytase-producing fungus
Trichoderma vinde Pers. ex Fr., as I was able to observe personally.
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When the vanations in the results of the skin tests for allergy made
to verily the effect of treatment during desensitization are studied in
the light of current serological knowledge, they will after all be under-
standable to a considerable extent.

Without wishing to minimize the work of other investigators in this
field, attention rmay be drawn to certan milestones: the introduction
of specific desensiization in human medicine (Freeman, Noon, 1911);
the demonstration for the first ime of inhibitors in the blood of asth-
matic patients with fungus, feather and cat’s hair allergy (Storm van
Leeuwen and Kremer, 1927, Kremer, 1932); the rediscovery of these
inhibitors 1n the blood of patients with hay fever (Cooke ¢.s., 1935);
the determination of the nature and point of action of antibodies in-
hibiting the reaction (Van Dishoeck c.s, 1942).

In the opinton of Van Dishoeck,—and we are in complete agreement
with this view—, the decrease of the sessile tissue reagins and an increase
of crrculating reagmns (state of hyposensitiveness) 1s followed by the
actual desensitization caused by the blocking antibodies, which as he
showed, act upon the reagins and which he therefore called ‘antireagins’.
6 e

It 1s conceivable, that in some cases of failure there may be a likelihood
of a compensation situation occurning 1n an occasionally permanent
intermediate stage between the increase in reagins and the production
of antireagins, including the possibility of other, so far unidentified,
factors.

6) Accordingly, excluding other causal determinants, there are a
number of patients, who are unable to acquire a state of hyposensitiveness
or desensitization In these cases there was a certain tolerance to the
allergens, Thts was shown even by adequate large dosage of allergens,

t 1y admuni d, altt the air-borne allergens were not

1 in the exp and inhal -provocative tests and hkewise
no definite improvement subjectivally and chnically resulted.

T) Moreover, there are patients, who, by causes hitherto unknown,
have an intolerance to the allergens mvolved, even when treated with
extremely small doses and with protective drugs

Despite all our precautions taken in asthmatic patients with inhalance
allergy, symptoms persist 1n at least one-third of the total number
of patients, approximately the same number as in vasomotor rhinitis.

No one will doubt the value of specific desensitization. Anaphylactic
ammal experiments have provided conclusive evidence of its use.
Failures hardly ever occur in animal experiments, although individual
and generic quantitative variations may be observed.

There are much more doubtful factors in men, however, so that the
risk of a large number of failures must be taken into account.
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The realization and study of these failures are of particular impor-
tance, as they may possibly put us on the track of the other causal
factors which in addition to sensitization play a role in bronchial asthma.

SUMMARY

The causes of failure in treatment of bronchial asthma by speaific
desensitization are reviewed.
Failures may be due to:

the incorrect choice of allergens,
incorrect indreations,
- use of an incorrect method of specific desensitization,
incarrect evaluation of the results of skin tests for allergy,
inability of the patient to acquire a state of hyposensitiveness or
desensitization,
intolerance to the allergens involved.
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DISCUSSION

SOME PROBLEMS CONCERNING THE RESULTS OF
TREATMENT WITH SPECIFIC HYPOSENSITIZATION

by
HELGE COLLDAHL

Three factors are of spectal jmportance i the treatment of asthma apart from the
attacks They are specific hypersensitivity, bronchial infection and focal infectous
processes

It 13 very important to stress, when judging the result of asthmatic treatment,
that the asthmatic troubles jn a special case are often caused by multiple factors
and that the result of the treatment depends upon how mportant factors could
be more or less eliminated by the treatment.

The effect of specific hyposensittzation must therefore be dependent upon the
degree of importance of the specific cause of the asthmatic troubles in the special
case. Regarding different asthmatic patients for whom specific causes are of
importance, the specific factor is of extremely varying significance for the devel-
opment of the asthma. Therefore specific hyposensitization must differ greatly
1n 1mportance in different cases, even if specific hyposensitization 1s only given
when specific allergic factors are of importance for the asthmatic troubles. I
therefore think 1t 15 of extreme value to 1nvestigate by the help of provecation
tests and so on as to how mmportant the spectfic cause is 1 a special case.

In a senes of 387 asthmatic patients investigated 19501953 at the allergy
laboratory of the medical clmic of the University of Luad, Sweden, there was

ion for spectfic hyp i 1 about 25 per cent. (Lund 1s 2 small
town, most of the patients come from the country around.)

Of the 387 pateents 229 (59 per cent) showed a positive skin test while 158
(41 per cent) showed a megative. 43 per cent of the patients with positive skin
test gave a positive provocation test The best indication for giving spectfic
hyposensitization 1n our opinion 15 & positive provocation fest

The patients to whom specific treatment was given have also received other
forms of therapy. Of these patients I have had the possibility to follow 53 for
33 years. The spectfic treatment was contiued during a Iong time, 2—3 years
47 per cent had no troubles or were very much improved, 19 per cent much
improved, 19 per cent improved. In 4 per cent no improvement occurred. In 5.5
per cent it was impossible to carry out the treatment and 10 5 5 per cent the
Ppatients declined to complete the treatment.

Thus a result of the combined therapy was obtained in 85 per cent,

1 think nobody can deny the effect of specific hyposensitization in a case where
specific factors are of great importance The fact that in certain cases the result
of specific hyposensttization 15 only slight, must not necessanly be interpreted as
faslure of the treatment, In such cases the effect of the spectfic factor can have
been compl 1 , but the imp. of the specific factor was ouly
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slight and other factors were of much greater importance. Combined treatment
15 often necessary. For the successful treatment of asthma it is important that as
many different etiologic factors as possible are detected and eliminated or treated.
Of special importance it must be to treat or elminate the most significant causes.

Many authors have considercd 1t important to have a control material when
judging the results i cases where specific treatment had been gren. Some of
these authors have as contsol material used cases, where a specific sensitivity
had not been detected Under such circumstances the control material, according
10 my opinion, cannot easily be compared with the group where speafic factors
are of importance. The groups are unlike If one wishes to have a control material
tis o y for such an s to choose cases as similar as possible in
all respects and to treat only every second with specific treatment. This was dane
by Bruun 1949, I think that a large ivestigation in that way would be of great
importance.
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SPECIFIC DESENSIBILIZATION
4
A. W, FRANKLAND

There are very many reasons why when desensitization has been decided upon
the results are not as good as might be expected 1 should hke to mention one
aspect only and this 15 concerned with the dosage, Quite often and possibly
because of the fear of general reacttons, but also because of the farge number
of njections required, a sufficiently high dose s not reached in the course of
desensitization This was well shown 1n a recent controlled tnal carned out 1
patients with seasonal hay fever (Frankland, Acta Allery 1956 1n the press.)

REPLY TO DR FRANKLAND
by
P J. VAN DER WERFF

1 wish to thank Dr. F; for hus suppl y Our experience
bas indeed also shown that admmistration of 200 small doses may ultimately
result 10 hyposensitiveness In using this method, however, 100 much valuable
fime 13 wss\cd unnecessanly and practice has shown that 1n this event the patient
(or the p imes becomes d without need and too soen.
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When the dosage is foo large, the case is quite different:

1) this mvolves the tisk of a more or less severe general systemic reaction and

2) the organism may contmue in the stage of hypersensitiveness, as is also the
case with all allergic patients, who constantly or at regular intervals inhale asth-
mogenc quantities of allergens, which also fail to mduce a state of hyposensitive-
ness.

1t may possibly be worth mentioning that in the past years I treated three

tients who had a shock due 1o admunistration of too large doses; this imme-
dhately resulted 1n a state of hyposensitiveness m two of these patients; the third
had become intolerant, however, as was shown by administration of the weakest
dilutions.

Case 1. Muss C F,, aged 22, a seamstress, hardly able to work as a result of severe
bronchial asthma and vasomotor rhinitis and showing a marked hypersensitiveness
10 house dust of her own home as well as to certamn spectes of Aspergitlus (viz.
versicolor (Vuill) Tiraboschi, ochracens Wilhelm, Amstelodamt (Mang ), Thom
et Church, mdulans Eidam), which, along with Rhizopus nigricans Ehrenberg,
were found to be the fungi prevailing n her home (neither skin tests
nor inhalation tests with standard house dust or other fungt had been positive)
The responses in the positave skin tests were markedly strong; the 4th mjection
given 1n the course of desensitization was seen to result in a local reaction meas-
unwg 2 by 3 em. and mild symptoms of vasomator rhumtis. The fifth mjection
resulted 1u 2 severe dysproea, appearing within 2 few minutes, and a state of
shock, which persisted for 3 hours Subseq skin tests and ion tests
were negative, even when doses were d. Since that time
she has had no further attacks of asthma. Follow-up 5 years.

Case 2 Mr W. den H,, aged 41, an electrician, affected with very severe asthma,
which had rendered him vnfit for work for 6 months past, The patient showed a
marked hypersensitiveness to house dust and all dominant fungi i the home The
first 5 injections given in the course of desensitization resulted in matked local
reactions, the fifth injection being also associated with a mld attack of colica
mucosa, the sixth injection, however, gave nise to a very severe shock. The patient
subsequently continued entirely free of symptoms for well over one year and
stx months The symptoms then gradually 1acreased agam, an improvement bemg
obtained by a prolonged course of desensitization in Jow dosage.

Case 3. J. H., aged 17, employed at an old metal, rag and waste-paper store,
aﬂ'ccl:cd Wl‘lh severe progressive asthma and vasomotor rhinitis Markedly allergic

(ot gieally and to mdustnal dusts and fungi The first two
njections gave.only one + local wheal; the third injection of the { percent vaccine,
in i diately Tesulted 1n rhinuss,

doses,
which showed signs of inz“asing manifestations during the next days and was
folfowed by dyspnoea on the sixth day. After an interval of a fortnight, dunng
which the patient showed no symptoms, injection of a 1 :10 diution of this
vaceine resu!led in continued attacks of severe dyspnoea, persisting for 2 da
Three injections of a placebo faled to elicit any response, but administration
of 2. 1: 100 dilution was followed by shock, marked by general distress, scvere
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dyspnoea and a brief collapse. A placebo was given for a few weeks, [ollowed. by
admunstration of a 1 : 100,000 dilution, resulting in a marked local reaction,
mild dyspnoea in the evening and a mmild degree of vasomotor rhinitis appearing
the next day

1 previously reported the case of a patient with hay fever, who initially showed
marked local reactions, 1 view of which fact great caution was used in desen-
sitization. In the third year the local reactions had diminished and the doses
were increased somewhat more rapidly, which tnexpectedly resulted in a very
severe state of shock. The first subsequent injections gave nise to local reactions,
which were as marked as they had been at the beginning of desensitization cure.

SPECIFIC TREATMENT OF ASTHMA
by

R. ALEVANY-VALL

The treatment by pollen 15 quute efficient at the first stages of the pathologic
condition, these stages are counted by seasonal years when only conjunctivitis
or rhinitis are present Later when asthma appears, — also of pollinic ongin —
although the whole picture may disappear specially mn those sensitive o grami-
neous plants; 1n those who are sensitive to other pollens, a more or less seasonally
evident rhimtis may remain present, in spite of specific treatment.

In Barcelona we have patients sensitive to grammeous plants, whose symptoms
disappear even in the course of the same season, if they are then subjected to the
treatment; but do not appear during the season, if the pre seasonal treatment
has been followed.

Patients sensiive to Platanes (Plutanus onentalis) suffer from rhinitis and
asthma, 1mp by the although, g tly, not quite so much, as is
the case with those sensitive to gramineous plants; this occurs also in those sen-
sitive to “Parietaria officinalis’, of which many cases may be seen on the Meduter-
ranean Coast; this depends on the larger diffusion of pollen m the local ambient
arr of the patient, m proportion to neighbourtng plants When there is a large
quantity of pollen present, the treatment may even give opposite effects.

‘We admunister injections on alternate days, or one cvery week or (wo weehs
per tenth parts of 100—10,000 units, this specificity is the clearest and most
evident of all allergic affections. Cutaneous reacttons remain positive even out
of season — these reactions, to certain pollens, will recur even years afterward
n patients without any ensis or very shghtly affected (Parietana),

Those sensitive to Chenopodinm Album respond very well to the treatment.
We found this pollen not only at the begianimg of autumn, but also in summer,
spring and even in winter.

We have not seen pollic cnises only appeaning during the night; we have
seen, however, night-crises 1n patients suffering from daily cnses; we have seen
hla;dly any pollen m the house of the patients, and found Iittle at night on the
shdes,
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We saw cases sensitive to the pollens of Cosmos, Aster, Gladiolas, Daisies, etc.
in flonsts, showing large cutaneous reactions and even focal reactions by simple
scanficatron, with pollen above them We do not advise a desensitizing treatment
for these patrents lving in contact with these plants and whose cnses begin
already in June.

Those sensitive to both pollen and dust when the latter 15 widespread in the
ambient arr of the pateent, but only in months of intenstve pollen-formation,
specially in Parietana (April- May or May—June) must be treated oply with
pollen, not with dust; when these two months have passed, the dust does not
act any more, although pollinic crises may occur, less ttensively, on account
of there being less pollen.

We have not often seen patients sensitive to hairs; these always improve under
treatment, provided that the ambient air is not too full of haus. In our service
of Allergy in the Medical School, the sef of various flour-protetn was
obtained (proteose, globuline, ghadmne and wheat glutenime; also albunun and
Ty which have been d as diag: and p means,
for asthmatic bakers; we have even obtained pseudopodic reactions i them;
tn general, proteose and globuline were those substances which reacted most
but the therapeutic results were relatively poor.

ASTHMA AND RHINITIS CAUSED BY FUNGI
by
R ALEMANY-VALL

The may be Limted ively to fungy, or be a conconutant of other
forms of sensitvaty.

1) Sensuivity limited to fungi It occurs frequently 1n patients hving in damp
surroundings (such as houses, cellats, parks, etc) Rhunttis or asthma will appear,
although the best is to remove the patient, mnjections may be adminsstered of
extracts of the fingi which had reacted on the skin, and these injections give
good results, The cures must be repeated sufficiently. The case of the patient 15
clear: nasal reactions may be stimulated by contact with the respective fungus;
there always are nasal eosinophiles.

2) Sensiwity to both fungt and dust: 10 persons living 1n buildings, housing
cereals, stores; ete, The desensitzation with fungi and, at times, with dust 15
£00d; the treatment must be frequently repeated.

3) Sensuity to. Sunge and flour n bakers: The treatment 1s bad and may even
produce opposite effects; 1t is necesary that the patient should be removed
because some of them cannot Temain even a few howrs in these surroundings; we
have always found there Mucor, Pemedluas, etc. € peniallin s administered by
injection, intensive asthmatic cnsis may occur — although not pecessanly, nor
always — and we have seen one with a subcutaneous emphysema.

4) Sensitivity to fungi in patients with bronchins infections and asthma- These
conditions do not respond to treatments with fungus-extracts, but yield to
bactenal vaccines; upon the ad of pentcithin
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reactions may still occur, but they will fast disappear. Skin reactions to fungi
and bacteria may disappear in chimates of high altitude and reappear or even
develop 1nto asthmatic cnises, when the patients go to lower places with a more
damp climate than they were accustomed to.

5) Sensitivity to fungl in patients who exhubit small fibrous-pulmonary lesions
with normat biood sedimentation and general well-being; an intensive and repeated
asthma, even without inittal rhinitis. The is 1mp. d by the ad
tration of fi tracts, and similar products. When the patient feaves
the damp chimate, his asthma quickly disappears.

6) Sensitwvity to fungl and dust in patients, with small and reduced fibrous lesions:
a clear case of rlumitis and asthma 1n damp houses with wvisible moisture on the
paper of the walls, although we did not always find fungi on these walls. It
will be necessary for the patient to change his lving quarters, because, if not,
unpleasant — and even fatal — consequences may follow. If the patient goes
10 ive 1n well-arred, sunny houses with commurucation with free air, the asthma
will quickly disappear.

Para-allergic reactions will often occur.

7) Sensunity to fungi in truly fibrous patients with a high sedimentation without

any fever, positive lacto-g and of the blood alb globull
co-efficient: heavy and rebellious asthma cnises, without mitial rhimtis; such
patients cannot live in certamn chmates d damp, alth

there are no skin-reactions to fungi. These patients will improve, when they live
in temperate semi-altitudinal climates in dry places, protected from winds. Treat-
ment with fungt will give no results.

Indamp climates where hurmidity collects on account of local geographic conditions
there will always be a higher percentage of asthmatic patients whose conditron
is due to fungy, than in those in which there are open spaces and frequent winds.

In country houses, sufliciently far from stores of gran, etc. even if Mucor,
Pemeitlium, Alternana, ete. may be found, their proportion will by far not be the
same, as those of rooms in city dwellings. Fungt are 10 g and
stores, etc. We have even found themt in operating rooms of modemn hospitals.

H. J. TEN CATE

Speaific hyp it is a prolonged and expenst It seems only
justified to wnhalant allergens which cannot sufficiently be elimunated like pollens,
mould spores, house dust antigen and sometimes occupational allergens, like
<ow hair and hay dust with farmers. The results are often excellent, especally
with pollens and mould spores but some patients expertence only partal or no
benefit at all. Before undertaking thus treatment one should be quite sure of the
existence of bronchial sensitizatton to the allergens chosen for desenstization.
If the history corraborates the positive skin test, evidence of bronchral sensiti-
zation exists.
« A positive skin reaction not confirmed by the history needs further investigation
before starting hyposensitization treatment.
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A simple method to demonstrate bronchial sensitwity to inhaled allergens
conststs of inhalation of aerosolized allergentc extracts The effect can be demon-
strated by recording the vital capacity before the procedure and several times
afterwards at 4 munutes intervals

We obtaned the following results on asthmatics when the history was not
considered:

fnhatation results Percentage
Number of pat Slin test

Posiive | Negatve | Positve | Negatwve

249 Strongly pos 147 102 5 41
183 Mudly pos. 65 ug 35,5 64,5
[ Negatrve [ 13 0 100
When the history regarding specific was id on patients

® with positive skin tests the following results were obtamed:

Inhalation results Percentage
Number of pat. Results of
with pos skin tests history
Positve | Negatve | Posive | Negative
143 Positive 107 36 75 25
83 Daubtful 38 45 46 54
177 Negative 39 138 2 78




HOUSE DUST ALLERGEN(S) AND
HYPOSENSITIZATION

by
KATE MAUNSELL

1. HOUSE DUST ALLERGEN(S)

The pattern of bronchial asthma is consmmly changing, owing to
phases in the degree of sensitivity of the individual and to envir

changes due to season and region or such irregular events as floods,
bombings and upheavals m dznly life. The composition of house dust
reflects these envi and is therefore, 1n part, responsibl

for the changing pattern of asthma,

The matenial from which house dust is dernived may be of intramural
or extramural origin, but house dust is not more dirt, a dead mass of
mert matenial. It swarms with living organisms, from 10,000 to several
rmllions spores of fungi can be found 1 one gramme of dust, the number
of bacteria is equally large and mites, too, may Live in house dust. All
these micro-organisms either act as specific allergens themselves or, by
virtue of theirr enzymes, break down complex organic matter into
simpler compounds, thus making or modifying house dust allergens.

The materials which are broken down derive from building and
furnishing materials of amal and plant ongin, such as horse hair
(used not only for upholstery, but also for ceilings in old houses), glue
(the main component of swzes), feathers, cotton, wood and so on.
House dust further contains scales from man, animals and insects, and
particles blown indoors or carried 1n on shoes or garments, such as
plant debris, pollen and plant debris, pollen and soul, and also particles
of ash, carbon and tarry matter, due to atmospheric pollution by fires.
Such is the conglomerate of house dust and several hypothesis are
possible as to the onigin of the house dust allergen(s).

1) House dust allergen(s) may be regarded as mixtures of specific
allergen(s) dertving from these matenals, either in their natural state
or after being processed by industry.

2} In addition to this mixture there may be also one common sub-
stance which occurs during the phase of the breaking down of organic
materials from different sources

Standardization
The Iack of a good method of standardization is the major difficulty
both 1n comparing samples of house dust and in estimating fractions
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from any one single sample Rockwell et al (1947) found no correlation
between the skin-reacting substances and total nitrogen or phospho-
tungstic-acid precipitating nitrogen. Other authors have confirmed this.
‘Woodk (1954) ded the Gel-di que. However,
the method of skin-testing 1s still used manalyzmg the potency of house
dust, although 1t lacks the precision 1 in The

of accuracy posslble is obtained by intradermal skin-titrations and
deter ofa 1d-titre’, This is the reciprocal of the lowest

, dilution of any one extract to give a positive reaction, Every fraction

fl

)

15 tested against a standard fraction and a ratio established between the
two. The ratto of both threshold-titres is referred to as test-index. It
vartes in different individuals to some extent. Each sample was therefore
tested on at least four dust-sensitive individuals and the mean of the 4
test-index figures obtained.

House dust from different houses

It may be that the potency of house dust is influenced by the degree of
humudity of the houses concerned, and this again may depend on the
soil on which the houses stand. Such a possibiity was suggested by
Vallery-Radot (1949) who observed the frequency of housedust allergy
in persons living in houses built along the banks of the Sewne. Harsh
(1952) noted that m the damp coastal areas of San Diego, California,
with a relative humidity averaging 75 per cent, the number of patients suf-
feringfromrespiratory allergy to house dust was high.In contradistinction,
1z an extremely dry inland area, below sea level, with an abundant crop
of pollen, the main allergy was rep by pollen . He
behieved that humidity rendered house dust and possibly other mhalant
allergens more allergentc. In London, which is built mamnly on clay soul,
the onset of house dust allergy occurred more frequently in persons
lving in houses built on a refatively low level near waterways (Maunsell,
1952) 1, Ordman, (1952,1955) drew attention to the fact that m South
Africa, 1n resprratory allergy of the perennial type (which included
house dust allergy but excfuded pollen allergy) 2 combination of high
atmospheric temperature and high relative humidity i constantly
narrow range seemed to be the significant climate factor. Further
pursuing thus question 1 obtained house-dust from different parts of
England, all collected in September 1954, A wide variation in potency
was shown, confirming the results of Rockwell et al. (1947) The strongest
sample, No. 39, of the present senes came from an extremely damp
London house, with cracked walls, and damaged dampcourse, built on
a slopmng clay soll. The average test-index of the crude dust antigen

1 Confirmation of this bservatson came from Milan (Fior and Teses, 1955).
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No. 39 was 250, whercas the test-index of dust from well preserved
houses in different parts of England ranged only from 2—30.

Sample 39 and 8 other samples have been cxamined for their mould
content by Mr. R. R. Davics, and preliminary results showed that the
total colonies of moulds grown per gramme of house dust on malt agar
varied widely. Sample 39 yielded 23,200,000 colonics of Penicillium,
whereas the 8 samples from drier houses in various parts of England
yielded only from 60,000 to 1,100,000 colonies of Penicillium (R. R.
Davies, 1955). This result indicated that conditions favouring the growth
of Pemcillium favoured also the development of the dust allergens.
No evidence, however, has been obtained for regarding the Penicillium
allergen as sdentical with the house dust allergen.

Fractionation

In order to learn more about the active particles of housedust fractiona-

tion of single samples 1s essential.
Mech e !

p the finer from the coarser particles
of house dust. As a result of gravity the smaller, light particles float
1n the air a constderable time before reaching the ground. According

TABLE 1
Rate of full of spherical particles of umt density in air at 20 degrees C. and one
atmosphere pressure

Reactwvity Diameter mcrons Termnal velocity ¢m /sec.
02 0000225
03 00042
a5 00010
1 00035
2 00128
Strong . .. ... 3 00275
5 0078
10 030
20 1.2
30 2.7
50 72
100 25
200 70
Weak....... . 300 115
500 200
1000 385

from C N Davies (1954)
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to Stokes’ law particles of one micron diameter fall at the rate of only
0.0035 cm. per second, whereas particles of abous fifty microns dameter
fall at the rate of 7.2 cm per second, Unfortunately, the smaller particles
which float longer in the air and are therefore inbaled for a Jonger
period are far more active than the larger ones. This was shown by
passing house dust through a sieve with a mesh of 76 microns diameter
Extracts from the fraction passing the sieve produced much stronger
skin-reactions than fractions from the extracts retained by the sieve.
The particulate matter can also be graded into sizes by allowing the
particies to settle in chloroform or benzene, the heavier particles settling
more quickly. Again it was found that the highter particles gave the
stronger reactions. (Table I).

Biochemical fractionation of house dust antigen is based first on the
adsorption of the allergen of house dust by suitable adsorbents, secondly
on the retention of the active molecules by dialysing membranes and
thirdly on their precipitation by acetone. These properties have been
made use of in the various methods of fractionation, The method
descrived by Rimington et al. {1947, 1952} followed the process outlined
by Sutherland (1942) and carried Rt some stages further. House dust
was soaked with dilute ammonda and the extracts treated with sodtum
benzoate {20 grammes to 1 htze). The addition of hydrochlonc acd
{one part concentrated acid to five parts of water) produced a precipitate
of benzoic acid which adsorbed the active material, This was fitered of
and the benzoic acid was dissolved by the action of acetone. The dark
material which was left as a precipstate could be dissolved in water and
preciprtated with aqueous acetone (25 to 80 per cent). The precipitate
obtamed at this stage was termed ‘standard crude antigen’.

Further punfication was obtained by dalysis against crric acid, and
the ash-free matenal was again precipitated by acetone. This purified
material was highly active, but protein tests were nEnge 1t contaned

6 per cent ni ‘When this comy was lysed with weak actd,
the carbohydrates were rapidly broken down and ammo-acids liberated.
Only when sub i Hberation of ids occurred was the bio-

logical activity destroyed. It was concluded that the polypeptide mosety
was the essential part of the structure of the allergen.

The same type of molecute (pot 1des hitked with polypeptid
has been found in the active fractions of fungal cultures, as for example
Pencillium (Stillwell et al., 1947) and cotton {Cayton et al, 1952).

§amp!cs of hou:e dust ahtamed fromm a fiem of cleaners have been

to {Rimmngton et ai, 1947). Gat was
the. only sugar composmg the poXysaochatxdc pnmon i’amnon chro-
matography to idenufy the ysis re-
vealed the simple i ids with the pti of’ and

4
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lystne. The aromatic amino-acids, such as tyrosinc and phenylalanine,
were mostly absent.

Chromatography has now been carried out also on house dust obtained
from single houses. The results have confirmed in the main the previous
findings. In some samples, however, other sugars—glucose and man-
nosc—appeared, apart from gafactose

Partition chromatography using, however, butanol-acetic acid water
instead of collidine as the second solvent, showed again that glutamic
and astartic acids were present 1n all samples, and that the aromatic

! ids such as phenylalanine and tyrosine were only found 1n a
few samples.

Considering the likelthood of wool and harr fibres being present in
the orignal dust, 1t 1s remarkable that argmnme and cystine were found
in traces only (Rimngton) or else were absent (present series).

Inlubition test

The type of molecule described here resembles the blood group speaific
substances (Morgan and King, 1943) which are in the ussues and
secrettons, such as saliva, of many ammals and of human beings of
group A and B Group spectfic factors mnhibit the agglutination of red
cells by the corresponding sera. It seemed of interest to sce whether
the dust allergens would behave serologically in a way similar to the
group specific factors.

Serial dtluttons of one unit of serum in normal saline were
mixed with one unit of standard crude antigen (10 mgm tn
1 ml of normal saline). Control serial dilutions of one unit
of serum 1n normal saline were mixed with one unit of the
appropriate red cells in a citrate suspension, and kept at 37
degrees centigrade for 30 minutes. The titre was expressed
as the reciprocal of the greatest dilutton of the sera causing
agglutination.

Inhibition of the aBo agglutination by the dust allergen was shown,
although the mhibatory activity was of a lower order than that shown
by the blood group specific factors (R Sullwell, M 11
1947). Binaghi (1950) confirmed this inhibition of red cell agglutination
by house dust allergen(s) and reported this finding also m the case
of related inhalants, as e.g. cotton and feathers. He believed that there
was a close relationship between the strength of the snhibiting and the
skin-reacting properties of the allergenic solutions.

The consequence of a hypothesis that house dust allergen is related to
blood sub would be hyp iti of dust allergic patients
with human serum or horse serum. Such hyposensitization with human
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serum was started but was given up onaccount of the danger of homo-
logous serum jaundice (Maunsell 1944). Horse seruminjections appeared
too dangerous. Therefore the less harmful house dust is still chosen for
hyposensitisation.

. HYPOSENSITIZATION
In hyposensitization either extracts of house dust (Bencard) or crude
dust antigen (Domogen, Duncan) was given. In the case of Domogen
heat sterilisation was carrted out as it had been shown that heating up
to 100 degrees C. on three successive days did not destroy the skin-
reacting properties There are certain advantages in the choice of house
dust for immunization. Even if the hypothesis of a common dust antigen
is not accepted, there 15 good reason to expect that such an extract will
desensifise against feathers, horse-hair, moulds and so on. The risks
s0 often evident in pollen immunization are practically non-existent in
dust immunrzation. Local reactions occur and may be painful, but
usually the infiltration dies down after one or two days. Attacks of
bronchial asthma are rare, much rarer than after injections of bacterial
vaccines

The subdermal hyposensitization follows the lines generally accepted

1n this form of therapy and has to te given over a period of 2 years.
Treatment with Domogen usually starts with 0.1 ml (dilution: Igm in
1000 mi), injections being increased by 0.1 ml up to 1 ml, followed
by 1 ml as maintenance doses at longer intervals up to 1—2 years.

. Ip cases treated, the skin reactions decreased and often became
negative. Not always, however, did a negative skin reaction mean
freedom from auacks

A blocking antib developed during tr 1t was, however,
much wcaker than the blockmg pollen anttbody occurring during
hy ion. The hanisms of the two seem to

differ. It may be that the main effect of dust hyposensitization is ad-
sorption of the comparitively small molecule of the dust antigen to the
larger le of the globuli L After some time the allergen
may be freed again. This would explain the short duration of the
protection.

70 per cent of cases treated enjoyed marked improvement during their
treatment, and half of them for many yearslater. The others relapsed when
treatment had subsided. In evaluating results 1t should be borne in rmnd
that the dust-sensitive patient with asthma is also prone to infections and
their adverse effects on the asthmatic subject, and to emotional stimuli.
Hyposensitization with dust, if successful, controls only one side of the
whole syndrome.

In some cases it is possible to obtain better results from mixtures of
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dusts with moulds or with weak bacterial ines, and such bi

must be decided in connection with the patient’s history. In other cases it
may be better to use a special source of dust, again depending on the
history. In all cases, however, treatment should be combined with pre-
cautions and patients should realize the nisk of inhaling air strongly
polluted by house dust.

SUMMARY

The potency of house dust varies in different houses. The strongest
sample came from an exceedingly damp house, and had an excessively
high content of Penicillium spores.

Mechanical fractionation of house dust showed that the finer particles,
which float longer i in thc air, were more active than the coarser.

Bioch ! ion d d that the active molecule con-
sisted of a lmkage of polypeptides with polysaccharides and that the
activity resided in the polypeptide moiety.

Chromatography showed that the polypeptides consisted mainly of
the simpler monoamino-actds and the carbohydrates manly of galactose.

The type of molecule resembled the blood group specific substances.

The skin-reacting properties of the crude dust antigen(s) were not
decreased by heating to 100 degrees C for thirty minutes,

70 per cent of cases found relief by hyposensitization with house dust
extracts.

Hyposensitization should be carried out over a period of several
years, and the best results may be obtained with house dust from a
highly active source.
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DISCUSSION

DESENSITIZING TREATMENT WITH DUST

by
R. ALEMANY-VALL

We used, for purpose of the ordinary 1 dust and that obtained
from cleaming on P we used, h s ly
the dust collected 1n the house of the patient himself, especially in his bedroom.
We gave fo the patient one or two injsctions per week, we never left him for 12
days without an tnjection The mjections were diluted at the beginning, and more
concentrated afterward. I the 15 pted round the beg the
trouble will recur, it does not happen, however, after five or six smonths. The
doses must be progressive and injected tn different places; the same dosts, repeated,
cannot produce a cutaneous reaction, but exercise a good influence. The reactions
usually diminish

Rhunorthea 1s usually the first to dimunish and disappear; sneezsng will lasta
Iittle Tonger and will not come 1n fits, but 1solated and divided during the day;
the most permanent condition will be nrasal obstructton.

Skin of Y type, apy bel: will give trouble to
the patient, but may mmprove very transitonily As results of the dust-injections,
intercutaneous nodes may rarely somettmes appear; they will have a clearly
defined tendency to suppuration without fever or malaise; on the contrary, they
exercise a beneficial influence on the illness, because the rhinorrhea and asthma
disappear mn a few weeks We have seen the mflammatory nodes 1n ordinary
asthmatic patients after intradermuc mjections of microbral vaccines, with a good
ulterior effect on the illness. Their biopsy and mucroscoptc examination (Dr.
Albantara) p us to see disp inophile cells together with neutro-
phile leucocytes having a tendency to suppuration.

We have scattered the dust of these bedrooms i media for fungt both in
general and banal, and they did not produce any reaction on the patient’s skin.
We used aqueous extracts or these extracts already concentrated 1n vacuum or
those resulting from the evaporation by electric fan n colodion thimbles; they
were dialyzed with cellophane paper. The portion called *proteinic® was separated
from the hydrocarbonated, exposing the watery extract to the action of a hydro-
choric solution in boiling for 3 hours, on diferent days.

Other extracts had been exposed to a temperature of 55°—60° C during one
hour, and others even to 95° C for several hours, the extract has kept, in both
cases, 1ts reactionary activity on the skin. We have sometimes obtained a positive
skin reaction both with the iqud which went through the cellophane and the
one that did not. We finally used, for the extracts, Sestz’s filter, with good skin
reaction on the patient. We proceeded with 2 pH of 7,5—8.

Although the mtrogen value (index) does not show with absolute certainty
the value of the extract, our chemust from the Medical School had determined
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the total nitrogen and proteic nitrogen by means of phosphotungstic actd; there
was, as anaverage, 1.241 mgm. loml nitrogen and 0 0560 mgm. proteic mitrogen per
<. m the dust found in the rooms of the patient,

The standard dust of an industry working for the cleaning of rugs and mats
inBarcelona contained 0 2800 mgm totalnitrogen and 0 0420 mgm. proteicnitrogen
percce

H. J. TEN CATE

Allergy to the house dust antigen is one of the main causes ofaslhmauc and rhinitis
attacks in the Netherlands 112 out of 152 datthe G
Untversity Chinic for Internal Med: (Chest dep ) d positive
skin reactions to allergens, 100 out of them to house dust extract.

35 normal persons out of 106 normal controls demonstrated positive skin
tests, 24 to house dust extract

91 asthmatics out of 169 asthmatic patrents with a strongly positive skin test to
house dust extract demonstrated a postive 1nhalation reaction to an aerosol of
house dust extract, which was mnhaled, (54 per cent).

25 patients out of 70 patients with muldly positive skin tests to house dust
extract reacted positively afler nhalation of the }muse dust extract, (36 per cent).

In order to d 1 during
hyposensitization to housc dust two hospllahzed asthmatic pauems were fre-
quenlly exposed to house dust aerosol They received daily house dust extract
mjections 1 increasing amounts. Blocking antibodies according to the technic
of Kate Maunsell could be demonstrated.

House dust House dust | Decrease
Pat Date jextractinmgm | Vit cap |extractmnmgm | Vit cap Blocking Antib
subcutaneons serosolized %
V-R 878 0 2150 30 30 Blocking index 0
1952
19/8 15 2500 36 9
29/8 42,5 2250 45 38
-10/9 1087,5 2525 75 50 Blocking 1ndex 2
V-V. 6/8/52 0 2600 18 81 Blocking 1ndex 0
16/8 1,65 3350 9 0
19/ 24 3300 30 15
2218 25 3300 30 9
30/8 o1 3450 60 50 | Blocking index 24
s/9 466 3450 6 0
69 Discharged from hosputal
14/10 1006 3500 30 12
2511 1606 3450 6 1 (pregnant)
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HOUSE DUST DESENSIBILIZATION

by
HELGE COLLDAHL

In a series of 387 patients with asthma bronchiale (from the allergy laboratory,
medical chini, Lund) the skin test was positve in 59 per cent. The patients gave a
posttive reaction to dust 1n 41 per cent, to ammal dander in 35 per cent, to differ-
ent food stuffs in 31 per cent and to pollen m 19 per cent

Dust therefore 15 the antigen i the mentioned matenal that gines the highest
percentage of positive skin reactions.

When patients with a positive shan test inhale the antigen, the provocation
tests turned out positisely 1n case of dust 1n 72 per cent, 1n case of pollen in 59
per cent and 10 case of amimal dander 1n 20 per cent.

For two reasons, therefi dust 15 an ly 1mp antigen for the
troubles of asthmatic patients 1n Sweden. A positive skin test for dust 1s more
often a sign of hyp ity of chinical imp than a positive skin test

for other antigens

‘When using different dust extracts very different results were obtained both
by skin testing and provocation tests.

The effect of hyposensitization 1s usually very good. Long-time treatment 1s
essenuial. When a strong dust extract {measured by skin titration and provocation
tests) can be prepared from the paticnt’s home, the hyposensitization 1s carnied
out with this extract

References
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HOUSE DUST DESENSIBILIZATION
by
B SANCHEZ-CUINCA

It15 3 pleasure to me to co-operate to the sesstons of this International Round Table
Jor the Therapy of Bronchial Asthma with my personal expenence in the hyposen-
sibilizing treatment of those asthmatic patients sensitive to dust with jts corme-
sponding extracts. The number of pattents studied both by myself and my collabo-
Tators m my private office, as well as m our Asthma Institute from the year 1945,
amounts to 8420, among which 3640 were sensitive to dust. This figure represents
43.2 per cent of the total number of asthmatic patients up to this day. Of them,
1721 had treatment only of dust extract and 1919 were treated with the extract
alternated with an auto-vaccine of the germ or germs cultured from the nasal
secretion. In certain cases also from sputum.

As a rule, desensivilization proved effective and symptomatology gradually
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receded when the doses of the allergenic actve sub were But the

use of a nasal aut with the dust extract proved
even more effective. The useful action of the vaccine in these cases may be ascribed
to the elimmation of the nasal allergic episodes of bacterral etiology which add
to those produced by dust, or perhaps because the infectious eptsodes are mn favour
of a pathogenetic action of the dust, increasing t lhe pemlcabxhty of the mucous
membrape to the allergen or acting as 2
this stimulant would have the effect of complemcntmg the not sufﬁc:em allergtmc
action, that is to say, infection acting as a working factor in the allergic episode.
In dust nasal allergy, specific desensibilization is much more effective than mn
asthma.

5 per cent of our rcspnmwry allergic to dust patients showed resistance to

g their in an increase of symptomatology
after the extract injections. In these cases they have been applied a protective
treatment of Cortisone and ACTH. While desensibilization went on and once a
Ingh dose of allergenic extract was reached, we gradually suppressed the protective
pharmacology, at the same time reducing the extract doses down to a quantity
which bemng effective, could be bome by the patient without any Cortisone

Taking into account the different allergentc nchness of house dust, we have
prepared 3 dfferent types of extracts, convement to the 3 groups 1n which we have
divided our patients:

a) Rural or farms house dust, very tich in organic matter, mawly of animal
origin

) Marine or sea-side dust, especially rich in spores or fungi.

) Town or large city house dust, generally rich 1n those factors giving a par-
ticular character to the two previous ones On a base of reactivity common to the
three extracts, patients sensitive to dust, fluctuate m their reactions to them,
according to their urban, rural or sea-side condmon and we have taken advantage
of these differences in their skin reactions to prescnibe the corresponding extract
treatment.

Specific desensibrlization is necessanly long. After two years of applyng the
maximum dose (1 ¢, of 4 per cent extract) we still continue giving a monthly
injection of that dose for another year and even longer.

‘When dcsenslhmnon 1s effective, the cutaneous actvity dimimshes, which
shows in the of p des mn the test; the hyper-
hemuc halo also reduces but a round Iump 1s stll obtained which corresponds to
a two crosses reaction. In fact, no real desenstbilization 1s obtained, but a process
of hyposensibilization showing a ighter reactivity both of the skin and of the
shockorgan.




BACTERIAL VACCINE THERAPY*
by

A. W, FRANKLAND

There 15 considerable difference 1n opiion as to whether bacterial
vaccines are of use 1n the infective type of asthma and whether any effect
obtaned is specific. An autogenous bacterial vaccine apparently will
give good results to many patients A control trial was carried out to
see whether bacterial vaccines give spectfic help to infective asthmatics.
Patients were selected for the tnal if the asthma was of a predomi-
natingly infective type, and in whoma bactenial vaccine would be expected
to be helpful. The vaccine was made from the organisms found from
culture spectmens of spulum or from a post nasal swab. The organisms

that were d fi were strep virdans or a non-
haemolyuc s!reptococcus when in almost pure culture, any pneumo-
coccus or b or Friedlander's bacilus Each patient

recetved the best available standard method of treatment and n addition
recerved a bacterial vaccine or a control fluid. Two doctors took part
1n the trial. One of them believed that an autogenous bacterial vaccine
gave specific help, the other doctor believed that any help obtained
was quite non-specific in effect and that saline would give as good
results A statistician placed the patients either in the vaccine group
or control group by means of random number tables, Each doctor
reviewed his own cases for a year, but not until the end of the trial did he
know whether the patient had received a bacterial vacetne or carbol
saline control.

It was intended that each doctor should follow a hundred cases for
one year. One doctor followed up 89 patients and the other 95 patients.
A system of scoring was used for assessing the final overall result.
There were frequently several types of organisms 1n one vaceine, A
muxed stock vaccine was added to all the autogenous vaccines. The
strength of the vaccine was such that it contained 10 million per ml.
of each of the autogenous strains. The control fiuid was 0.5 per cent
carbol saline

It was found that 54 per cent and 62 per cent (average 58 per cent)
improved on the vaccine, while 51 per cent and 54 per cent (average 52.5
per cent) improved on saline injectrons.

* (This article appeared more fully in the Brish Medical Journal (Oct 13, 1955, p. 941):

Autogenous bacterial vaccines In the treatment of asthma by A W FRANKLAND, W. HOWARD
Huowes and R H Gorwaz )
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The trial showed that when an active interest is taken in an svmera
patient, hall the paticnis for a period of a year will obtsfn faress,
Any result reposted that does not show a statistically significess .
provernent on a figure of 50 per cent relieved, docs notsupport the vifue of
any allegedly specific treatment, It may also be pointed out that oy
under the conditions of the experiment was it shown that there way n
difference between an autogenous vaccne therapy and saline injectinns
in the treatment of asthma. It may yet be shown that bacterial vaccingy
under other conditions, can give speasfic benefit in the treatment of
asthma,

SUMMARY

A controlled trial was carried out in 200 cases of infective asthma,
The patients were kept under observation for one year and given general
Supportive symptomatic treatment. It was found that regular injections
of an autogenous bactertat vacone produced no greater benefit to
asthmatic patients than sumlar injections of carbol salne. Over 50
percent oblained benefit from the treatment.



DISCUSSION
HELGE COLLDAHL

According to the results reported by Dr Frankland one cannot expect any result
from bactenial vaccane treatment

We have adounistered both stock vaccines and auto-vaccines (o patients whose
asthma is worse 1n connection with infections and we arc under the impression
that asthmatic troubles after mfections are sometimes shorter and not so severe
when vaceine therapy Is given.

In some few cases asthmatic troubles certainly become worse through vaccine
treatment even Il the doses are very small. I therefore think it 1s dufTicult in all
cases to deny a more specific effect from vaccine therapy.

There 1s a group of patients who are dust sensttive but who rarely experience
distress other than in connection with infections. I think in these cases the most
essential procedure 1s to give the patients hyposensitization treatment with dust
extracts in order more or less to ehminate the chronic srmtation in the bronchi
coused by the dust sensiwty In this way the resistance to infections probably
becomes greater.

W. J. QUARLES VAN UFFORD

I was much impressed by the data suppled by Dr. Frankland, the moreso, as1had
a much better opinion of vaccine therapy.

The difficulty in evaluating a method of treatment in bronchial asthma is that
1n actual freatment, erther of the attack itself or of the sequelae of attacks, we ask
ourselves the question as to the pownt at which the drug to be admunistered will
act, 5o that we will be able to determine whether, how rapidly, to what extent
and for what length of time the attack will be suppressed. In doing so, the question
as to the cause of the attack 1s not taken mto account. In attempting to prevent
attacks, we should also ask ourselves whether it might be possible to identify
one or several specific causes, against which preventive measures might be taken.
This implies that the treatment of pollen asthma, fungus asthma, feather asthma,
etc, with autovaccines should never be called a specific therapy.

1t s a different question whether autovaccine therapy may be regarded as a non-
specific form of treatment such as pyretotherapy, sulphur therapy, gold therapy,
etc,, etc.

Dr. Frankland has succeeded 1m shawing that autovaccine therapy 1s not a useful
non-spectfic form of treatment and also that bacteria frequently play no or no
jmportant part n the palhooeuems of attacks of asthma 1n a number of patients.

As regards the use of i with ines, I am as sceptical
as Dr. Frankland. I have the jmpression, however, that 1t would be differenttfan
autovacemne therapy — with regard to this matter I wish to point out that small
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.doses of the vaccines might be admumstered at regular intervals of 5—14 days
{therefore, this treatment 15 rather a method of mawmtaining immumity) — 1s com-
bined with this form of treatment, increasingly large doses being adminstered
atabout the same intervals, and employed only in those cases 1n which 1t 1 defimte-
ly indicated.

We believe this to be indicated in the foll cases.

a) patients with bronchal asthma, subject to continuous attacks of bronchutis
(increased Esy, large number of neutrophilic leucocytes m the sputum, an x-ray
plcture suggesting a large number of infections).

£) patients with bronchial asthma, showing a large number of focal infections,
in whom there apparently is a relationship between the nfections and the attacks
of asthma

¢) patients with bronchsal asthma, liable to frequent attacks of dyspnoea fol-
lowing colds, bronchitis, etc. (this group often includes children).

d) patients with bronchial asthma, who do not show any intervals free of symp-
toms between attacks, but contmue to cough, expectorate, etc We treat the
secondary bronchitis in these cases.

€) patients with bronchial asthma, showing markedly positive skin tests for one
or several bacterial allergens, whereas no defintte focus (the possibility of 2 locali-
22tion 1 the gall-bladder, tonsis or accessory simuses of the nose bemng also
borme in mind) could be detected.

J) patients with emphysema and recurrent bronchtis.

In preparing vacawnes, preparation of the ordinary autovaccine 1s combimed
with that of 2 stock vaccine, the rule being that another vaccmne 1s prepared when
admumistration of the vaccme has fatled to elicit any Tesponse or the condition
of the patient remaws unchanged after has been d for a few
months, Bacteria from the Ppatient himself and ‘stock bacteria’ are used in pre-
panng the vaccine, which 1s composed m accordance with the positive skin tests

Extremely good results may be anticipated when these indications are observed.
It should be borne in mund, however, that forms of asthma due to only one cause
are hardly ever encountered The autovaccine will only be effective against the
bactenal factor. To obtan adequate results, the other factors will often have
10 be treated as well.

B SANCHEZ-CUENCA

We believe to have at present a faw o of vaccine-therapy on bronchal
asthma, Of our 8420 patients, 4128 belong to the infective group and have been
treated, as basical therapy, with bronchial autogene vaccmes In answer to this
thetapy, patients can be classified under four different groups:

a) with a brilhane result, corresponding to those whose sibilant symptoms
femit after the first injecti P cease, €Xp pp and
the patient fs for 2 Jong time in 2 position sumilar to normality and many times
normal for the rest of his life, if the treatment has been long enough.

6) good, when the result of the vaccine shows in the evident remussion of the

p gY> 1 the di of p hing of bronchial
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secretion, increase of their breathing capacity in repose but with persistency of a
certain stage of dyspnoea, after an effort, disclosing the characteristics of an
asthmatic d)spnoca cven reaching the aspect of real asthma if the functional
effort exceeds certain hmits; the functional recovery of these patients can be
estimated at 60— 70 per cent. The disapp of severe incidental catarrhs
15 a considerable advantage in their process

) muddle, with a slight symtomatic relief, hardly representing 10 - 20 per cent
of recovery but with a fair reduction of sertous bronchial attacks; this, anyway,
mmplies a

d) bad, we include 1 (h:s group lhosc mlhout any relief and also those getting
worse after the vaccme therapy.

In our expenience, the first group represents 15 per cent; the second group
45 per cent; the third group 30 per cent and 10 per cent the fourth group

Inthese grades, asa answer, very my facts are the duration
of the process, the existence of njurnies to the bronchial wall, the tendency to
ho-p the and the
g humoral d on which a clear immunologic answer

depends.

The composition of the vaccine may be very important to obtain better tolerance
and the best useful effect The image 1n the culture plate which allows to evaluate
1o a certain extent, the proportion of each germ in the sputum to be reproduced
1n the vacciae, 15 a very musleading process The image in the plate corresponds
to the sputum clot chosen by chance with the platinum handle. We have always
prefered to make tests of the germs through an intradermic injection to the patient
and observe the mtensity of the reactions, but m the opposite way, that s, less
quantity of those with a higher reaction and a larger quantity of those with a
highter reaction, but nevertheless taking into the composition of the vaceine all
those under culture on the agar-blood plate We do not constder there is any
reasonable judgernent on which to base the granting of any determined wmportance
to any kind of bacteria cultured from the breath exudes of the infective asthmatic,
We have denominated the vaccines prepared in this way, ‘compensated vaccines’
because the reactionary activity 1s compensated 1n them with the mass of bactena.

K. WILKEN-FENSEN

The results of Dr. Frankland and co-workers may be valid for adults but in my
experience they are definitely wrong for chidren In the University hosputal in
Copenhagen we treat a lot of chuldren with stock vaccne prepared from several
hundreds of cultures from noses and throats of asthmatic children, We regard
the prognosis for the children with what we call *infection asthma® better than for
the children with inhalation asthma The figures from my chimic show about
85— 90 per cent of the children sy after along-t

with the stock vaceine of the Darush State Serum Institute, Unforlunalely 1 have
no controls




FOOD ALLERGY
by
J. F. FARRERONS-CO

Not only are we ignorant, as yet, of the internal mechanism of allergic
diseases, but the actual nature of the causes of allergy are also subject
to considerable differences of opimon.

Some authors believe that the effect of domestic dust 15 the primary
producer of respiratory allergy, while for others it is hardly, if at ail,
important. The latter authors stress the action of moulds To a third
group, again, vanous kinds of food constitute the most important
allergenic agents. And for yet another school of allergologsts, bacteria
are chiefly responsible for the existence of asthma.

This situation applies not only to our country but alsc to others.
In the United States, for i we find R lieving that
most asthmas are infectious, but that food 1s not a factor of any lmpor—
tance. In that same country, on the other hand, Rowe declared that,
in the majonty of respiratory allergies, the inhalatory and alimentary
allergens are nvolved in the same proportton, while bacteria have noeffect

In France, Belgum, Holland, Britam, Italy and Spam, opinions are
also very divided. For some authors, the cause of allergic diseases 1s
bacterial infection; for others, bacteria have no particular interest,
other causes being blamed

There are several reasons for this lack of agreement, viz.,

L Lack of umformity in diagnostic methods:

A. With respect to mhalatory allergies,

1) Authors favouring the mntradermal reaction;
2) Authors favouring the dermal reaction;
3) Diagnosis based only on passive transmussion.

B With respect to alimentary allergies:

1) Authors favouring the mtradermal reactions,

2) Authors favouring the cutaneous reactions;

3) Authors favouring diagnoses with only special diets,

4) Authors favouring diagnoses based on pulsation hlanges and
other procedures, e.g. the microprecipitation test, alimentary
production of leukopena, etc.

‘With respect to bacterial allergtes:

1) Authors favouring the intradermal reaction,

a) with extracts of whole bacteria;

b) with polysaccharide fractions;

o]
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2) Authors rejecting all allergic tests with bacteria;

3) Authors favouring the Solis-Cohen test (bacterial cultures from
the patient’s own blood; cultures in infectious material from
the same patient).

Yet another cutancous reaction method, widely used in England,
is the Prick method.

Another group of difficulties arises from the non-standardization of
the extracts used in diagnosing:

1) aqueous extracts for the intradermal reaction determining their

contents of nitrogenum;

2) water-glycerin extracts for the dermal reaction;

3) use of raw materials without extraction;

4) use of pure ‘Endo’ extracts (purified and concentrated extracts);

5) extracts determined by weight.

It 1s obvious that the same investigator using those different extracts
in the same patient must get similar results.

I am at present making a survey of respiratory ailergies with moulds
{cxtracts of type 33 moulds); and to-day we are diagnosing many more
mould-allerges than two years ago.

In France, Vallery-Radot and Halpern made a study of the problem
of dust-allergy, which, having been fairly seldom diagnosed in that
country some time ago, now shows an ncidence stmilar to that of
other countries.

A beginner 1n allergology, who bases his knowledge on the experience
of others, wilt find his studies increasingly difficult owing to the variations
1n the way of life and food habits of the patients.

An author wmmg on allergy will, of course, relate his own experiences;
and stud g for knowledge are bound to go
wrong if they auemp! to copy exacﬂy what they have learned from a
foreign teacher, whose expertences cannot, of course, be completely
relied upon in all cirrcumstances.

Some time ago we had with us, in Madrid and Barcelona, Dr. Albert
H. Rowe, doubtless one of the world's best allergists, In the latter town
Dr. Rowe gave some lectures entitled Clinical Aspects of Food Allergy.

After hstening to this scientist, whose views were extremely valuable
to us (Rowe said that the problem of allergy was, generally speaking,
a matter of food), the only conclusion we could come to was that
neither dust nor bacteria had any considerable significance.

On the same day we Distened to Dr., Rowe at the Faculty of Medicine
at Barcelona, I received a folder containing some interesting words by
Dr. Chobot, which I will copy here:

¢ ... There are two currents of opinion with respect to food allergy.
One, with 1ts center in the West and Middle West, believes that food is
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an important cause which, however, can only become intense 1n the
cycles of higher respiratory infections. ... Another group, including
myself"~continues Chobot—*believe that, although there exists food
allergy, that does not mean that it can develop its activity during the
cycles of respiratory infection; the important cause is the infection atone.
1 do not favour the theory of any increase of alimentary hypersensitivity
during high respiratory infection; for my experience has taught me that
alimentary hypersensitivity, when high respiratory infection 1s present,
remains unchanged as long as the cause of shock is effective’.

In Cooke’s work, Dr. Chobot, author of the chapter on Alimentary
allergy, makes the following statements:

1) Contrary to what is generally believed, clinical alimentary allerges
are infrequent.

2) Allergies following the eating of certain foods (after one hour)
may be diagnosed by immediate testing. The patient generally knows
the source of his allergy, and has no difficulty n talking about it.

3) Analysis of the delayed reaction is difficult, both by means of
cutaneous tests and by provoked alimentary tests. As 2 rule, only the
last reactions can be determined by therapeutic proof.

In his book on pediatric allergy, Chobot summarizes the causes of
asthma on the bass of hus experience with 209 children of under 3 years
old. He finds that alimentary allergy (without inhalatory or bacterial
allergy) was present i only 0.5 per cent of cases; 3 per cent had ali-
mentary allergy mixed with a bacterial one, and 8 per cent had alimen-
tary, bactenal, and inhalatory allergy combwed. On the other hand,
muxed bacterial and inhalatory allergy dfor 48 per cent of cases.

As against this, Dr. Rowe showed a survey comparnng the four
greatest causes of allergy: the 1st, very frequent; the 2nd, less frequent;
the 3rd, least frequent, and the 4th, infrequent. So far, he classes food
as 1 in bronchial asthma; inhalatory causes also as 1; drugs and serums
as 2, and infectious agents as 4. In the perenmal type, he classes food
as 2—stll very important, therefore—; inhalants as 1 (most important),
drugs and serums as 4, and bactena also as 4 (1 ¢. infrequent). Rowe’s
experiences in 1952, tt mean that ali 'y causes are pre-
eminent in allergy. These theories are supported by Vaughan, Rinkel
and Randolph, but not by many other allergists, including Cooke,
Feinberg, Rackemann and others.

Now let us suppose that both sides get the same therapeutic results,
say, 70 per cent. Then Rowe’s group may get this percentage by the
most specific diagnostics. The second group may get the same result
by using bacterial vaccines, whose specificity 1s doubtful, although the
result is considerable. Both groups of mvestigators arrive at the same
goal, but by different roads The Rowe group will eliminate the anaphy-
5
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Tectic shock, and produce alimentary micro-shocks. The Cooke group
will attain that equilibrium by producing non-specific micro-shocks with
bacterial vaccines.

It may be more suitable to the allergist to belong to the latter group;
but none the less, Rowe's technique is the more reltable in the long run.

The effect of these techniques in our everyday work depends upon
many factors. The patient's mental state; the time and patience which
the allergist 1s able to devote to them; the realization of a mutual interest
on the part of doctor and patient; all these and similar factors may
make an important contribution. Failing this, the allergist may cither
jomn the other group, or prefer to adopt an eclectic attitude.

Diagnosis of Food Allergy

It is not easy to diagnose a food allergy, because of the slight validity of
erther cutaneous or intradermal tests; for, although they may appear to
turn out positive, 1t may also be that the patient is not so sensitive to
the food that produces a positive effect as for a food whose effect is
negatwve. Therefore, a diet based on cutaneous expeniment is unreliable.
It is important for the allergist to know the order of frequency in which
various foods provoke allergic attacks. In a small manual which I
wrote I gave the five different statrstics, including the order of frequency
of the foods, and the types of food that would most quickly, and more
slowly, provoke attacks. (Table 1). Naturally, such a table of foods is of
considerable interest for the study of alimentary causes of allergic
disease; and when a diet is drawn up, a knowledge of the table also
Pprovides a new order of sequence to follow in any alimentary additions,
thereby avoiding fresh allergic troubles, which will aggravate the
patient’s feelings of depression and hopelessness. We must bear in
mind that the patient pins his hopes on the doctor’s knowledge and
opinions, and rarely knows anything about the effects of food. Usually
he has prejudices, such as attaching undue importance to colds, to
defaecation or other organic ; women, for il , would
feel troubled while menstruating; others, again, would worry about the
weather, etc.

I will leave aside the various diagnostic procedures respecting aller-
genic foods, and confine myself to giving our expeniences in our own
country, Spam. Furst, there is the patient’s clinical history to be written
by the physician; including questions of work, habits, place and con-
dition of the home, repugnance to any particular foods, frequency of
thesr mgestion, etc. It is a common thing to discover a hypersensitivity
on the part of a patient, of which he was completely unaware when
talking about certamn foods without a knowledge of any of them.
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TABLE 1
wheat .. . .. cabbage .. .. .. 487
e not ... . 47% dry grapes
chocolate . 45% veal..
CEES -v- - es .44% plums
Jdney-beans R ¥374 radl;lm .
tomato ....... 4 % gerlic ..
fish ... . ... 4 % lemon.
corn .. 39% panley .
cauhfiower 3.8% shellfish
37% pepper
34% olves .... .
% strawberries 32% oranges .. ...
58% rabbit ... 3 %  herrmg.. ..
54% 3 % chestnut
53% 28%
52% 25%
As soon as this is mad hich 1ly informs us of an

alimentary allergy, although 1t may not appear tc be the actual morbific
agent~the patient is put on a basic therapeutic diet, mn order to attain
an allergic equilibrium, and establish a level. For example:

Lunch: Milk of almonds
Rye bread
Apple marmalade.

Dinner and supper:

Rice-soup, made only of the meat of lamb

Toasted meat of lamb
Artichokes
Sweet potato
Grill
Lettuce
. Olives
Pears and raw apples
‘Bread of almonds (‘turron’)
100 mg. B; and C vitamines daily.

This diet—followed by the patient for 2 weeks—is useful also to
deternune actiologic devdopmems fmm other causes. We do not mean
that this diet will become genic; for

p;ments will show a sensitivity to the meat of lamb, or to almonds,
Tice, etc.; but the diet is a useful auxiliary to diagnosis As I mentioned
before it is necessary to get proper control of bactenal and inhalatory
causes 1 order to obtain fruitful results from this diet.
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In some cascs the patient must be hospitalized in an air-conditioned
ward (filtered air).

Having now established the allergemc equihbrium, we now add the
pr ble allergens, ined 1n so many important foods, .g. wheat,
milk and eggs. Allergenic diagnosis to these three foods is made by
means of the alimentary provocations verified at, and before, the patient’s
own doctor’s.

The proof of alimentary provocation takes place as follows: The
patient arrives at the doctor’s after a good night's rest, having neither
smoked nor drunk, and on an empty stomach. The evening before, he
has taken a simple supper such as we prescribed in the above diet.

At first the leukocytes will be counted twice while the patient is still
fasting: the average has to be taken. After that the patient will take
the food in question. If it is wheat, 3 or 4 spoonfuls of flour mixed with
water, with a sufficient quantity of water and sugar added, and heated
to a milk-like soup.

‘The proof with eggs consists in the ingestion of two boiled eggs, or
some raw eggs. The milk-proof: drnking one glassfull is sufficient,

The pulse-rate must also be noted. This done, the food 15 taken,
the leukocytes counted every 20 minutes until one hour after its ingestion.
The pulse is taken again, and the number of eosinophils counted.
Finally, the doctor must carefully observe, in the patient, the following
reactions:

TABLE 2
1. sweat 9. stomach-ache 17. weeping
2. anxiety 10. weight on the stomach 18. nasal stoppage
3. restlessness 11. ardour 19. asthma
4. uneasiness 12. pam at the uterus 20. urticana
5. palputations 13. darrhoea 21. erythema
6. sickness 14, colic 22. stching
7. duzziness 15. itching 23. dermal oedema
8. vomuting 16. sneezing

The concurrence of 2 decrease in the number of Jeukocytes down to 1000,
acceleration of the pulse, anxiety, restlessness and general malaise, etc.
prove the unsuitability of the meal.

It is not difficult for the patient to diagnose himself at home, and
find out, by the above method, which foods are prejudicial to him.
The addition of the said foods must be in inverse order of sequence
to that given in table 1.

‘With the above measures one may obtain 2 treatment that does not
get entangled with the bacterial and the inhalatory one. My experience
has taught me the necessity of intensifying our investigation of diagnostic
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and therapeutic measures; thus, it may be possible to discover, for
mstance, that patients whose colds, before treatment, were extremely
serious, suffer far less from colds after adequate treatment. Finally,
some patients who come to us, diagnosed as bearers of infectious
bronchitis, may resist attacks of asthma, thanks to the proper treatment
for food allergy.

As Rackemann said: ‘Not all that wheezes is allergy’, We may add:
‘Not all that wheezes is bronchitis’ — in the sense of ‘classic’ bronchitis
of an inflammatory nature, and from a bacterial cause.

Indeed, we may also add: ‘Neither does bronchial silence mean
absence of b hitis, In short, altt h the s; may
appear absent on ion, we may find 1ves faced witha patient
w:th silent bronchitis, who quite evidently requires treatment with

h
phar




ELIMINATION DIET

by
C. DE LIND VAN WUNGAARDEN

Before dealing with my proper subject, I will set out bricfly the con-
siderations that govern my diagnoses of allergic diseases and the treat-
ment of my patients. This also affords an opportunity to mention the
names of those who were of great influence on my carcer, namely
Professor Rudolf Magnus and professor W. Storm van Leeuwen, who
both lectured at this University.

T am still grateful that my first schooling as Chief Assistant to Prof.
Rudolf Magnus was a pharmacological one. Prof. Storm van Lecuwen
was my tutor on the subject of allergy.

In hus lectures on the treatment of diseases, Rudolf Magnus distin-
guished between several types of therapy,the main types betngsymptomatic
and causal therapy.

The underlying principle of the causal therapy is: take away the
cause of the diseases and you are cured. In the field of allergy pollinosts
rught be mentioned as an example of a disease curable by causal
therapy.

In this connectton we argue as follows. The cause of the pollinosis
is the pollen of some plant or other. Prevent the pollen from getting
into contact with the patient—in other words take away the cause—
and the patient will be cured; that is: the symptoms disappear. This is
—of course—theoretically possible; for , if one goes to sea, or,
as was the custom in Germany, to Helgoland, dunng the flowening of
the grasses. Another possxblty 18 to arrange for the patient an allcrgcn-
free room, for i an dr that he can remain
in his own milieu. In fact, however, this is no causal therapy, for lhough
the pollen 15 one of the causes of the disease, the other cause is in the
patient himself, namely in his hypersensitivity. So, this example had
better be referred to as a case of elumination therapy.

It is even questionable whether causal therapy is possible. Certainly
—it may be said—it 1s possible, if we make the patient insusceptible
to pollen; 1e. desensitize him. Theoretically this train of thought is
correct, but it does not always hold in practice, as is evident from the
quantities cf annlustamuucs taken in the pollinosis season. But even
if the fon and de ibilization would work, tbe
therapy is always of the causal type. For, the ‘restitutio ad integrim’
is not always reached. Also the duration of the disease plays a part.
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We all know that pollinosis patients may finally develop hay-asthma
and that these asthma-attacks may also occur at times when there are
no more pollen in the air.

So in this case neither the elimination therapy, nor the desensibili-
zation or the symptomatic therapy will cure the patient thoroughly.
At best they may give some improvement because the yearly stimulus
does not occur.

Finally also psychic factors will fest tt Ives. It is 1
that a singer suffering from pollinosis, feels herself threatened mn her
subsistence and that her mind gets fixed on this very point also outside
the pollinosis season A lly known ple is that of the man
who gets pollinosis when he sees a painted rose. That also the hormonal
effects are of importance appears from the fact that pollinosis usually
occurs at the age of puberty and may be disappear at a later age.

Summarizing, it may be said that even in the rather simple case of
pollinogis with a distinct cause of the disease, causal therapy 1s not
easily possible.

T have purposely enlarged on pollinosis, because here is one specified
allergen which could be eliminated.

In the case of pure asthma bronchiale things are different. It occurs
only seldom that one distinct allergen can be designated as the cause.
When somebody is hyper-sensitive to horses, the same therapy as for
pollinosis will mutatis mutandis apply: remove the horse and the
patient will recover. Usually the patient knows that he is hyper-sensitive
to horses and in this case, the skin-test with horse—dander and hair—
only serves to show that the patient 1s right.

In other cases, when the allergen, say a cat, is regularly present m
the house, the patient does not always know that the cat is the cause
of his asthma. One of my patients always got asthma, when he was
staying in Amsterdam with his parents-in-law. In his own home he
had never been troubled with it, but for some time he had. The cat-hatr
slfln test was positive. On enquiry it appeared, that he had taken a
kitten with him from the parental home in Amsterdam to his dwelling.
‘When the cat had been removed, the patient was quite well again. So
in this case the skin test was very valuable.

With most asthmatic pattents things are, however, more difficult,
If there should onginally be one cause, 1t has often worked already
so long, that even the elimination of the cause does not give recovery,
because also other factors have come into play. Yet it may be expected
that a great improvemeut may set 1n.

Thus 1t is often seen that 1f a person who 1s hyper-sensitive to house
dust (which certainly applies to 90 per cent of the asthma-patients)
stays mn an allergen-free Toom—so removed from the cause— that
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such a patient is freed from his asthmatic attacks as long as he remains
in the room. When this is not the case, it should, of course, be ascer-
tained, what the cause may be, and then it appears that it often lies in
the nutritonal field.

And now we come to the question how to find out whether a given
food is the cause, or one of the causes, of an asthmatic condition,

The following points should here be taken into account:

1) There 1s a pure allergy for one specified food, which means that 2
mimimum quantity gives a maximum reaction. In such cases the patient
himself usually knows that his attacks are due to a specified food, and
in this case the skin test only serves to prove that the patient is right.
In other cases it may be ascertarned by accurate anamnesis, whether a
patient reacts to a specxf ed food.

Last day, for i T was Ited by a patient, in whose
face an acute oedema manifested itself as soon as she tired herself when
playing tenmis. When I asked her some more questions, it appeared that
since her early chuldhood, she had not been able to stand fish or eggs.
Still this was not the cause of the present oedema, as she carefully
avoided to take any foods contaming fish or egg.

2) In other cases it can hardly be maintained that asthma manifesting
itself after food has been taken is due to allergic causes. Many patients
suffering from asthma feel oppressed after dinner. So there 1s a direct
relation between dinner and oppression. As in the Netherlands the
potato is the only regular ingredient in hot meals, while meat and
vegetables being served in varying sorts, there would be every reason
to think that these are cases of allergy to potatoes—the more so because
there are no longer such feehings of oppression once the potato has
been eliminated.

‘The result of the skintest, vever, is negative in by far
the majority of cases Moreover, there are no attacks of oppresston after
a dinner either, when the patient considerably reduces his potato ratron,
So this is contrary to the hyper-sensitivity to eggs, etc. already referred
to, causing maximum reactions to minimum quantities.

Therefore the conclusion is that the quantity of potatoes eaten pro-
duces the attack of oppression quite mechnmmlly, by obstructing the
action of the diaph The worse when fat gravy
is taken at the same time, For, indeed, this delays the emptying process
of the stomach. Such mechanical irritation can also occur after cabbage,
fat food and onions have been eaten. It is therefore always important
that these patients should be given easily digestible food.

3) Further I wish to point to the fact that a certain combination
of foodstuffs may cause an allergic reaction, whereas such a reaction

is not caused by any of these foodstuffs separately.
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Whenever it is considered desirable to find out whether there 15 any
question of food-atlergy 1 & certain case, skin fests and trial diets may
serve the purpose, at feast in everyday practice,

Skin tests (¢ and sntra we aleays carry out &
few skin tests, namely for ege, milk, beef, pork, fish and shnumps {ie.
animal proteins). They are often supplemented by skin tests for cheese,
chocolate, potato, pulses and cabbage and by group reactions according
1o Bencard. Whether any more tests are carried out depends on in-
dividual circumstances.

For, mdeed, there are serious drawbacks 10 such testing, especially
wherse ctuidren are concerned. Children can indeed be subjected to a
few tests, but if they have to be repeated, mwuch psychic tension 15
the tesult. I have chuldren skin tested by an assistant during my
absence, so that when I come to see them [ater, they will not be
frightened.

The matter is, indeed, different s the case of adults, They can stand
moany skan tests, provided such tests are carried out with the necessary
care. I have done this for many years with vanous extracts, such of
those of Brocopharm, Lifa, Bencard and Barford of Copenhagen, and
in former days J also used the allergen-extracts of the Sichsische Serum-
werke, which T have even tested for approval for many years.

Wathout prefending that I should not mind doing withont the skin-
tests, T must say that it is often hard to get a clear picture of their results,
©Of course 1 have seen amazng results in the course of the years (buck-
wheat, egg, mulk, curraats, spinach, cabbage, etc.}, but i many cases
the problem arises whether a skin test produces a positive of a negative
reaction. Such doubtful cases make the job difficult, Moreaver ¥ have
often found that someone reacung to the widest variety of foodstufis
did not recover 10 any appreciable extent when on a proper diet Such
observations are in perfect disagreement with the device. remove the
cause ond the patient is cured.

‘When the investigation mto the influence of the food on the asthmatic
attacks of the patient 15 carned out according to this device, a complete
recovery, or at least a marked improvement in the condition of the
pauent should follow when he is deprived of all food.

This brings us 1o the digr-therapy, which 1 am sure, you all know.
My method 15 usually the folfowing:

Starvation for one or two days;

then for two days vice botled in water;

after this rice, vegetable, butter and sugar;

followed after two days by apple and apple sauce;

and finally one vegetable variety it added every two day.
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So the standard-diet is as follows:
Morning* bread and vegetable butterand meat, sugar and apple, and
tea as a drink.
Afternoon* same.
Evening: meat, rice, sauce of vegetable butter, vegetable (one
variety) and apple.

This standard diet can be continued for a long time and is subject
to variations. It is necessary for the patient to write down his daily diet
and daily experiences in his food-diary. When the patient thinks he
gets oppressed after eating a certain food, this test should be repeated
at Jeast twice. Different weekdays should be chosen, ie. Monday,
Wednesday and Friday and changes in the diet, should never fall in
the weekend. The weekend breaks the normal rythm of life (weckend
asthma).

Though I think that this is the best method for detecting the food-
allergen, the disadvantage of the building-up diet is that it 1s hard to
practise in boarding-houses. Also in many households it makes high
demands on the housewife. Therefore, as is generally known, it may be
useful to give an elimination diet by which one food or one group of
foods 1s elimnated. In my practice, I act as follows:

Furst for four weeks a perfectly dairy-free and egg-free diet, even when
the skin reactions to egg and nmulk are negative. Also here the diet
should be carefully noted down and it should be emphasized that
butter-milk and yoghurt and cheese are also milk-products.

When there 15 no clear recovery after a milk- and egg-free diet, we
change over to a meat-free diet and then to a carbo-hydrate-free diet.

Vegetables may be eliminated group by group. In this way it may
finally be found whether a certain food should be considered a harmful
allergen.

‘What value should now be attached to the diet in the case of asthma
patients?

During my twenty five years of practice as an allergologst, and, in fact,
during several more years, it which I have been in close contact with
the asthmatic climical picture, I found that the number of food-allergens,
as the only clear cause of asthma in adults, 15 very small compared to
the large number of asthma-patients for whom house dust is the harmful
allergen, mostly based on chronic bronchitis started in early childhood and
onsomato psychical influences. This does not mean that I do not prescribe
diets to my patients. Of course, asthma-patients should only eat easily-
digestible food, while for too heavy patients a reducing diet is indis-
pensable.
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We have seen, in general, asthma associated with cutaneous lesiens forming
papules and eczemas or spots and prutitus of diffuse localization 1n which there
were almost always small assoctated Iesions of urticana-form type responding
quickly to an anti-allergic general alimentary regime (without bread of wheat,
milk, eggs etc)

In other patients there were only cutaneous lesions to be found

In chddren with i of, or allergic regarding food, ppeared
over the whole body, except, generally, on the cheeks Some of these children
suffered from intensive and improductive initial cough, sometimes even aphony
to such a pomt that tracheotomies had to be practised. In the same children,
this obstructive-laryngeal picture was repeated afterward and responded to an
mjectron of adrenahin. In these children the same regime gave good results; the
asthma had disappeared, whereas it was present continually on account of the
1mmoderate consumption of harmful food.

We determrae this general anti-allergic regime on the basis of foodstuffs con-
taining small quantities of proteins, such as cabbages, egg-plants, carrots, arti-
chokes, beets, chestnuts, Brussels-sprouts, vegetal mulk, amino-acids, vitamins,
chicken or lamb, jams, cooked fruit, olive oil and sobee.

Thus tegeme was, generally, sufficient; when 1t was not, we elimmated the sus-
pected foodstuffs (comparing the aimentary regime every day with the conditions
of the lesions) and added others; 1t was then a matter of much longer time to
get good results.

‘We made a few times Rinkel's tests for stimulating to action disturbance and
have also taken a leucocyte count, obtawing thereby some good results.

1. DUCHAINE

In my exp . the use of diet a great many obstacles.
And among these, the most important are certamly the dietary habits of the
people, habuts which can completely differ from one country to another.

For instance, in Belgium, where wheat and potatoes are the two basic foods,
it is 1mpossible to keep the patient strctly on a diet without cereals. The best
way of getting around these difficulties is to prescribe a diet which 15 palatable
and pleasing enough and which contains only a mmmum of those foods which
the patient habitually eats For instance, rye biscwts are given mstead of bread,
grapefruit or pmeapple instead of oranges or tangennes, ohve oil should be nsed
for cooking instead of the usual peanut o1l or beef fat. No eggs, fish, sea-food or
chocolate. A few drops of tmned milk (e, mulk that has been heated at 2 high
temperature) are allowed and so are leafy vegetables and salads.
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If no stuking results are obtamed with this diet within 10 to 15 days, the prob-
Jem 1s reconsidercd and some foods, likely to be climcally sigmificant fike potatoes,
are struck out; others are permutted according, if possible, 1o the personal tastes
of the patent.

ALBERT ROWE

The confirmation by Dr. Farrerons-C6 of the value of my chimination dicts 15
very important. Similar seposts by allergists 1 other countries will be of great
value,

Our constant use of these diets for 30 years has indicated about equal smpor-
tance of food and 1nhalant allergy with a mimmum of infectant allergy in bronchial
asthma. Published statistics on nearly 3000 cases indicates food as the sole cause
1n 20 g0 40 per cent 1n infants and young children, 20 per centin the young or
midaged and 2040 per cent in old age. Food is often associated with inhalant
allergy and 1nhalants alone cause about 20-—40 per cent Drug allergy especially
to asptrin must be remembered.

Thts frequency of food allergy 1s greater than usually reported, due in our
opinion to scveral reasons.

1) Errors and fallibility 1n skntesting are most important. We test patients
with 50 or more indicated foods by the scratch or puncture method.

‘We look for large probabt diate allergy. But food-
allergy in broncho-nasal allergy 15 usually cumulative and chronic, and negative
indefinste or false reactions nearly always occur. Thus a test-negative dret usually
fails. Intradermal tests nearly always giee false or questionable reactions mn
addition to those with the scratch test and are not done. The clincal value of
any reaction must be determined by 1ajection-tests but only 1n the symptomfree
patient which may take 4—12 weeks with the proper diet.

2) Because of this fallibility 1 skintesting our elmnation diets excluding
the common allergenic food with menus and recipes have been used for 30 years.

3) Our success especially depends we believe on the recogmition after 1930 of
the importance of suspecting all cereals as well as mulk, eggs, chocolate, fish and
other foods out of our elemmation diets especially in bronchial asthma. These
diets as published with synthetic vitamins maintain the nutnition for long periods.

4) If the det 1 proper and foods are the sole cause improvement at umes
moderate will be noted in 1 to 2 weeks It should be contumued with 100 per cent
accuracy for 4—8 weeks until relief 1s assured. With no reliefallergy to some foods
m the dict or to dinh orrarely infe must b d. Inregard
to addittonal food-allergy, we suspect beef especially 1f mulk allergy 15 probable.
Legumes, potato and less often bacon, chicken or some or all fruits and vegetables-
In our expenience in the U.S A. potato allergy is mfrequent. Potato 1s eaten
1 to 2 mes a day at times 1n large amounts by most Amernicans. But not as much
as in northen Europe. It may be that its apparent frequency will decrease with
more frequent study of allergy to all cercals as well as to milk, eggs or other
eliminated foods. Minimal diets thus may be utihized even one with lamb or beef
tapioc cooked with sugar and caramel, sugar up to 80 grams a day, salt water
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and synthetic vitanuns, With definste refief foods one every 3—5 days are added
excluding those which teproduce symptoms. Enough of these foods must be
caten to mantam weight. .

5) Ovr jong recogmtion of exaggeration of food-allergy in the winter mouths
also often causing securrent colds and coughs with no asthma aod improvement
of foed alfergy m dry inland or heigh areas must be remembered,

Fnally fhe classical history of bronchial asthma due 1o food allergy, espresally in
young chifdhood is restored, 2 was recently republished w Progress i Allergy,
edited by Kallos i 1952 1n an article on bronchial asthma due to food allergy
1n which my elunmation diets aud other advised treatment are also sacluded.
Regular astacks occur usually preceded with nasal symptoms suggesting nfection
but due to food atlesgy.

Temporary exhaustion of reactung bodies explams interina relief thoogh aller-
gense foods are eaten daily. During summers, slight symptoms may allow hibera-
hzed dicts. The strict cercal free ehmination dict wsually 15 again necessary
utthe autuma untid fate sprng. Fever with vomiting due to food allergy may occur.
Simtlar symptoms with above rehef occur wn adults and old age, though asthma
usually 1s mote persistant,

Food allergy therefore must be studied when recurrent or persistant asthma
oceurs usually exaggerated in avtumn 1 priog A diethustory of food-dislik
disagreements and seasonal and geographic vanations suggest foods If large
scratch-reactions of a suggestive history fo speaific foods ovcurs their elemunation
may give rehef. Usually skin-reactions are alient or questionable, justifying our
cercal free ehmination diet, Inhalant or rare infectant allergies always must be
remembered. Along eath control of food and smhafant aflergies, symptomatic
relief with usual drugs but never opuate, demoral or sedauves, and 1f necessary
cortisone and ACTH 13 1ndicated. These can be reduced or excluded as the
brochonazal symptoms gradually are reheved with aati-alfergic therapy.

With the free use of ¢k ion diets, the imp of foed allergy in bronch
nasal and other mansfestations of chmeat allergy will become evident As with
any other diet or test, clunination diets must be used for more than a few months
a;xd on more than a few patients to attan necessary experience and facility 1n
their use.




BRONCHIAL ASTHMA - ASPECIFIC THERAPY
by
FRED W. WITTICH

A large proportion of cases of bronchial asthma have an existing hyper-
sensitiveness of the bronchial mucosa or musculature in which the latter
structures react to a variety of stimuli, such as cold, wind, dust, excite-
ment, and fatigue. 1 This condition of hypersensitiveness should be
regarded as a pathergy rather than an allergy.

In the broad sense, aspecific treatment of the patient with bronchial
asthma consists of those nonallergic measures which correct the abnor-
mal alterations in physiology. This would include all symptomatic
treatment, such as drugs and operative procedures.

Therefore, with all methods of specific and symptomatic adjuncts, as
discussed at this symposium, the wnter's paper will deal exclusively with
these aspecific agents which have been considered as conferring some
degree of immunity in an indirect manner.

The employment of such aspecific measures without first determining
and adjusting specific ettologic factors, as much as is practical and
possible, is inexcusable,

At the present time, the ing impr of our
proced warrants the d of aspecific measures formerly
proposed when we were groping for some beneficial remedy which
would be a shortcut to proper immunologic methods, and when the
proper approach to diagnostic procedures for many reasons were
markedly limited. A ively few fi in the present
day therapy of asthma are warranted.

There are, however, frequent occasions when specific and symptomatic
measures must be complemented n order to give the patient some
comfort and relief. At the onset and for some time, there may be diffi-
culty in determining the specific causes of symptoms and, when known,
they, as well as the complicating changes, may offer considerable diffi-
culty to manage.

Aspecific measures which have been used with some relief to the
patient with bronchial asthma include tuberculin; nonspecific proteins,
such as milk and peptones, and shock therapy; artificial fever; colloidal
sulfur, the use of endocrines, particularly ACTH and cortisone; vitamin
preparations; physiotherapy; psychotherapy 3 rocmgen-ray thempy,
bronchoscopy and 10dized o1l; surgcal pr
and enzymes; corrective fluid and electrolyte meLabollsm‘ urinary
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proteose; ionized air, et cetera. All of these methods have their advocates,
but time and trial have eliminated a number of them as valueless. A few
of the most important will be mentioned.

Surgical Procedures. Any surgical methods to inhibit the autonomic
nervous system’s influence on asthma have been mainly ‘partial and
temporary’. 8 Such procedures may cause various annoying complicating
nervous phenomena. ‘Stellectomy’ after estimation of a blocking anes-
thetic agent seems to be the method of choice. Other procedures, such
as unilateral extirpation of the cervical sympathetic ganglia, vagus
section, and resection of the posterior pulmonary plexus, by and large
have been disappointing.

Digestant Chemicals and Enzymes. These have been used for aiding
food digestion, It is well known that gastrointestinal disturbances may
be a precipitating factor of asthma. Nitrohydrochloric acid or urea
nitrate may favourably influence these factors. Citric acid  in 4--16 cc
doses of a 25 per cent solution in water, or lemonade, sipped with the
meals may be tried The digestive enzymes, pepsin and pancreatin, are
helpful Coated tablets of Cotazym (Organon) are preferred where di-
gestve disturbances are present, as they do not contain bile salts which
act as a laxative

Flud and Electrolyte Metabolism. In 1940 Stoesser and Cooke, ? 1©
reported the importance of electrolyte and water exchange in bronchial
asthma. Sheldon ® and his associates reported cases where asthma could
be induced or aborted at will when observed in regard to water and
sodium metabohsm, regardless of whether they were initiated by foods
or by inhalant allergens. They noted the asthma attacks were associated
with considerable loss of body flurd and increase 1n the urmary sodium,
and that the loss of sodium through the urine in direct relation to the
body water loss, Harsh and Donovan ¢ observed the effect of the wide
variation in potassium and sodium ntake in children with asthma.
Therr observations, which were carefully controlled by ingestion experi-
ments, demonstrated that a high sodium intake increased the amount
of asthma, whereas high potassium ntake had little or no effect. Experi-
ments now being carried on by the author m collaboration with others
ndicate that besides the sodum and potassium metabolism to be con-
sidered in allergies there is also that of calcium and other electrolytes.

Urbach and Willheim 2 made chemical studies of a similar nature
when endeavoring to ascertain the allergic action of certain organic acids.
They showed that the symptoms were the result of anions. They em-
phasized the importance of experimental testing in these cases, since
patients are also known to be allergic to a number of cations It must
be kept 1n mind that foods containing acids, such as vinegar or acetic
acid, may produce allergic symptoms, or even the acid in sour apples
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may be a factor (wine, oranges, lemons, pickles, et cetera). Negative
skin tests to these foods when shown to produce symptoms by ingestion
may be the result of the acid or alkalines contained therein.

Heretofore observations of electrolytes in the treatment of allergic
states have been on sodium restriction and increased potassium intake.
The author’s experiments in collaboration with Dr. Irvin Moore have
shown that electrolyte abnormalities are found in those allergic patients
where there is more or less prolonged dehydration due to lack of fluid
intake, or loss of fluids as in the profusely ‘weeping’ eczemas, particularly
in children, and which is frequently complicated by water loss due to
diarrhea,

In angioedema, during the swelling as a result of escape of fluid into
the perivascular or extracellular compartment, there is a loss of K. Even
between attacks the serum Na values in mEq is a maximum normal or
slightly above, while the K 1s usually the minimum normal or less.
During the attacks there is a definite K depletion,

In severe, acute, and generalized infantile eczema with weeping,
particularly if associated with diarrhoea, thereis a considerable loss of
potassium. Following a low blood potassium level in these cases, either
Butler’s, Darrow’s, or Baxter’s Electrolyte Solution No. 2 should be
given 1ntravenously. This may be lifesaving and resuit in restoration of
the skin from an irreversible condition under other anti-allergic measures
alone.

Patients suffering from exfoliative dermatitis with marked edema of
the subcutaneous tissues and exudation lose electrolytes through fluid
loss, and K is frequently found low 1n these patients A repair solution
containing potasstum and calcium should be used in these cases.

In status astt or severe int ble asthma the patient is usually
dehydrated from lack of mtake of flids by mouth. Sweating increases
this dehydration Hydration is customary by intravenous introduction
of 5 per cent glucose 1n normal saline or distilled water. There 15 no
advantage 1 using larger concentrations of glucose particularly when
the patient is receiving ACTH or cortisone. A potassium deficiency in
these patients may seriously disturb the Na/K ratio. Calcium which
diminishes caprllary permeability should be increased more than that
contained in the present repaic solutions. Chloride values are usually
found slightly in excess in severe asthmas and angloedema and should
be at a minimum. Morphologic changes in 3it y include
increased vascular permeability, myocardial ﬁbrosxs neurologic degener-
ative changes, and the nephrotic synd Like p
is mamly an intracellular substance. The serum concentmtion 1s quite
low, 1.4 to 2.5 mEq/L. Due 1o hemoconcentration seen in severe de-
hydration, as in severe bronchial asthma, there is a comparatively high
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serum magnesium. Serum levels above 6 mEq/L are assoctated with
progressive depression of cardiac conduction and neuromuscular activi-
ty, which is to be avoided in severe bronchial asthma with myocardial
damage. The serum level of magnesium should, therefore, be com-
paratively low. Repair solutions more suitable are proposed for these
cases as follows: Travert 10 per cent Electrolyte No 2, Darrow’s Solu-
tion and Butler’s Solution have been used successfully. Aminophylline
and epinephrine can be added to these repair solutions

Ethylhydrocupreine has been used m asthma with favourable results.

Alcohol When aminophylline fails to give relief, Brown! recom-
mends the intravenous administration of ethyl alcohol 5 per cent, in
glucose salme, To the alcohol solution 0.10 to 050 ml of 1 : 1000
epinephrine should be used. The drip is regulated to 80 to 120 drops
per minute untdl the patient shows a pink flush or mild excitement.
When the patient falls asleep, the rate of injection is reduced to 60 to
80 drops per minute. The procedure requires about two hours,

Urinary -Proteose. In the past there has been much discussion of
urinary proteose, with some advocates. Tune has shown this substance
to be of httle value and the results are comparable to those of peptone
injections.

Tonized Air Inhalations. These were tried by Landsman 5 to counteract
the effect of weather changes on the asthmatic patient, and were claimed
to show a ugh incidence of improvement,

Roenigen Therapy. This has been used more in the past than 1t is at
present. It should be applied only by the roentgenologst who 1s familiar
with its technique. The author has seen cases in which patients with
progressive intrinsic asthma obtained considerable relief for some time
from roentgen therapy when all other measures failed to help. The
advent of AcTH and cortisone mn this type of patient has practically
supplanted other methods of treatment.

Artificial Fever Therapy. The use of remussive therapy, or treatment
aimed at producing a prolonged symptom-free interval, particularly in
patients who have reccived cortisone and AcrH for long periods with
d g eff , or where side ions develop from the use of
these hormones, should be considered. Frequently the use of artificial
fever 15 the most effective method of inducing a remussion Typhoid
bacitius vacene, such as Kurk’s Typhoid Vaccine * given intravenously,
two mullion units at the first injection, and increased by 50 to 100 per cent
depe.ndmg upon whether a rectal temperature of 101 degrees Fahrenheit
or higher has been produced, is helpful.

Another effective fever-producing agent is Prromen® (Travenol), a

* Kuk Manufactunng Company, New York, N'Y. This contams no Paratyphoid A or B
organisms which may cause shock

6
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sterile, nonprotem and nonanugcmc bacterial polysacchandc ina
stable, aq for p: 1 use. The product is
marketed in a bottle comalmng 10 gamma per cc. The initial dose
intravenously is 0.05 cc (0.5 gamma), which is increased until an ade-
quate fever response is induced.

Physiologically Directed Therapy. Vanious adjunctive physiotherapy
procedures have been advocated 1n the treatment of asthma. Dsathermy
may be of temporary benefit where heat and sweating are helpful.
Treating children with ultraviolet rays may be beneficial by improving
the general health.

Measures Used to Aid in Restoration of Impaired Function (in patients
with status asthmaticus and those with severe protracted bronchospasm).
These procedures vary with the individual patient, and may consist of
intermuttent or continuous oxygen inhalations Thirty to 50 per cent
oxygen may be gncn by oxygen tcm doublc bent tube, or nasal catheter

1o relieve anoxia and functi physema. Intermittent
administration of the same s!rcngths of oxygen are safer \vherc there 1s
derable advanced

Helium-oxygen inhalation in the proportion of 80 per cent helium to
20 per cent oxygen 1s used 10 aid alveolar ventilation, but the studies of
Schiller et al? failed ‘to show any clear-cut difference between air and
a muxture of 80 per cent helrum and 20 per cent oxygen’. In eight severely
1ll patients these authors observed no significant change mn the expiratory
reserve volume, the mspiratory capacity, the vital capacity, or the speed
of flow during the measurement of vital capacity.

Intermittent or continuous pressure 1s used to increase the diameter
of the bronchi and maintain adequate ventilation. It may be used also
in pulmonary edema. Intersmmittent pressure breathing is also used with
negauve pressure in expiration. By this means mucous plugs may be

d where coughing was inefT

These p d may be panied by the continuous use of
nebulizing or bronchodﬂator solutions, singly or in combrnations, of
which there are several on the market.

Todides have a nonspecific action by preventing the mucus from
becoming dry and adherent to the bronchial wall.

Patients refractory to epinephrine and aminophylline get iderable
relief by the adminstration of 50 mgm. of DemerolR intramuscularly
every Six hours for three or four days only Dilaudid subcutaneously
in 1 mg doses every six or exght hours for three or four days may relieve

a protracted bronch Both are habit-formmg and
should be used only where the usual brcnchodx]amrs fail.
Bronch y is used ly as a dure in asthma

and sxmulatmg ccndmons The removal of mspxssated sputum by means
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of the bronchoscope may relieve a status asthmaticus. The discomforts
and damages from the use of iodized oil in connection with the broncho-
scope exclude its possible benefits.

Prickman and Moersch ® point out that bronchostenosis frequently
results in asthma resulting from inflammatory changes. This narrowing
of the lumen retards the flow of air and contributes to the retention of

ecretion: \; observations by Moersch and his co-
workers continue to substantiate the value of bronchoscopy in selected
cases.

The subjects of physicotherapy, the treatment of emphysema, and
psychotherapy as aspecific measures are omitted in this discussion be-
cause they will be presented by able authorities participating in this
program to morrow.
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DISCUSSION
R. ALEMANY-VALL

We can consider as desensitizing treatments:

1) Vitamn A in massive doses adminstercd orally and taken at regular inter-
valls; by tself, it will cause the fcoryzas of ficallergic type:

2) Gamma-globuline mjccuons “which produce perhaps an earlier eﬂ‘ccl in
rhumtis, also;

3) Azo-proteic ustamune in cases of nasal colds the origin of which 15 unknown,
and in which there 13 a princrpal or secundary physical factor. They contribute
for instance, to the action of the microbial vaccines;

4) Thyreotdin 1z medwum or large doses, lowers the sensitivity to colds and
therefore, to catarrhs, in certamn patients of normal appearance;

5) Pyromen {hydrocarbonated portion of certan preumococei), not adminuse
tered mrr.svenously, which 1s_gencrally not tolerated, but sub-cutaneously in
regular inj for type rhiitis and asthma;

6) Pregnandiol extracted from the unnc of the patients by Aswood-Jones
procedure. Intradermuc injections every 3—5 days, without taking into account
the epoch of intermenstrual period, specially m ¢rises asthmatiques of premen-
strual appearance.

We think, that the effect, although specific to a certamn extent, is really non-
specific, simular to that of azo-proteic histamine acting upon the premenstrual
tenston, of primordial histamunic influence,

7) The premenstrual serum of the patient produces sometimes good results;
we have even scen two cases of premenstrual facial eczema treated with folliculin
with good results;

8) Nitrogeruzed mustards in small doses, only three wjections on alternate
days, their action being simular to that of ACTH; they are not dangerous in such
small doses It 1s sometimes necessary to admunister antibiotics before and after
the treatment,

9) Tuberculin orsimilar products which, although they may actnon-specifically,
usually produce good effects, at least at the beginning of the cure 1n those asthma
cases, in which a small pulmonar fibrosis 1s present, and they act afterward
as specific agents.

E. WOLFER-BIANCHI

It would not be nght, not to mentton the use of Iodine-Pepton in the non-
speaific desenzitation in the treatment of asthma.

1 remember the names of Auld and Pollitzer, using Pepton alone with intra-
muscular mjections, and Cantonnet, using a certain preparation of Iodine-Pepton,
which he calls Duens:bnhsme I use myself simce 20 years the Todine-Pepton
of the french with i every 5-7 days,
beginmng with a dilution of 1 : 5, and increasing the dosage. I can assure you,
that a great part of asthmatic patients react very well and that the curative effect
is a highly good one.




THERAPY BY HOME- AND FAMILY-EDUCATION

by
ZAIDA ERIKSSON-LIHR

‘The d d of recent medicine are of great value to the
allergologist of to-day in determining what stress it is that has changed
the teaction of a normal person or a person with a latent allergy to
manifest allergy, (Fig. 1). The spectfic sensitivity can be defined through
skin and provocation tests. The focal site of infections causing an
allergy is nowadays not too difficult to localize. The determination of

i ffi or i i of the hormones still render us
some difficulties, which seem however easier to solve day by day,
thanks to the new methods of hormone titration. Last but not least,
in medicine to-day the ever increasing understanding of the psychic
stress as a cause of allergy is well worth mentioning.

SPEC, ALLERGENS
INFECTIONS —PHYSICAL

HORMONAL DISTURB.
STRESS —> ALLERGY

MeNTAL
Fg 1

PSYCHIC DISTURB..

The means of combating the pathological processes found in the
allergic organism are also greatly improved. I only like to mention
specific and P ds iti: the elimination of focal & i
new and effective antibiotics and the long row of excellent hormones.
Accordungly the allergologist can with a great deal more confidence
than before terminate the patient’s hospitalization and transfer him to
homecare. But at this point the physician soon enough observes that
new difficuliies arise. The patient, who quickly recovered in the hospital,
often at home soon developes new symptoms and has to return for
treatment.

Yet the doctor had scrupulously tried to unravel the case, had ques-
ﬁfmed the patient on his home- and working-conditions, and warned
him of the specific allergens he should avoid. He even had as a parting
gift pressed into his hand 2 pamphlet explaining causes and cures for
hi§ a!l.ergy. As a result the patient, who is allergic to horsehair, con-
scientiously avoids visiting the stables, but unfortunately sleeps every
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night on a horsehair matiress, which causes him asthma attacks. The
patient, who is allergic to cowshair and sheepswool thoroughly avoids
these amumals, but at home during the day walks on a rug woven with
cowshair and sleeps in a bed next to a woolen wall rug. Another patient
lives in a damp house by the sea with mold growing under the wall-
papers and in the cracks in the floor and even in her pillow which she
has neglected to clean.

The allergologist sacrifices much time and work in examining his
patient and treating him. But how often has all this work been 1n vain?
The patient has not understood the doctor, has not been able to co-
operate, has forgotten, We write pamphiets and have them printed to
enlighten the patient and his famuly. Such pamphlets are already availabl
in every country where there 1s advanced allergy work. But a pamphlet
quickly becomes out-of-date. Let us remember all the new chemical
substances which are used every day in hosiery and clothing, 1n materials,
foods, medicmes, and in the different industries, and we realize that
such a pamphlet can stay up-to-date only for a certain time. If such a
great change in substances did not occur practically every day, 1 would
suggest to the International Association of Allergologists to nominate a
committee to draw up these pamphlets and to distribute them in millions
all over the world. Unfortunately this is not possible—each country
must have its own pamphlets which are in accordance to the life and
hatits of its population. Such a pamphlet is of considerable help.

Whatelse can be done to educate the allergic patient and his family?
Patients’ Clubs are of great importance. The patients receive psychologi-
cal satisfaction in being able to discuss with one another the nature of
therr sufferings and distresses. They want to feel that they are worthy of
consideration and do not want to be forsaken or misunderstood as
allergic patients often are Short lectures on allergy with following dis-
cussions are very much enjoyed in these meetings in which also the
patients’ famuly eagerly partake, because of their wish to learn to under-
stand their suffering relatives. These lectures can be held by doctors,
nurses and also by the patients themselves, Such meetings of the allergy
patients’ club in Helsinki gather thousands of interested and grateful
patients and their relatives and seem to be a great event both from the
educationat and social point of view.

An educational program on allergy must be out-lined by someone
who has time and mterest enough to devote to it. This person must also
be tramed to keep both ears and eyes open for everything new that
happens 1n the field of allergy. This is not an easy task. I would Itke to
mention that recently we were consulted on numerous current cases of
hives, eczema and asthma for which it was difficult to find a cause.
Finally 1t was discovered that the underlying cause was the new winter
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turnip rape plant (Brassica Rapa Oleifera), which was recently started
to cultivate in our country and the oil of which is used in cooking,
salad dressi y ise, etc. and specially in the production of
margarine. This Spring 2 great many men complained of itching and
eczema caused by ther new clothes, It was established that this was
due to a new quality of unbleached tricolette underclothing, in which
the cotton seed residuum caused allergy. The same reason for allergy
was noticed in cases where the patient used unbleached bed-linen. One
of the severest allergies is sensitiveness to asperm, which may cause
asthma, constitutional shock, even death. Regardless of our constant
warnings to patients of the great danger in using asperin, unexpected
states of shock were evidenced. Investigations brought forth that head-
ache powders contained under a different name a substance related to
asperin  All these facts must be registered in an allergy black-book,
which serves the doctors as a warner and the patients as an educator.
But who has the time and the energy to collect all this data? The prac-
ticing allergologist does not have time for it. Besides this work requires
a person who is familiar with the different details of the homes and
their surroundings and who is able to complete this knowledge with
studies of the new materials modern industry has brought to our homes
and our working places, especially in foods, medi ing agents,
paints, and those used in home decorating.

In Helsinki at the Hospital for Allergic Diseases—a hospital specialized
in the treatment of all different allergies and which at present has only
40 beds, but an out-patient department which during last year had
16,500 visits—we have trained for this purpose a special personnel to
aid the doctors. These allergy nurses, who have a tramning of a Social
nurse and know all about case-work, not only keep their eyes open
for new allergens, but also personally study each new hospital case as
a help to the doctor.

‘When a patient is admitted to the hospital, the allergy nurse fills m
a special *home’-page of the patient’s case-history. The patient 1s re-
quested to give as accurate a description of his home conditions as
possible: the number and size of the rooms, the number of family
members who live in these rooms, also the age of the family members,
whag type of bed do they have, the filling of mattresses and pillows, is
furniture new or old, upholstered or not, what rugs there are on the
floors, what pets or farm animals, what flowers, what working-conditions,
etc, This information gives the physician a good background for his
studtes and allows him to compare the history with the results obtained
from skin testing and other examinations. If we deal with a child, a
thorough inquiry is made into the earliest childhood and its diseases.
Inwomen the he and cli fum are investi thus giving a
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basis for hormonal studies. During the patient’s hospitalization the aller-
gy nurse pays daily attention to the patient, discusses further with him
the home-, working and economical conditions and becomes thus
acquainted with the patient and his personal physicai and psychic stress.
It seems easier for the patient to open his heart and tell his manifold
troubles to the allergy nurse than to the doctor. After the examination
and the treatment of the patient is completed and the doctor has done
his utmost to give the patient the necessary medications and advice for
home-care, the patient is referred back to the allergy nurse, who has
won the patient's confidence. The allergy nurse goes once more through
the case-history, compares known home facts to resuits obtained from
examinations and endeavors to make a further dive into the environ-
mental situation of the patient. She explains about materials containing
wool, feathers and different ammal hair, she advises the pattent how to
avoid dust i the home, she names foods to be avoided and so on. When
discharged from the hospital the patient is requested to report to the
allergy nurse once a month

ALLEQGY CENTER and more often in case his
health has not improved.

ovmonr DL L Tlwamo-su, The nurse then discusses the
o situation with the treating
@ “““fr"“" physician, keeps in contact

o . .

ALJ‘N“EQ o~ with the patient and calls

A = looa him back when necessary,
\ﬁ g Finland is very fortunate
DAT INCITY to have a governmental Pub-

-—  lic Health Nursing system
developed throughout the

PUBLIC HEALTH NURSE o
whole country. In every rural

L .
i community there 1s for the
. . @ community doctor’s assist-
Qcm 7%'“““: ance a Public Health Center
& -+ with a Public Health nurse
RUBAL COMMUNITY and a mid-wife to every 4000
Fig 2 inhabitants. If our patientsare

from the city of Helsinki and
their homes are visited by theallergy nurses, they are referred back to the
out-patient department of the Allergy Hospital if needed. In case the
patient living outside the Capital needs personal care or a visit to
the home, he is advised to turn to his community doctor or Public
Health nurse, who are 1n contact with the allergy nurse and the phy-
sicians at the Hosptal for Allergic Diseases. (Fig. 2). In this way we
have developed a system for home education, study and care for the



THERAPY BY HOME- AND FAMILY-EDUCATION 89

allergic patient and which system seems to us to be of utmost impor-
tance. Thousands of letters circulate yearly between the hospital and
the patients, They save the patient useless calls to the doctor, but
promote them when they are really needed. These letters combined
with necessary general pamphlets provide the patient allround home
education on allergy and make him and his famly famuliar with his
personal type of disease. It also allows the hospital a follow-up of the
patient, which seems to be of great value.

SUMMARY

In the social department of the Hospital for Allergic Diseases in Hel-
sinki, Finland, specially trained s.c., Allergy nurses keep track of the
development of the general allergen situation of the country. Through
personal contact with the patients in the hospital, correspondence
with them and visits to their homes after discharge from the hospital
as well as through contact with Public Health nurses and doctors
throughout the country, the Allergy nurses are able to provide a special
home and famuly education of great importance. This is supplemented
with written pamphlets and meetings of patients and therr family mem-
bers at which further educational programs are developed.



DISCUSSION
B. STOKVIS AND A. J. WELMAN

It 1s evident, both from the literature and from our own expertences, that a large
number of patients with psychosomatic affections passed th:nr youth i dishar-
monious families. This 15 of for the
treatment of patients with bronchsal asthma, for which reason we shall bniefly
examine the factor family-relationships.

A famuly may be regarded as a structure of mutual relations among scveral
persons Living together. We may consider the famuly as a psychological umt,
1n which, therefore, no component elements should be studied scparately. The
affective interaction between the members of the family 15 to a large extant deter-
mined by the family-bond A closer study of this family-bond enables one to
differentiate between a normal and an abnormal famuly.

The emotional relationship between different individuals may be based either
on an h - or on a2 bindi The mentally healthy person
feels *bound” to his fellows, he 15 able to meet the other person by a surrender of
sclf, he is capable of giving love The neurotic family, on the contrary, is charac-
tensed by a based on An who, owing to
disturbances n his mental development (e g. through wreng education), has
remained stuck n this attachment-relationship with his miheu, will retain
an infantile-erotic attachment to 1t. He is capable only of feelings of dependence
and can only recewve love For a child, attachment 15 the normal emotional re-
lationship When adults are incapable of forming a bond with others, and relations
based on dependence remain promunent, th: famlly hfe is palhologlwl These
feelings of dependence obstruct the ind of the of
the famuly. This applies especially to the child, which, bemg sull in the process of
development, has a strong tendency to identification. Owing to the pathological
famly relations this tendency towards 1dentification continues to exist right mto
adult life.

Within the family, the members exercise 2 mutually educative—andjor re-
educative-influence on one another. The famuly as educative mulieu depends,
wter aha, on

1) The personality structure of the members (temperament!);

2) The mutual relation between the parents (unconscious drives);

3} The parents’ sence of responsibihity towards the children.

As regards the latter point (3) the so-called Joving care with which some devoted
parents burden thewr children, 15 often nothing more than the expression of a self-
1sh, narcissistic disposition  Such parents abuse the child’s dependenoe-rehuon-
ship with them In many cases the parents themselves have remained stuck in
their own infantile-erotic feehngs of they are incapable of givin,
love exther to each other or to their chuldren, and strive only after the satisfaction
of their own desires To this end they utilize the child, with the consequences
that may be expected
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From the psycho-hy the most imp cause of a d
famly-hfe must be sought n the parents. Smce it is completely impossible to
prevent neurotics from gettng married, disturbances 1 family will always tend
to occur. They are, m fact, the more Iikely because, (in accordance with the geno-
tropic theory of Szondi) there appears to exist a strongly attractive force between
neurotic individuals.

The question may now be asked to what extent a disturbed family-bond may
also manifest iself m a psychosomatic affect:on. With regard to bronchial asthma,
Alexander already pomted to the occurrence of ‘frustrations” dunng ifancy.
From the biographic anamneses of patients with bronchsal asthma exanuped
in the Leyden Psychosomatic Centre, 1t appears that nearly 80 per cent had had a

d family The of these
patients showed that they are neuronmlly affected. This surely must lead to
any family which they may eventually found, also becomng peurotic.

The attacks of bronchial asthma, therefore, mght also be regarded as mami-
festations of a disturbed family hfe. This naturally entails the consequence that
the treatment of these patients should also involve the other members of the famuly.

Illness is man's reaction to his mulieu, in order to create a pseudo-equilibrium.
To restore the ongmal cqml.lbnum 1t 13 necessary to tackle both the sick person
and his mulien. Thss, in fact, is the fundamental principle of the methods 2pplied
at the Leyden Centre, either by psychotherapy or 1n case-work.




CHOICE AND CHANGE OF PROFESSION

by
D. A, WILLIAMS

The choice of a profession depends essentially on the individual, on
his or her educational ability and interest, which is dependant on
intelligence, personal drive and steadiness, health, family background
and on opportunity Our aim for the asthmatic is to recommend an
attainable occupation which will give a reasonable standard of health
and happiness and where there is no increased hazard.

Occupational guidance, as has been pointed out by Schwartz (1953)
is of special importance to the asthmatic, as occupational asthma often
starts at an age in which it is usually an economic disaster to effect a
change. He states that a survey of the occupations in which asthma
is particularly disabling would be of the utmost value.

Table I shows a list of occupations, or groups of occupations arranged
in increasing prevalence of incapacity due to asthma; their sizes in
thousands, thelr certified ‘spells of mcapacnty mthousands the *spells
of i * per hundred for each occup 1 group; and, at the
bottom of the list the average for all occupations. By ‘spells of in-
capacity’ 1s meant a period of absence from work for more than four
days. The mean duration for asthma was, in fact, fifteen days. The
figures relate to males and with certain exceptions cover the working
population, the employed and self-employed (plus those who have
lapsed from employment). *

The figures have been obtained from the Ministry of Pensions and
National Insurance, (Digest of Statistics Analysing Certificates of
Incapacity, 1951—1952). The upper eight occupations are all occupations
where the amount of incapacity caused by asthma was less than the
average and can, therefore, be considered suitable. The ten occupations
below the line, all have amounts of incapacity more than the average
and are, therefore, unsuitable.

On looking at those listed occupations one may wonder if some
occupations owe their positions to their having been avoided and
whether others may be over-weighted by asthmatics having selected
or drifted into them, It is a possible fallacy, but to what extent this
oceurs we have no means of estimating, in all probability it is insignificant
or at the most, very shght.

* Groups excluded* marners while at sea, members of the armed forces and non-industrial
vl servants.
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TABLE 1

93

Occupations listed in order of i

g P!

of spells of incapacity
Asthma-males (1951) Great Britain

Population | Spells of Spells of
Occupations atnskin | Incapacity | Incapacity
thousands {in thousands| per cent
1. Admmistrators, directors,
managers . 373 0 —
2. Professional & techmeal .....,. 695 1 144
3. Commerce, finance & i msumnoe. 1,328 2 JA51
4 Agnculture, horticulture &
forestry .. 1,052 2 150
5. Engmecrmg, metal man; aciurc 2,521 5 198
6. Workers i wood, cane, cotk . 484 1 207
7. Persons engaged in personal Sl:'(-
vice: hotels, clubs, institutions, 491 1 204
8. Workers i building & contracting 902 2 222
9. Futters, machime erectors .. ... 813 2 246
10 Clerks, typists -. ..\.. . 793 2 252
11. Road transport workers ...... 788 2 254
12. Warchousemes, storekeepers,
PACKETS vouvveiosis vue ot 363 1 275
13. Electncians, electrical apparatus
makers & fitters ..... ...... 358 1 279
14 Painters & decorators .... . 332 1 2301
15, Railway transport workers .. . 316 1 316
16. Water, air & other workers in
transport & communications . 293 1 341
17. Workers 1n unskilled occupations 1,233 5 406
18. Coal Miners vvv. vevivnesnns 630 3 476
Al Occupations  ....... 14,400 35 243

Information cbtawed from the Mumsiry of Pensions & National Insorance, Digest of
Statistics Analysing Certificates of Incapaaity, 1951—1952
Caleulations checked by E. Lewis-Faning, D, S¢, Ph. D., F.S S, Department of Medical
Statistucs, Institute of Preventive Medicine, Welsh National School of Mediciae.
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Another possible error is that some workers may tend to go off sick
more readily than others. Some engaged in work entailing only slight
physical exertion may continue at work while others engaged in heavy
physical work may go off sick with the same degree of illness; financial
considerations may also have their effect. These considerations, again,
appear to be relalxvcly ummponam for a person who is able to continue
work 1n a relati d and ically satisfactory occupation
is obviously better oﬂ' than one who 1s not.

A third possible fallacy might be if the age-grouping in these occu~
pations varied very considerably, for there is appreciably more inca-
pacity from asthma over the age of fifty years than under fifty years.

Table 11 shows a companson of asthma and the infective conditions-
bronchitis, nasopharyngitis (the cold) and infl . For
asthma the positions of the occupations are shown as before; for bron-
chutis, nasopharyngitis and influenza, the position of each occupation
and 1ts p *spells of pacity’ is shown. The percentage for
the total population in each iliness is shown at the bottom of the re-
spective columns.

Let us take the top eight occupations first There is a large measure
of agreement here. Before only three figures can we see plus signs.
Workers 1n building and contracting have a plus thirteen placing in
bronchitts, the percentage ‘spells of incapacity’ being just above the
average, 3 55 per cent as against 3.30 per cent. This amount above
the average 1s hardly significant. Workers 1n engineering have a plus
eleven placing 1n the common cold but here agam the amount of in-
capacity, 1,309 per cent as against 1.306 per cent, 1s not sigmficant.
Workers 1n wood have a plus ten placing for infiuenza, with incapacity
again only very slightly above the average, 8.0 per cent as against
7.8 per cent. We can sce, therefore, that those occupations with less
incapacity from asthma than the average, have, w1th the slight ex-
ceptions mentioned, less incapacity from bronchi pharyngitis
and influenza than the average.

In the ten occupations below the line, there is again much general
agreement between incapacity from asthma and from these infective
conditions. Electricians and painters and decorators are, however,
outstanding exceptions. In both these groups of occupations their
thirteenth and fourteenth positions in asthma are not in the least 1
agreement with their relatively lugh placings in these infective ill-
nesses,

Except, therefore, for these two outstandmg exceptlcns it would
indeed appear that the tend to y infection plays a
definite part m the suitability or otherwise of an occupation for an
asthmatic.
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96 WILLIAMS

Table III ccmpares the posmon in asthma with the positions and “spells

of i dasap ge of each occupatmn in nervous
deblhty and in psychoncuroses and psychoses, that is, with illnesses
due to nervous upsets. (I am sorry that the figures for psychoneuroses
and psychoses were not split up). Let us take the top eight occupations
first. All these occupations have position in these illnesses which are
better than the average.

In the lower ten occupations, again except for electricians and painters
and decorators, there is general agreement between illnesses due to
stress and asthma.

Table IV lists all the illnesses we have been discussing in order of
increasing incapacity.

‘The comparison of these figures is not without interest. Admimistra-
tors, directors and managers have the least incapacity in asthma, in
the infective respiratory groups and in the psychological groups.

The terms admunistrators and directors need no explanation, but the
term manager needs a little amplification. In the main managers include
all those 1n executive positions drawn from all occupations including
industrial occupations such as mining, chemical, engineering and
building, etc., 1 €. when they cease to work in these occupations as such
and take up office work. In this group are the financially and socially
successful. It would appear that financial success must play a large
part in the prognosis of asthma. Responsibility, success, good food,
good homes with low physical demands, have no ill effect on asthma,
in fact these appear to be the most desirable attaiments for the asthmatic.

Proft 1 and are also eminently satisfactory
for asthmatics. These occupations include the recognized professions,
the Church, Law, Medicine, as well as medical auxiliaries, teachers,
prof 1 surveyors, arch statisticians and mathe-
matictans, authors, editors, journalists and officials of political, industrial
and trade associations. As with the previous group, these occupations
are 1n the main 1n the upper sociat classes.

Commerce, finance and insurance, again a satisfactory group of
occupations on all counts,

C ce includ ial travellers, proprietors of commer-
cral concerns and their salesmen and their shop- and other assistants,
i.e. those working 1n the wholesale and retml businesses, e, 5 grocery,
green grocery, meat, fish, poultry, fe y and
stores. Finance includes company directors, bankers, stock brokers,
auctioneers and estate agents. Insurance includes insurance managers,
underwriters, brokers, agents and canvassers.

Agriculture, horticulture and forestry is among the most suitable
occupations for asthma and all the other diseases listed, This group
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‘ TABLE 1T

‘ Comparison of asthma & nervous debility, psychoneuroses & psychoses by spells
of incapacity

" Asthma-males (1951) Great Britain

2N
o Asthma [ Nervous Debility Pszc;s;cx::;:;es
Occup
o o,
Position | Position {; sf;f;& f Position {; fs;;l;;f
Admumstrators, directors,

TROAZETS <vuvrsurses 1 -1 — —1 -268
Professional & technical 2 —8 288 —5 432
Commerce, finance,

INSUTANCE 4 vuvsvaanss 3 —5 226 —3 377
Agriculture, horticulture,

forestry ..., . . .. 4 —2 095 -2 285
Engmeenng, metal

manufacture ,.,..... 5 —13 -357 -1 .555
Workers in wood, cane &

cotk 6 — 4 207 — 4 413
Workers in pexsonal ser-

vice (hotels, clubs, n-

stituttons) . K —3 204 —l10 611
Bullding & Conf.mctmg 8 —I11 332 —6 554
Fitters, machine erectors 9 +14 369 +13 738
Clerks, typists . 10 | +15 378 +15 .883
Road transport . n +16 381 —l12 635
Wamhousemen, store-

. .. 12 —6 275 +14 826
. 13 —7 279 —8 559
Panters & decorators . 14 —9 301 —9 602
Railway transport ..... 15 —10 316 —11 633
Water, air & other
transport ., .. 16 —12 341 +17 1.024
Unskilled workers PN 17 +17 649 +16 973
Coal Miners .. ... . . 13 +18 111 +18 143
Average spells of m-
COPACHY 1eernansasn . 361 660

~— Indicates that the incapacity 13 less than the average for all occupations.
+ Tndicates that the incapacity is greater than the average for all occupations

Information based on figures obtained from the Ministry of Pensions & National Insurances
Digest of Statlstics Analysing Certificates of Incapacity, 1951—1952 C ions checked
by E Lewis-Famng, D, Sc, Ph D, FSS, Department of Medical Statistics, Institute of
Preventive Medicine, Welsh National School of Medicuoe, Cardiff,
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includes farmers, gardeners, forestry and horticultural workers and
those with ancillary occupations to agriculture. Their increased exposure
to extrinsic allergens such as pollen and mould spores, and i some
cases animal danders, does not appear to affect them appreciably as a
group as regards incapacity, One wonders if asthmatics do tend to avoid
these occupations These figures show no reason for avording agri-
culture, but on the contrary suggest that asthmatics mght be encouraged
to take up agriculture.

The next group, engineering and workers 1 metal comprises & very
wide and large group, varying from furnacemen, foundry workers,
smuths, metal workers of various types, to scientific mstrument makers
and workers i precions metals. Although the ‘spells of incapacity’ for
asthma in thuis group is satisfactory, this group has a higher tendency
to infections and a slightly higher tendency to nervous upsets than the
position occupied in asthma would warrant. As a group this has a
satisfactory placing in asthma, but one might well consider what branch
or sub-group the asthmatic 1s advised to take, so that the tendency to
infection would be less than the average for the group, nor should the
psychological suitability, the economic return of the work, and the
chances of promotion to the administrative or managenal positrons
be 1gnored

Workers 1n wood, cane and cork comprise a comparatively small
group In general it is a fairly satisfactory group and its position mn
this Fist is, perhaps, not surprising.

Personal service, i.¢. workers in homes (domestic of all types), in
hotels, restaurants, clubs and institutions, and includes hair dressers,
photographers and laundry workers—all who give a personal service
Again a fairly satisfactory group of pations for asthmatics, having
a hugher position than perhaps we, as allergists, mught have suspected.

Building and contracting needs little explanation. As the prevalence
of bronchitis in this group is higher than normal, asthmatics in this
sroup should take extra care to avord respiratory infections.

Futters, machine erectors, imcludes tool makers and fitters, fitter-

blers, mai motor mechanics and other mach
erectors and fitters. You will notice the marked tendency to mfluenza
and the relatively high rate of nervous upsets.

Clerks and typists. This, of course, refers to men only and it sur-
prised me that 1t was so low in the list. It includes costing, estimating
and accountancy clerks, secretaries, but not company secretartes and
office machune operators Essentially they work in an office, the same
as administrators, managers and directors, except that they rarely have
an office to th and their position is obviously much
lower. Their tendency to upper i y infection is

paratively
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high, as is their to nervous i ions. Their )s ively
Jow position in our asthma list is probably associated more with their
economic state than with their actual working conditions. One might
have wondered if some asthmatics might not have drifted into these
occupations, but the evidence would appear against it.

Road transport, eleventh, causes less debility from asthma than doces
railway transport or water and awr transport, presumably due to the
fact that they are 1n their lornes, have less physical exertion and less
direct exposure to the elements.

INFORMATION OBTAINED FACM MINISTRY OF PENSIONS &

NATIONAL INSURANCE DIGEST OF STATISTICS ANALYSING
CERTIEICATES OF INCAPACITY 19511952

PERCENTAGE OF SPELLS OF INCAPACITY CAUSED BY ASTHMA

Warehousemnen, storekeepers, packers of furniture, china and glass
and bottlers. Here agarn, is an unsati y group of p and
their position on the list of asthma fits in with the other illnesses. There
is a very high incidence of the common cold m this group, Here again,
one wonders whether people who have become, or originally were,
somewhat incapacitated have been attracted to this type of work, but
the correlation of incapacity between asthma, infection and stress in
the group is against this.

Electricians and pamters and decorators. It is of special interest
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that in the infective and stress illnesses they have a consistently and
considerably higher placing than in asthma. Many painters and deco-
rators and some clectricians, are undoubtedly excessively exposed to
that very potent allergen house dust. Fumes from paints and non-
speaific dusts in both occupations may also play a part. Economucally
they are about average. The other alternative is that many asthmatics
have chosen these occupations, but this appears unlikely, Whatever the
reason, we must consider these occupations unsuitable for asthmatics,

The last two groups are obviously the worst, not only for asthma
but for the other illnesses listed. The figures here are quite consistent.
Economically the wages in coal minmg are relatively good and their
positton as the worst occupation 1s probably entirely due to their work.

1 would, however, draw your attention especially to the lowly position
of the unskilled workers. I have, for many years, urged asthmatic
children to work hard at school, to develop mental capabilities to
compensate for their physical disabilities. In asthmatics at work, I
urge them to be conscientious and thorough, to develop steadiness
and personal drive so that they do not change their occupations fre-
quently and so end up m this group of unskilled workers.

Fmeally, the map shows that in Britain, the place of occupation for
males also significantly affects incapacity from asthma. It shows that
there is less mcapacity from asthma in the South East districts of
Britain (the warmer and drier parts) than in the western and northern
districts (the wetter and colder parts), Therefore, 1 choice or change
of occupation, the locality should also be considered. This latter con-

deration may be especially dered in the muddle-aged asthmatic,
where a change of locality may be more easily brought about than
a change of occupation or profession.

In summary, 1 would suggest that in the choice or change of profession
we should consider: 1. the tesulting economic position; 2. the hability
to naso-respiratory infection; 3. the liability to stress, and last, but not
ummportant; 4. the Lability to extrinsic allergens, as well as the locality.

1t 15 with pleasure that T acknowledge my indebtedness to Dr. Lewis-
F“mﬂE,'D Sc, Ph.D, Department of Medical Statistics, Institute of
P.:evenhve Medicine, Welsh National School of Medicine, Cardiff, for
his help and advice with the figures presented.

Reference

SCHWARYZ, M. (1952) Actq altergologica, ¥ Supplement IL,
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flour allesgy leading step by step from a rhinitts over bronchial asthma to an
emphysema. However, the workers in the spinming mulls wll usually not hve to
this late stage of the disease, since they will become transferred after their first
asthmatic episodes (although even then too late) into rooms clear of sericin:
dyenies, packing-rooms etc.

Every worker ought to be examined as much as evcry miller and baker, every
3 or 6 months ror the symp of (skin ions or other mani-
festations). If positive findings ewst, the person affected should be withdrawn
from this type of work and, if feasible, be given another occupation.

3) Exposure to dust of castor-beans This is a very active allergen causing severe
allergic reactions even in munute concentrations. Sensitization takes readily place,
the preparatory period 15 only short provided that there 1s a close contact, ‘Epi-
demic’ asthma occurs in the vicinity of factones i which castor-beans are pro-
cessed while therr dust 1s expelled into the open awr. However, the disease will
not become evident among persons who recently moved m the surroundngs of
the factory but only among those that lived lhexe for a certain length of time.

This span rep the period S will not occur unless
the dwelling bies within the reach of the Baseous by-j products with therr allcrgcn-
beaning dust particles Thus the * by means of temp

8
exposure to the allergen, to the sp of an epid of lyphmd
by the dissemination of the typhmd bacillus through contamunated water, milk
or the Iike. I mysel{! have examuned such cases, and more asthmatic epidemcs
owing to the dust of castor-beans have been described mn U.S A. bet Figley and
Elrod, 2 Zerbst® and a new by A. U. Cintra und E. Mendes.  Important are the
corresponding experiments by Rataer and Gruehl &

4) The same principle of pathogenesis 15 also realised m ‘Prnter’s asthma® (Ho-
schek, ® Fowler ), although the allergen is a different one. it is represented in
the gum arabic resin, used as powder 1n the process of wet spraying. The symptoms
of this disease gradually develop in the same manner as 1 the Ist and 2nd
example,

5) Mention 1s also made of the asthma ansing 1o factories producing mother of
pearl bum;n: Here the principle works according to the allergy to ayster-shells

b #; detatled d hereof 1s given on the First
International Congress for Allcrgy, Zurnich (see ﬁg 2 and 3).

6) There ex1st some more observations on this subject which will not be considered
here as I am presenting only own contnibutions or some few clear cut communi-

* Hefte zur Unfallherlhunde, 44 (1952), S. 221

*JAMA, 90 (1928), 79

* Industr Med 13 (1944), 552,

LT Allergy, 25 (1959), 253,

5Am J. Hyg 10 (1929), 236,

* Polygraph, 1953, S 611 (Heft 20)

" a) Lancet, 16 (1952), 755 b) Intern, Arch, Allergy ete. 6 (1955), 120
* Ist. Intern, Cgr Allergy, 1951, Proceedings p. 285.
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cations to the problem as given 1n the scientific works of Roylef, Wyers? and
others* asthma from dust derived from cotton-seed, sheep’s wool, coco-nut
fibre etc.

All these observations stress the significance of the invasion by some allergen for
the pathogenesis of bronchial asthma. Whatever gets registered as bronchial
asthma either m our clinics or in general practice 1s based op the same principles.
Unfortunately there are so many cases of allergy with a Jong bistory the chnical
symptoms of which became overflowing only now or went unnoticed for years
2lthough fragments of the process evsted fong before. Every year the number of
allergic persons augments among which the analysis of some antigen 15 success-
fully performed dernonstrating a specific cause of the disease. Yet, these analyses
genenally ate carried out too late. The fragments and 1he complete syndrom of
the disease will as an ofd habit be referred to as “infections’, zlthough specific
allergens recently have become demonstrated more and more But an old doctnze
Postulates the safection as the bass of afl nflammatory reactions, the carners of
which fermerly were said to be the bactena which now are completed by the
wirus. Although the P of a hyperergic infk due to aflergens
is wide-spread, 1ts correct use 1s not. too frequently encountered. Thus the ofd
eones of an infectious etrology still retawn general esteem This fact also often
Teads 10 2 misplaced anti-mlectious therapy (Penicilhn etc.) However there evists
© ly 3 preg ion and i of the allergen invasion by a common
infection, but this only serves as an accessory condition for the formation of an
allergy; ¥ am nat discussing these relations in detanl here, It yust be stressed that
the occupational asthma represents an ideal example of the patbogenesis of
bronchial asthma, and that it 1s the allergen which is to be placed in the focus of
h i of other that favour the disease ranging

4 ) a
from psyche 1o chmate,
It 18 10t practicable m every case to prove thus thesis by demonstrating the
allergen. However the more skilfol and exact the pateent’s history ts elaborated,
the igations doe, the gs observed, the richer the findings will
b; Eiery case cleared supports the ‘pnnaple’. Stadistics can barely be that con-
Vinaing because of the complex correlation of internal and external additional
factars of the d th the exception of the pational asth these
Permtaclear recogniion of a common aflergen the abolion of which can success-
Tolly be achieved. Thus abolition 18 immediately effective but must be performed
S00m after the first onset of the disease. Duning thus stage recovery of the writated

Tucoys b and of nomal can still casdy be attaned.
Ouly in case of an inveterated asthma the sttuation 1s much dufferent. secondary
ksions of the mucous as It of th chronic

the ep

Bronchis, derangements of innervation (patbological cham redctions, fixed
“Onditioned reflexes), harder orgamic lesions such as emphysema and bronchiectasis
3re urep . Tissues of Tow { vatue as scar fissue have then replaced
the nofmal tissue with 1is tegular function

For these heawly damaged asthmatics syfptomatic therapy geaated by drugs,
2 1st Inteim Cgr. Allergy, 1951, Procesdings p 16
* Intern, Arch, Allergy. 6 (1959), 119
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1

y psy Py, ging of envi and climat means a certain
but not entirely satisfactory rehef

If the descnibed connections would become generally acknowledged the impor-
tance of the patient’s history recognized and the gradual development of the disease
comprehended, then the first symptoms could be traced back to a (possible)
allergy. An analysts of the allergens could be achieved and on the basis of protec-
tion from the allergen further damage—particularly the i final stages
of the disea: ght be readily p

INHALATION RISKS OF FUNGAL SPORES TO
BUILDERS AND DECORATORS

by
K. MAUNSELL

Snce & high percentage of patients suffering from bronchial asthma with house
dust and fungus allergtes was found among builders and decorators, quantitative
estimatton of the concentration of arborne spores was carried out in 2 London
houses under structural repair and compared with 6 normal dwellings (slit sam-
pler) Sampling was carried out 1n a room adjacent to the one i which the builders
were working. The rooms had no direct communication but led to a common
hall. A tenfold 1ncrease was noted m the total spore count 1nside dwellings when
building was 10 progress The mncrease was mamly due to Penicillium. It must
be assumed that the concentration of airborne spores 11 the room in which the
men were actually at work was bly higher and that p i p

to such air may well lead to asthma m allergic builders and decorators.

Reference
MAUNSELL, K (1954) Internat, Arch of Allergy and Appld. Immun, 5, 373

B. STOKVIS

The expeniences 1n our Leyden Psychosomatic Center proved that, mn several
cases, fties and fr ions m the | are of more 1mportance than
those in sexualibus, which are often considered as the most 1mportant psychic
determinants in patients with asthma. We always try to combine our psycho-

Js with the k of our (female) social worker. The latter
visits the employers and tries to rmprove the socal situation and environmental
factors in close P with the psychotherapi

R. § BRUCE FEARSON

In considering the figures that Dr. Williams has shown us, 1t s important not to
over-simplify their significance. Although certam occupations may predispose to
asthma, 1t 15 also probable that certam occupations are more surtable for asthma-
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ties than others and these will, therefore, have a high icidence of asthmatics
among them. Many young asthmatics, for example, take up clerical work, because
they feel it will be within their capability. Because there 15 a relatively high 1o~
cidence of asthma among clerks, it docs not, therefore, necessanly mean that
1his pati P 1o the T of asthma

P

D. A WILLIAMS

The patural history of asthma is to start in childhood, to tend to disappear in the
teens and in young adult Iife and to come back agmn in later ke, When we advise
indjvidual asthmatrcs fun their chowce of occupation we must obviously not advise
an occupation where there is a big risk of allergic sensitization, such as bakers,
printers, etc, and I would agree with this. It 15, however, important that we should
take a vary broad view of the choice of occupation for an asthmatic for in this
way we cau hope to prevent the return of asthma in later hfe in many cases, asthma
which so often leads to much incapacity.

The miners in Engtand and Wales are frequently x-rayed and the incapacity
Bsted as due to asthma could not be due to pneumoconiosis,



CHILDREN’S HOMES FOR ASTHMATICS*
by

SVEN KRAEPELIEN

Nowadays asthmatic children are a large part of the patients in our
children's hospitals and 1n the ofﬁces of pedxamclans As far as we can
judge, the number of 1c has i d considerably
during the last few decades, even though we cannot get any exact figures.
In an mvestigation of the incidence of asthma in the Swedish schools,
1 have calculated that the number of asthmatic children 1n our little
country 1s about 10000. In the elementary schools of Stockholm the
ncidence was about 1.4 per cent. When the asthmatic children of pre-
school age are also taken into account—a very large group whose exact
number cannot be definitely established—the serious pediatric and
social problem of asthma becomes even more obvious. Simular figures
for frequency are to be found in Norway and in Holland.

For technical and, many times, for psychological reasons asthmatic
children are usually mnvestigated at the hospital and the treatment is
generally started there A frequent and regular control is always neces-
sary, which 1s upsetting for the child as well as for its parents. Un-
fortunately 1t 1s often necessary to discharge children from the hospital
at 2 time when, for various reasons, it 1s not convenient for them to
return to therr homes. A satisfactory adjustment of the home environ-
ment from an allergic point of view 1s not always possible, for instance,
‘because of the father's profession or unfavourable home conditions.
Small apartments with difficulttes concerning good dust hygrene -
crease the risk of infections. During the treatment period there should
always be the possibility of placing this group of children for various
lengths of time away from the famuly 1n a suitable home, like a con-
valescent home. It is true that asthmatic children can stay n ordinary
convalescent homes together with other children, but the character of
their allness is always a hindrance to thewr being admitted to the home.
Often the personnel is afraid to handle the acute attacks of the asthmatic
children. Also, the length of tume the children are allowed to stay at
these ordinary convalescent homes is limuted by the lack of places there.
At least this is the case in Sweden and I suppose this 1s also true in
many other countries For asthmatic children, a two or three weeks’
stay away from their home environment is not sufficient; often they

* From the Pedutric Chinic of Karohnska Sjukhuset, Stockholm, (Head Professor A Wallgren).
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often become quite free from symptoms as soon as they come to the
hospital without any therapeutic measures at all, A hygienic environsment
from an allergic as well as a psychologteal point of view is the probable
explanation. Since 1936 a boarding school for about 20 asthmatic chil-
dren has existed in Stockholm. The home s situated in Stockholm itself
and 15 only a few metres above the sea. First, the equipment of the
home has aimed at a rational dust hygiene. The children live there during
the school terms and usually get leave of absence every weekend, In the
summer, when most asthmatic children have their best period,—except
those sensitive to pollen—the children usually stay at home or at public
summer homes together with other children. The shortest time of attend-
ance has been one term and the longest, 14 terms. During the first days
after their arrival at the home most of the children have become free
from therr asthma attacks. All have been able to complete their school
attendance, interrupted, of course, by intermittent illnesses, but less
often by asthma attacks. During their stay at the asthma home all the
children have received aspecific desensitizations with colloid sulfur,
sometimes combmned with bacterial vaccines-therapy. In a follow-up
study with an average observation time of 3—4 years it is seen that
about 90 per cent of the children from the asthma home have become
free from attacks that had badly influenced their condition or occupation.
The good results from the asthma home 1n Stockholm are quite as good
as those from mountain asthma homes, even though the published
results cannot be compared in all respects.

As not all countries have the desired topography for such homes in
the mountams, I want to stress as my personal opinion that it is not
necessary for such homes to be at higher altitudes far away from home
environments and, above all, quite inconvenient.

‘With the high incidence of asthma in children today in most countries,
it 15 desirable that a sufficient number of suitable institutions is estab-~
lished so that more children who need such care may have this advan-
tage. In Sweden the interest in this matter has had good results dunng
the last few years. In the spring of 1955 the Swedish Red Cross started
another school home for asthmatic children and in several Swedish
provinces they are preparing similar institutions.

What are the requirements for an asthma home? An asthma home
should be centrally located 1n the neighbourhood of a big town or in
the center of a province. As climatologic factors have hardly any decisive
jmportance for the asthmatic children, there is no reason to place the
home in hgh altitudes, which often means transportation for longer
distances and thus, more inconveniences. A good reason for a central
position of an asthma home is first the need for close contact with
pediatric hospitals. As the child with acute attacks should have the
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possibility of immediate hospitalization, the relative proximity to a
hospital must be the decisive factor in its location. The parents must
have the security of knowing that their chuld will be able to get help
and adequate attendance when having an asthma attack. Another
important reason for the central location of an asthma home in a town
or a province 1s that the parents will be able to visit the child rather
frequently. This is specially important for the preschool child, as a long
separation from home and parents may have a detrimental effect on the
child’s health in the long run, an extremely important circumstance,
only recently given the proper consideration. The parents thus have
frequent assurances of the child’s welfare and may observe with their
own eyes in what environment he is living,

In every asthma home it should be possible for the children of school
age to attend classes. Classes can of course be held in the home itself,
‘but as a rule such arrangements make the costs higher. Tt is less expen-
swve and often quite sufficient if the children can have their education
at a nearby school. In a large city where there are more extensive
educational facilities and better possibilities for collaboration with
school authorities, this problem of co-operation between school and
home can be solved practically so that more or less wregular pupils
may continue their studies.

The duration of the asthmatic child’s stay at the home should not be
fixed in advance but should be determmed by the individuals need. The
time of attendance should not be shorter than 3 months, that being the
shortest period with any therapeutic importance.

A further requirement for an asthma home is that there must be a
specialized nursing personnel Even at the home the children should
be able to get the help they need for their attacks To avoid any inse-
cunty 1n their munds the parents must be convinced that there 1s a
competent personnel at hand. If there is not a competent staff one can
very well d the parents’ h y in sending their children
to the home. The parents know more than anybody else that their chuld
needs special care The home should be under the guidance of a phy-
sician, preferably a pediatrician

In spite of the inconveniences that separation of children and parents
may bring about, the many good results we observe when taking asth-
matic children from their home surroundings for varying lengths of
time, suggest that we always should have avaiable the facilities to do
so whenever indicated. Even if the stay in special asthma homes

~whether mountain or city—does not bring about more constant
results, it often gives the cluldren an interval in which they feel better
and more like other children Their physical and psychologrcal condition




112 KRAEPELIEN

often improves and may facilitate the continued therapy in their own
home environment.
SUMMARY

With respect to the high incidence of asthma in children the author
discusses the need of special homes for asthmatic children, and the im-
portance of a change of environment for some of these children as a
necessary part of the therapy. The placing of asthma homes at high
altitudes 1n the country as opposed to the more convenient city locations
1s discussed. The author himself prefers the last mentioned alternative
and presents his reasons.



THE INSTITUTIONAL REHABILITATION OF THE
INTRACTABLE ASTHMATIC CHILD

by
H. S TUFT

Fufteen years ago, a definitive program for the institutional rehabilitation
of the intractable asthmatic child was started at the Jewish Nattonal
Home for Asthmatic Children, Denver, Colorado. This program was
conceived by Dr. M. Murray Peshkin, ! who in 1930, expressed the need
for such an institutson. In the course of this operation, certain concepts
of the development of intractable asthma have been recognized. There
has been also an attempt to define the reasons for the obvious results
inherent in this procedure. This paper will attempt to cover both phases
$0 as to provide a basis for further discussion in this field.

In the early days of this program, 1t became apparent that separation
from the home environment was effective in controlling asthma in
approximately forty-two per cent of the children admitted to the in-
stitution These children would have no further asthma during their
stay which usually was a two-year period. A second group, comprising
forty per cent of those admitted, showed progressive lessenung of severity
and frequency of symptoms in the first year of residence and complete
loss of symptoms in the second year. The remainmng 18 per cent of the
children were either not helped at all, or learned only to tolerate the
symptoms already present.

The immedsate cessation of symptoms upon arrival at the Home in the
group so affected gave rise to speculation concerning the reason for
this result. A theory of the development of mtractable asthma was
developed which included the foll g factors: heredity, allergy,
infection and finally, the emotional overload. It would be redundant
to cover the first three factors, but the fourth factor needs a great
deal of clarffication

By the term ‘emotional overload’ is meant the additional burden
carried by an asthmatic child in a disturbed, unhappy or tense home
environment It has been postulated that such a burden may be the one
single factor which converts an ordinary asthmatic child into one who
will not respond to conventional anti-allergic therapy. It has been
further postulated that the emotional environment may actually cause
a break-down of the immune t There is the prob y that
ten per cent of asthmatic chuldren fall into the category of intractable
asthma. Ore should not, however, conclude from the foregoing that
8
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the lessons learned in the intractable asthmatic necessarily need apply
to all asthmatic children,

It is our feeling that the type of emotional overload which most of
these children manifest, is described quite completely by Abramson’s
concept of the *Cronus complex’. 2 Although the theory of maternal
rejection as proposed by Miller an Baruch 3 has been widely circulated,
we cannot see the application in our patients at the Home. We believe
that maternal rejection is part of our twentieth century culture and is
common 1 all child-parent rclatlcnshnps We feel that there 1s no

eater incid of this ymp in the asthmatic child, and
further that this symptom is not responsible for the production of the
intractable state.

Certain techmical matters should be discussed at this point in order
to clarify the matters of admussion procedure and the discussion of the
application of treatment technics The age of children to be admitted
is restricted to those five years of age, up to and including 16 years.
Younger children have not been admitted because of the tremendous
cost of the custodial problems involved. Older patients cannot be
admitted because the physical plant does not allow for adequate super-
viston of the older teen-ager

The sole medical criterion for admission is the diagnosis of intrac-
table asthma. Intractable asthma is defined as severe, perennial asthma,
requmng frequent hospitalization which despite adeq

d therapy plete allergic workup.

To make maximum use of treatment in the institution, a sick child must
be ready to separate from the famly. The chuld must have the capacity to
live in 2 group situation. The IQ must be in the normal range, for those
with subnormal IQ ratings cannot make maximum use of psychiatric
casework The family must be able to allow separation and must be
willing to continue in a casework relationship while the child is under
care This study is made by the casework agency (family welfare, child
welfare or child gmdance) in the hometown of the patient,

The Home is located on a 174 acre tract in the heart of Denver.
Children reside 1n cottage-type buildings with each child having an
individual room or a cubicle. Each cottage is supervised by a house
father or a house mother, usually in the number of one house parent to
ten children. The children attend public schools in the vicinity. The
grade school is located approximately four blocks from the Home,
the Juntor High School 1s across the street from the Home and the High
School is within walking distance of the Home. The staff also includes
a full-time athletic director and part-time recreation personnel.

Four features of treatment and rehabiltation are recognized. The
simple matter of separation from the home environment is perhaps the
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most important in the eventual rehabxlnahon It should be stressed
that this i all probability dous total envi

change which includes both freedom t'rom contact with allergens as well
as removal from emotional tension of the home. The word ‘parentec-
tomy" has been coined by Doctor Pesbkin to describe one feature of the
separation. This alone cannot account for the immedtate result, but may
be responsible for some of the long term results.

The matter of climatic change comes in for a great deal of discusston
but there are many features of the weather in Denver that mumic to
some extent those in home communities. Generally speakmng, the
Denver climate is drier, there being many more days with humidity
being less than 20 per cent. However, there are wide temperature swings
from day to might and periods of precipitation and gale-like winds
which also are present in other areas of the country. The altitude of
Denver is 5280 feet above sea level, but 1t must be stated that this has
never presented any problem with regard to respiratory function,

The next facet which is deemed of importance is the matter of group
living, It is now a well-recognized fact that chuldren afflicted with
chronte disease do much better in an institution dedicated solely to that
disease rather than in a geperal institution. There 1s 2 great deal to
be said for the ability to look at one’s neighbour with similar afflictions
without shame or reproach.

Many children have been hospitalized frequently or have spent many
hours in bed, They have forgotten what it is like to play with other
chuldren, Institutional Living helps in this field as well as in the field
of new adult experience and restoration of confidence House parents
assigned to each group are educated in the physical and emotional
aspects of asthma 5o as to view the child in a different perspective than
his own parent. The child reacts to this attitude with a calmer, less
harrassed feeling which aids his eventual rehabiltation. Athletics,
arts and crafts, and music training are other facets of the group living
approach

It would not be in the scope of this paper to discuss allergy therapy
in general, Suffice it to say that the recognized technics of testing and
treatment are utillized m the institution much in the same way as in
the child’s own area. We have seen many instances of pollen therapy
becoming effective during their residence at this institution whereas 1t
was apparently ineffective previously.

The success of the role of the psychiatric therapy in eventual re-
habilitation causes a great deal of comment from the profession Never-
theless, one can point out that some type of psychiatric therapy is
necessary in any child separated from his family and involved in an
institutional setting. The degree of psychiatric therapy depends uon
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the problems presented. It 15 our feeling that the highly trained social
worker from an approved school of social work and having at least a
master’s degree in the field is capable of handling most of the problems
connected with adjustment to the institution, and to the living situation.
However, therapy which need go beyond this more or less superficial
approach should be done by analytically trained psychiatrists. Psy-
chuatrists must, however, have special adaptation for the work of children
and a very good orientation in the asthmatic individual’s problems in
order to become completely effective in such a setting.

The members of the social service staff work with those in other
departments to help the child make maximum use of placement in the
Home. This 1s accomplished primanly in three ways:

1) The social service worker reviews the child’s history and contributes
his observations to the people who are working more closely with the
child. In this way each adult having contact with the child gains a more
complete understanding of him. This interchange of knowledge and
impressions aids greatly in planning the future treatment of the child.

2) The social service worker keeps the parents informed of the child’s
general adjustment through reports to the social agency. These reports
enable the agency to help alleviate the parents® concern about the child,
and to help the parents in reaching a better understanding of their
own problems,

3) The social service worker holds regular interviews with the child.
These interviews compose the greatest, and perhaps most important,
part of treatment. The permissive setting of the office enables the child
to express himself through talk and play. The relief of emotional tension
this therapy provides makes the child more responsive to other treat-
ment; enables him to adjust more readily to the institution; and prepares
him for his eventual return to his family.

Space does not allow a more complete evaluation of the total result.
However, in general, 1t might be said that 85 per cent of the children
in the program have maintained their gains for up to 12 years. Followup
studies should be available to the profession within the next two years
m the form of a monograph by Doctor Peshkin which 1s presently
being written,

The 1ndication realized from this 15 year experience 1s that more
facilittes must be available for children falling into this category.
Pending a greater knowledge as to the reason for the effect of separation,
rehabilitation of the intractable asthmatic child must be expanded to
include those patients restricted from this approach by reason of finan-
cial responsibility of the parents. One may foresee the need for insti-
tutions of this kind in each country of the world as well as in connection
with the large cities of the United States.



INSTITUTIONAL REHABILITATION 17

References

1, Pesiay, M. M Asthina in Children. IX The Role of Environment in the Treatment of a
Selected Group of Cases; a Plea for a ‘Home as a Restorative Measure Am.J Dis Child 39,
774 (Apnil) 1930,

2. ABramson, H. A Evaluation of Maternal Rejection Theory in Allergy. Ann Allergy. Vol. 12,
129140 (March—Apnl) 1954,

3 Muuer, H, Baxvey, D. W Studies of Chuldren with
1 Maternal Rejection A Study of 63 Cases Psychosom. Med , 10, 275 (September—October)
1948




DISCUSSION

1S IT USEFUL TO MAINTAIN NURSING-HOMES
FOR CHILDREN?

by
N. J. M. AARTS

A change of appreciation of the Nursing-home for Children may be seen nowa-
days. In the beginning mostly only badly nounished children were sent to a home
for a while—normally 6 weeks—to nise their weight by good food and by dividing
the day m activity and rest 1 good proportion. Later on there came also special
homes for a special group of children, for instance with asthma.

To-day the badly nounshed children are seldom scen. The indication that
comes more and mote nto the List of tndications 1s nervosity It means that a child
is not capable of lLwving its normal everyday Ife as it should: 1t 15 badly
tempered, docs not eat, does not grow, does not behave itself in the normal way,
does not sleep or awakes several times duning the mght with fear, 1s hghtly 1n-
fluenced by misfortune etc Mostly the cause of this abnormalsty lics tn the family.

Is there any reason to treat these children in a home?

The cause—the incongruities of the family—canaot be cured by removing the
child and forstening 1t during a period of several weeks tn a nursiag-home. Still,
1 believe, we can do much good by giving these children a time of psychical rest
outside the famuly, even when knowing that a return to there will be necessary.

Until now I spoke about nervosity, but the same 1s true for asthma, because
next to other factors, a mughty psychical component 1s there Therefore, apart
from the fact that medtcal care 15 necessaty in the ‘normal’ nursing-home and
specral medical care 1n an asth , the most imp thing we have to
do 15 to give these children a mental-training, without letting them know 1t 1s a
mental-traiung We can give them a better adaptation to reality, we can teach
them how to behave themselves with other people, 1 the first place of course
with other children, but also in their contact with grown-up people. These 6 weeks—
often twice as much—are as important to the child as a holday of some weeks
1s to a working man. And beyond this hohday we can give them so much?

For that reason 1n the nursmg-home there must not be a system as 1n a military
camp The child is, mentally, unable to accept all 1t does not understand We
must try—according to 1ts capacity to understand—to show and teach the child
why 1t has to behave the way we tell them and not in any other way! We must
observe the children duning therr games and make use of these games. We must
give them the sense of being personalities, but also that this personality 15 directed
and formed by the social status of the human being. I do not mean we should
try to teach the child sociology, bt we can educate stin a way 1t will understand.

How is the state of the nursmg-homes at the moment in trying to bring these
children in the right posttion for ife? Are there some other treatments necessary?
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We can, of course, give the children a good tume for 6 or 12 weeks; but after
that they go home and 1t is possible that the time in the nursmg-home was too
short, especially if the child has not the power, yet, to make up its own mind and
to decide where and how to stand against the troubles m 1ts famuly.

Therefore we must think—more thaa we have done before—about the family.
While the child 15 1 the home and better already before, we must ask the help
of the social-worker! At first thus person must make a report of the family, social,
structural etc Ths report must be sent, also, to the doctor of the nursing-home—1n
that case he can talk 1t over with the directing nurse and as a result of thts the
report might be of some help 1n the treatment of the child Next the social-worker
must try to change the fanuly-situation in talking with the parents, separately
and together Often 1t will be no case for the social-worker, but more for the
psychtatrist. Thus there must be peration between the farmly-d and the
soctal-worker. We must use the time the chuld 1s not at home! After Jeaving the
nursing-home there is another task for the soctal-worker: to help the child to
become part of the family again, without becomung a neurotic chuld, and to help
the parents to treat their child in a more normal way. But also there 13 a necessity
of keeping contact with the nursing-home for two reasons:

1) the nursing-home can give—also afterwards— some good advice

2) 1t 15 of much mterest to the nursing-home to hear how the chuld 1s getting
on because 1t can be a testing of the methods used and indtcate a change of these
methods, 1f necessary

The nursing-home 1tself must be, as much as possible, 2 normal home. It must
not be too splendid, with too much of a home in a nursery-tale It must not be
too big a change for the chuldren from the familyhouse mto the nursing-home,
and back agan. Give them the same things to play with, that they know from
home. Do not let them sleep in a room with too many beds, do not make a dot-
mitory—personally I Iike bedrooms for about 6 children And, as 1t is a home,
let thern have the feeling that, when in trouble, there 1s always someone to help
them—Ilike mother at home Do not let them play alt day long what the purse
m charge Iikes to do, but give them also some time to do as they like.

In this way I beheve, all our nursing-homes have reason to exst, and we cannot
miss them!

As a result, the youth of to-day will be the psychical stronger generation of
to-motrow,

1. DUCHAINE

From a ltmited experience with an asthmatic children’s home, established at the
Belgtan Coast, the author draws the followtng tentative conclustons.

It is desirable that the Home should be constructed in view of 1ts special purpose.
Attention should be directed to the facihities necessary for play 1 allergen-free
surroundings.

Problems arising from adequate schooling should be considered s the children
have to spend at least 6 months in the home before they can be sent back. Dunog
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their stay, adequate desensitizing treatment should be given and the child should
only return 1 s family of control of environments 1 his own house has been
fulfilled.

Diagnostic elimination diets can be used 1n the home altbough they necessitate

full co-operation from the staff and the hotel management. This fast point 1s some-
times difficult to attam.

THERAPEUTIC VALUE OF ASTHMA-HOMES

b
J. E. C. SCHOOK

A certain percentage of the chuldren with bronchial asthma 1s at home resistent
against every form of Al peuti we take, fail and we
can’t succeed at home 1n trymng to get a reasonable situation.

These are the children who n the first place are considered for an admissien to
an asthma-home and with these children 1s such an admussion, which means a
long separation of the ¢cnld from tus family, mostly justified.

Why 15 1t possible to treat these children better in an asthma-centre than
theirr own homes?

Of course there are many advantages, which are very clear. In the houses specially
fitted for these children we can make the conditiens of Lfe as favourable as
possible This concerns as well the allergic factors as the psychological sides of
asthma.

Ishall not gonto thissubject But there 1s still one thing, I think is very important
which I will mention in this connection, and which shows 1 my opimion the value
of the asthma-centre very obviously and that 1s the possibiltty for an exact obser-
vation of the patient and of his attacks of asthma, By this observation 1t often
becomes possible to find out which factors are important for his type of asthma
and how we have to treat them

You all know how difficult 1t often 1s to get a clear history from the parents
of the asthmatic child and to form a just notion of the different factors, which
take part in the influences on the attacks of the child.

When we have the chuld under our constant observation we can note very
exactly tus attacks and all influences which may be important. In this way 1t 15
often possible 10 get a better view on the patient and his sensibilities,

Also for the judgment of the results of the treatment an exact observation
can be very helpful.

I will give you a single example:

In consequence of the many different factors, which are active at home
{allergic and psychological) the attacks of asthma become often so severe and so
frequent, that 1t 15 not anymore possible to separate the different causes from
each other.

Only as we bring the ctuld in a favourable situation and a big part of his asthma
vanishes, we keep that part of hus asthma that is the most important one and that
we can treat with the best chances of success
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When we add to this treatment of the child a freatment of the milicu the
child comes from, and where he has to return when he 1s dismissed, we have a good
chance to reach a good result mn the end.

B, STOKVIS

1 completely agree with the contents of this very mteresting paper. Only I should
like to remark, that in our view 1t 1s not useful to treat children outside therr own
milieu. We prefer to treat the chuldren psychotherapeutically, when they are m
their famuly environment. When 1t 15 necessary to give the children a psycho-
therapeutic treatment in children’s homes, we always combime the individual

with py, play therapy

P group psy
in groups, psychodrama and a Punch and Judy show.

K. WILKEN-JENSEN

Fundamentally T believe that it 1s best to treat an asthmatic child w s usual
surroundings, and I consider the sojourn in a children home as an emergency
arrangement, In Denmark we can send our children to a home in Norway (n
the height of about 800 m) exclusively meant for asthmatic children or to an
ordiary convalescence children’s home where the attending doctor 1s especially
interested m asthma, this home is lymg m Denmark where we—as you may
know—have no mountatns of this altitude. In both homes most of the children
are free from attacks as long as they are there, but most of them relapse afterwards,
some of them even have an attack 1n the tram or on the boat on the way home.
In Switzerland I was told that asthmatic children were sent to the mountasns, but
that the pediatricians were well aware that the symptoms recurred when the child
came down again I am not convinced exther that the duration of the stay m the
bome 15 of much importance if o other treatment 1s given. I have seen children
who have been mn the home for a year without any result The advantage 1s, that
the chuld gets a hohday from 1ts symptoms, and durmg this time the hyposen-
sitization can go on generally without unwanted side effects so that the resistance
of the cluld is more or less restored, as well specifically as totally



THE TREATMENT OF BRONCHIAL ASTHMA IN
HIGH ALTITUDE CLIMATE

by
H WISSLER

It is somewhat difficult to speak about the climatic treatment of bron-
chial asthma because, conscious or not, the hearer suspects the speaker
to talk propaganda. I understand this attitude very well. While for
instance hyposensitisation or psychotherapy may be done, at least
theoretically, everywhere, chmatotherapy is confined to certain places
and therefore experience of it is limited to a relatively small number of
physicians. All T can do 15 to emphasize that the facts I am going to
present to you have been collected as honestly as possible and according
to the rules of medical science.

The high altitude treatment of bronchial asthma is time honoured.
At the place where I live, i.e. Davos at an altitude of 1500 m (5000 feet),
asthmatic patients have been under medical care for about 7 years,
There is more than one family whose ancestors came to Davos 2 or 3
generations ago because of asthma and settled there. If we compare the
first report pubhished in 1906 with our recent studies, there is no striking
difference. The experiences have been the same over the last 50 years.

According to general rules, I will first mention the facts which are
well established and then the more obscure sides of the problem.

All observers agree that the majority of asthmatics are free from
asthma as long as they are in the mountains. That s especially true for
children, It is always amazng to hear that children have had very
frequent attacks over many years at home and to see them at Davos
being completely free from asthma from the first day onwards. In a
study we started some years ago we found that among 200 children
85 per cent were free from asthma, while the remaining 15 per cent had
only infrequent and minorattacks The 85 per cent actually had no attacks,
while shght wheezing which did not hinder normal activity was not recor-
ded. During the last years we have marked any sign of asthma, even the
slightest, on our medical cards with red and even so there are many
cases with no red marks at all. For the last few months we have been
trymng to establish clinically 1napparent bronchospasms by measuring
the timed vital capacity (Tiffeneau Test) before and after an epinephrine
spray. It seems that this silent bronchospasm is not infrequent and is
not much infl d by the apy. Yet our experience is very
Timuted. The number of attacks depends very much on the type of cases
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under observation. During the last year for instance we had a higher
incidence than before. This was due to a group of English children. My
English friends had collected as a test group the worst asthma cases
they could find. It took several months to get them more or less free
from asthma, but after a year the result was quite satisfactory.

1t 15 unnecessary to explain to you what it means for an asthmatic
child to be free from attacks. The consequences are striking, on the
physical as well as on the psychological side. The weight increases,
muscles become stronger, the children, often depressed and anxious,
‘become lighthearted and more self confident. On the other hand I must
mention that I never have seen a chest deformity or a marked degree of
emphysema disappear. You may ask perhaps what treatment we give
apart from low barometric pressure. Very litfle. We have breathing
exercises done in the majority of cases. I think, that a prolonged siesta
on the balcony is useful for most of the children. Apart from that rest
period, the physical activity is notmal. In summer, walks in the moun-
tains are taken as often as possible and in winter the children go to the
icerink every day. Yet we noticed that one has to be careful with these
major physical exercises as many children tire very easily. As to the
educational side, the children hive in groups of 1215 under the care
of a trained nurse and have regular schooling in rather small classes.
Psycholherapy in the strict sense is not used, but we try to increase the
we can. As to the length of the cure,
there are no definite rules and each case is to be considered individually.
In general short cures of 1 month or so are found 10 be of very little use.
“We think that 6—12 months is generally a surtable length of time to stay.

To summanze the observations during the stay in high altitude: 1n
almost every case there is a considerable improvement of the general
condition, in the majority of cases disappearence of the clinical symptoms
of asthma and m a minority only reduction of seventy and frequence
of the attacks.

‘The essential question now is, what the results will be after the children
return home. The usual objection to high altitude treatment 15 that the
results are transitory and that, a month after return, the child is in the
same state as before. The question has been examined several times
and the results were of a striking umfonmty So it will do if I mention
2 follow-up study we performed 1n col with the uni
childrens” clinic at Zirich a couple of years ago covering two groups
of about 100 children each, the one being treated at Davos, the other
in an asthma home in the Engadin at 1800 m. The observation period
vanied between 1 and 6 years after return. We drvided the results into 3:
.completc success, complete failure and between them, considerable
improvement in severity and frequence of attacks. Doubtful improvement
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was registred as failure. In this way we found complete recovery in 20
per cent, failure in 25 per cent and improvement in 55 per cent, or,
roughly speaking, one quarter full success, one quarter failure and two
quarters improvement. For the purpose of the present report, I have
checked the results once more and tried to get news of the children that
had left the sanatorium in the years 1949—53. The proportion was,
once more, the same, the exact figures being as follows: out of the 61
cases we got answers from 12 (20 per cent) were full successes, 14 (23
per cent) falures and 35 (57 per cent) improvements.

We should like to be able to predict the result while the child is stilt
with us. Yet, up to the present, all attempts in that direction have been
unsuccessful. Our researches suggested that the failures were more
frequent among children who had had eczema or among those with an
allergic family history, but the difference was not statistically significant.
It may be that more accurate lung function tests may give us a clue,
but I feel rather that the factors which determine the final result are
on the emotional side

Having mentioned certain well established facts, we have now to discuss
the mechanism by which the high altitude climate acts. That will not
take us long because we know very little.
First let me deal with the objection that taking asthmatic children
° away from home and bringing them wherever it may be can sometimes
have a beneficfal effect and that the so called climatotherapy is nothing
more than a change of milieu. I am quite aware of the possible influence
of stmply separating the patient from his family and especially from
his mother. Yet I have seen quite a few cases that had been brought
to children’s homes 1n the lowland without any succes but who were
free from asthma at Davos. Very interesting information on this problem
could be drawn from an English home at Davos, where a considerable
number of asthmatic children were being treated. Many of them had
spent a long time at residential open air schools in England without
success and were free from asthma at Davos under very simular living
and educational conditions. So we think that there must be an almost
specific factor in the high altitude climate, but unfortunately we do not
know what it is. The climatologic side 1s pretty clear thanks largely to
the skilful and patient work that has been done at Davos for many
years, first by Dorno and then by Morikofer. The characteristics of high
altitude climate, which term 1s generally applied to places over 1200~
1500 m., are: reduced oxygen pressure and low temperature, reduced
cloudiness, especially in winter; high radiation intensity, especially in
ultraviolet; reduced atmospheric humidity and almost complete absence
of fog; mn the valleys a good wind protection and consequently a reduced
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and very regular cooling power. As to allergens, we do not know enough
Pollens certamly are less and different from those 1n the lowland. But
among my cases, pollen asthma is quite exceptional. Fungi are less
frequent but are present, and our mattresses and upholstered furniture
contain as much dust as elsewhere. Some information might be drawn
from the effect on other allergic diseases. I had to look after a restricted
number of cases of eczema, They improved considerably, but the effect
was less striking than in asthma and might be due, at least partly, to
careful local treatment. Among the Davos population eczema in children
is rather frequent, but asthma is quite exceptional, although there are,
as I mentioned, a considerable number of allergic families. It seems so,
that the chimate has not a general antiallergic effect but only an anti-
asthmatic one.

Recently some investigations have been made on the influence of high
altitude on the adrenal system. Koller and his collaborators (Loeffler’s
chime at Zurich) found at Jungfraujoch, 3500 m, that immediately
after arrival the blood eosinophils dropped while the number of thrombo-
cyts and the excretion of 17 ketosteroids rose. The effect was the same
as that of an injection of ACTH, but 1t was of short duration and lasted
only a few hours The same tests by the same group were done at Davos.
The results were simular but less striking. Recently, by chance, another
fact pointing to the same conclusions was found. Prader, children’s
clinic Zurich, was mnvestigating the significance of the sodium/potassium
ratio 1n the saliva as an indicator of adrenal function It 1s now clear that
cortisone and ACTH depress this ratio. Prader asked me for a series of
samples just for investigating children with normal metabolism and
endocrinologic pattern. It turned out that the sodwm/potassium ratio
in our children was on an average somewhat lower than in normal
children at Zurich. In order to check these results further, in a group
of 20 girls who went to a camp 1n the mountains the saliva was examined
before leaving, immediately after arrival and 10 days later. Agan, a
significant drop was found that perststed at least 10 days. These facts
point to a possible mechanism but of course do not explamn the whole
of the curative effect For the present moment we have to refer, as
medecine has done for centunes, to mere experience without being
able to explain the pathophystologic background
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VARIATIONS OF BRONCHIAL ASTHMA UNDER THE
INFLUENCE OF REGIONAL CHANGES WITHIN THE
BRITISH ISLES

by
K MAUNSELL

Patients with bronchral asthma expenence relief 1n the high mountains. Such a
drastic change, however, may not be needed in all cases. It has been observed
that 1n many mstances freedom from attacks occurred within the British Isles
themselves, and thus within the general framework of the British climate.

In a group of cases suffering from rhinitis, with occasional attacks of bronchial
asthma, and living in Greater London, a study has been made to check the
vaniattons of attacks under the influence of regtonal changes, and whether or not
a relation could be found between such variations and the soit of the region.
The patients’ histories were suggestive of the oecurrence of attacks of asthma
after exposure to one or multiple inhalant allergens such as house-dust, pollen
and spores of fungi. Sk tests with ene or several of these allergens were fre-
quently positive The attacks both of the nose and bronchi occurred 1 phases,
and the precipitating factors were closely linked the brenchial attacks, however,
were more decisively marked than the nasal attacks Their abrupt onset, followed
by penods of complete remission, impressed them on the memory of the pattent.
Bemg thus landsmarks 1 the patient’s history, they seemed to provide evidence
of the ifluence of regional changes on the pauent The group studied consisted
of 62 patients They came under observation whilst thetr residence was 1n the
Greater London area  Any regronal change of mare than a week’s duration was
noted, and whether or not an asthma attack occurred during this change Some
changes were holidays, others were due to call-up for service in the armed forces,
others permanent changes of residence Each regional change was counted,
uresp of whether 1t rep an area already visited by other patients.
If, however, the same patient went more than once to the same area, 1t counted
as only one regional changes, unless the patient reported that he was well on
one occasion and had asthma on another, 1n which case these findings were re-
garded as cancelling each other out. The 62 patients of this group made 143
regional changes, involving 110 different places. The geological formation of
these various places was checked by readings on a one-inch-to-the-rmile dnft
map to ascertan the superficial strata.

The regional changes were divaded 1nto those 1n which the patients were free
from attacks and those in which patients experrenced attacks,

Results
1) Reglonal changes to alluvial areas: 35 patients, 46 areas.

a) In 41 out of 58 regional changes, attacks occurred: ....... ny
b5) In 17 out of 58 regional changes, no attacks were reported: 29%
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2) Regional changes to clay area: 31 patients, 34 areas

a) In 25 out of 40 regional changes, attacks occurred® . . ... 6237
5) In 15 out of 40 regtonal charges, no attacks occnrred: . . ..., 38%

3) Regional changes to areas without alluvium or clay (mamly chalk,
gravel, sand or rock) 30 patients, 30 areas.

a) In 16 out of 35 regional changes attacks cocurred: .. . . 35%
) In 29 out of 45 regional changes no attacks occurred . . . . 65
TABLE 1
Reoction of patients fo vegional changes
To: Regional Changes Attacks Freedoms
Alluyium 58 41 17
=71% =29%
Clay 40 25 15
=62% =38%
Other 45 16 29
Formations =35% =65%
Duscussion

The influence of moist climatic conditions on bronchial asthma has frequently
been stressed Recently Ordman (1955) reported the adverse mnfluence on perennial
bronchial asthma of climatic factors m the coastal areas of South Africa, and
showed that the sigmificant chmatic factor might be the combimation of high
atmospheric temperature and high relative humtidity m constantly narrow range
throughout the day and duning the year The figures presented here for a small
group of cases and the variations of their asthma i vanous regions of the British
Isles also pomt to the influence of the relative humdity,

The figures suggest that the precipitation or prevention of attacks may 1 part
be de by such chmatic as are generally referred to as relaxmg
—With an adverse effect b h a effect. The terms
braang and relaxing are not defined, though many people are conscrous of the
bracing quahty of open sea, d and According to G Manley
(1953) relaxing qualtties result from ground moisture combined with a high
degree of humidity i the surface layers and and a Iack of air movement to pro-
duce an roterchange from above Such a hypothesis might well be adopted to
explain the cond p g 1 asthma precipitating areas on alluvium and
clay soils These soils have a hugh morsture content, especially after and during
ratafall. If the ais is warmer above than below, and no convection currents are
preseat, the moist packages of air nsing from the ground cannot get away. If
this moust stll air 15 polluted by allergemic particles, an “allergenic ground fog®
15 formed and conditions seem set for an attack. If, on the other hand, the soif
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drains quickly, as in areas of chalk and sand, and low rainfall is combined with
strong upward movements of air, with slight air pollutron, many asthma patients
find conditions for relief. In England, the Isle of Thanet, with Margate, Ramsgate
and Chiftonville, seems to give the best results, and 1t may be that such conditions
prevail on this ssland, with ts chalk ground and comparitively low ramfall.

The exact address of each change of residence was not known, and thus the
precise position of the house m which the patient stayed could not be checked,
This may be of importance, for the humidity or dryness of the house 1n which
the patient stayed might have contributed to the general adverse or favourable
effect of an area

SUMMARY

The highest incidence of attacks of bronchial asthma during periods of regional
change was traced in areas with an alluvial soil. Clay areas had the second highest
frequency. The lowest ncidence occurred 1 areas without alluvium or clay, as,
for examples, areas predomunantly chalk, gravel, sand or rock in formation.
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ASTHMA AND THERMAL SPAS*

by
P, SANGIORGI

Even in the remotest times—when a mineral spring was considered to be
of divine origin and a temple was erected by its side i honour of the god
who sent it and watched over it—men discovered the effectiveness ofs ome
of these mineral springs in relieving a disease which they called something
like ‘spasm of the thorax’ and which nowadays is known as bronchial
asthma, Roman vestiges in Italy and Gallo-Roman vestiges in France
bear witness. Besides, most medieval chronucles report on the restorative
action of several, especially sulphurous springs. But it was only during
the 19th century that thermal hydrotherapy got over empuism and
entered the stage of clinically and scientifically tested treatment

The curative limits of thermal hydrotherapy shall be outlined pre-
sently. But before doing so, 1t may be as well to examine the springs
actually used for the treatment of the asthma syndrome, the etiological,
pathogenetic and climical polymorphism of which 15 apt to extend the
vast field of our therapeutical efforts more and more,

The principal anti-asthmatic mmeral springs are the sulphurous,
arsenous carbon gas, chloro-sodium and radio-active waters.

o

In sulphurous spas, sulphur may be present under vartous forms, namely:
free and perfectly visible (e g the ancient Roman Aquae Albule of milky
appearance); gasiform, namely represented by hydrogen sulphite with
the typxcal bed egg smell; in the sulphid state;
or even in the coltoidal state, Sulphurous sprmgs exxst all over the
European Continent and especially in Italy (Salice Terme, Riolo, Sir-
mione, Porretta, Agnano, Rome), France (Luchon, Saint-Honoré,
Challes, Aix-les-Bains), Spain (Liérganes, Arechavaleta, Alham de
Grapada), Germany (Lippspringe) etc.

Sulphurous mumeral springs supply the organism with the sulphur
which, as biological chemistry reveals, has its share in the molecular
structure of albuminoid bodies that m certain pathological conditions,

1ly 1n chrome i y or diathesic affections come to lag
mn the tissue of some organs. And as we are aware that the broncho-
y tissue, the cartilagh tissue, the articnlar and skin tissues

* Asthma and Allergy Rescarch Centre at Satice Terme (Ttaly) headed by Professor P. Sangiorg1.
9
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contain substantial quantities of sulphur, sulphurous hydrothermal
treatment 1s evidently efficient.

Now, do sulphurous spas exert a real anti-allergic action? We are
inclined to doubt it, our own frequent laboratory tests with rabbits and
guinea-pigs and those of other workers always having been negative,
despite a certain, if transient desensitizing action exerted by hyposul-
phte, colloidal sulphur and sulphur solution, due according to Lumiére
and Chevrotier to the inhibitory action of the drug on the flocculation
of the colloidal fraction of the blood plasma, or again to the antitoxic
properties sulphur generally owns.

Sulphurous hydrotherapy was found to exert a mitigatingand equilib-
rating effect on the neuro-vegetative system, the wrritability and in-
stability of which are the chief features of allergy in general and of
asthmatic allergy in particular. Experimental and clinical tests with
regard to this system in all and any of 1ts mamfestations: toning of the
sluggish muscles, pharmaco-dynamic tests, oculo-cardiac reflexes,
humero-tibial differential 11 y, artery-tension, rate of sed
tatlcn, calcemic tests, crinoreaction, endocrin disturbance, etc. clearly

a sedative, antisg dic, anticatarrhal action of the sulphurous

spas.

Thermal sulphur undoubtedly reduces organic combustion and devel-
ops a strong anabolic action, thus fostering glycogen synthesis and
increasing the liver glycogen reserve; consequently, toning-up of the
physiological hver function ensues, while so far it was seriously ob-
stacled by an msufficiency

Regarding direct action of sulphurous waters on the mucus of the
respiratory apparatus, we do not share the opinion of those who consider
this action of secondary importance as compared with the above describ-
ed general effects, The Bolognese hydrology school admit local action
of hydro-sulphurous inhalations, where congestive disturbances (present
or past) or alterated celtular reactivity of the mucus of the respiratory
apparatus permit penetration of allergens, but at the same time attribute
greater importance to the anti-diathesic action than to the topic action
of these waters,

There is no doubt—and ancient as well as recent clinic experience
supply ample proof—that the sulphurous waters greatly favour the
local circulation of the respiratory mucus, to which the aforementioned
antiseptic, antispasmodic and anticatarrhal actions are due. Further-
more, it 1s a wellknown fact that the pulmonary tissue holds substantial
quantities of sulphur which, however, belongs to the mucin, namely
to the secretion and excretion substance of the respiratory organs;
therefore, one may suppose that one of the first stages of sulphur meta-
bolism must take place within these organs.
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There 15, then, the action of sulphirous spas with regard to the skin and
particularly to the keratin, which accounts for their efficacy in the
treatment of skin diseases that frequently accompany or follow asthma
attacks They are particularly helpful in exudative and dry eczema.
Finally, the action of these very interesting and important group of
spas with regard to the digestive system and biliar ducts, the female
genital mucus and the renal emunctory apparatus, thewr anti-rheumatic,
il iphlogistic actions are alt apt to increase the
field of their use more and more,

m

Great importance is due to the group of arsenous and arseno-carbongas
spas on account of their generally known intense anti-asthmatic action,
where the French spas: Mont-Dore, La Bourboule, Saint Honoré, etc.
hold the first place The Mont-Dore waters are carbon gaseous brcar-
bonate-ferrous-arsenical, highly silica holding spas; the Bourboule
thermal spring (40 to 60°) is arseno-ferrous and highly radioactive;
St. Honoré spring is semi-mmneral, sulphur-sodic-arsenical. .

The workers who dealt with those spas (Moncorgé, Galup, Villaret,
Claude Besangon and many others) have now determined the physto-
logical action of those spas and therr equilibrating action with regard
to the humoral, neuro-vegetative and hormonal system of the asthmatic
indvidual, According to this research work, a strong diathesic action
is supposed to improve the constitutional complex of the asthmatic
subject, or the condition of 2 patient affected by asthmatic disturbance,
such as periodic or chronic spasmodic rhinitis, spasmodic trachtis or
wet bronchitis

The action of the arseno-carbongas spas with regard to the lwver is
perhaps one of the most important features of the anti-asthmatic treat-
ment, considering that bronchial asthma 1s nearly always accompanied
by more ore Jess accentuated liver disturbance (in 85 per cent of the
cases, according to Moncorgé, in 95 per cent according to me) and it
is exactly to this more or less latent hepatism and quent i i
or altogether failing p pexic fi of the organ that the alteration
of the humoral equiibrium in the asthmatic subject is due.

The antispasmodic action of these arsenious or arseno-carbongas
waters has also been experimentally tested in the isolated bronchial
muscle by exposing it to the action of an acetyl-cholnic exciter.

As regards a specific antiallergic action of this group of spas, it must
be said that they, too, like the sulphurous spas, so far have not proved
10 be properly antiallergic, and that quite a number of researches assert
that they are not,
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The chloride sodic spas with or without jodine as existing in various
countries, such as Germany, Austria, Czechoslovakia and others, are
undoubtedly less efficient anti-asthmatics than the sulphurous and
arseno-carbongas waters. Stil, on account of the action of the sodium
chloride, they may be successfully applied in cases, where the respiratory
disturbance appears to be cansed by alterated metabolism and call
—although this 1s not definitely tested yet—for sodium chloride springs.
The jodine which sodium chloride often contains, does not exert-—at
least in bronchial asthma—the curative effect the pharmacological
iodine owns; as a matter of fact, sodium chlorde spas were sometimes
found to aggravate rather than alleviate the asthmatic trouble. Thecases
these spas apply to shall be discussed later on

The anti-asthmatic action of some of the French and Itahan spas
—Lurisia Thermae being the most important—has not been tested
thoroughly, in fact, therr efficiency has been established theoretically,
while chnreal data are scarce.

As is wellknown, the essentially rad ive springs are y
poor 1n mineral substances and their principal action was found to be
alteration of the uric acid metabolism, where their sedative effect on the
central nervous system and their analgesic action on the peripheric
nerves is considerable In cases of bronchial asthma of uricaemic origin,
where asthma attacks alternate with gout and hemicrania attacks or
with renal or liver hthiasis and which were decreed to be local collordo-
clasic disorders—respiratory, articular, vascular or cutaneous—, radio-
active waters really have sedative and antispasmodic and probably
(now being researched) also anti-anaphylactic effect

v

Tt appears that only sulphurous waters and arseno-carbongas waters can
be relied upon for bronchial asthma treatment, where it must be of course
understood that any hydrotherapy is only an additional, if excellent and
efficient treatment of bronchial asthma. Personal experience permits me
ta consider mineral hydrotherapy, especially the therapies based on
sulphurous or arseno-carbongas spas, the asthmatic patient’s most
reliable ally in a battle against his disease fought with modern sedative,
diathesic, specific or aspecific, dietetic and other cures.

The clinical forms of bronchial asthma calling for hydrotherapy are:
pure bronchial asthma and wet asthma, be the patient young or old, be
the outbreak of the disease recent or years back.

The above described physiological effects of the spas are indicative for
the choice to take in the individual case: sulphurous waters apply to wet
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asthma, especially to the chronic or post-bronchitis affections, where
pulmonary sclerosis or bronchoectatic processes set 1n; they also apply
to asthma of luetic origin and to asthma following skin diseases of the
turpid type, 1o chronic colds, sinusitis and rheumatic affections.

For pure asthma of established allergic orign, sulphurous spas are
effective only inasmuch these waters improve the mucus condition n the
respiratory apparatus which, after thermal treatment, can delay but not
prevent the allergens’ attack, There are a few more advantages to be
obtained with regard to the neurovegetative system, the hiver and the
other diathesic conditions,

In pure asthma that cannot be called allergic (and here the 19th
century neurogen theory was readopted, after the exaggerated enthustasm
roused by the new allergy theories had passed) the neuro-vegetative
balancing action, both vagal and sympathic, fully account for the good,
if limted results, as above stated, of the sulphurous spas.

These indications also refer to the arseno-carbongas spas on account
of their antispasmodic, sedative, anticatarrhal, trophic actions. These
spas that, like the sulphurous spas, are not really antiallergtc, cater for
pure and dry asthma, spasmodic rhimtis, spasmodic tracheo-bronchitts,
asthma in lymphatic, sluggish, anaemic children affected by adenoidism
and tracheo-bronchial adenopathy, and for asthma complicated by car-
dual vascular disorder.

Regarding sodivm chloride and radioactive spas that do not act drrect
on the respiratory system, but have a diathesic effect, it can only be smd
that their use is just a coadjuvant in the treatment of bronchial asthma
caused by neuro-arthritic, hormonal or uricaemic affections that permit
treatment with these waters in combination with sulphurous or arseno-
carbongas spas, Chloride bromo-todic spas, for mstance, applred to-
gether or mmediately after sulphurous spas have proved effective in
many cases of asthma due to ovanan or thyroid disorders.

Hydrothermal cures are counter-advised if the ‘status asthmaticus’ is
due to neoplasms in the respiratory system, evolying tuberculosis of the
lungs, acute infectious or contagious diseases of the airways, heart
diseases with i or a tend: towards ffi ete.

vi

Hydrotherapy for bronchial asthma 1s effected 1n all available forms,
above all nhalatory, namely: wet mhalation, dry nebulization, aerosol,
humage

_ Inhalation 1ntroduces the mineral components of the waters direct
into the respiratory apparatus with a topic effect that in many cases may
be termed radical with regard to relieving chronic, sluggish, dystrophic
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inflammatory disorders in any level of the respiratory system, together
with sedative and antispasmodic action as numerous laboratory tests
have confirmed.

Besides the topic effect of inhalatory cures, it was found that through
the respiratory system general absorption takes place at a rate compar-
able with intravenous injections, which explains the effectiveness of
mineral water inhalation in the various parts of the human organism.

Complete mineral water baths which in the treatment of aslhma were
rather neglected 1n the past, while the inhalation method was d
preferred, gained new ground of late, as they not only proved nearly as
effective as inhalation treatment, but 1n certain cases are even more help-
ful. Recent researches have, in fact, shown that the skin can absorb the
principal chemicals solved 1n the muneral bath, so as to form a complete
coating the biological action of which is obvious, considering the existing
co-relation between skin and organism. Besides, during the mineral
baths certain electric ionophoresic and also other phenomena arise
which, however, cannot be discussed here.

The curative effects of oral admunistration of mineral waters or again
irrigation treatment in bronchial asthma are of very scare account; stifl,
such treatments may relieve other disorders connected with the asthmatic
patient’s condition

During these last few years, sub: lysters were experi ona
large scale, and it was found that they are almost aseffective as full baths,

Hot thorax compresses, Scotch showers consisting in alternating hot
and cold jets of water, hot baths subsequently cooled for 1 or 2 minutes
pertain to the simple hydrology technique, and as they act by virtue of
their physical mechanism (Martinet compares them with ‘vaccination
through physical agent’), they are usually applied with non-mineral
water, Their relieving effect with regard to bronchial asthma is sometimes
quite hing, as their OTIC actiont may even succeed in re-
establishing the neuro-vegetative equilibrium in the asthmatic individual.

i

Finally, there is the prophylactic action the sulphurous or arseno-carbon-
gas spas can achieve in individuals who, on account of a delicate res-
piratory system easily contract colds or bronchitis and therefore are
threatened with bronchial asthma, especially if they come from families
where cases of bronchial asthma, pollinosis or other allergic affections
occurred.

The writer, on the ground of his personal medical experience with the
sulphurous springs at Salice Terme is of opinion that this very interesting
feature of thermal hydrotherapy deserves profound stydy and investig-
ation.
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Twenty years ago, I have studied (for two years together) with Dr. Claude at
the thermal hospital of Mont Dore the influence of a course of waters (thermal
waters) on 108 asthmatic patients.

The research of the blood eosinophiles, of the cholesterine, of the urine actd,
of the oculo-cardia reflex before and after the treatment.

We were able to state the good and defintte mfluence of this on the eosinophiles
and the oculo-carda reflex.

‘With some patients of Barcelona and those I have been able to observe m the
hosputal of Mont Dore, where I worked for several years, I have stated a good
result 1n a great percentage of those discases which by therr chinical history
and examunation of allergens did not show any hyper-sensibility to a de~
termined extertor allergy.

We think that the thermal waters of Mont Dore have an unspecific desensibiliza-
tion agsolulcly independent of the height at which these thermal waters are
Bituate



PREVENTING MEASURES*
by
KNUD WILKEN-JENSEN

Twenty-four years ago Rowe stated that second only to infection, allergy
was the most important single etiologicagent in human sy

and just as we try to prevent infective diseases it is worth while con-
stdering prevention of allergic diseases.

This problem may be approached and attacked from different view-
points and as the first one I have chosen the genetic or hereditary in-
fluence. I am quite aware that no complete agreement exists about this
question, but most authors seem to constder it a fact that asthma—or
the disposition to asthma-—is inherited According to Schwartz two
asthmatic parents will have at least 20—25 per cent chance of having
children with asthma apd if one child in the family has asthma the
probability will be much grater.

If only one of the parents isanasthmatic patient the percentage of asth-
matic children will probably go down to about 13 per cent. But another
part of the children will in both cases have other allergic manifestations.

Glaser has found 60 per cent children with ‘major allergic diseases’
before the age of ten. This may be taken into consideration if two
asthmatic patients want to marry and plan to have children.

Ratner has disputed the sigmificance of heredity and attached much
importance to the pregnant mothers’ diet. A few examples which make
the sensttization 1n utero likely have been published but the paper by
Bowen about allergy in identical twins does not give any support to
this view, and 1t appears to me to be rather doubtful

‘The next point is the elimmation By this I do not mean the elimination
diet which we heard about yesterday, but a potentially allergic child
may be protected against several allergens thus avoiding the possibility
of being sensitized. The child must be immunized against the different
childhood infections because experience tells us that they may act as
the initiating or aggravating mechanism, and great care must be taken
to avoid exposure to especially pertussis as this seems to be the worst
of the common mfections. It is especially important to immunize against
tetanus as the tetanus antitoxin usually is made from horse serum
which may be dangerous to the patient. If an asthmatic or potentially
asthmatic patient has been infected, antibiotics should be admunistered

* From the Out-Patent Clumic for Children with Allergic Discases, Rigshosprtalet,
Copenhagen
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to a greater extent than usual, but it may be of value to vary the remedy
in order to avoid drug allergy.

An important thing 1s—as you all know—toc onsider the environment
of the asthmatic or potentially asthmatic patient. The bedroom should
contain as little furniture as possible and especially have as few dust
collecting things as possible. The bed should have no ordinary mattresses
or pillows unless these are enclosed in dust-proof plastic casings.
But 1t is perhaps wiser to use sponge rubber, or the mattress may be
filled with paper in smail bits; the cover can be woollen blankets which
must be washed frequently and the piffow may be replaced by a great towel
in the casing so that they can be washed too. Anything with feathers
and sk must be abolished, and of course no ammal pets are allowed,
at least if the allergy is of a disabling type.

With regard to food Glaser postulates that it is of value to give babies
in allergic families soybean milk instead of cow’s milk if the mother
cannot or will not nurse her baby. He claims that a far smaller part of
the soybean milk fed babies developed an allergic disease than the
controls. His paper seems to be the only one published of this kind,

1 do not intend to give you ail the details of the way in which a child’s
or perhaps rather an infant’s diet should be varied and altered according
to reactions and age, but only mention that any new kind of food should
be given in small and gradually increasing amounts

But another thing is that it 1s often unwise to force a child to eat some
food which it does not like as it often seems to be a kind of food to
which it is reacting if tested

Speakmg about elmunation lt may be worth while mentioning the

of before entering a profession

Tdo nut believe in the value of so-called hardenung processes as cold
showers, diving into cold water and sleeping in cold rooms, nor do I
consider the different systems of respiration exercises as being of any
great importance.

T have tried to let some of my patients learn respiration exercises and
some others to fearn relaxation exercises but only very few seemed to
benefit from it and T wonder if these treatments are of more than psy-
chological significance.

By this I do not want to indicate that I underestimate the significance
of the psychological side of the prevention. Quite on the contrary, 1100k
upon 1t as very important. I always teach parents and relatives to the
patients to treat them as normal healthy individuals but of course with~
out forgetting their individual hypersensitiveness The more they are
surrounded by fear, overprotection and prohibitions the more the
Ppatients feel themselves abnormal, weak and second-class persons, and
the more attacks do they develop. If a patent is wamed against doing
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one thing or another he will not be certain that he could not endure it,
but if he is allowed to try and fails he is convinced and likely to try much
more to get rid of his weakness. Away from the usual surroundings
patients will often stand many physical exertions which would be im-
possible at home in the asthma-minded atmosphere. So if it 1s possible
to lessen the tension, the aggression and the anxiety of the family all
the psychologically provoked attacks may be abolished.

If a patient knows that he has to go to a place where he is likely to
develop an asthmatic attack he may be able to prevent it by taking one
of the many antthistaminic drugs but their effect 1s rather unreliable in
asthma,

In other cases he may be protected by taking ephedrine 3—4 times
during the day or a prescription which we use very much instead of pure
ephedrime as it scems to be tolerated better and have the same effect.
1t consusts of:

Phenacetin

Theophyllnaa  ctg. 5
Coffein mgm. 25
Ephedrme hel.

Extr belladonn. aa mgm. 5
Agaricin mgm. 1,25
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PSYCHOTHERAPY IN ALLERGIC PATIENTS*

by
B, STOKVIS AND A. J. WELMAN

A) INTRODUCTION

‘When we speak of psychological therapy, or better still of psychotherapy,
for those who suffer from allergic disturbances, we postulate that in fact
no differences exist between the various forms of therapy; that we are
dealing with therapy as such. Stll the human being, and thus also the
sick individual, should be dered as a ‘mind-matter’ entity—a psy-
chophysical totality with a free mind.

The mental need in which a sick person finds himself must not be
underestimated—regardless of whether the illness be determined pre-
dominantly by mental, or by somatic conditions—such an individual 13
still a person-m—dxstrcss

This concept is, in fact, already expressed in the suggesuve manner in
whxch even the non-psy holog “, oriented

having, in addti to its pharmaco-dyna-
mic action, a psycho-dynamic one. The latter is dependent not only
upon the nature of the drug and the method of admimstration, but also
upon the particular relationship that exists between the doctor and the
Ppatient—the lled tr.

Psychotherapy 1s an attempt to psychically influence the sick in-
dividual—that structured, hiving totality with a free mind. Its purpose 1s
to cure, or in a given case, to relieve or actively control the suffermg

While psychotherapy was originally almost exclusively directed to-
ward patients with mental disturbances, during the last ten or fifteen
years the indi for psychotherapy have broadened. Those diseases
which previously were considered as exclusively somatic, the so-called
Psychosomatic disturbances, also belong to the indication sphere of
psychotherapy.

At the Leyden Psychosomatic Center, we mclude under psychoso-
matic disturbances all diseases which are expressed 1n the bodily sphere
and for the appearance of which emotional factors in the present or
past are responsible. Utilizing this broad definition, it is no longer
necessary to limit the concept of psyct ics to 1 of
psychosocial diseases such as Asthma Ulcer, Colitis, Anorexia nervosa,
Coronary Artery disturbances, Migraines and Hyperthyroidism—as did

* From the Piychosomatic Center, State University, Leyden.
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Halliday. ?* These diseases we group under the collective title of ‘Somato-
Neuroses’—this in contra-distinction to ‘psycho-neuroses’ (neurotic
phenomena in which mental disturbance is noted). In addition to the
somato-neuroses, we distingsh somato-psychoses (psychotic distur-
bances which are expressed in the bodily sphere). Moreover, we also
consider conversion-hysterical reaction forms, organ neuroses and
vegetative neuroses 1n the same group as psychosomatic diseases (namely,
somato-neuroses). Patients with chronic somatic diseases to which they
react in a neurotic manner, are also entitled to psychotherapy and, for
that reason, are considered as having a more or less psychosomatic
disturbance.

—

. NEUROSES
A) Psycho-Neuroses
1) Hysterical Nevroses (among others, conversion-hysterical
reaction forms).
2) Compulsive Neuroses.
3) Neurastheme Reactionforms
B) Somato-Neuroses
1) Psychosoaal diseases (so-called psychosomatic disturbances
sensu strictiori).
2) Organ Neuroses.
3) Converston-Hysterical Reactionforms.
4) Vegetative neuroses.
PSYCHOSES
a) Psychoses sensu strictiors.
b) Somato-psychoses.
TI1. SOMATIC DISTURBANCES (neurotic reaction to chronic disease).

IV. NervosiTy (constitutional disturbance with vegetative phenomena).

=

It

=

Application of psychotherapy to psychosomatic disturbances in the
broad sense of the term, 1s armed at treating the emotional determinants
which condition the somatic illness. Lately, the attempt is being made,
not only to influence the affective factors, but at the same time to reach
the sick mdividual himself—to subject his place in the world to closer
scrutiny (von Gebsattel, 22 Caruso, ** Frankl %),

In psychotherapy as in somatotherapy, a scientifically justified set of
indications is mdispensable.

Ths set of indications for therapy 1s dependent on three factors: the
nature of the disease, the personality structure of the patient and that
of the doctor, While choice of therapy 1n somatic disturbances is decided
by the nature of the diness, in psychotherapy, the decision depends upon
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the personality structure of the patient and of the doctor. In order
to learn the patient’s structure, we utilize structure-analysis with the
aid of psycho-diagnostic investigation. For this purpose, the results of
the tests are arranged in terms of the five facets of personality, as described
by Carp ? {Drives and Temperament as biological bass, intelligence and
psychomotor, with character as k TIn our Psyct Center,
we use the following battery of tests routinely, the Wechsler-Bellevue
test; the Rorschach test; the Szondi test; the Thematic-Apperception
test; the Four-chture Test; Wartegg test and the House-Tree-Person test
¢ il ion for psych py in 1c diseases depend:
on the results of the psychosomanc mvesngatmn as a whole—in other
words it depends on the results of the hxographxcal the psychohygenic,
the ical, the ical, the psychatric and
last but oenam]y not least, the somatlc investigations

B) PSYCHOTHERAPEUTIC METHODS

‘We will now briefly elucidate some of the psychotherapeutic methods
These are broken down 1nto individual treatment methods and methods
whereby the patients are treated in a group.

The methods of treating the individual consist of the covering (non-
exploratory) and the uncovering methods as well as the psychagogical
methods (see table 2). In the covering methods, the psychic factors which
condition the disease are not sought—these actually being pushed still
deeper (into the unconscious) (repressed). The uncovering methods
Pre-suppose a causal-etloluglcal therapy. The factor causing the illness
is here unearthed, is interpreted and, thanks to the enlightened insight
that the patient obtains, the damaging actlon of the earlier psycho-

event is eliminated. In the psy 1 method, the patient
is shown how best to direct and lead his future life

The covering methods utilize suggesnon and auto-suggestion—while
hypnosis acts as a bridge between the covering and uncovering methods.
The uncovering methods include hypno-catharsis, narco-analysis (drug-
PSyCholherapy) in addition to the methods of Freud, Jung and Adler.

can be asa This

requlres self-education, though suggestion can also be utilized. For this
Purpose, behavior patterns are drummed into the patient’s head,

In group therapy, mutual exchanging of ideas between patients is

(group moreover, the varying attitudes of

panents executing a jownt work project is utilized (activity groups). It is

also possible to study the reactions of the patients during a popular

lecture (didactic groups) In the psychotherapy depicted, psycho-drama

and finger-painting are chosen as starting points for emotional expression.
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In this connection, we must also include socio-therapy, which acts to
stimulate a feeling of responsibility in a community of patients (Carp, 1
Daumézon, 1 1% 1 Sivadon . & 85),

Case-work, whereby the social worker helps with the therapeutic diffi-
cuities, deserves separate mention. In 1922, Mary Richmond gave the
following description of this: ‘Processes which develop personality
through adjustments consciously effected, individual by indiwvidual,
between men and their social environment’,

1In 1953, the Commission for Social Hospital work, defined case-work
in the following manner: ‘The aim of case work is to study the social
(personality and environment) factors in the life of the patient, in
conjunction wuh the doctors concerned, in order to obtain insight
into the t the develop and course of the disease,
and in addition, to attempt to alter these social factors in order to
promote recovery and to prevent relapse’.

Naturally, social therapy is important in the treatment of psycho-
social diseases.

Before discussing our own experiences with psychotherapy in asth-
matic patients, we shall first summarize the pertinent literature. *

C) SURVEY OF THE LITERATURE CONCERNING PSYCHOTHLRAPY
IN ASTHMA

This literature has, by this time, become very extensive; the different
authors seem to prefer diverse psychotherapeutic methods. Many in-
vestigators use the word ‘psychotherapy® in general, without precisely
describing the method used. Most publications scarcely mention any
figures. It is noteworthy that in important clinical works on asthma
such as that of Cooke, Feinberg, !* Hansel, ¥ Vaughan, 7 little or no
mention is made of psychotherapy. We shall try, in so far as possible,
to arrange these literary excerpts accerding to the forms of psycho-
therapy employed.

1. THE SIGNIFICANCE OF PSYCHOTHERAPY IN GENERAL

Long ago, Hippocrates ¥ discerned a b hial
asthma and emotions and made use of this connection in his treatment
of this condition. Also, several 7th. century commentaries discuss the
importance of psychotherapy in bronchial asthma. Two 17th. century
authors, Henry Hyde Salter  and John C. Thorowgood, ™ pointed out
in their own ways, how a conversation could act as a curative agent.

* The connection between the mind and allergy in addition to the psychological aspect of
bronchial asthma need not be discussed here. The hterature on this subject is extensive,
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F. Reichmann 5 (1922) described bronchial asthma as a neurosis on
a psychopathic base. She deems psychotherapy the mainstay of the
treatment—with drugs as an eventual adjunct. She is concerned with
the ‘how” and not the ‘what’ in the treatment of asthmatics.

E. Moos % {1923) discusses seven patients who were cured with
psychotherapy where somatotherapy had failed. Those patients whose
sputum previously had contained Curschmann's sprrals and Charcot-
Leyden crystals,-now had sputum which was negative for these. In two
cases, approximately 200 cc. of sputum were produced daily—this

p also disappeared p The eosinophilic blood picture
returned to normal. In a later article (1928) 7 he describes 16 patients
with definite somatic symptoms who were cured.

Usmng psychotherapy, J. Loewenstein, 37 (1926) noted a defimite im-
provement or cure of 60—70 per cent of a group of 48 asthma patients.
Among other things, he pointed out the importance of the psycho-
analytic method.

Psychotherapy is also considered of great importance in bronchial
asthma by C. Romer and A, Kleemann % (1927). They describe 10
Patients with extensive somatic symptomology who reacted favorably
to psychotherapy whereas somatotherapy had had little or no success.
One patient showed a decrease from 24 per cent to 4 per cent in
eosinophil cells in the peripheral blood.

.Pollnow, Petrow and Wittkower 5 (1929), as a result of themr expe-
Tiences with 45 patients, prefer psychotherapy. They chose a therapy
giving insight in preference to hypnosis because the former method is
more causally directed.

Other authors who recognize the importance of psychotherapy are
Gottlich,  Kronfeld,  F. Mohr# and Unger.™ Mohr, in a later
publication # (1949) 45 (1954), points up the significance of an analytic
aspect in this therapy.

E. G. Billings ® (1947) discusses the treatment of 17 cases of ‘psycho-
gemic asthma’. He was successful in 6 of these cases—but does not
1ndicate the method he used.

Further more, Freuting and Ripley 2! (1948) discuss the use of both
somatic and psychic therapy in 2 number of patients. The group of
24 who recerved psychotherapy over periods of time ranging from
Several months to 2 years responded most satisfactorily of all In one
instance, hypnosts was used with good result.

In Holland, Van Lookeren Campagne 3 (1950) and Quarles van
Ufford & (1950), and others, stress the importance of psychotherapy
—¢specually in children. The former points out that while such treatment
1S Important for curing asthma bronchial qua talss, it is, in addition,
important for the development of the child’s personality.
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Various authors consider the combination of aliergic and psychothera-
peutic t of value. Abrah 2 (1951), E. A. Brown 8 (1951),
E. Weiss ® (1950), Groen ?® and others us¢ 2 combined treatment of
acTH and psychic influence.

II. THE SIGNIFICANCE OF UNCOVERING METHODS OF TREATMENT:
We can divide this methods into 4 groups:

1) Psychoanalysts
In his publications 2 (1927), 2™ (1929), # (1930), Hansen appears
to be very critical of the value of psychotherapy. Stll he considers
psychotherapy necessary in a number of cases. He fecls, however, that
only the analytical method is important. He considers hypnosis as less

Abrah 1 (1948) di a number of patients who
reacted favorably to psychoanalysis. In the Netherlands, Bastiaans®
also used the psychoanalytic method on a number of patients—and
furthermore, considers the so-called short therapy useful 1n asthmatics.

2) The Short Therapy
This method was introduced by Alexander ¢ 2 and French?3,

It gives the pattent an opportunity at catharsis in several sessions. The
patient 1s given msight into his problems through analytical means.
Levine ¥ (1952) describes a boy who lived in an tron lung and could
not dispense with 1t for more than 3 to 5 minutes at one time. This,
however, did not agree with the somatic condition. After a short con-
versation, an anxiety element was uncovered and the boy was able to
remain out of the iron lung for an entwre day. One of us ¢ (1953) dis-
cussed a 51 year old patient who had suffered from bronchial asthma
for 15 years Using a short psychotherapy 1n the form of a combination
of insight, uncovering and cathartic treatment together with relaxation
therapy (Active relaxation), we obtained good results with this patient.
Zoss ™ describes a patient in whom an anxiety situation cleared up in
three sesstons.

3) Catharsis
Some writers indicate that catharsis alone can work therapeutically.
Experience has shown even the non-psychotherapeutists how the
relating of one’s life history can work to relieve tensions. This fact was
pomted out by Naber 4? in 1929 and again by Miller ** and Skands %
in 1951,

In this connection, the ‘non-directive psychotherapy® of Rogers 5 can
be mentioned. Mitchel 4! (1946) and, later, Mitchel 42 Curran and Meyers
(1947) treated a number of patients using this method with good results.
A special form of catharsis is that brought about under the influence of
hypnosis or ‘drugs’ (the so-called drug psychotherapy). This method
was described by Cohen ** (1946—The narcoanalysts of 2 women).
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4. Other Methods

In our Psychosomatic Center, we use other uncovering methods when
indicated. These include the indwidual psychologic method of Adler
and the psychagogic treatment of Kronfeld. 3*

1. THE SIGNIFICANCE OF THE COVERING METHODS OF TREATMENT

1) Autogenic Training
I H. Schultz, 5.6 the initiator of this method, has this to say about 1t:
‘Es ist dies d1e ubende Erlebung einer Selbstumschaltung, die sxch durch
b g auf das End, nceben‘ ar~
mung, Immcblhsatmn mit E h "
Schwoebel # (1948) noted an average 1ncrease of 500 cc. in vatal capacny
using this method (combined with massage and with breathing excer-
cises). He obtained good results 1 42 of 50 patients. Trautwemn ™
treated 40 patients with this training and obtained distinct improvement
in 95 per cent. In 50 per cent the asthma disappeared completely.
Many other investigators have obtained good results wath:

2) Hypnosis
One of us %7 has had favorable expertences ustng hypnosis in
asthmatics. Schultz 5%% obtained favorable results with asthmatics
whose sputum contained Curschmann’s spirals. In 1910, Briigelmann ?
described this method. Laudenheimer ® successfully combined this
method with breathmg excercises in 1926, Flanders Dunbar 8 described
a patient of Costa’s in her book. Despite serious somatic symptoms, this
patient was cured.

3) Relaxation Therapies
Groen  (1946), Ross  and Wilson and others described the signifi-
cance of these methods. They emphasize the significance of crying in
the treatment of asthmatics: ¢ . . .. and the relaxation of their ability to
do 5o in psychotherapy is frequently followed by great relief of symp-
toms”,

4) Suggestion
This also has important therapeutic significance. Tagerberg ™ (1953)
describes how he substituted phystologic saline injections for AcTH in
Patients requiring AcTH and still obtamned the same subjecuvc results.
{Somatic symptoms, such as rales and
Dees 1 also stressed the sigmficance of SUggesuve factors.

5) Finally, Mechanization has made 1ts appearance in psychotherapy.
Morwood # makes use of a gramophone in asthma. A method of
inducing a state of semi-hypnosis by a formula of words given by
gramaphone. Naturally, this method is a modification of the suggestive
—autosuggestive method. 3

As the last group of therapy, we turn our attention to:

0
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IV. THE SIGNIFICANCE OF GROUP PSYCHOTHERAPY

Miller and Baruch ¢ discuss the favorable results obtained in several
asthmatics using group treatment. Groen, 2 also, obtained results with
this method.

D) OUR EXPERIENCES WITH PSYCHOTHERAPY IN ASTHMATICS

The following 1s an account of our experiences in the Leyden Psycho-
somatic Center. ™ " We are here concerned with 80 asthmatic patients
who were examuned by us since the establishment of the Center in
January 1952. Of these, psychotherapy has thus far been used in 30 cases.

Following the methods and theories advocated in our Center, we
treated the patients with erther the uncovering or the covering methods.
From the first group, we selected cathartic-analysis, the short therapy,
and where indicated, the method of Adler. In spite of being convinced
of the sup place pied by Freud’s psych lysis in many cases,
we were thus far forced to abandon a systematic application of it, due
to vaned circumstances, Hypno-catharsis was used in several cases
where an actual conflict situation existed and where connected affective
tension was present,

Of the covering methods, we used hypnosis and relaxation therapy
on asthmatics in our Center. Of the various relaxation methods, we used
Schultz's autogenic training and also active tonus regulation—which
is customarily used in our Center. Naturally, suggestion in the form of
administration of placebos was used in many cases. Recently, Panz %
formulated an important explanation of this form of ‘pharmaco-
psychology’. In diverse cases, the psychagogic treatment was used in
order to present the patients with aspects and perspectives of Ife.
Where the i was insuffici it was y to aband
re-education in the sense of self-education, and ntilize suggestive or even
hypnotic methods (Kretschmer) * n order to accomplish re-education.

In addition to the individual treatment, 40 per cent of our asthma
patients were treated with group therapy—group discussion and
psycho- and socio-drama were the forms of group therapy used.

‘Those patients admutted to the hospital were, in addition, treated
socio-therapeutically 1in conformance with the newer pomts of view
(see Carp,1® Daumézon % 1518 Syvadon, ® ¢:%) In socio-therapy,
an appeal 1s directed at being responsible to each other and for one
another. Further more, attempts are made to extract the patients
from a fettered relationship in which there is a feeling of dependence
upon one another and to supplant this with an associative relationship
based on attachment to one another. In order to bring this about, the
so-called Patronage Principle of Carp ¥ is employed.
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TABLE 1
Psychosomatic diseases viewed pathopsychologically

NEUROSES
@) Psycho-neuroses

1. Hysterical neuroses (incl. i ysterical
2 Compulsion neuroses
3. Neurasthenic reactionforms
b) Somato-neuroses
1. Psychosocial diseases
2. Organneuroses
3. Converston hysterical reacttonforms
4 Vegetative neuroses

. PSYCHOSES

) Psychoses (sensu strictiori)

b) Somato-psychoses

CHRONIC SOMATIC AFFECTIONS
with neurotic complication

'+ NERVOSITY

disease with veg p

TABLE 2
Psychotherapy apphed m asthma patients

. Individually applied

a) Covering Psychotherapy
Suggestive Methods
Auto-suggestive Methods

(relaxation)
Hypnosis

b} Discovering Psychotherapy
Hypno-catharsis
Narco-analysis
Psycho-analyss (Freud)
Individual Psychology (Adler)
Complex-Psychology (Jung)

©) Psychagogic Psychotherapy
Re-education (Kronfeld)
Suggestive-psychagogic

. Groupswise applied

) Discussion therapy

b) Activity group

) Didactic grou

d) Psycho-drama, Finger-painting

147
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In many cases, finger-painting is used by way of experiment as an
expressive form of psychotherapy. This treatment acts to relieve tensions
and the drawings sometimes offer the therapeutist important clues in
support of the individually applied uncovering therapy.

In conclusion, we shall present the results of the various treatments used.
The criteria suggested by Groen 2 and Orie were used in judging our
results. These include: subjectively perceptible wheezes, objective sym-
ptoms and complaints of the patient. In most cases (66 per cent), a combi-
nation of psychotherapy and somatotherapy were employed. As the
psychotherapy made progress, the somatic treatment was gradually
decreased. The results can be summarized as follows:

Using uncovering treatment, all the patients showed some improve-
ment and with covermng therapy, 85 per cent of the patients improved.

TABLE 3
Results psychotherapy bronchial asthma patients

Form of psychotherapy applied

Degree of improvement

duall G
Yy P

Disco- | Cover- | Psycha- Discusston . L
venng | ing gogic | Psycho-Drama (‘:om- s“‘l:’]"“" %b.l;““’c

1% an [5) 13) plamnts | wheezing ndings
No | %* |No.| %* |No. | %* | No %*

2 4 3 1 - — —

5 2 1 6 - — shight
2 2 2 2 shight — wheezing
4 3 - 4 rising | wheezing | wheezing

non-
- - - - nsing Status asthmaticus

* Number of patients too small,
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A catamnestic investigation revealed, of thosc that responded, that
the improvement, in most of the cases, remained constant, The control
time varied between 4 and 3 years.

It is interesting to compare these results with those obtained by one of
us employing psycho-therapy in psychoneurotic patients®, When one
bears 1 mind that asthmatics are, in essence, patients with somato-
neuroses, one will not be surprised that the respective results are more
or less similar,

Our conclusions indicate that, in the hght of present day opinion,
application of psycho-therapy to bronchial asthma sufferers must always
be considered. Let us hope that, with this consideration as starting.
point, we shall be able, in the near future, to completely bridge the old,

justifizble gap between allergofogists and psycho-th ists, We
must not forget: the object of this address 15 and remains the human
being, who, due to the Cartesian Teaching of diaschizis, has for centuries
been unjustly separated into body and mind In accordance with our
Present day opinions on that subject, he 1s a psychosomatic totality—and,
a such, when sick, deserves to be psychosomatically treated
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DISCUSSION

D. LEIGH
In any d of the psychol | aspects of asthma, sound scientific
methods must be used.
A brief résumé of a study of the psychiatric found in

asthmatic patients with adequate control matenal Teveals some mlereslmg findings.
In order to avoid the criicism that asthmatics who attend 2 psychiatnst differ
in some way from asthmatics who attend a general physician, a control group
of ding a general physician was comp with a group of asth-
matics attending a psychmnsl Two further control groups were used; a group
of neurotic patients and a group of normals.

Using Student’s t. test 1t was possible to show that there was Lttle significant
difference between female ding a general physic and those
attending a psychiatrist. There was a marked “difference, however, in the male
population Men who attended a psychiatrist were very much more disturbed
psycheatnically than those ding the When ) with normals
and neurotics the asthmatics were seen to fall somewhere between the two in
their particular ratings

These findings are being extended and amplified as they have considerable
theoretical interest, both aetiologically and therapeutically. The main purpose,
however, of this brief communication 1s to put forward a plea for the use of sound
statistical and scientific methods in the study of the psychological aspects of asthma.

P. I VAN DER WERFF

I do not agree with the view that psychosomatic medicine 1s a modern branch of
science, since 1t 1s as old as the history of mankind. We realize this, when we
see the pictures 1 caves, made by prehistoric men, especially those in Spain,
or when we see, read or hear about the medicine men of recently discovered
primutive tnbes 1n Western Australia, Mid-West Africa or the virginal forests
of South America; one of the differences in methods bemng, that these witch-
doctors spoke and speak through wooden tubes and not on the radio, such as
sometimes occurs nowadays.

The good general practitioner of to-day, who 15 the faithful friend of the family,
and the specualist, who does not treat ‘cases’ but human beings with somatic
disturbances and diseases, are also practising genuine psychosomatic therapy
every day.

Therefore, apart from allergenic factors, bacterial infections in the respiratory
tract and elsewhere 1 the body, endocrine disturbances etc., and now only m
reg:ud to psychogentc factots what makes us, allergsts, reluctam are several

of certain p work-teams, for we donot deny the importance
of the psycholog:cnl factors. We hesttate to accept the principle of the specificity
of the personality structure and of the specific conflict situations of psycho-
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somatic patients jn general and of patients with asthma in particular, as we see all
kinds of neurotic reactions, mental disturbances and all kinds of personality
structures in our patients with bronchsal asthma as well asn those with colitis or
with of these and otherallergic sy Although I cannot agree
with their pomnts of view, on the other hand I do agree with the views I heard
to-day from the mouth of Dr. Stokws, as a representative of the Leyden School
(although the problem of specificity has not been mentioned, as 1t was beyond
the scope of the program of this Round Table Friendship Meeting).
But still 1 should ke to put two questions to Dr. Stokvis:
1) What is your opmion on the question of primary or secondary psycho-
gemic asthma?
2) When you assume the existerce of both: 1¢. a pnmary and a secondary
psychogenic origin, does this make any difference to your psychotherapy?
My questions are based on a case (which you perhaps remember yourself)
of a man of about 45, no known allergies 1n the family, with only a slight aflergy
to inhalants and foods. He was unable to do any work due 1o a characteristic
bronchual asthma He was 6 months old when his mother died; he was brought
up by an aunt; shortly after he had his first attack of asthma Is 1t possible, that
here we were concerned with a patient as has been described by Alexander, affected
with a primary psychogenic asthma?

X. WILKEN-JENSEN

Unfortunately the paper of the relator was quite different from what I expected
and 1t contained so many fine psychiatric expresstons which I do not know that
T cannot enter tnto any discusston with him

In spite of that I would hike to mention that a few years ago a specialist m
children’s psychiatry, a couple of p and two allergologists made a
rather intensive 1nvestigation of about 50 allergic children who were examined
for their allergy as well as for therr psychologtc qualities. As contrals served a
group of children with different behaviour disorders and a group of so-called
normal school children The results were published at the 10th Northern Paedia-
tric Congress 1 Stockholm but have only been printed as a summary. I shall
not go nto details about the mvestigation, the results of which were compared
by means of cards with a system of holes. The psychologic differences between the
groups were only small, especially between the allergic and the ‘neurotic® group,
the only difference of real importance besng that the allergic children were more
anxtous, and this anxiety may even be secondary to the asthmatic attacks so
that the asthma has caused the anxety. A special psychologic type was absolutely
not to be found in the allergic group

E. WOLFER-BIANCHI

In my opimion we are speaking nowadays too much of psychologic factors in the
ongmn of asthma and the need of psychological treatment. In several thousand
cases of asthma the probable psychical origin was stated only m one patient.
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In a rmmimum of 20 cases m which I thought that psychological factors would
impede the results of our treatment during the illness, I sent the patients to a
psychotherapeutic specalist. This was always a faiture Also I never saw a good
result by hypnosis, The asthma should not be called a psychosomatic disease,
it is a somatic one in clmical and anatomical view and should be treated with
pur clmical methods. In each disease we find psychological troubles. It is the
task of the physician treating asthmatic patients to look after their psychical
conditions and troubles and to help them by the sumple methods of the so called,
‘short psycho-therapy',

REPLIES
by

B STOKVIS and A. J. WELMAN

to J. F. Farrerons-Cé

We have had the same expenience as Dr Farrerons.

There 1s a certamn nisk of losing a patient who refuses to accept the suggestion
of consulting a psychmtnst At our Center we dealt with this problem by mviting
the internist ¢ duce the to the patient It is on
the manner m which thls first contact 1 established that the success or failure of
the subsequent psychotherapy depends.

toD Legh

We should like to stress the fact, that we quite agree with Dr Legh in princxplc
We tried to make it quite clear 1n our paper that control material {catamnestic
examnation) 1s mdispensable for judging the results of the psychotherapy. We
have followed up our patents for pertods between six months and three years.
For this reason we have discussed only thirty patients out of the eighty we have
so far treated psychotherapeutically in our Center. That is why we preferred to

avoid any pseud y by not g g data. B , we did
make a p between the psy p results in ies (somato-
neurotics) and those 1n psych We may Tude, therefi that

Dr. Leigh's views and our own are, m essence, very sumilar.

10 E Wolfer-Buanch:

We quite agree that, 1t many cases, thc PsyCth componeut of the asthmatic
trouble appears hardly percep We ly make, at our Center,
in every case of as(hma, a psycho-diagnostic exammnation. Only 1n this way one
can reveal the actual presence of the psychic factor.

to P. J. van der Werff

Yes, we are, in fact, of the opinion that there exist both primary and secondary
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psychogenic asthma, although it is not always an easy matter to decide whick
13 which in a given case. The somato-aliergic determinants and the purely psychic
ones are very often inestricably mixed up, Moreover, these factors nfluence each
okher mutually.

asthma is Ty frequent, on account of the almost

invariable neumuc way in which the pauent experiences tis state of chronic
illness. Ta addition, there is the frequent action of some conditioned reflex, even
in those cases where the peurotic complication is not present

I wonder, whether the case fo which Dr, Van der Werfl refers, was a case of
primary psychogenic asthma, with subsequent somatic allergy to imhalants and
foodstuffs Of course we do not know anything of the earher contact of the
patient—when he was a baby~with atlergeme factors, € g. house dust etc.

In this respect Dr. Welman and [ want to emphasize that—in our opmion—
psychosomatic factors should be distingmshed mto:

1) psychic
2) somanc p factors
3} sociat

In ovr Center we always 1ry 10 investigate these three factors together in every
separate case, and we defimtely give our full antention especially 1o the somate

Tactors, Gur p therapy is d by these (hree factors,
and of course 1 many so-calied psychogemic cases the somauc therapy 1s very
important Let us never forget, that all illnesses are multiconditionally determined.
We do not agree with the monocausative aeticlogical theory.

With regard to Dr Van der Werfl’s second questiont, the presence of
esther pnimary or secondary psychogenic asthma makes no difference to the
therapy.

1 may perhaps add that the Leyden Psychosomanc Center does not adhere to
the principle of speaificrty with respect to the personahty structure and conflict
situations of psychosomatic patients i general, and of asthma patients 1 par-
ticular

Dr. Van der Werff’s questions appear 10 me of essential importance, because,
if my explanation 1s correct, the bone of contention betwesn allergologists and
early psychuatnsts thereby vamshes mto thin mr.

10 K. Wilken-fensen

‘We are very pleased to note that Dr. Wllk:n-!ensen had the same experiences
1 making his very as ourselves. We should
Like to thank tuen for hus statement o that effect.

10 R. § Bruce Fearson

Ths 15 2 vcry mpanan( question. In psy:ho—rhmgy, €00, we have our sharp

Ttis iy the patient’s y y struce
ture that dclermmcs the type of therapy to be apphed. D:scovmng psychotherapy
needs sufficient intelligence and introspection on the patient's part, Covering
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methods (suggestion and auto-suggestton) may be used in all cases. Middle-aged
patients should be induced to resign themselves 1o accepting the fact of their
uness. For these patients, analysis 1s contra-indicated, owing to the lack of
integrative possibihties. Whenever possible we give them some insight into their
Iife's problems (‘short’ psychotherapy of Alexander and French); and fatling
this, an (auto) suggestive or suggestive-psychological treatment.



BREATHING EXERCISES AND GENERAL GYMNASTICS
IN PATIENTS WITH BRONCHIAL ASTHMA *
by
W. ). QUARLES VAN UFFORD

The dyspnoca associated with asthma is due to spasm of the smooth
m\leIe tissue of the bronchioles, obstruction of these air passages by
viscid mucus or rapids welling of the mucosa. In each of these threecases
the result will be identical, viz. the alveolar air is expired with great
difficulty, This is due to the constriction of the respiratory tract; in-
§pxmtinn. but especially expiration, has become difficult and this results
in dilatation of the alveoli and depression of the diaphragma.

All muscles are in action, the normal muscles of respiration, the
ateessory muscles of respiration of the shoulder, neck and even those
of the nose.

In terms of physiology: the residual volume has increased (e.g to
40 per cent instead of the normal 25 per cent of the total lung capacity),
thevital capacaty (= tidal air + ! iair -+ suppl 1air) has
decreased and the so-called Ist second value has decreased. By the term
“first second value’ we mean the percentage of vital capacity that can
be expired in one second after an inspiration of maximum depth,
followed by an expiration of maximum depth and maximum speed.

This percentage is also called the wtilizable portion of the vital capacity,
28 it shows what portion of the vital capacity can be utilized.

Bronchial asthma, in which the expi 4 phiase 15 protonged, is marked
by a diminished first second vajue. Thus the percentage may be S0 percent
instead of the normal 70 per cent—85 per cent of vital capacity.

Pulmonary function tests following the 11y of adrenatine show
2 consid, impr t of the resp y curve This 1s of particular
importance in determining the degree to whuch the changes asthma
are reversible.

We shall examine the effect of attacks of dyspnoea on the body and
the extent to which physical therapy may be used in prevention and
treatment, The great advantage of this method of treatment is that the

. Fatient is provided with a weapon, which he can use at will, We fook
with horror upon the abuse of pocket inhalers (of which the patient
carries as many as 2 or 3 with fim, if possitle).

The purpose of postura and breathing therapy is not only to teach the
patient what to do in case of emergency, but also to improve and to

prevent.
*From the Allergic Depariment of the Disconessentiuis, Utcecht 0ir Dr. M. A, Vax MFID).
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Let us imagine ourselves in the position of our asthmatic patient with
chronic dyspnoea. Let us give a moment’s thought to his thoracic
deformities, his typical posture, in which the chest moves rapidly up
and down, let us bear in mind his dyspnoea on any exertion, his tense
posture, his anxiety.

We shall examine what can be done on these fronts:

1) correction of posture

2) breathing exercises

3) improvement of the resistance of the patient

4) relaxing exercises,

Chronicasthma results in changesof the thorax, the nature of thesechanges
depending on the age of onsct of the attacks of asthma. (fig. 1—7).

In infants ‘the give’ takes place at the cartilages on each side of the
sternum, This bone is sucked jnwards and may remain a deep con-
cavity throughout hfe.

In children the chest assumes the pigeon breast type, with the enlarge-
ment at the lower part of the chest, not the upper.

In older subjects the bone cage is fully hardened and worked by
strong muscles, the result bemng the formation of the barrel-shaped
chest and the production of ernphysema

It is the object of breathing exercises and postural therapy:

1) to prevent and possibly improve the anatomical changes caused
by the attacks of bronchial asthma.

We shall illustrate this statement by the following example. When
children are ordered to ‘sit smartly’ in elementary schools in this country,
they have to sit with their arms folded in front of them on the school-
desk. This position results in forward displacement of the shoulders.
As it is, patients with asthma are conspicucus for their stooped, drooping
shoulders Accordingly this would be promoted by the position of the
children at school if they were not ordered to fold their hands behind
their backs when ‘sitting smarily’, so that the shoulders are drawn
backwards.

This correction of posture is also obtained by swimming, which also
is an excellent form of breathing exercise.

T do not believe that the question what exercises are most sujtable fora
patient, Swedish gymnastics, the French system, the Mensendieck system,
or whatever they may becalled, isthe most important feature (fig.8—9).
We must picture to ourselves how deformities of the chest, dependent
on his age and symptoms, will occur in a patient with asthma and
examune the best method by which to treat these changes in this case.

To a large extent, this will also depend on the patient. It is foolish
to determine m advance, that all patients should in all conditions be
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treated in accordance with a fixed scheme of treatment. The physician
should first ask himself the question, what changes may be expected
to occur 1n the chest and therefore how to treat these changes in the
first place. Horizontal bars will be an excellent apparatus in some cases,
mormng and evening exercises performed by the patient himself being
the best method 1n other cases.

2) The patient with chronic asthma will grow accustomed to that
form of resprration which he uses in case of distress. He will mainly
use the accessory muscles of respiration. The ‘elevated chest’ type of
breathing is observed. Only a small portion of the lung volume is used
in this form of respiration. What are the requirements to be met by
respiration 1n patients with asthma?

As 1n the case of treatment to correct the posture, we should begm
by asking ourselves the question, what we think we can obtain by
altering the type of breathing to which the patient has grown accustomed.

(There also are people who claim that it is foolish to try to change the
type of respiratton in a patient, as the body itself will undoubtedly have
found the best way out during attacks of dyspnoea).

Why then should we try to alter his elevated chest respiration? Should
we attempt to direct his breathing into normal channels?

The larger the area involved, the larger the O, uptake, and therefore
the less severe the dyspnoea will be. Moreover, as the air circulates more
freely through the various air p ilation, effectively
particles of mucus, etc., will xmpmve Wthh reduces the risk of mfecuon,
etc.

The era of technical science has resulted in the use of electric proce-
dures The muscles are sttmulated by an electric apparatus, which com-
pc: g type of artificially induced correct respiration, which becomes
a habit,

The various types of breathing exercises can be discussed at great
length or very briefly; one may choose between thoracic respxranon,
flank respiratron, costo-abdomi iration, pure abdominal respi-
Tation {and a vanety of intermediate forms)

I do not wish to include the manner of working of the diaphragma,
abdomunal muscles and thoracic muscles and what type of synergy
wesults in a particular form of respiration within the scope of this
discussion.

One of the most valuable exercises consists in practising protonged
expiration The patxent 15 ngen a watch (with a seconds-hand) or a stop-
watch, 1s ordered to inspire deeply and then to expire deeply and as
slowly as possible.

This exercise offers the advantage, that the patient 1s able to verify the
result obtained and 1s able to see what improvement he has made.
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This method also serves to clear the chest completely. Accordingly the
exercises 1nitially frequently result in fits of coughing accompanied by
the expectoration of viscid sputum. Another exercise, the results of which
¢an be readily venfied by the patient, is that in which a tape measure is
employed (a leather band or belt may also be used) In our department
of physical therapy we proceed on the assumption that the average
patient must be able to achieve a difference of at least 10 cm between
- and expiration. The tape measure is applied around the lower part
of the thorax. This method often results in a marked improvement in
respiration. It obviously promotes flank respiration, during which the
abdominal muscles remain tense.

In our opinion pure abdominal respiration, during which the abdomen
projects like a balloon, to be subsequently drawn 1n agam, has the
considerable drawback, that ventilation (and therefore the removal of

p )} is not ly lated, as this types of breathing chiefly
affects the caudal portions of the lung.

Although Ihave been aided by an assistant, trained in César’s method of
kinesitherapy (fig. 10— 11) in my own practice, bothin the hospitaland m
the out~patients’ department, for about 8 years, I continue to be convinced
that he or she who tries to help the patient devotedly with all the power
at his command, will obtamn results, whether he belongs to an orthodox
school, uses César’s method, Mensendteck’s system, Yogi therapy or
any other method of treatment. The primary question is in what respect
the breathung technique of the patient is deficient and by what method
it can be improved.

So far our knowledges has not y to enable us to
definitely prefer one system to another. What 1s important, however,
1s the enthusiasm and perseverance of the instructor and the patient’s
persistence in performing the exercises himself Nothing will be achieved
by 5 minutes or even 30 minutes a day. The patient must understand
what the instructor wishes to accomphsh and be shown the road to
this goal.

The personal system used m the treatment of our patients is:

a) the hospitalized patient must frequently see to female instructress;
the more he practises, the better (the risk of foo much exercising need
not be considered):

b) after exammmnation all the out-patients are given instructions, to
which other instructions are added in course of tume. Nos and then the
rtesults are checked and discussed with the patients;

©) 1 the case of children and patients with chronic asthma exercises
are performed once or twice weekly, if possible for several years

In this connection I wish to take a stand against two views:
the first being that treatment of children with so-called medical
1

g q




162 QUARLES VAN UFFORD

gymnastics is a matter of months. Asthma therapy is a treatment of
chronic patients, which is bound to involve a considerable period of
time, This is also true of medical gymnastics. In these days, when allot-
ments often have to be granted through the intermediary of medical
officers employed by insurance companies, it is advisable to fully realtze
that the medical gymnasucs instructor need not even begin treatment
when the patient and medical officer arc not both inclined to persevere.

Secondly, that physical therapy is useful only in children. From the
preventive and curative point of view physical therapy is of importance
in every case of chronic or frequently recurring asthma and striking
results can even be obtamned 1n a large number of chronic patients with
a prolonged history of asthma. When we have exercised extensively
with a patient with emphysema and a striking result has been obtained,
both in his opinion and ours, another pulmonary function test shows
the reserve to be the case; only a subjective improvement has been
obtained; nevertheless, the performance of the patient will have in-
creased considerably

3) Exercises combined with movements.

A patient with chromuc asthma was hospitahzed for persistent dys-
pnoea 1n the daytime as well as at mght. On hosprtalization he was
given medical treatment, which reduced the dyspnoea until treatment
could be discontinued.

Among other things, we started performing breathing exercises. To
my remark: *so you see, that you can be free of symptoms’, he replied:
‘Just wait until T am allowed up’. He was allowed up: ‘just you see and
wait until I'm allowed in the cornidor’. He was allowed in the corridor,
‘yust wait and see until I'm allowed out of doors’. He went into the
garden, ‘just wait and see until I go about in the streets’. This game was
constantly repeated until he was able to take 3-hour” walks. In the
beginning he was accompamed by the instructor. During his movements
his attentionwas continually directed toward breathing errors. Mentally
he was helped to overcome his anxiety., Somatically, he was helped
by obtamning 2 much better breathung technique. In studying the history
of a large number of patients with asthma we are struck by the fact
how often the patient states that Ius attacks of dyspnoea alternate with
intervals marked by the absence of coughing and wheezing, except
for laboured breathing, shortness of breath, a sense of constriction
and even a shight dyspnoea after exercise.

The child stops playing or romping sooner than others, the adult 1s
careful 1n running, going up and down the stairs, etc. The patient 1s just
in balance in the resting state, but exercise results in dyspnoea (oxygen

ficiency). As yet no emphy has developed, however. A well-
known story, which you can often hear tell, 1s that of the patient with
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asthma who is just able to catch a train, starts running, has severe
dyspnoea, continues rupning and, in 2 manner of speaking, runs
through his dyspnoea.

A similar story may be told by certain patients with vasomotor
rhinitis, whose nasal symptoms disappear on effort.

1 have mentioned the case of the patient with emphysema, who showed
a matked subjective improvement and a much better performance after
vigorous breathing exercises, but failed to show any objective improve-
ment. He has at Jeast Jearnt (o make a better use of the respuatory
volume atlowed him,

The asthmatic patient with chronic bronchitis and shght bronchiec-
tases, who expectorates large quantities of mucns, will be grateful for
the vigorous breathing exercises. He still has to gject his mucus, but
e is at last refieved of lus distressing cough refiexes and some vxsmd
mucus. Exp ation, and tk motion, is d
Although we p are i that flank g is the ideal
type of respiration mn cases of asthma and can be kept up during move-
ments, [ am quite open to other opinions

The chief feature js the patience observed m exercising the patent.
Actually T regard this as a form of tramng, there are many systems for
runmng, rowmg, swimming, etc ; some day one system may perhaps
prove to be greatly preferable to alf others, but so far one can only say
that excellent results may be obtamed by all systems, provided one
perseveres in one’s efforts. As a rule the increased performance is not
due to the system of tramnmg, but to its pcrsxstent and vigorous use.

Our y volume 1s pl when you or I have to
walk slowly for 100 metres; 1t is also sufficent to chimb the first stars
in houses on the Amsterdam ‘grachten’, but which of us amves easijy
at the finish when we have to run 100 metres or cimb the fourth stau-
case? Thanks to their training and increased performance, i.e. a better
use of the body and respiratory volume, the runner and the Amsterdam
doctor and milkman do indeed succeed in doing so.

The same applies to our patients with chrome asthma, who are in
balance when walking slowly, but lose thewr balance when running,
They also have to be tramed. They must Jearn again to mncrease the
respiratory volume granted to them, 1f possible, and at any rate 1o use
1t well and to perform the best possible movements. In treating these
patients, the physican will keep asking himself how he can agam in-
crease the respiratory volume,

It 18 by no means sufficient 10 teach the patient to breathe carrectly
m bed or in his chair,

He must alsa be able to do hing with his imp hing
technique.
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For the time being those patients who also are often short of breath
indoors will be grateful for this result. Patients, whose only symptom
durmg the intervals consists in dyspnoea after exercise, will undoubtedly
be more exacting 1n their demands, however.

4) Finally, there is an entirely different form of exercise: relaxation
therapy. Uttering these words immediately calls to my mind certain
patients, in whom everything seems to be spasmodic. They are often
liable to dyspnoea, but their entire appearance gives the same impresston.
It are these cases in which the first thing to do is to consult a psychiatrist,
But even then, there still remains that state of dyspnoea, of convul-
siveness 1n their asthma and throughout their body

We first start giving these patients relaxation therapy (beginning with
the phrase ‘speak to your muscles’, the patient, lying at lus ease, being
taught to consciously relax the muscles in every part of his body)
1 got acquainted with this form of therapy in the Physiotherapeutic
Department of the Brompton Hospital (Londen). It undoubtedly affords
relief to a number of patients.

Having been quietly taught how to relax their muscles, the tendency
of the bronchual muscles to spasms will also decrease, I imagine; the
dyspnoea diminishes, the sense of constriction disappears. This result 1s
indeed sometimes obtained by the doctor vistting the patient in bed,
by a quiet talk with the nusse, which takes the patient’s mind off his
condition, and even by going to the hospital; when this general spasmodic
state disappears, the despair will also decrease spontaneously.,

Undoubtedly not every attack of asthma can be controlled by relaxa-
tion of the muscles and nervous as well as mental relaxation. Acute
severe dyspnoea fails to respond to words spoken to the patient.

The patient cannot and does not wish to lic down 1n a relaxed state;
1n that case a physiologic saline solutton, admmistered as if it were the
best possible drug, will certainly be of no avail; the patient looks at
you expectantly and finds that his dyspnoea fails to decrease.

It are these cases, marked by constant dyspnoea, agitation and
wheezing, that show a favourable response to relaxation therapy.

Also, it usually are these cases which are cited to illustrate the fact that
breathing exercises and relaxation therapy are a form of psychotherapy.

We must picture the various forms of dyspnoea to ourselves:

acute severe dyspnoea, true status asthmaticus cannot be prevented or
treated with breathing exercises or relaxation therapy. Here we are con-
cerned with that form of dyspnoea, in which the patient develops severe
symptoms, feels as 1f his breath were cut off and has a sense of constric-
tion, the forms of chronic dyspnoea marked by unproductive coughand a
wheezing breath, and especially those forms of chronic dyspnoca of a
marked general spasmodic character, which do respond to treatment.

'
"



BREATHING EXERCISES AND GENERAL GYMNASTICS 165

In addition, we are concerned with prevention: prevention of the se-
quelae of the chronic disease. The warning, uttered by Unger in his
book, is also applicable in this case* Both statisttcal reports published
by phystotherapeutists and reports on clinical cases are often charac-
terized by the proud statement that excellent results have been obtained
even when no additional antiallergic treatment was given

But it is impossible to report statistical data showing that treatment
was completely successful in all cases.

Why not co-operate? Why should physical therapy not be regarded
as a highly valuable adjunct? Does not a fractured bone first have
to be set and heal completely, before the physiotherapeutist 15 able
to restore movements involving the use of this bone? Attacks of asthma
really are not due to a poor breathing techmque; many individuals
have an equally poor breathing technique, but nevertheless they do
not wheeze

The same 15 true of asthma. Certamn conditions associated with
asthma are treated, certam sequelae of asthma are p: d, but there
15 no successful treatment of asthma and even the next genuine attack
is not prevented.

Finally, ¥ wish to add some words concerning other possibilities in
the same field, The cheapest and yet a very good form of breathing
exercise and correction of posture is swimming. Moreover, the psy-
chologist will be able to tell you how important it 1s to experience the
sensation of the light body floating m the water. A similar sensation
15 experienced in ballet-dancing, when the feeling of gliding over the
dance-floor induces a beautiful and valuable sense of body controt
Breathing exercises are essential to good singing But on the other hand,
are not the drawn-out tones in singing excellent expiration exercises?
Especrally in young children these forms of singing, dancing and exercise
during the performance of fairy-tales often are effective mn attamnng
the end desired.

SUMMARY

The purpose of physical therapy is:
a) the prevention or correction of changes in posture and deformities;
b) improvement of the type of breathing,
) to increase the power of endurance, while retaming the correct
breathing technique during movements;
d) relaxation therapy.

Vartous forms of chronic asthma respond very favourably to this
treatment.
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DISCUSSION

K. H. BAAGOE

Just a few words about i ing in the of patients.

First I want to mention that I know and have used, though only for a short time,
two systems of exercises, the British ‘Physical Exercises for Asthma’, published
by Asthma Research Couneil (1935), and the Daaish system originated by Hans
Heckscher (1946).

However, when I have not used these two systems to any greater extent 1t 15
chiefly because nearly all my patients are dealt with in a consulting practice and
come from far away and must be finished with 1 one consultation.

So 1n recent years I have confined myself to teaching my patients two exercises
which can be learned by most patients 1n a few muautes and the principal aim of
which 15 to make the patients breathe abdomunally, secondarily they are exercises
1n relaxation.

Besides, by confiming the exercises to abdomnal breathing I have thought
that I should be able to get information about the unportance that one can ascribe
to this form of breathing, which forms part of the vanous respiratory systems.

The one 1s taken from Heckschers exercises. In this the patient with the flexed
knees and hips bends forward with the head resting on the hands 10 a completely
relaxed position If the patient now lies completely relaxed, 1b
takes place spontaneously.

The second exercise 13 number one in the British system and consists in the
patient lying back with knees drawn up and one hand placed on the belly to make
sure that the breathing 15 done with the abdomen.

Nearly all patients can learn these excercises in a single consultation. I have
only told them to breathe with the abdomen and not 1nstructed them to breathe
particularly deeply.

If the patients can perform these two exercises without difficulty at the first
consultation, which shows that they have control of their resprratory muscles,
T show them too, that they can also easily breathe abdominally mn a sitting positton
with the body bend forward and the elbows resting on the knees, and that they
can do 1t 1n a standing position as well.

1 do not know how many of my pattents continue these exercises after getung
home. I can only state that the majority of the patients who have consulted me

agam have performed the excercises at home and have stated that the exercises
helped them

g

The effect of the abd, b 15 best by some examples.

1) A young girl of 23 had for 5 years been sufferng periodically from mild
asthmatic attacks. When she first consulted me, I found ronch: over both lungs
but berders of the lungs normal When 3 months later she consulted me agamm,
she stated that she no longer used any medicine, but that she could abort her

h attacks by '3 For the present she had

Y
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a cold she said At the examination no ronchi were heard, and when I told her
this, she exclaimed- ,Oh* I can easily manage to wheeze’, and while she had
itherto breathed abdomunally, as I had taught her, she row took a few deep
breaths with the thorax with the result, that ronchi were heard over both lungs

My first thought was that the cause of the wheezing was that she breathed more
deeply when respiring with the chest So I asked her the next time she had an
attack of asthma to try to breathe with the chest but not so deeply, and see whether
she could abort the attack 1 this way.

Some time after, I got a letter from her, 1n which she told me that she had made
the attempt, but had faled. For if she tried to breathe so little with the chest
that the wheezing stopped, she could not get sufficient arr so that she soon had
to start breathing abdomnally—with the usual good result.

2) A 31 year old working man with asthma, told me that if he took a few ab~
dormunal breaths now and then, he could take his mrdday rest lying on his back,
which he had not been able to do before. He also did these exercises at oight
after he had gone to bed, as he felt that he got more air mnto the lungs 1n this
way and conseguently slept better

3) Another patient, a labourer of 62, who besides asthma had climcal emphy-
sema, was very unwilling and sulky, when I showed him these exercises So I was
greatly surprised when dunng a consultation 6 months later he told me, that
he did the exercises every evening, and the most remarkable thing was that he
stated that he could make wheezing, caused by cycling against the wind, stop
by breathing abdommally while still cychng, n the same way he could stop
wheezing when he carnied heavy weights.

All together the statements of the patrents agree. They say that they have the
feeling that they ‘get more arr into the lungs’ by abdominal breathing and that
they can stop muld attacks, and a few say that they expectorate more easily.

However, 1 have not found any lasting improvement of the asthma It 1s only
a symptomatic remedy, but one which the patient has at hard and which 1s useful
whether he has emphysema or not. I consider 1t an important supplement m the
treatment of asthma 1n a consulting practise.

Concerning the cause of the good effect one mught thik 1t was a psychic one,
owing to the patients attention being diverted from the attack. This hypothesis
15 not supported by the case mentioned above, 1n which the patient could make
wheezing come and go at will Further, one might think that the breathing was
less deep in abdorminal respiration, but this does not seem to be the case in the

patient mentioned above; nor has a sp shown any
in venttlation duning abdorminal and thoracic resprration in these patients.
A ding to Wyss's of the importance of the diaphragmatic

spasm 1n the asthmatic attack, 1t seems to be most probable, that jt 1s the con-
scious ab pi that can a mild diaphrag spasm




LE TRAITEMENT DE L'ASTHME PAR LA
CORTICOTHERAPIE D’APRES 95 OBSERVATIONS

par

PASTEUR VALLERY-RADOT, CL. LAROCHE ET GILLES LYON

Nous rapporterons ici les résultats obtenus chez 95 malades atteints
d’asthme sévére, que nous avons traités depuis 1950.

Tous ces malades ont été suivis pendant plus de trots mois et 65 ont
été suivis pendant un 2 cinq ans, Lorsque Ie traitement fut entrepris,
il ewstait un état de mal ast dyspnée per depuis
plusieurs jours ou plusieurs semames, sur laquelle se greffaient des
accés paroxystiques, Certains malades étaient cyanosés et présentaient
une tachycardie et méme, dans 5 cas, des signes d’insuffisance ven-
triculaire droite,

Voici se décompose Ia statistique de nos 95 malad

1%, 58 malades ont recu un seul traitement hormonal: A.
36 cas, cortisone dans 21 cas, hydrocortisone dans 1 cas;

H. dans

2°, 21 malades, 3 la suite de rechutes, ont dii subir plusieurs cures
successives.
10 d’entre eux ont eu deux cures successives:
deux cures d’a ¢.7.H. dans 4 cas,
une cure d’A.C.T.H. puis une cure de cortisone dans 5 cas,
une cure d’A ¢.T.H. puis une cure d’hydrocortisone dans 1 cas.
8 ont eu trois cures successives:
trois cures d’a.c.T.H. dans 4 cas,
deux cures d’A.C.T.H. et une cure de cortisone dans 3 cas,
deux cures d’A ¢.T.H. et une cure d’hydrocortisone dans 1 cas.
2 ont eu quatre cures successives d’A C.T.H. dans 1 cas, de cortisone
dans T'autre,
1 a regu en quatre ans 22 cures successives, soit une cure environ tous
les deux mos. L'A.C.T.H. et la cortisone ont été alternées.
Ainsi, nous avons pratiqué chez ces 21 malades: 48 cures d’'A.C.T.H.
24 cures de cortisone, 2 cures d’hydrocortisone.

3% 16 malades ont regu des traitements prolongés sans interruption
pendant plus de trois mors; nous étudierons plus loin les problémes
que pose cette méthode.

Si I'on excepte les traitements prolongés, chaque cure d’a.

H.
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ou de cortisone a duré en moyenne dix 4 quinze jours; clle a été plus
longue lorsque, aprés ce laps de temps, I'auscultation révélait la per-
sistance de stbilances dans les champs pulmonaires ou lorsque le sujet
présentait encore de Iégres crises ou une dyspnée A Ieffort. Nous
avons été ainsi amenés, dans certains cas, 3 poursuivre le traitement
hormonal pendant vingt & trente jours, en abaissant progressivement
les doses.

Posologie

L'A.C.T.H. étatt injectée par voie intramusculaire, 3 raison d'une injection
toutes les six heures pour les doses d'attaque, Au-dessous de 100 mgr.
par jour, nous espacions les injections toutes les huit ou douze heures.

Le fract des doses est indisp ble, étant donné la courte
durée d’action du produit

Nous avons fait parfors des perfusions d’A.C.T.H. par voie veineuse
en injectant lentement, en stx & huit heures, de trés faibles quantités
d'a.c.T.H (10 2 20 mgr. par jour), dissout dans 500 cc. de sérum glucosé.
Ces perfusions ont I'inconvénient de nécessiter une surveillance trés
étrotte du malade et, en particulter, de sa pression artérielle pendant
toute la durée de I'injection; cependant, chez nos malades, nous n‘avons
jamais observé d'élévation tensionnelle notable.

S1, avec la perfusion, la sédation de Ia dyspnée a été parfois trés
raptde, s'effectuant dés la quatrieme heure, 'efficacité de cette méthode
ne nous a pas paru supérieure 4 celle des injections intramusculaires.

Nous avons mjecté dans quelques cas 'A.C.T.H. par la voie intrader-
migue, mais les résultats ont ét¢ trés inconstants. Trés bren supportées
chez certains malades, les injections intradermiques ont provoqué chez
drautres des réactions locales douloureuses et I'hormone n’a pas eu
ses effets habituels, du fart de la mauvaise résorption du produmt.

Nous avons récemment employé, dans 2 cas, une solution d’A.c.T H.-
retard cette solution est & r dans Ies trail de longue
durée car elle permet de limuter les mjections et de diminuer la dose
de I'hormone. Cependant, dans les états de mal o I'on veut obtenir une
action rapide, il est préférable d'utiliser les solutions ordmaires.

La cortisone a ¢ét¢ administrée, chez nos premiers malades, par la voie
intramusculaire; nous avons ensuite utilisé exclusivement la voic
gastrique qui nous a donné des résultats aussi satisfaisants. Elle ne fait
pas courir le risque d’une infection aux points d’injection. La rapidité
d’action, quand on utilise la voie gastrique, serait méme augmentée si
Ton en juge par la chute des éosinophiles du sang et par la disparition
des symptomes cliniques.

Pour Ie traitement d'attaque, Ia dose quotidienne de cortisone était



TRAITEMENT PAR LA CORTICOTHERAPIE 171

divisée en guatre & six prises, réparties également dans les 24 heures.
Les prises étaient espacées quand, 4 l1a fin du traitement, les doses
€tasent dimanudes.

Le fractionnement des doses est encore plus important pour Phydro-
cortisone que pour la cortisone car la durée d'action de I'hydrocortisone
de dépasse guére six heures

Quelle que soit I'hormone utilisée, les doses doivent toujours étre
fortes d’emblée, pws progressivement dégressives

Pour I'a C.T.H., les doses d’attaque ont vané entre 100 et 150 mgr. par
jour, en quatre injections. Ces doses étaient continuées pendant trots
4 huit jours, pws abaissées graduellement.

1l ne faut pas abarsser les doses d.A.C.T 1. trop vite: il faut s’efforcer
d’obtenir une disparition totale, non seulement de la dyspnée et de la
toux, mais des sibilances pulmonarres, sinon la rechute est toujours
rapide. Cette action compléte de I'hormone ne s’observe guére avant
le huitiéme jour; on ne doit donc pas donner une dose mférieure 2
75mgr avant Je huitiéme oule dixiéme jour. On peut terminer la cure par
de faibles doses (50 puis 25 mgr.) destinées plus & éviter un sevrage
hormonal brutal et une surrénale daire qua agir

sur Détat que. La cure dure donc en moyenne dix
2 quinze jours, avec un total de 700 4 1.500 mgr. d’a.c.T.H,, ce chuffre
étant trés variable selon les sujets.

11 n’y a aucun rapport entre la dose totale d’A.C T H. et la rémission.
1 est donc mutile de prolonger la cure

81, aprés les quarante-huit premi¢res heures de traitement, on n'a
pas obtenu d’améhoration, on peut élever les doses, & 200 mgr. par
our par exemple; 1l n’est pas rare d’observer ainsi une action favorable;
en effet, il semble exister, pour chaque patient, une dose-sewl au-dessous
de laguelle PAC.TH est mnactive.

Si I'dtat de mal persiste aprés trois ou quatre jours malgré des doses

élevées d’a.c.1.H., 1l faut essayer une autre hormone, de préférence
I'hydrocortisone.

Les traitements avec la cortisone et avec Phydrocortisone sont régis par
les mémes régles que celles que nous venons d'énoncer pour I'A C.T.H
La dose inttiale doit étre assez élevée, entre 150 et 200 mgr. par jour
pour la cortisone, 100 4 125 mgr. pour 'hydrocortisone. Ces doses sont
poursutvies pendant trois & hwt jours, puis abaissées progressivement
afin d'éviter les accidents de sevrage hormonal
La dose totale de cortisone est d’ordinaire un peu plus élevéeq ue

pour PA.C.T.H et se situe entre 1.000 et 2.000 mgr. administrés en dix
4 quinze jours.
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Les doses d’hydrocortisone sont d’habitude de 30 p. 100 inférieures
a celles de 1a cortisone

Faut-il farre suivre les cures d’A.C.T.H. par quelques prises de cortisone
ou d’hydrocortisone et, réciproquement, les cures de cortisone ou
d’hydrocortisone par quelques imjections d’A.c.T.h.? Cette technique a
été proposée par certamns auteurs pour prévenir une insuffisance surré-
nale. Elle ne nous a pas paru particubérement utile. Il ne semble pas
que P'on puisse redouter un épuisement des surrénales par PA.C.T.H.
ou une nsuffisance surrénale transitoire aprés la cure de cortisone.

Résultats
Les résultats obtenus avec I'A.C.T.H., la comsone ou l'hydrocomsone
varient beaucoup suivant que l'on dére les

ou la durée de rémission de I'asthme aprés 1a fin de la cure.

Ces trois hormones nous ont pernus d’obtenir une sédatron plus ou
moins raprde des symptomes fonctionnels chez 80 malades. Nous avons
en 15 échecs, parmi lesquels certamns malades ont ressenti une légére
amélioratron de la dyspnée, mais avec persistance d’un essoufflement
permanent ¢t de paroxysmes encore pénibles, en particulier nocturnes.
Parmi ces 15 échecs, 1 y eut 4 morts, dans leclassique tableau d’asphyxie,
et l'autopsie a révélé les Iésions habituelles de ’état de mal asthmatique,
caractérisées par un encombrement trés marqué des bronches.

Dans les cas favorables, l'action du traitement s'est manifestée
d’ordinaire dans les vingt-quatre premuéres heures par une atténuation
progressive de la dyspnée et de la cyanose et par la dmunuucn de
violence des accés paroxystiques; les malad t un
ment remarquable et retrouvatent le sommerl. Il persistait encore pen-
dant deux & trois jours des petites crises dyspnéiques ainst qu'une
recrudescence de lessoufflement au moindre effort. L’expectoration
dimunuait souvent et méme pouvart disparaitre complétement: cet
asséchement s’explique par la dispanition de I'oedéme de la muqueuse
bronchique sous l'effet des hormones; la bronchoscopie montre un
affaissement de la muqueuse qui reprend une coloration normale.
Cependant, dans certams cas, 1a bronchorrhée pouvait étre encore assez
abondante pendant quelques jours, maxs prenalt un aspect muqueux et

flurde, Les cellules éosmophllcs isg de P ation trés
souvent dés le deuxxeme jour du tranement
Les sibil T encore quelques jours aprés

la sédation de la dyspnee.

Laction immédiate de la corticothérapie sur 1'état de mal asthmatique
est donc souvent trés remarquable. Les résultats & distance sont beau=
coup moins brllants. Voict les résultats,



TRAITEMENT PAR LA CORTICOTHERAPIE 173

Dix asthmatiques ont bénéficis de la corticothérapie pendant un laps
de temnps supérienr & stx mots: des crises assez sévires ont réapparu
chez Fua d'eux zu bout de six mas, chez 2 autres au bout d'un an,
chez 2 autres au bout de deux ans; 5 autres n'avaent pas encore eu de
rechutes de Yétat de mal aprés six mois {J cas), aprés deux ans (3 cas),
aprés quatre ans (2 cas), aprés cing ans (3 cas).

Chez 5 malades, la durée de la rémission n’a pas dépassé trois &
SIX MO

Chez 14 autres, In rémussion ne fut que de un & trols mozs.

‘Tous ces swjets Avaient été libérés complétement de leur asthme d la
fin du trajtement. Certalus conservatent une Kgére dyspnée d'effort ou
voyasent téapparaitre quelques crises dyspngiques faclement combat-
wes par les thérapeatiques habiuetles, mais ifs avazent repris une vie
normale.

Dans 26 cas, fa rechute s'est produste moins d’un mois aprés Larrét
du tratement et, dans 18 cas, d&s Yarrét de celurct.

Dans 7 cas novs n'avons pu savoir [a durée de fa rémussion.

Peut-on prévoir Peffet du traitement? Xl semble que non. Que Pasthme
soit alferpique ou dG & une sunnfection bronchique, quil soit sévére
ou pon, il soit récent ou ancien, que le sujet soxt jeune ou Agéd, les
résultats sont smprévisibles.

La reprise de Pétat de mal nous & amenés d pratiquer plusienry tratte-
ments hormonaux successifs {dont nous avons donné plus haut fe déta).

Ces cures SuCcessives nous ont pernns de comparer chez les mémes
malades Pefficacité de Pa.C.1.H, de 1a cortisone et de Phydrocortisone.

Nous n'avons pas noté de différence sensible entre Jes effets de
Pa.cma, et ceux de 1a cortisone: ces deux hormones donnent ¢’ordi-
naire des résultats identiques Jorsqu'elles sont ulisées chez lo méme
malade. La gortisone admumstrée par vole buccale et & doses assez
devées {plus de 100 mgr. par Jowr) a une action auss: rapude gue
Pacr. et la qualité de Pamélioration immédiate de méme que 1a
durée de Ia rémission ne varent guére avec le produit employé, Néan-
mans, certains sujets réagissent mueux i Pune des hormones qua
Fautre.

On pouvait penser que la mesure de la réponse surrénalienne i
Pmenation comicotrope par le test de Thorn permettrait de prévoir
Ie degré d'eficacité de Ya.cTH. Comme nous Pavons éerit dans un
article précédent, * nous n'avons pu observer aucun paralélisme entre
* PASTEUR Vartery-Banor, Larockz, CL , Miasrz, P DoMART, A et Rowrn, ¥ -C L'ACT.H

<t iz cortisone dans le trastement de Détat de mal asthmangue Bull er Mé méd
des Hip,, Pars, 68, 319, 1952 “ 1Bl Soe
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la chute de I’éosinophilie et 'action thérapeutique. Des malades pré-
sentant des tests négatifs ont &té trés améliorés par YA.c.T.H, tandis
que des échecs coincidatent avec des tests positifs. On sait dailleurs
que la valeur du test de Thorn est trés relative chez les sujets présentant
une éoswnophilie sangune élevée

Nous n’avons, de I'hydrocortisone, qu'une expérience trop récente
pour établir une comparaison valable avec les deux autres hormones.
Néanmoins, nos premi¢res constatations ont été trés satisfaisantes
pusque, sur 10 cures d’hydrocortisone, nous n'avons pas observé
d’échec. Bien plus, nous avons eu de bons résultats chez 5 malades
qui n’avaient pas été améliorés par I'A.c.T.H. ou la cortisone. 11 semble
donc que I'hydrocortisone posséde une efficacité au moins égale et
peut-étre supérieure a4 celle des deux hormones précédentes.

Un certain nombre d’auteurs pensent que, chez les sujets soumis &
des cures multiples d’A.c.TH ou de cortisone, ces hormones perdent
une partic de leur efficacité, Mos constatations ont été différentes: des
cures hormonales successives nous ont donné des résultats assez con-
cordants.

Malgré le danger de la corticothérapie prolongée, nous avons été amenés
4 faire chez 16 sujets des trartements continus. ! Il s°agit d’asthmatiques
dont la dyspnée avait ¢édé sous I'effet du tratement hormonal, mais
réapparaissait dés la fin du traitement.

Nos premiers malades ont resu de A C.TH, mais nous utilisons
actuellement plus volontiers la cortisope ou Phydrocortisone dont le
mode d’admimstration par voie buccale est plus simple,

La durée des cures 2 été variable, de deux mois & trois ans

Quatre malades ont €t¢ traités pendant plus d’un an avec d'excellents
résultats. L'un d'eux fait depwss trois ans des cures alternées de corti-
sone et d'A C.TH, 4 des doses varant entre 50 et 100 mgr. par jour.
Un deugidme a obtenu, par la méme méthode, un soulagement complet
pendant deux ans, puis a été perdu de vue; nous avons appris qu il
était mort ré d’un dépendant de son
asthme. Un troisitme prend, sans interruption, 75 mgr. de cortisone
depuis un an Le quatriéme, soumis d’abord A une cure continue de
cortisone (75 mgr. par jour) pendant trois ans, prend actuellement
depuss trors mois 10 mgr. d’hydrocortisone six jours par semaine.

Huit autres malades ont été traités pendant deux 4 trois mors avec
des rémissions totales par Phydrocortisone (3 cas), I'a.c .. {1 cas),
des cures successives de cortisone et d’hydrocortisone (1 cas), d’A.c.T.H

3 Certains ont été suwvis par Je Dr. B. HALPERN.
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et de cortisone (2 cas) ou des trois hormones (I cas). La corticothérapie
2 pu étre arrétée chez 2 d'entre eux, aprés deux mois, sans qu’il appa-
riat de rechute. Les 6 autres restent soumis au traitement hormonal
qui ne peut étre interrompu sans une reprise immédiate de la dyspnée.

Sur 16 malades nous n’avons eu que 3 échecs et 1 résultat médiocre.
Les 12 autres malades conservent, la plupart, un léger essoufflement
2 I'effort et quelques rales sibilants, mais 1ls ménent une vie normale;
ils ne souffrent plus de dyspnée permanente ni d’accés asthmatiques
paroxystiques.

La dose-seull, au-dessous de Jaquelle réapparaissent des symptSmes
fonctionnels génants, est située suivant les sujets entre 50 et 100 mgr.
d’a c.T.H ou de cortisone par jour. Elle varie d’ailleurs, chez un méme
sujet, et peut s’élever sous l'influence de certains facteurs, tels quune
infectton respiratowre. Les malades réglent eux-mémes leur traitement,
au bout de quelques mois, en utihsant la dose mmmum active.

Dans certains cas, Paction de la cortisone semble s’épuiser, mais
des 1njections d’a.c.T.H. pendant quelques jours semblent rendre le
sujet de nouvean sensible & I'hormone surrénale.

Turiaf * pense qu'il est préférable de n’administrer la cortisone et
T'hydrocortisone que cing jours par semame, mais U'interruption de deux
jours est parfois suffisante pour amener une repnse de la dyspnée.

Bickernan et Barach? ont essayé de donner ume dose forte de
cortisone (400 mgr) un jour par semaine, mais les résultats ont été
trés décevants

La dose efficace d’hydrocortisone est plus faible que celle de cortisone.
Turiaf la sttue entre 30 et 40 mgr. par jour.

Nous avons employé récemment I'A.C.T.H -retard avec succés chez
2 malades: I'un regoit chague jour une injection de 40 mgr. de cette
solution, 1a dose d’A.c.T.H a été amsi rédute chez Iui des deux tiers
Chez I'autre malade, 40 mgr. d'a C.T.H -retard donnent le méme résultat
que 75 4 100 mgr. d’a.c.T H. ordinaire et seraient plus efficaces que
100 mgr. de cortisone ou 80 mgr. d’hydrocortisone.

Nous pensons qu'il est utile d‘mtercaler, pend:mt les cures prolongées
de cortisone ou d't tisone, q d’A.c.T.H, toutes

Ies quatre 4 six semaines, afin de stumuler les cortico-surrénales et d'evxter
leur aplasie.

* Tuwr, ASLAND, P, et JEANJEAN, Y. Le tramement au 1o0g cours des asthmes &
dyspoée commue par I'hydrocortisone en comprimés Revue des Praticiens, 4, 1954

3037-3040

Bickerman, H. et BAucH, A. Comparative results of the cure of ACTH, cortisone

and hydrocortisone in the treatment of mtractable bronchal asthma and pulmopary

emphysema (. Allergy) z!. 312324, 1954
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Précautions & prendre pour éviter accidents et incidents

L'a.c.T.H, la cortisone et 'hydrocortisone sont des corps dont l'utifi-
sation n’est pas dépourvue de danger. Iis ne doivent étre employés qu'a
bon escient, dans des asthmes graves ol les thérapeutiques usuelles ont
échoué. Cette restriction, que nous avions formulée dés 1952, nous
parait conserver toute sa valeur

Nous avons émati soumus nos ast ques pendant le
traitement & un régime sans sel. Nous leur avons donné quotidienne-
ment I & 2 gr. de chlorure de potassium et nous leur avons fait prendre
un antibiotique (d’ordinaire tifomycine ou terramycine).

Nous n'avons jamais noté d’accidents oedémateux ou hypertensifs.
Les augmentations de poids ont été faibles et n’ont guére dépassé 24 3
kilos; encore faut-il souligner que les grands asthmatiques sont souvent
dénutris et que cette élévation de pords colncide avec une réapparition
de Pappétit; elle ne peut donc pas étre attribuée dans tous les cas 4 Ia
seule rétention hydrosodique.

L’hydrocortisone entraine souvent, aprés quelques jours, une aug-
mentatton de la durése qui peut étre passagére ou persister pendant
toute la cure; aussi les malades sounus 4 cette hormone présentent-ils
assez souvent une légére perte de poids. Il n'y a donc peut-étre pas
lieu de craindre ici 12 rétention sodique et ce serait un des avantages
de I’hydrocortisone.

Larrét du traitement hormonal est parfois suivi d’hypotension
modérée et d’asthénue; cette insuffisance surrénale passagére n’est jamats
dangereuse si I’on a eu somn de ne pas suspendre brusquement la cortico-
thérapre, mais d'abaisser progressivement les doses. Chez un de nos
malades, la suppresston brusque de I'A.Cc.1.1., & 1'occasion d'unaccident
infectieux, a été suivie d’une insuffisance surrénale aigué, avec hypoten-
sion trés marquée, tachycardie et troubles de Ia conscience; I'admini-
stration de sérum glucosé et chloruré, de désoxycorticostérone et de
200 mgr. de cortisone @ amené une sédation rapide.

Nous avons traité, sans accident, des asthmes infectés, mais nous
avons soumis, dans ces cas, les malades a des doses plus élevées d'anti-
biotiques. Cette antibjothérapie préventive pose un probléme délicat au
cours des cures trés prolongées: doit-clle étre continuée sans arrét
pendant des mois et ne perd-elle pas, dans ces conditions, une pattie
de son efficacité? Nous avons vu, en effet, apparaitre, au quatriéme
mois d'un traitement alterné par ’A.C.T H. et la cortisone, une infection
pulmonaire grave avec des foyers congestifs multiples et bilatéraux,
bien que la tifomycine n’ait jamais été cessée. La guérison a été obtenue
grice 4 I'association d’autres antibiotil (pénicilline et strep

Des troubles psychiq pp parfois: i 1rrita-
bilité, Nous avons observé, au cours d'une cure d’A.C.TH, un syn-
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drome dépressif particuliérement grave, qui a abouti au suicide.

Nous n'avons jamais noté, méme au cours des cures prolongées, de
symptomes sévéres d’hypercorticisme: les sujets ont développé parfois
une légtre obésité, avec aspect arrondi de la face, de I'acné, mass n'ont
jamais présenté ni glycosurie, ni hypertension artérielie ni ostéoporose.

Deux walades, peu améliorés par une cure d'A.C.T.H., SOnt MOrts
dans un état de mal asthmatique, P'un vingt-sept, Fautre trente-quatre
jours aprés Ia cure hormonale. T est difficile de dire s1 Pa.C.T.1H. 2 joud
un rdle néfaste dans ces deux cas. Mais, aprés les traitements par cortico-
thérapie, il nous semble prudent de soumettre les malades pendant
plusieurs semaines & une surveillance médicale trs rigoureuse et de
recourit 4 un pouveau traitement par la cortisone en ¢as de rechute
grave de I'état de mal asthmatique.

Les injections d’A.c.T.H. peuvent entrainer une sensibilisation  ce
corps; nous F'avons observé daos un cas: an début d*une seconde cure,
ie malade a présenté de P'urticaire et une recrudescence violente de la
dyspnée, alors qu’une premudre cure avait €66 bien supportée,

RESUME

Les auteurs ont traité 95 asthmatiques en état de mal par ac.T.h.
cortisone ou hydrocortisone Ces trois hormones, dont Pactivité est
trés comparable, ont permus d'obtenir une sédation rapide des symp-
tomes chez 80 malades. Parmi les 15 échecs, i y eut 4 morts; Pautopsie
révéla les Iésions habutuclles de I'état de mal asthmatique.
Les résultats & distance ont été trds variables: 10 asthmatiques senle-
ment bénéficitrent de Ia comcotherapw pendant plus de sxx mous
Chez 16 malades fut un
{deux mois & tross ans). ll ny cut que 3 échecs et 1 résultat medxocre
La dose-seu était située suivant les sujets entre 50 et 100 mge. d’a.c.T 5.
ou de cortisone par jour.

NB. Depuis que ce rapport a été rédigé, nous utilisons suriout la
delta-coriisone.



ACTH, CORTISONE AND HYDROCORTISONE IN THE
TREATMENT OF ASTHMA

A study based on mnety-five cases
by

PASTEUR VALLERY-RADOT, CL. LAROCHE AND GILLES LYON

‘We shall here report the results obtained in 95 patients affected with
severe asthma and treated since 1950.

All these patients were studied for over three months and 65 were
studied for periods ranging from one to five years. When treatment
was started, the patients were affected with status asthmaticus, marked
by dyspnoea which had continued for several days or weeks and which
was aggravated by paroxysmal attacks. Some patients were affected with
cyanosis and tachycardia and, in 5 cases, even showed symptoms of
right ventricular failure.

These are the statistical data on our 95 patients:

1) 58 patients were given a single treatment with hormones: ACTH
in 36 cases, cortisone in 21 cases, hydrocortisone 1n 1 case;

2) 21 patients, who had relapses, were given several courses of treat-
ment In succession.

Of these patients, 10 were given two courses of treatment in succession:
two treatments with ACTH in 4 cases;
one treatment with AcTH followed by one treatment with cortisone
in § cases;
one treatment with acTa followed by one treatment with hydro-
cortisone 1n 1 case.

8 were given three courses of treatment in succession:
three treatments with ACTH in 4 cases;
two treatments with ACTH and one treatment with cortisone in
3 cases;
two treatments with ACTH and one treatment with hydrocortisone
in 1 case.

2 were given four treatments in succession, ACTH being administered in

one case, cortisone in the other,
One patient was given 22 successive treatments in four years, ie. ap-

proximately one treatment every two months. AcTH and cortisone
were given alternately.
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Accordingly, these 21 patients were given 48 treatments with acth,
24 treatments with cortisone and 2 trentments with hydrocomsone
3} 16 patients were given prol d for over
three months; later we shail study the problems raised by this method.
With the exception of the prolonged courses of treatment, each treat-
ment with acT® or cortisane was contiued for an average peniod of
tento ﬁf(een days; it was continued beyond this period when subsequent
i revealed the persi of sibilant rales 1n the lungs or
when the subject continued to have slight attacks or showed dyspnoea
after exercise. Therefore we continued to give hormones for twenty to
thirty days in certam cases, the doses being progressively reduced.

Deosage

ACTH was injected dntramuscularly, one injection being made every six
‘hours when the initial doses were given, When administering less than 100
mgm. daily, the injections were made ateight-or twelve-hour intervals.

Fractionation of the doses is essential, in view of the short action of
the drug.

In some cases we admini: d ACTH by i nous drip, very small
doses of acta (1020 mgm. daily), dissolved in 500 ml of glucose
solution, being slowly mijected in a period of from six to eight hours,
The drawback to intravenovs drip is that close supcn'mwn or the
patient, and especially of his blood p s
the injection; we never observed any ‘marked tise in blood pressure in
our patients, however.

Although intravenous drip afforded very rapid relief of the dyspnoea
in some cases, relief being obtained within four hours, we do not belicve
this method to be more effective than intramuscular injections.

In some cases we injected ACTH infradermally, but the results were
very inconstant. Although extremely well tolerated by some pahcms
the intradermal injections gave rise to painful local reactions in others
and the hormone fasded to have its usual effects owing to deficient
absorption of the drug.

We have recently used a solution of ACTH- nmrd‘m 2Zcases; adminis-
tration of this solution is advisabl as less
injections are required and the dose of hormonc may be reduced. When,
however, rapid action is essential, as in status asthmaticus, ordinary
solutrons are to be preferred.

Cortisone was administered intramuscularly in our imtial cases; subse-
quently, the hormone was admunjstered only by mouth, the results
obtained being equally satisfactory. The latter method does not involve
the risk of infection at the sites of injection. The rapid action is even



180 VALLERY-RADOT, LAROCHE AND LYON

increased by oral admnistration, judging by the decrease of the number
of eosinophils in the blood and the disappearance of the clinical
symptoms.

The daily quantity of cortisone given during the initial treatment was
duwided into four to six doses, taken at equal intervals over 24 hours.
The doses were given at longer intervals when the dosage was reduced
towards the end of treatment,

Fractionation of the doses 1s cven more essential when administering
hydrocortisone than when giving cortisone, as the action of hydro-
cortisone barely continues beyond six hours.

Whatever hormone may be employed, the imtial doses should be
large and then be progressively reduced.

The intial doses of ACTH varied from 100 to 150 mgm. daily, given in
four injections. These doses were continued for three to eight days and
then were gradually diminished.

The doses of AcTH should not be reduced too rapidly; an attempt
should be made to obtain the complete disappearance, not only of the
dyspnoea and cough, but also of the sibilant rales in the lung, otherwise
there is bound to be a rapid relapse. This complete action of the hor-
mone 15 hardly ever seen to occur before the eighth day of treatment;
therefore, a dose smaller than 75 mgm. should not be given prior to the
eighth or tenth day. Tr is luded with the admunistration
of small doses (50 and then 25 mgm.), intended to avoid too sudden
withdrawal of the hormone and to prevent secondary adrenal insuffi-
ciency, rather than to exert a direct effect on the asthma. Accordingly,
the average duration of treatment 1s from ten to fifteen days, a total
dose of 700—1.500 mgm of AcTH being admunistered; this total dose
varies markedly with the subjects.

There 1s no relationship between the total dose of AcTH and the length
of the remussion. Therefore 1t 1s uscless to prolong treatment.

When no improvement has been obtained after forty-eight hours of
treatment, the dose may be increased, e g. to 200 mgm. daily, thrs will
frequently have a favourable effect; apparently, there is a liminal dose
for each patient, below which AcTH is ineffective.

‘When the status asthmaticus persists after three or four days despite
admnistration of large doses of acrtH, another hormone, preferably
hydrocortisone, should be tried.

Treatments with cortisone and hydrocortisone are governed by the same
rules as those applying to treatment with acTH

The initial dose should be fairly large, 150— 200 mgm. of cortisone and
100—125 mgm. of hydrocortisone being administered. These dosagesare
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continued for three to eight days and subsequently reduced progressively,
to avord complications resulting from sudden withdrawal of the hormone.

As a rule, the total dose of cortisone is somewhat larger than that of
ACTH, varying from 1.000 to 2.000 mgm., administered within ten to
fifteen days.

The doses of hydrocortisone usually are 30 per cent smaller than
those of hydrocortisone.

Should courses of treatment wit Acta be followed by administration
of a few doses of cortisone or hydrocortisone and, conversely, should
treatments with cortisone or hydrocortisone be followed by a number
of injections of actu? This method has been suggested by certain
authors, with a view to preventing adrenal insufficiency In our optnion,
1t is not a particularly useful method. It is unlikely that admimstration
of acta will result in an impairment of adrenal function or that treatment

with cortisone will be by adrenal i

Results

The results obtained in treatment with ACTH, cortisone or hydrocortisone
vary markedly according as to whether the immediate results or the
length of rermssion of the asthma after the completion of treatment
are considered,

These three hormones afforded more or less rapid relief of the func-
tional symptoms in 80 patients. We had 15 failures, including a number
of patients whose dyspnoea showed a slight improvement, but who had
persistent shortness of breath and continued to be subject to distressing
paroxysms, especially at night. Of these 15 patients mn whom treatment
failed, 4 died, showing the classical symptoms of asphyxia and autopsy
revealed the usual lesions of status asthmaticus, charactenized by marked
obstruction of the bronchi,

When treatment was effective, it usually resulted 1n progressive relief
of the dyspnoea and cyanosis and a decrease 1n severity of the paroxy-
smal attacks within the first twenty-four hours, the patients experienced
considerable relief and were able to sleep agam. Shght attacks of dys-
Pnoea persisted for 2—3 days and the shightest effort continued to cause
2 recrudescence of the shortness of breath. Expectoration frequently
d d and jonally even disapp 5 this drying
up was attributable to the disappearance of the oedema of the bronchal
mucosa resulting from the action of the hormones; bronchoscopy
revealed subsidence of the mucosa, which again assumed a normal
colour; 1n some cases, however, bronchorrhoea continued to be profuse
dunng a number of days, but showed a mucous and flmd appearance.
Very often the eosinophils had d d from the expec
as early as the second day of treatment.
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The sibilant rales in the lungs persisted for a number of days after
relief of the dyspnoca.

Accordingly, treatment with these hormones frequently has a marked
immediate effect on status asthmaticus The late results are much less
excellent. These are the results obtained:

Ten patients with asthma benefited by treatment for a period of over
six months: fairly severe attacks recurred after six months in one €ase,
after ong year in 2 others and after two years in 2 other cases; 5 other
patients had not had any relapses of status asthmaticus after six months
(1 case), two years (1 case), four years (2 cases) and five years ( case)
respectively.

Remission did not continue beyond 3—6 months in 5 cases. The
symptoms disappeared for only 1 —3 months in 14 others.

Al these subjects had been completely free from asthma at the eod of

A slight dysp after ise persisted in some cases O
attacks of dyspnoea, readily controlled by fhe usual methods of treat
ment, recurred, but these patients had been able to resume 2 noi
way of life.

Relapses occurred within less than a month after treatment had beet
(ligscnntmued in 26 cases and as soon as it had been Jiscontinued in

cases,

‘We were unable to ascestan the length of the remission jn 7 cases:

‘Car: the result of treatment be anticipated? Apparently, the answer is
no’. Whether‘ the asthma 15 of allergic origin or due 1o superinfecion
of the bronchi, whether 1t 15 severe or not, whether it is recent 0f long-

standing, whether the patient i 1ts cannot
predicted, patient is young or old, the resu

2‘: rem,r:ence of status asthmaticus led us to give several mm.r‘.‘:/
monal treatment in suceessi > t 5 desct
in detatl), ion (which have previously bee!

Of‘;hcc::x s:ccc'sswe treatments enabled us to compare the eﬁ'ecmmess

We did ortisone and hydrocortisone in the same patients. s of
Acr and &ot observe any noticeable difference between the effec o
these two hy ose of cortisone; the results obtained by administratiot

at'e o hormones usnally are identical when they are used in the 52!
;’d I:’;gstn:i amon_nf large doses (over 100 mgm. daily) ofcomsm:
ent 25 nal ol is a5 rapid as that of acrivand the degree of DR
employed Cc:; i;he lzygth of the remission hardly vary with ﬂ:; g
h°m’°[’e than to lhseu ;&:;:’ however, respond more readily

Tt might be thought that the degree to which the adrenals respond 10
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corticotrophic stimulation in Thorn's test would afford 2 standard by
which to judge the effectiveness of treatment with AcTH. As we have
stated 1 a previous paper,‘ we have not been able to observe any

fism bet the n phulia and the effect of treat-
ment Patients who had negative tests showed a marked smprovement
on treatment with ACTH, whereas farlures coineided with positive tests.
Thorn’s test is, howesver, known to have merely a relative value in sub-
jects showing marked eosinophsha,

Our expenence of hydrocortisone has been too recent to enable any
valid comparison with the two other hormones, Nevertheless, the first
results obtained have been very satisfactory, as no failures were observed
0 10 courses of treatment with hydrocortisone. And what is more,
we obtaimed good results in 5 patients who had faded to show any
improvement on treatment with ACTH or cortisane. Accordunply, the
effectiveness of hydrocortisone apparently is at least equal to and
posstbly surpasses that of the other two hormones,

A cerfain number of authors beheve that the effectivencss of the hore
mones will decrease 1 patients given several courses of treatment with
ACTH OF cottisone. Qur ﬂndmgs have been different; the results which
we obtained in successive treatmnents were markedly identical.

Despite the hazards attendant vpon prolonged treatment with these
hormones, we subjected 16 patients to continued treatment * These
were patients with asthma, whose dyspnoea had disappeared on hor-
monal therapy, but recurred as soon as treatment was discontinued.
Qur first patients were gven ACTH, but to-day we prefer using corti-
sone or hydrocortisone, oral admtmstration of which 1s more simple,
The duration of treatment vaned from two months to three years.
Four patients were treated for over 2 year and excellent results
were obtamed, OF these patients, one hay been treated alternately with
cortisone and acty for the last three years, the doses varying from
30 to 100 mgm. daily This method afforded complete relief to another
for a perted of two years, after which he was not seen again; we learned
that he had recently died from a vascular complication, occurring
mdependently of his asthma. A third patient took 75 mgm. of cortisone
without a break during the past year. The fourth patient, who mutially
underwent continued treatment with cortisone (75 mgm. daily} during

¢ PaSTEUR Vatttry-Ravor, Larocwy, Cu, Mz, P, Domarr, A, Rwass, J-C.
LA CTH. # Ja cortsone dans Je traitement de Petat de mal asthmatique Bull et Mém
Sec méd des Hép , Parls, 68, 1952, 319.

Same were studied by De. B. Hareenn
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three years, has now been taking 10 mgm. of hydrocortisone six days
a week for the last three months.

Eight other patients were successfully treated with hydrocortisone for
23 months (3 cases), AcTH (1 case), cortisone followed by adminis-
tration of hydrocortisone (1 case), ACTH and cortisone (2 cases) or all
three hormones (1 case). Treatment was discontinued within two months
1n 2 of these cases, without any relapse occurring, Treatment was con-
tinued in the 6 other cases, as discontmuation of treatment tended to
result in immediate recurrence of the dyspnoea.

We had only 3 failures and 1 moderate result in 16 patients. A shght
dyspnoea after exercise and some sibilant rales persisted in the greater
part of the 12 others, who led a normal hfe, however; they were no
longer affected with permanent dyspnoea or paroxysmal attacks of
asthma.

The himinal dose, below which distressing functional symptoms
recurred, varied from 50 to 100 mgm. of ACTH or cortisone daily with
the mdividual subject. It also varied 1 a single subject, however, and
tended to be increased by certain factors such as mfectton of the respira-
tory tract. Within a few months the patients were able to conduct
their own treatment, using the minimum effective dose

Cortisone apparently became inactive n certamn cases, but when
injections of ACTH were given for a number of days, the subject again
started to respond to treatment with cortisone

Turiaf * beheves that it 15 advisable to administer cortisone and hydro-
cortisone for only five days a week, but i some cases a two-day interval
will be sufficient to bring on a recurrence of the dyspnoea.

Bickerman and Barach * have tried giving a large dose of cortisone
(400 mgm.) once a week, but the results were extremely disappointing.

The effective dose of hydrocortisone js smaller than that of cortisone.
According to Tunaf 1t 1s from 30—40 mgm. daily.

Recently, we successfully used Acti-‘retard” in the treatment of 2
patients, one was given a daily injection of 40 mgm. of this solution,
so that the dose of Acra was reduced by two-thirds in thus case. The
result obtained in the other case with admunistration of 40 mgm. of
ActH-retard’ was identical to that of treatment with 75—100 mgm of
ordinary AcTH, 40 mgm. of AcTH-‘retard’ being more effective than

100 mgr. of cortisone or 80 mgm. of hydrocortisone.

In our opinion, it would be useful to make 2 number of injections of

* TURIAP, J, Mastanp, P, JeanreaN, Y, Le traitement au long cours des asthmes & dyspnée
continue par Phydrocortisone en comprumés Revue des Pranciens, 4, 1954, 3037—3040.

* H, Barach, A © results of the cure of AcTH, cortisons and
hydrocortisonc In the treatment of intractable bronchial asthma and pulmorary emphysema.
J Allergy, 25, 1954, 312—1324
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ACTH every 4—6 weeks during prolonged treatments with cortisone or
hydrocortisone, with a view to stmulating the adrenals and preventing
atrophy of these glands,

Precautions to be taken to avoid comphcations and untoward reactions
AcTH, cortisone and hydrocortisone are substances, the use of which is
not without danger. They should only be employed wittingly 1n cases of
severe asthma, 1n which the usual methods of treatment have failed.
This restriction, which we have formulated as early as 1952, continues
to apply in our optnion.

We systematically placed our patients with asthma on a salt-free diet
during treatment. We gave them 1 —2 gr. of potassium chlonde daily and
we made them take an antibiotic (usually typhomycin or oxytetra-
cychne}.

We never observed complications consisting in oedema or hyperten-
ston. There were only slight gains in weight, hardly exceeding 2—3 kg.;
in addition, the fact should be stressed that patients with severe asthma
frequently show evidence of malnutntion and that a gain in weight
coincides with a recovery of appetite; therefore 1t cannot be attributed
only to retention of water and sodium 1n every case.

‘Within a few days, adminsstration of hydrocortisone frequently results
mn mcreased urmary secretion, which may be transient or may persist

tre ; in addttion, patients treated with this hormone
often show a shght loss of weight. Therefore retention of sodium 1s an
unlikely event in these cases, which is one of the advantages of treatment
with hydrocortisone,

D of is ionally followed by moderate
hypotension and asthenia; this transient adrenal msufficiency 1s never
dangerous, provided that the hormone 1s not suddenly withdrawn and
the dosage 1s gradually reduced Sudden withdrawal of ACTH 1n view
of an infection occurring in one of our patients resulted in acute adrenal
msufficiency, associated with marked hypotension, tachycardia and
disturbances of consciousness; administration of a glucose and chloride
sollutfion, desoxycorticosterone and 200 mgm. of cortisone afforded rapid
relief.

We have successfully treated cases of asthma complcated by infection,
but 1n these cases we admumstered larger doses of antibiotics to the
patients. This preventive with t us with a
difficult problem during very prolonged courses of treatment: should
it be continued for months without a break and will not 1ts effectiveness
be reduced in these conditions? Thus a severe pulmonary 1nfection,
marked by multiple and brlateral congestive lesions, appeared in the
fourth month of an alternating treatment with Acra and cortisone,
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although administration of typt in had been continued throug]
this period. Combined treatment with other antibiotics (penicillin and
streptomycin) resulted in the disappearance of the infection.

Mental disturbances such as insomnia or irritability appear in some
cases. During a treatment with acTH we observed a particularly severe
depresston, which resulted 1n surcide.

We have never observed severe symptoms of hyperfunction of the
adrenal cortex, not even during prolonged courses of treatment; occasion-
ally, the subjects developed a shight obesity, with a puffed face and acne,
but they never showed glycosuria, hypertension or osteoporosis.

Two patients, who had shown little improvement on treatment with
ACTH, died in a condition of status asthmaticus, one within twenty-seven,
the other within thirty-four days after treatment had been discontinued.
It is difficult to decide whether actH played a fatal part in these two
cases In our opinion, however, treatment with these hormones should
be followed by close medical supervision of the patients continued over
several weeks and another treatment with corttsone is advisable if they
should have a severe relapse of status asthmatrcus.

Injections of ACTH may result 1n sensitization to this substance; this
Wwas seen to occur 1n one case, the patient showing urticaria and a severe
recrudescence of his dyspnoea when a second course of treatment was
started, whereas the first treatment had been well tolerated.

SUMMARY

The authors treated 95 patients with status asthmaticus with AcTH,
cortisone or hydrocortisone. These three hormones, the effects of which
bear a marked resemblance to one another, afforded rapid reltef of the
symptoms in 80 patients. Of the 15 patients in whom treatment failed,
4 died; autopsy revealed the usual lesions of status asthmaticus.

The late results varied markedly; only 10 patients treated with these
hormones continued free from symptoms for a period of over six months.

Sixteen patients were given a prolonged treatment with hormones
(from two months to three years) There were only 3 failures and 1
poor result. The liminal dose varied with the subjects, ranging from
50 to 100 mgm. of ACTH or cortisone daily.

N.B. Since this report was written, we specially use delta-cortisone.



LONG TERM TREATMENT OF ASTHMA WITH
CORTISONE AND CORTICOTROPHIN

by
R. 5. BRUCE PEARSON

Cortisone and A.CT.HAR, gel are recognized to be of considerable
value in the treatment of acute severe asthma. Thetr value as fong term
symptomatic remedies is fess certain, In this paper the effect of treatment
is recorded in twenty seven cases of intractable asthma with oral Corti-
sone {20) and intramuscular A,CT.H AR, gel (§). One patient recenved
treatment with both sut Tl was d from three
months to three years 1n 25 cases. In two, side effects led to termunation
of treatment with Cortisone within a few weeks, Cases were selected for
the chronicity of their symptoms. Thurteen had been admitted to hospitat
in status on one or more and the ining eight were mcluded
because of their failure to respond to other measures. Esght patients
had been wnable to earn their Yiving or do more than hight housework
for at least a year and eight lost long periods of time from work each
year Three relatively mild cases were included

Results were judged on vital capacity readings which were 1n most
cases recorded every twe weeks on a fast moving drum, changes m
attack rate and the quantity of spasmolytic drugs used and m the
physical signs and capacuy for work.

Dosage
Oral Cortisone was witialfy administered 1n doses varying from 300 to
100 mgm. dady and mamtained at 35—100 mgm daaly. Larger doses
were not admumstered owing to the nsk of causing side effects.
A.CT.H AR gel was given in doses from 40 mpm. dady to 20 umis weekly.
Thirteen of the twenty seven patients were considered to have had
excellent or good results {ease 1 responded o both one
showed slight improvement and thirteen no response (See Table 1).
f these cases are divided inte those with persistent expiratory wheez-
ing in additon to attacks of dyspnoea, and those wath purely wnter-
mittent asthmatic symptoms, it 13 evident that the results are very poor
m the former group. These patients were never at any time found to be

¥ ¥ wish to exprest my thanks to Dr DV Bates for sasryiag out luog function tests i two
cases, Fifteen of the patients treated wath Cortisone were fnctuded in 1he Medical Reseanch
Cosual’s Controlled Teial of efects of Cortivone acetate in patients suffering from chronle
asthma (11 publication) The conclusions raached in this paper are those of the anthar onfy
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TABLE 1
Chronic or Recurrent Asthma (O Ps)

Results
No, of cases Deaths

B

< s iE| 8
Treated with Cortisone 2 18|85

g |o|G|&
Persistent expiratory wheezing 10 0 11| 8] ¢
Intermittent asthma ..... - 10 2 40| 4y O

Treated with A cTHAR gel

Persistent expiratory wheezing ... 5 0 4]0l 1 0
Intermuttent asthma .. .. .. 3 1 2(o0] I 0
Total ... .. . 28 3t 0

! One patient who responded excellendy to Cortisone and A C.r H. 1s included in both groups

free from evidence of expiratory obstruction whenever they were
examined before or during treatment. All had been under observation
for at least one year and many for far longer.

Treatment with Cortisone

Of the twenty cases treated with Cortisone, ten had persistent wheezing
and of these only two showed appreciable improvement, of the ten
with intermittent attacks six did well.

Table 2 shows the results in ten of these cases who were each treated
with Cortisone and Placebo tablets for alternate six month periods,
separated by three months of symptomatic treatment. Eight cases were
treated with the Placebo tablets for the first six month pertod and two
with Cortisone. Five of this group had chronic persistent asthma and
five intermittent attacks. None of those with persistent asthma improved.
Two (1,8) of those with intermittent attacks showed unequivocal improve-
ment as regards attack rate and increase in vital capacity, and on sub-
jectwve and general clinical grounds. One other (4) did well on Cortisone
but even better on Placebo and was therefore regarded as a fatlure as far
as the effect of Cartisone treatment was concerned : another (10) claimed
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TABLE 2
Cortisone Placebo ymp

o

]

-§v P oo ) 2

28| || SE |38 F 522 et i
. M gE|d) g8 |BE B ER B EE) €2
¥4 85|82 8| ux | Qel|l & x| 8| cx =k
° g |2E|lz] %8 8ol |88 2|88 | &S
21l x| &[5 £e| 8 &5 221( 8 £ gl £ ]
G|a|<|a |£E|F| En|28|5 | 2|5 |2a| BS
1{M|36 2|1 2570 3 81 | 2160 49 1810 36 +24 Ibs
2|F (40|14} P 1500 42 70 | 1390 32 1420 21 + 6 Ibs
3IF (4434} P 1840 30 94 | 1760 10 1850 14 + 13 1bs
41F 31121 1 2200 3.8 82 | 2340 2 1920 105 [+ 11 Ibs
5|F |40] 14| P 1640 491 [ 100 { 1850 78 1600 102 [+ 16 Ibs
6|F*s1|17| P 1500 cons-| 70 [ 1550 cons-| 1350 cons-| 4 8 Ibs

tant tant tant
TiM* 41| 9| P | 1700 cons-| 100 | 2100 cons-| 2250 cons-|Nochange
tant tant tant

8|Fi3tl2}1 2370 7 100 | 2100 16 2020 47 +10 Ibs
9| Ft| 41 1 I —_— - 75 | 1900 48 2600 23 —
10| M |36 8| I 3070 3 100 {3700 1 2860 05 + 14 Ibs

* Injections of Adrenalin (self-admunistered) were given 2—4 times daily during this perod.

' Attack rate not recorded but nebuhser used 7-—10 tunes daily over whole period Emphy-
sema present

* Constantly wheezy throughout, taking 3—$ gr of Epliedrine and using inbaler 36 times
daity Emphysema present

# Cortisone therapy termunated after 4 weeks because of depression

to be much improved on Cortisone but hus attack rate did not reflect
this, and the vital capacity showed a considerably better average on the
Placebo than on Cortisone Thus improvement m two cases was attri~
buted to Cortisone, 1n one to the effects of suggestion, and in a fourth
was mainly subjective and attributable to the feeling of well bemng caused
by Cortisone. The fifth case (9) with intermittent attacks improved
suddenly during the fifth month on placebo tablets and remained almost
free from asthma during the observation period of three months,
Cortisone was administered a month after relapse but was discontmnued
after three weeks because of severe depression. No improvement took
place in this time.
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Of the remaining ten cases treated with Cortisone but not with Placebo
tablets good or excellent results were recorded 1n five, one of whom
had had severe persistent asthma of two years duration prior to treat-
ment. One other case of persistent wheezing in a severe asthmatic of
twenty five years duration improved temporarily, but signs of heart
farlure due to cor pulmonale necessitated reducing the dose of Cortisone
to S0 mgm. daily, which was below the effective level. This patient was

idered to have some emphy . Four of the cases who only had
intermuttent attacks responded satisfactorily.

Side effects

Side effects were not serious. One patient (9) became depressed, another
(14) developed oederna and complained of feeling i due to a ‘bursting
sensation’ in her chest and face and a third (11) showed evidence of heart
failure due to cor pulmonale. A fourth (16) had a cough facture of a rib
after 2} years treatment: it was considered that this might have been
due to skeletal decalcification although this was not apparent radto-
logically. Fourteen patients who continued on Cortisone for three
months or more increased in weight from 6 to 24 Ibs. Three lost weight
or increased by less than 2 1bs. One patient (1) who had responded well
during three months on Cortisone in doses between 50 and 75 mgm. put
on 15 1bs 1n weight. Three patients with good response had considerable
intensification of asthma shortly after termunation of treatment and
two of these (1, 15) developed severe status within two weeks: one of
them (15) was admutted to another hospital where Cortisone was not
administered and died i the attack Cases who showed no response
to Cortisone were not upset even by sudden termination of treatment.

Failure to respond on Cortisone
Details of the thirteen cases who responded only slightly or not at all
are shown in Table 3. Four had emphysema (6, 7, 11, 14): two of these
and one other had their treatment terminated or modified because of
side effects (9, 11, 14). Two patients (5, 20) had nasal polyposis, one
with chronic antrum infection Cases with persistent expiratory wheez-
ing for periods of one year or more, even if not accompanied by definite
evidence of emphysema, with one exception failed to respond to oral
Cortisone therapy in the dosage employed by us. Three relatively mild
cases of intermittent asthma (4, 10, 13) also showed no appreciable
Tesponse,

Further possible reasons for failure to respond are considered in the
discussion at the end of this paper.

The following case histories are typical. The first three responded
successfully.
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TABLE 3

Failure to respond satisfactorily on long term Cortisone

o El
% il | |z
T lew| | 21318 |£22
Case No. 582l 2| 5 |58|% [2tes
w |25 3| 5 |EE|8,|8=8%8
vl % §182| 2| 83828 Es8s
G|l < | 3 |&F| a|® [AE|<S|S&ER
2 F i3 {0 |+ |0 |+6j612|7 0
3 F 4| o |+ |0 |+2]6n2] 94 0
4 F {31 | o 0 o |-+11f612| 825 +
5 F {4 | o |+ | o [+16]612]|100 0
6 F |51l {++| + | 0 |+8]6n2| 70 0
7 M4 f++| + | 0 |—134m100 0
9 F a1 0 o + 112 0
10 M 37 0 [ 0 |+14|6n12] 95 +
11 Flal++| + ] 0 |—1]6m2] 73 —
12 M | 37 0 [ 0 |+ 66121 8 —
13 M | 28 0 0 0 |—13612] 95 —
14 F ol 32 i+4 + | + 2/52 —
2 F 49 0 + 0 | +10)6/12| 80 0
Chimeal comments
2. Moderately severe asthma. Emotional factor present,

w

Moderately severe asthma Has never earned Lving because of asthma.
Emotional factor present.

E factor p B severe asthma.

Antrum mfection intermuttently for many years In hospital repeatedly with
asthma. Emotional factor present

Considerable emphysema. Little evidence of infection.

Considerable emphysema. Little evidence of infection

‘Treatment termmated after one month owing to depression.

Improvement maraly subjective. Mild asthma only.

« Inntial slight improvement. Erphysema present. Large emotional factor. Has

never earned her living because of asthma.

. Moderately severe asthma.
. A mild asthmatic Attack rate unaffected.
. Treatment terminated because of bursttag sensation in chest. Very severe

asthmatic of long standing with evidence of Jung damage.
Nasal polypt. Mild asthma with marked bronchitic tendency.
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d i ly dyspnoeic on exertion. Emphysema was present
in this case The second patlent was enabled to return to work and has
remamed relatively free from attacks for one year. The remainder were
all considered to have responded well judging by their former state,
but only one could be regarded as having remitted completely i.e. case 1
who had also responded well to Cortisone over a period of six months.
Two others were enabled to lead almost normal lives though one (27)
was temporarily mcapacmted as a result of bronchial infection after
one year. The i were all incap d to a greater or less extent.

Five cases have now been receiving treatment for 1 year or more.

Side effects

Side effects in this sertes were limited to increase in weight of 4 and 6

stones in two cases who presented the typical appearance of Cushing’s

syndrome although their asthma was incompletely controlled. One of

these (21) had definite evidence of emphysema The other patients have
d in weight by varying from 12— 161bs. One patient (23)

with a history of duodenal ulcer had a melaena.

Failure to respond to A.CT.H.AR. gel
One patient (26) responded only poorly to A.C.T.H.AR. gel, a woman
of 58 whose asthmatic attacks commenced at 45, diagnosed as severe
asthma of undetermined origin with secondary infection. Nocturnal
attacks had been present for some years, and recently had become
worse with development of nasal polyp1. Repeated attacks of bronchitis
also precipitated severe attacks. She had been admutted to hospital in
status at all times of the year on a number of occasions, and on two
occasions responded to A.C.TH. when other treatment had failed, A
radical ethmoidectomy was carried out in Novemmber 1954 with little
benefit. Skin tests were negative. After admission in March 55 she was
gIven A.C. R. gel 10 units on alternate days. As she became 1ncreas-
ngly wheezy the dose was increased to 20 units daily, and then to 40
unuts daily. In spite of this her condition deteriorated, she developed
heavy infection with Str, Pyogenes and Str. Pneumoniae and was again
admitted in status after three months treatment. At her best this patient’s
vital capacity was well below the normal figure and persistent expira-
tory wheezing was present. It is probable that her lungs were the seat
of organic change.

The following case histories are examples of the type of case treated.

Case 23: Male qged 47, Severe asthma of ind ined onigin which d
insidiously on holiday three years previously, Since then he had been almost
continuously wheezy with severe exacerbations of his asthma. No precipitating
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causes were discovered; his sputum contained some pus but pathogens were not
ssolated. Although a highly nervous man no specific emotional factors were
discovered. He had spent five months out of fifteen 1 hospital pnior to admussion,
and had been bed ridden at home almost g large q

of symp remedies. He had resp P ly to Cortisone i another
hospatal but he was said to have developed rigors which necessitated termmation
of treatment. He at once responded o A CTHAR gel the vital capacity rising
{from 1,400 ml to 3,000 ml within a few days Attacks of dysproea still occurred
and an exprratory wheeze was usually audible on examnation. His weight which
was 8 stone when first seen increased to ten,stones withm a month. In spite of
Iestricted salt intake 1t has further increased by four stones on continued treat-
ment with 20—40 umits of A C.T.HAR. gel daily durtng the subsequent eleven
months, He now presents the characteristic moon face and high colour of Cush-
g’s syndrome. Although he has not yet returned to work, 1t 1s felt that there 1s
no real reason why he should not do so; he has not been confined to bed since
hus admission, and has had no attacks which he has been tnable to control His
asthmatic state 1s however only partially controlled i spite of well marked
hyper adrenalism.

Case 27+ Male aged 47. Intermuttent asthma of bronchitic type. A detective m-
spector who had suffered from duodenal uicer 1n the past and had had asthma
for 25 years. He was a sensitive and nervous man whose attacks were precipitated
by anxiety and bronchitss, attacks occurred at all times of the year but were more
frequent duning the winter months These had been mild and mnfrequent until
SIX years ago since when he had not lost much time from work Dunng 1954 he
was admitted to hospital and appeared to do well with an A CT.H dnp although
the onset of improvement was delayed for 7 days As it was important for hum
10 lose 7o further time from work and as his ulcer had given no cause for trouble
for some years, twice weekly 1njections of A CTHAR gel 40 units were given.
These were soon reduced to 40 umts weekly and for the next five months he re-
mained free from asthma. He then had a melacna of moderate seventy. While
10 hospital his asthma recommenced and at his own request AC.THAR gel was
continved with full ulcer therapy; the asthma responded dramatically, the vital
capacity nsing sharply. He remamed well for a further mine months on doses
varyimg from 20—40 umts weekly Dunng this time he was able to carry out
activities which he was formerly unable to undertake because of dyspnoea, he has
been able to control attacks of asthma by means of his atormser and he has for
Iong periods been free from all symptoms. After one year he had an attack of
bronchitis with which he was lard up for several weeks. His werght mcreased by
10 1bs within a short tume of commencing treatment and has persisted at this level,
which 1s not excessive for his height.

Discussion

The result of long term treatment of 20 cases of intractable asthma with
Cortisone are disappointing, since only seven of the twenty were re-
corded as having good or excellent results. Five of these cases only had
previously received treatment with Cortisone or Corticotrophin as
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in-patients. The eight cases treated with A C.T.H.A.R. gel are not com-
parable with the former group since all had been treated successfully
with Corticotrophin as in-pattents. Seven of these continued to do well
as out-patients. Those patients who had been subject to bronchial infec-
tions continued to develop fresh infections from time to time while
under treatment and early recognition of these played an important
part 1 maintaining them mn ble health.

Published results of treatment of ambulant asthmatics with oral Corti-
sone are shown 1n Table 4, Most authors have, however, carried out
treatment for a few days or weeks only and have continued with long
term treatment only in those patients who responded successfully in the
first mstance. Savidge alone has employed placebo controls.

TABLE 4

No. of | Good or

Ambulant Cortisone therapy Cases | Excellent

Faur |  Slight or None

Irwmetal ... . . 23 23 0 0

Savidge & Brockbank ... 13 6 4 3 including 2 deaths

Friedlaender & Friedlaender 17 12 2 3

Arbesman & Richard. 63 41 15 7

Blumenthal 30 22 8 0

Schwartz, F. 22 16 0 61ncluding 1 death
——

Lowell! .... 19 17 2

Present Senes .. . 20 7 o 13

* Lowell describes 17 cases as ‘satisfactory’s '

The possible reasons for failure will be briefly considered.

Presence of organic disease of the lungs or of uncontrolled infection

Two patients (6 and 7) in the present series were considered to have had
primary emphysema although this was not recogmized at first owing
to mudleading histories. These cases should clearly not have been in-
cluded. Two other patients (11, 14) treated with Cortisone were thought
to have emphysema secondary to their asthma; one responded initially
but the development of oedema and venous congestion necessitated a
reduction in the dose of Cortisone below the effective Jevel: the other
complained of a ‘bursting sensation’ in the chest on 100 mgm. daily and
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treatment was terminated within two weeks. Bronchiectasis affecting a
small localised area of the middle zone of the night lung was present
in one other (5) although there was no indication of persnslem mfecuon
Arbesman, Gay and others ider that emphy or br

are mot i patible with a r bl to endocrine sub-
stances. One of our patients (21) with wellmarked emphysema did
indeed respond satisfactorily to A.C.T.HAR. gel and when m status to
intravenous Corticotrophin, Three patients (5, 20, 26} had nasal polypi
two of whom had repeated antrum infection: all three failed to improve.
Bronchial infection was a complicating factor in many of these cases,
and recurrent infections were not prevented by endocrine treatment.
Infection was in all cases controlled at the commencement of therapy.

Inadequate dosage

The dosage employed was similar to that used by most workers. If more
than 100 mgm. of Cortisone or 40 umits of A.C.T.H.AR. gel are given
daily over long periods of time, serious side effects are likely to develop.

Inadequate absorption of Oral Cortisone

Friedlaender has pointed out that this may occur. He describes a patient
who responded to I.M., Cortisone but who failed to respond to oral
Cortisone. This may have accounted for failure m two of our patients
(3, 13) whose weight remained approxmmately stationary durmng six
months of treatment with an average daily dose of 94 mgm. and 100 mgm.
of Cortisone.

Side effects

Treatment was terminated after three weeks in one patient (9) because
of depression and after two weeks in another (14) who also had lung
damage. In one case with emphysema (11) the dose of Cortisone was
restricted because of oedema and evidence of cor pulmonale.

Emotional factors
Emotional factors were thought to have contributed to the maintenance
of asthma in ten patients prior to treatment with Cortisone or Cortico-
trophin Five (2, 3, 4, 5, 11) failed to respond to Cortisone, but five
8, 16, 17, 21, 23) responded sausfactonly to Cortisone or Corticotro-
phin. There 15 therefore no that 1 factors account for
failure to respond in the present Serics.

1t has not been possible to explain faillure as the result of any single
cause, and in a number of cases no satisfactory reason has been dis-
covered. Although moderate lung damage s not incompatible with
sore impro the p of fibrosis or empt clearly inter-
feres with a sati: 'y Tesp: The ion of such lung damage
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is, however, not always easy even with the assistance of lung function
tests, as Beale et al have pointed out,

Not only must we accept that a proportion of chronic asthmatics
will fail to respond satisfactorily over a long period of time to Cortisone
or Corticotrophin in reasonable dosage, but as Lowell et al have stressed
few of the cases who respond well can be recorded as having fully
recovered normal lung function. Attacks of asthma stll occur from
time to time, the tendency to acquire bronchial infections is unaffected
and in many the vital capacity remains reduced or the expiratory rate
is greatly prolonged. Only one (1) of our 27 cases, & man of 36 with
severe intermuttent attacks of 2 years duration could be regarded as
having been restored to normal throughout the period of treatment
with A.c.t.H. Two patients (one on Cortisone and one on A.C.T.H)
have been enabled to return to work but six are still not working; one
of these is considered fit to work but has not yet decided to do so.

Three others have lost less tme from work than in the year before
treatment.

Conclusion

The value of Corticotrophin or Cortisone as a long term method of
controlling symptoms 1n chronic asthma is imited. In a mixed group
of cases with longstanding symptoms many failures may be expected:
these may be partly explained by the presence of organic changes m
lungs or bronchi, side effects, or with oral Cortisone because of in-
adequate absorption The effective dose of Cortisone or A.C.T.H. varies
considerably from case to case and does not appear to be related to the
severity of the symptoms of asthma. Objective methods should always
be employed as far as possible m assessing results. The use of placebo
treatment will demonstrate that some patients apparently responding to
the effects of Corticords have in fact undergone spontancous remission
or improved as the result of suggestion. Side effects in the doses used
have not proved troublesome except for the tendency to put on exces-

sive weight: depression, heart farlure and melaena occurred in one case
each,
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INTRODUCTORY LESSON ON HORMONAL
TREATMENT OF BRONCHIAL ASTHMA

by
H, J. TEN CATE

Prolonged treatment of asthmatics with adrenocorticotropic hormon
Alhough treatment of short duration with acti may be Iife saving
severe asthmatic state, a prolonged renussion of the asthmatic symptoms
is seldom observed.

Especially patients with severe continuous asthma, mostly belonging
to the elder age group, where in all probability endogenous (endocrine?)
causes are more important than exogenous (allergic) causes, are apt to
relapse within a few weeks

An attempt at prolonging the treatment by one weekly intravenous
stow dnp infusion of ACTH m § per cent glucose solution succeeded
only at a smgle patient.

Prolonged treatment at home by 6 daily intramuscular mjections is
not practicable,

The long-acting ACTH p seemed flicient for prolonged
treatment at home.

At the Chest department of the Groningen university clinic of internal
medicine two long-acting preparations are used. The first preparation
owed his prolonged effect to the binding at carboxymethyleellulose,
referred to as acTi-C. The other preparation owed his prolonged activity
to the adding of zinc, referred to as ACTH-zn.

Before using these preparations for treatment their effect on the blood
eosmophils of asthmatics and normal persons were recorded and com-
pared to the effect of ordinary acTs of the same batch. Basic conditions,
like at the Thorn test, were required.

According the effect on the blood eosinophils the long acting prepa-
rattons have therr strongest effect 8—12 hours after the injection.
Their effect on the adrenals seems stronger than the effect of ordinary
ActH. The effect of the long-acting preparations on the asthmatic
symptoms also was strongest 8— 12 hours after the injection and dis-
appeared within 24 hours.

The observation that daily injections of the long-acting preparations
act stronger against the asthmatic symptoms as the injections of the
double amount every other day agrees with this,

As prolonged treatment with aCcTH may cause serious side effects
we only submutted patients to it, when other measures and treatment
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were unable to prevent disability or to prevent perilous attacks.

The treatment always started on the hospitalized patient, mostly after
a short treatment with ordinary ACTH. After discharge the treatment
was continued at home, under supervision of the out-patient department
for chest diseases. The patients came once weekly, afterwards once
in 2 to 3 weeks for reexamination and control.

Besides physical ion laboratory pr were involved,
like exammnation of sputum (eosinophils and Gram), urine (albumine,
reducing substances and urobiling), plasma electrolytes and haemato-
crite, eosinophils, respiratory function, circulation time, werght.

To prevent or to correct shifts of the plasma electrolytes it was
necessary to prescribe a low sodium diet and additional potassium
chloride (2—-6 g. daily).

Besides the effects on the asthmatic symptoms the stimulation of the
adrenals resulted in the ganing of weight by fat deposition, moon-
face, acne, pigmentations. Edema was not frequent, no more was a
rise of the arterial tension. ACTH preparations also are able to provoke
allergic manifestations. We observed urticaria, Quinckes edema and
dyspnoea at a few patients especially with the intravenous drip
method of ordmary ACTH.

The next two tables serve to give an impression of our results with
the two long-acting preparations.

Three patients received (hydro) cortison.

The 22 patients are divided into 3 groups, namely patients with
exogenous asthma (exo-allergy) demonstrable especially for many wm-
halant allergens; patients with endogenous asthma, no allergens de-
monstrable as causes of asthmatic symptoms and a group with mixed
causes, they demonstrated allergy to foods (2) and aspirin (1), but
also demonstrated symptoms after elimination of allergens. Of the
group endogenous asthma some pattents experienced allergic symptoms
but no asthma after sulfa and chinidine and ActH, (treated with cor-
tison), grass pollens (only rhinitis)

Some patients of the groups endogenous and mxxcd asthma demon-
strated lications hke cor pul le, br emphy
often 1n combinations. Some of these patients repeatedly suﬂ'ered
broncho bacterial infections

A good result mcans no further hospitalizations were necessary.
Only few patients d ated freedom of p during periods

of some months. A bad result means during treatment further hospitali-
zations were necessary. Most patients felt better durng treatment
than before.

To Sum up our experiences on treatment with long-acting ACTH
preparations at asthmatic patients:

q
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TABLE 1
. Results
Groups  |Numberofpat.| Ages Duation of Died
good | bad
Exogenous . 4 15—25y. | 2—10months | 1 3 0
Mixed..... 3 44—65y. | 8—38 months | 2’ 1 1
Endogenous 15 39—70y | 6—33 months [ 8 i ar
TABLE 2
Results
Duration of treatment ‘Number of patients Died
good ‘bad
2— 6 months . 6 1 5 3
6—12 months . 7 4 3 2
12—24 months ... ... . 5 4 1 0
24—36months . . ... . 3 2 1 1]
36—48 months 1 0 1 [

1) Prolonged treatment necessitates low sodium diet and addtional
potasstum chloride (2—6 g. daily).

2) During treatment broncho bacterial infections are no more frequent
than before treatment at the same patients.

3) Daily injections of long-acting preparations cause better clinical
tesults than the double amount injected every other day.

4) The daily amount of the long-acting preparations has to be adapted
to the changing needs of the patients. Mostly a daily dose of 515 U,
suffices.

5) Increasing ¢osinophilia rising to highlevels (60 per cent-4000/mm3)
1s often a precursor of aggravation of the asthmatic state.

6) Other therapeutic measure readily can be carried out during

: Hyp itiration p : e tarmiec
treatment with antibiotics and cardiotonics (digitoxine-digoxine).

7) Changing the 2 long-acting AcTH preparations may be suc-—-"
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when the clinical effect of the used preparation has decreased. Changing
into cortison also may be succesful when both long-acting preparations
afford no longer effect.

Sometimes it was necessary to hospitalize the patient again and
treat him with ordinary AcTH. Afterwards the long-acting preparations
again were used with sufficient result.

8) Most frequent side symptoms of treatment were: gaining weight,
moon-face, acne, pigmentations Less frequent were edema, and rising
of the arterial tension

9) The results of treatment are not overwhelming. However it must
be taken into account that only selected asthmatics were submitted to
prolonged treatment who underwent several other treatments without
success and whose prospects were bad.

The best results are scored 1n the groups with endogenous and mixed
asthma. The lowest results in the group with exogenous asthma.
Adrenocorticotrophic hormon nsufficiently protects aganst allergens,
although expenimentally sorae protection seems to be afforded.
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ANTI-HISTIOCYTIC AND ANTI-ALLERGIC ACTION
OF CORTISONE*

by
LINO BUSINCO

Tn 1954 we have published the results of a study regarding the actron of cortisone
on the morphology of the organs. One of the most strtking observattons has been
for us, as for the other authors who have studied the phenomenon, the structural
modification of the lymphoid organs and particularly of the spleen. In this
regard the lymphocytolytic action of cortisone 1s often mentioned. The detailed
Tistologrcal study permuts to recogmze that the negative action of cortisone on
the lymphoid organs and particularly on the spleen is not exercised upon the

\p: , but upon the p gs above all by the
cells of the germunative centers In fact, a first microscopical examnation permits
to see & reduction of the cellular elements of these organs which have been treated
with cortisone And 1n this reduction are comprised of course also the lymphocytes
But the principal negative action 15 exercised, as we have now said, essentially
upon the hishiocytes of the germinative centers We notice here, above all, an
extenstve edema and vanous signs of cellular trouble (cytoplasmatic dilatation,
nuclear pycnosis and fragmentation, rupture of the cellular body, and so on)
These s of the ytes are panjed parallely by
an evident reduction of the perrphenical lymphocytic mantle, that 15 directly tied
to the alterations of the histrocytic matrix

Being d that these ytes of the centers have a part
of the greatest importance in the production of the antibodies, 1t 1s clear that
cortssone develops the antallergic action 1n a particular manner, actmg against
the histiocytes of these centers The P and fi i
brought about by cortisone upon the histiocytes deranges at 1ts basis the mecha-
nsm of the reaction of the antibody agamst the antigen And during this
stage of cortisonian hustiocytic suffering we have the best therapeutic anti-allergic
results of the hormone

When the admtmistration of cortisone 1s stopped, the histologic study reveals
m the germmative centers a quick of the i P VH
this reconstitution can be observed clearly at the microscope in 2 surprising
wealth of caryokineses By means of this strong proliferation movement the
germinative eenters return to their normal morphological constitution and the
tissues get 1id of the last cellular leavings Once regained the normality of the
Tustiocytic patrimony, the antibody function of these centers takes up full action
agam and then we have the relapses of the allergic syndromes,

Ths parallelism between the integnity of the lusttocytes and the allergic reactions

roves, once more, the importance of these cells 1 the immumtary and particu-
larly 1n the allergic functions.

« From the Institute for Medical Semetology at the University of Rome
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W. J. QUARLES VAN UFFORD *

Time and agamn 1t 15 amazing to observe how treatment with ACTH, admunistered by
drip (possibly ibined with phylline) will result 1o the dis-
appearance—if only temporary—of a status asthmaticus or bronchial asthma. A
long-term treatment 1s much more difficult and the result obtained less striking.
Cases of chronic bronchal asthma—in which every form of specific treatment
has fatled—are bound to recur sooner or later in an equally severe form when
with ACTH 15 d. App ly i by i
dnp has the advantage—as has frequently been observed—that good results are
even obtained in cases 10 which courses of treatment with cortisone or intramus-
cular mjections of ACTH have falled This is of special rmportance in the event
of a third or fourth course of treatment, as the patient, recalling the striking
results obtained previously, will be acutely disappointed when improvement fails
to occur. We have frequently been struck by the fact that the patient, when ad-
munistration by intravenous dnp (a form of treatment which often 1s extremely
unpleasant to him or her) proves difficult, 1s not relieved when the physician,
at a loss what to do, proceeds to admumster a larger dose by intramuscular drip
and, finally, a dose of a preparation of ACTH having & prolonged action, requesting
him mstead to continue with the intravenous dnip, as this method js more effective
1 his optmion,
We used the following methods in the long-term treatment employed in fifty
patients over a 4-year peniod*
a) admunistration of 25 (or more) mgm of ACTH by sntravenous drip once or twice

weekly, 1f need be, b with ad of phylline. An antihis
tarmnic was given prior to the intravenous dnp and 0.3 ml. of adrenaline was
1njected i ly at the of to prevent possible allergic
reactions,

b) treatment with varying doses of cortisone, and ACTH, administered by intra-
venous drip, once every 6 weeks. In addition, this opportumty was used to examune
the blood sugas, urine, £cG, etc ;

€) treatment with cortisone, alternating with a course of injections of a prepa-
ration of ACTH having a prok action, likewise d with AcTi adminis-
l;rc‘ii by mtravenous drip every 6 weeks, the examinations also being made ont
this day.

In view of the fact that this treatment was used only i almost hopeless cases,
the results may be stated to have been highly satisfactory The patients, includ-
ing those previously dsabled, were almost always rendered fit for work again.
Meanwhile, constant efforts were made to develop a specific therapy.

There were 5 patients with complications:

a) one patient with an insulin-controlled drabetes, who was given 3 courses of
treatment with ACTH prior to the long-term AcTH therapy, which involved 2
temporary increase of these dose of msulin to be administered, although the
Iongterm treatment did not result in aggravation of the diabetes;

b). three patients, who became preguant dunng treatment, 1n whom several
previous pregnancies had failed to produce any mprovement of the asthmatic

* From the Allerpic Department of the Diaconessenhnis, Utrecht (Dsr, Dz, M. A. van Melle).
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symptoms—the very reverse occurred—and in whom was
duning and after pregnancy without giving nise to any untoward reactions,

) a patient with silicosts, affected with bronchial asthma and subject to asthma-
Iike attacks due to the silicosis, whose symptoms dxsnppcared completely during
the peniod of Beung i he after one
year, whereupon all the symptoms recurred n full force.

Of the patients treated by these methods, 5 died as the years went by.

1) One died from acute heart failure three months after treatment had been dis-
continued (this was a 25-year-old girl, who had previously been treated with
preumectomy, which operation was followed by the recurrence of asthmatic
symptoms, which were more severe than those observed at any time tn the past).

2) Swicide, committed by an older patient, who had been harbouring suicidal
thoughts for several years prior to treatment, however.

3) Acute heart fature i a 13-year-old boy, whose father had continued treat-
ment lumself 1n view of the excellent results and had refused any exammation

4) A severe and attack of o 1 a 37y 1d woman, m
whom treatment had been discontinued at the request of the family practitioner
and also for financial reasons.

5) An acute, severe attack of dyspnoea, termunating fatally within a few minutes,
in 2 56-year-old man, in whom treatment had been considerably reduced owing
1o bronchopneumonia. The patient had shown symptoms of fatigue, coughing,
increased expectoration and a markedly increased £sr for a Jong time previously.
Treatment with antibiotics had resulted 1n the disappearance of these symptoms
and so far there had been no signs of dyspnoea, so that small doses of acTH
were constantly adrmnistered, until a very acute, bnef, severe attack of {cardiac?)
dyspnoea caused the death of the patient

Those patients, however, who are restored to normal life from a state of constant
illness and make with ACTH and cortisone a
valuable addition.

ACTH, HYDROCORTISONE AND PREDNISONE IN THE
TREATMENT OF BRONCHIAL ASTHMA *
L4
UMBERTO SERAFINT and UBALDO DI NARDO

‘We report our findings on the treatment of bronchial astbma with acTs, hydro-
comsone and predmsone But before we do this we would Like to expose briefly
so on the s activity of these preparations.
Wc ﬁrst studx:d the adrenal response, as expressed in the behaviour of the

to ACTH in three series of experiments.
“In the first of these series we established the smallest biologically active dose
when ACTH Wwas given fapidly mn 30 secands mtravenously. Generally, a drop of

more than 50 per cent is obtained with 4 mg

* From Iststuto di Patologia Speciale Medica, University of Florence, and: Istituto di Clinica
Medica Generale, Umiversity of Rome.
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The second series was concerned with the duration of adrenocortical stmulation
studied 1n two ways Furstly by varymg the duration of the intravenous mfusion
from 2 to 8 hours with a fixed dose of 20mgm. AcTH, We found that the longer the
duration of the infusion the longer 15 the duration of the eosinophilic drop below
50 per cent.

On the other hand when the duration of the infusion is kept constant at 8 hours
and the dose 15 vared from 5 to 20 mgm. the duration of the eosinophiltc drop
increases with the dose.

In the thurd senies of experiments we studied the intensity of the adrenocortical
stmulation and found that when the time was varied and the dose kept constant
at 20 mg the ntensity of the response depends directly on the duration of the
infusion. But when the duration of the infusion 1s mantained at 8 hours and the
dose varied, the mtensity of the response 15 relatively mdependent of the dose.

In order to establish the adrenocortical response of asthmatic patients to ACTH,
we subjected 15 such patients to Rezold’s 8 hour test. It was found that asthmatic
patients react in the same way as normal persons. Moreover, in asthmatic patients
the eosnophilic drop evoked by 12 darly infusions of acti or by prolonged
treatment with cortisone differs 1 no way from that scen 1n normal persons.

Regarding the relationship between ACTH and ascorbic acid we found that
when ACTH 15 given by mtravenous mfuston, there 15 an imtial unnary loss of
vitamin € which may exceed the amount admstered. In a second series we
found that tical 1 as exp: m the philic drop,
also occurs n vitamin ¢ deficiency However the response Jasts longer and 1s more
1ntense when the body 1s saturated with ascorbic acid,

This means that when AcTH 15 given therapeutically, ascorbic acid should be
given as well for the double purpose of replenishing the Vitamin c lost in the
urme and 1 order to prolong and mtensify the adrenocortical response.

ACTH guven either ly or by or i
fuston, kyd and pred; have better p results
than can be obtained by any other method. We obtained favourable results i
8590 per cent of our cases However, 1t must always be remembered that we
are dealing with remissions of symptoms and not with cures.

We are convinced that m asthma 1t 1s mdispensable to make detaled etiological
studies 1n every case, sothat, when ind) d 1 can be k
with lasting results.

Symptomatic rermussions obtained by the use of hormones may be total of
partial, depending on the degree of reversibility of the underlying morbid con-
diion. It should, however, be remembered that before we can Judge 2 result to
be negative, we must have assured ourselves that the preparation used 15 active
and that the dosage has been adequate. We had to do this several trmes when
using compound E of F. When ACTH 1s bemng given intramuscularly, we must
also be sure that we are not dealing with a case of socalled acT resistance

Regarding the results obtained with AcTi given by the intermuttent or con-
tinuous mtravenous route, 1t can be sard that though the percentage of favourable
results 1s the same, the improvement is not as marked as with the intramuscular
route. On the other hand the intravenous mfusion has certain undeniable advan-
tages over intramuscular admuustration Far smaller doses can be used, the onset
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of relief is much more rapid and the dosage can be more finely adjusted. Ob-
viously it is the only method in those rare cases i which AcTH given intramuscu-
larly 1s inactive.

With hydrocortisone the dosage is particularly low and thus elrminates sigmfi-
cant side effects, such as may occur with ACTH and cortisone. This makes 1t pos-
sible to continue treatment even for several weeks. Hydrocortisone is, therefore,
particularly indicated in cases of AcTH allergy.

The recently predi 1 must ly be regarded 2s one
of the most significant advances 1 cortisone therapy. We have only used 1t in a
limsted number of cases and cannot therefore express a final opinion on its efficacy
but in the cases we have studied, we found it markedly more active than cortisone
and comparable with hydrocortisone yet sigmficant side effects were less than
with any other sumilar hormone We can report on 10 patients suffering from
severe asthma of long duration, who were given 30 mgm. daily by mouth during
the first days after which the dose was gradually reduced until 2 maintenance
dose of 15 —20 mgm. was reached. Treatment lasted from 7—15 days. The results
were excellent 1n 7, good 1n 2, medmm m 1. In this case the daily dose was 60 mgm.
for 7 days without giving rise to side effects. The same patient obtamed an equally
poor result from a i\ ith hyd The period of
rermission 1s about the same as that achieved with hydrocortisone. The secondary
effects were an mcrease n weight of some patients and insigoificant changes i
arterial pressure and m durests. In no case was glycosurta seen.

A comparative study undertaken by us of the eostnophilic drop induced by
the oral admunstration of cortisone and prednrsone showed that the latter pro-
duced an 1dentical effect with only one third the amount Studying 10 normal
persons, we found that m man ene obtains the same eosinophulic drop as 15 evoked
by 50 mgm cortisone, with 15 mgm. predmsone. These data, at our knowledge,
are the first publshed i the world medical hterature, concermung bronchial
asthma.

Owing to the fact that the partial or total remission of symptoms depends,

as we said, on the greater or lesser y of the g morbid
Wwe use ACTH and the cortical steroids as a test by which to yudge the reversibility
of the asthmatic emphysema In fact m cases of contmuous bronchal asthma that
can look like real emphysema, hormonal therapy, m adequate dosage, estabhishes
whether the symp are or definitely Apart from 1ts
diagnostic value, this 1s of course of great prognostic and therapeutic importance.

Among the very large number of cases studied m recent years we have encoun-
tered only 6 cases of ACTH allergy that manifested itself as asthma or anaphylactic
shock

1t 13, therefore, necessary to stress the practical importance of regularly testing
the sensibility to ACTH whenever treatment 13 repeated.

The observation of one case in which 50— 100 mgm ACTH given intramuscularly
produced pether a chmcal remsssion nor an eosmophilic drop, both of which
were obtained by giving as small a dose as 2.5 to S mgm. intravenously, suggests

1 is the designation gven to delta 1 17 alpha, 21 drol 3,11, 20 tnone
by the Council on Pharmacy and Chemistry of the A M.A, which was previously known
as metacortandracin
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that intramuscular ACTH may be incapable of produci bolic response
not because the ad

a

tical response 1s jent but because certain condi-
tions of the tissues prevent the ACTH from passing into the circulation. This might
also explain the decrease in the efficiency of Acri which is not uncommonly seen
in subsequent treatments Possibly the hormone may be nactivated 1n the tissues
when there 15 no clinical response or in those cases n which the mtramuscular
Thorn’s test 1s negative, which would then not mean that there is an adrenocortical
deficiency
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ANTIBIOTICS IN ASTHMA

by
JACQUES DUCHAINE

The discovery of penicillin and its commercial production at low cost,
was heralded, around 1946, as one of the most mmportant steps in the
treatment of those two troublesome forms of asthma: the so-called
intrinsic asthma and the atopic asthma with bacterial infection.

About the same time, a new technique of introduction of drugs into
the bronchial and pulmonary fields by inhalation of aeroso]s was being
widely experimented and the 1 were that of
penicillin was the most economical, effective and logical manner
which to bring the drug directly in close contact with the infected mucosa.
From 1946 to 1949, much work on that Iine was done 1in most European
countries and in the US A

If the immediate aim was the search of a more effective medium to

ize the of i ion 1 asthma, a secondary, but
all the most, very important 1dea was to put to an acid test our prevailing
theories concerning the mfluence, whether toxic or allergic, of bacteria
on the different forms of asthma.

To-day, after nearly ten years of experimentation, 1t seems posstble
to re-appraise the whole question and to venfy if our hopes have been,
even partially, fulfilled.

Ts treatment by penicillin (injections, aerosols or per os) a worthwhile
procedure in nfective asthma? Have the results obtained with anti-
biotics given us a better insight 1n the probable mechanism of infection
1n asthma and the related diseases?

‘When the published results of antibiotic therapy are studied, one
striking fact appears immediately, a fact that previously does not seem
to have held the attention it deserved The authors can be divided in-
to two groups those who use what may best be named ‘supportive
measures” (mostly, aerosols of aminophyllin or adrenergic bronchial
dilators, sometimes, broncho-aspiration or inhalation of helium-oxygen,
etc ) before or during the inhalations of pemcillin, and those who do not
use these measures and prescribe only mijections, or, as in most cases,
aerosols of the antibiotic, Unfortunately, 1n some cases, it is not always
clear which precise technique was used, but nevertheless in five papers,
respectively by Prigal et al,® ® Farrerons-C6,* Findeisen,® San-
gorgt 1° and Duchaine ? who spccu‘y their results stansucally, it appears
that ‘supportive of t dil were used in

.a
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conjunction with the antibiotics. All the patients thus treated can be
classified as cases of secundary infected allergic asthma, chronic in-
fectious bronchitis or intrinsic asthma. Qut of a total of 424 patients,
results were favourable in 343 (81 per cent) and unfavourablein 81 (19 per
cent). Conclusions can best be ized in the words of Segal *: ‘Best
results can be obtained if the bronchial passageways are patent; we
employ aerosols of Vaponephrin or Aleudrin I:200 preceding the
neo-synephnn-penicillin aerosols™.

The opinions of those who do not use ‘supportive measures’ is at
definite variance with that expressed here above. In only two papers,
have we been able to find statistical evidence of the poor results obtained
by penicillinotherapy when no broncho-dilator drugs are used simul-
taneously. Of 123 patients, treated by Engelster® and Prigal et al,,®
only 40 (32 per cent) had favourable results and 83 (68 per cent) were
not relieved.

Segal, in another paper, !? confirms this: ‘Such therapy is generally
disappornting’. Olsen *: ‘Results have been temporary and disappointing
in our cases of asthma’. Gay °: ‘Penicillin and sulfonamides were equally
useless to the majority of sufferers from an infectious type of asthma’,

At this point, it seemed logical to conclude that any or most of the
benefit that could be derived from penicillin acrosols, should be attrib-
uted much more to the ‘supportive measures’ than to the bacteriostatic
virtues of the drug

Therefore, we tried a modest experiment. During three months, all
of those patients, to whom previously we would have prescribed a
series of penicillin -+ adrenergic aerosols, were put to a course of
exclusively bronchial dilator drugs (adrenalin + theophyllin), without
penicillin or any other kind of antibiotics. At the end of the treatment
and six months later, results were grossly assaied in terms of physical
signs, presence or absence of sputum, of dyspnea on exertion, tightness
of the chest, feeling of well-being.

Although, it is especially difficult to found an opinion on statistics
which rely so much on the patients’ subjective judgement, we may
say that, all considered, results with adrenalin + theophyllin were
practically ival with those obtained with adrenalin + penicillin.
What scemed one of the characteristic influences of penicillin, the
thinning of the sputum with jts conversion of purulence, was as easely
gained with theophyllin. As with penicillin, results were temporary
and relapses followed more or less rapidly.

To what reasons must we ascribe the failure of a drug which has been
rcvca]‘ed 50 powerful in other diseases? We can only speculate on this
question and state the issues without answering them:
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1) The bacteria responsible for the of i ive asthma are
not those, like streptococcus viridans, Wthh we habitually find in the
bronchial secretions and most of which are pencillin-sensitive. Maybe,
we are in fact dealing with little known organisms or perhaps, viruses.

2) So called infective asthma is not due to bacteria, or 1t may be that
the foci of infection are so deeply inbedded in the folds of the mucosa
that the antibtotics cannot reach them.

3) In the so-called bacterial allergy, bacteria probably have much less
importance than the lesions they have induced. We know that these
lesions are irreversible, contrary to those due to atopy, which are
reversible with raprd restitutio ad integrum once the allergens have
been removed or neutralized, The accent here is more on the consequences
of the cause than on the cause itself.

4) In atopy, 1t is most probable that infection (especially, infection
of the nose and auxiliary sinuses) acts as a trigger mechamsm. For
this reason, antibotic treatment is always started too late and is power-
less to stop the consequences brought by the spreading of the mflam-
mation to part or the whole of the respiratory tract

Is 1t to say that penictllin is useless in asthma? Far from it, and it 1s
our opinion that it has a definite value agamst infection in a closed
cavity, If pulmonary abcess is rare 1n asthmatics, infection of the
auxiliary sinuses 18 a very common complication of respiratory atopy
and penicillin 1s very effective against it, especially in children.
Although, the newer antibiotics (tetracyclme, chloramphenicol,
erythromycme etc) should be used in well defined circumstances
1 y abcess etc.), I do not believe
that lhey have been tried on any large scale, in ordinary bacterral or in
mfected asthma The price of these drugs is still prolibitive and they
may not be devoid of dangerous reactions if given for a long period.
The new French antibiotic, Framycetin, obtained from Streptomyces
Descaris, * has, in vitro, a broader spectrum of action than pemcillin
or streptomycin. It 15, at present times at least, very active against most
strains of staphylococes, but it 1s too toxic to be ingected and must be
used locally or by aerosols. From a very lhmited experience, I can say
that it does not appear to give any better results than pemclllm and 1t
seems to be more irritating to the respiratory mucosa. It is still in the
experimental stage and the only results yet published have been those
of A. Biron, * with 36, good, 6, fair and 2 unfavourable results out of
44 cases; but, according to the author, 3 or 4 drops of Aleudnn 1 : 100
solution were added to the antibiotic.
Complications with penicillin are rare but should not be dismissed
too lightly. Five or six years ago, penicillin aerosols often provoked
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Jesions of an irritative pature in the mouth or the pharynx (black
tongue), but these were due to an imperfect purification of the drug
and they are now very rare. On the other hand, I have been witness to
a fatal case in a man, 45 years of age, sufferer of intrinsic asthma for
the last twenty years, who died within five munutes after the injection of
1 million units of procain-penciflin. As this patient was known to be
aspirin-sensitive, it is probable that the generalized shock was due to a
latent sensitivity to the procain (or, para-) radical and not to the peni-
cillin tself.

At this point, it is important, once again, to sound a word of warning.
There is no doubt that fungic antibiotics and specially, penicillin are
used without discrimination. Although they now appear to be harmless
enough, we do not really know what changes they may bring about in
the organism of patients who have been submitted, year in, year out,
to this therapy. In my practice where most pollensensitive patients are
routinely tested with 36 different fung: extracts, 1 find an increasing
number of positive reactions to extracts of penicilium notatum, reactions
without clinical significance, at least, at the present time, but what may
happen 1n the future is unknown.

Another point which we should bear 1n mind is that neither penicillin
nor streptomycine are potent enough to sterilize, even for a short time,
the respiratory tract. Antibiotic therapy is only indicated if we can be
reasonably sure to kill right off the most noxious bactera. The danger of
favouning the appearance of penicillin-resistant strains is a real one.
although Iittle experimental work has been done on this line in asthma.

‘What 1s the present status of the problem of antibiotics 1n asthma? T hope
that many of our colleagues from different countries will be able to give
their opmion on this question. I can only tell you how I feel about it.
Clinical work on asthmatics 13 a specially time consurning procedure and
we really should not appraise our results unless the patient has been
under observatton for at least one year while he undergoes the stresses of
daily life in both its favourable and unfavourable circumstances.

Last year, impressed by the fact that congestion and inflammation are
the main injurtous symptoms in asthma, I used mainly hydrocortisone
Or ACTH 1n conjunction with the better tolerated and most active sulfon-
amides {gantrisin, elkosine or supronal). At that time, these antibiotics
were prescribed to avoid any spread of the infection which could have
been brought about by the hydrocortisone. The ease of this procedure,
which does not need any injections, is, among others, one of its strong
points. Results in cases of atopy with infection were strikingly good
when used in combination with ordinary desensitizing measures; in
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infective or intrinsic asthma, resulis were much less favourable, although
somewhat better than wath peniciltin. But relapses were frequent and the
sulfonamide-hydrocortisone therapy tended to wear off its effects as
courses had to be rcpeated.
This year, my tendency is more or less to do away entirely with
b {pemcillin or sulf idesy and use hydmcomsone alone.
It is toe early yet to conclude from a linuted experience, but again
1 must emphasize the fact that if atopic patients do very well on such a
therapy, results in the long-standing cases of chronic infectious asthma
are far from good. Rational therapy of these les stil in a treatment
conststant with the needs of the individual patient and where vaccination,
hydrocortisone and antibiotics can all play their part.

Conelusions

1) Antibiotics should be used in well defined and lum!ed cases where
there are sngns of localized onim

broncehi y abcess. f of the smuses etc.} and not
in the forms of d bronchal

2) An eﬁectxve antibiotic s sl to be found for those cases where
infection of the upper respuatory tract acts as a trgger mechamsm

3) As far as we know, hydrocortisone alone or used in conjunction with
antibiotics 1s the most effective therapy of infection sn asthma.
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ANTIBIO'I-'IC TREATMENT IN ASTHMATIC PATIENTS
WITH BACTERIAL BRONCHITIS

by
J. MULDER

Bacterial muco-purulent bronchitis is often observed both in the acute
and in the chronic form in asthmatic patients. The bacterial flora is the
same as in the non-asthmatic group, The table shows the distribution
of this bacterial flora 1n 296 cases of acute and chronic muco-purulent
bronchitis, including asthmatics and non-asthmatic patients.

TABLE 1
Incidence of the bacterial flora in 296 cases of acute
and chrome -purulent bronchitis
are left out)

H.mnfluenzae . . . . ..... 76 per cent
Pneumoceccus . PP 25 per cent
Neissena . . .. 8 per cent
Staphylococcus aureus . . . . Spercent
Klebssella P . . 4percent
Escherichiacolt . . . 3 percent
Streptococcus vindans . . . . . 2percent

In about 80 per cent of the cases of chronic muco-purulent bronchitts
(for the most part d with bronct is) we found symp
of asthmatic bronchitss (e.g. sputum eosinophilia).

If in an asthmatic patient the bacterial flora is eliminated by anti-
biotics, the patient continues to expectorate sputum in which the neutro-
phylic leucocytes for the most part are replaced by eosinophls. The
result of antibiotic treatment on the asthmatic condition in general is
not very great, though marked improvement may follow, especially in
acute cases Some asthmatic patients suffering from chronic muco-
purulent bronchitis may even get worse and show heavy asthmatic
attacks. In some way the chronic b:\ctenal inflammation interferes with
the tend: to bre The ion of this fact is not clear.
Most patients, however, feel much bener after the elimination of the
bactenzal inflammation because the quantity of sputum diminishes con-
siderably and the chromgc intoxication ceases. Unfortunately the bacte-
rial inflammation relapses very often after some weeks, or months,
especially in cases associated with chronic anatomical bronchial changes
(stenosis and bronchiectasis).
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Inflammation caused by H. influenzae can be eliminated by 4 million
units of penicillin per day (1 million units every 6 hours).

The combination of penicillin and streptomycin (0.5 g every 12 hours)
is preferable, and it is probable that with this combnation less penicillin
is necessary. Streptomnycin alone shows a farlure in about 50 per cent
of cases owing to bacterial resistance. Chloramphenicol and the anti-
biotics of the tetracyclin-group are effective in a dosage of 2 g per day.
We treat most patients for a period of 10 days.

In acute pneumococcal infections a treatment with 300,000 to 600 000
units of procaine penicillin is Chronic p recal infe
are very rare m asthmatic patients. Acute pneumococcal bronchutis
however is rather common




DISCUSSION

P ) VAN DER WERFF

1 was much impressed by Prof. Mulder’s lucid ion of several p
1 the field of 1al ions relating to hial asthma and
by his very gh and accurate i ig and his gly hughly

rehable findings.

For a long time, we, 1n the Amsterdam Clinic of Allergic Diseases, have made
grateful use of all advice on his own special method of investigation of the sputum
and on therapeutic measures 2

With permission, I would ask Prof Mulder three questions:

1) What is your opsnion on the possible causes of the phenomenon, mentioned
by you and also observed by myself, viz. a severe bronchospasmodic aggravation
which occasionally occurs when antibiotics are admunistered prior to anti-allergic
treatment 1z chromc bronchial asthma with secondaty bactertal inflammation?

2) Do you think that there 1s a probability of a pimary ongin of broncho-
bactenal asthma, and 1f 50, do you have objections to the imitial admunistration
of antibiotics n these cases?

3) Do you believe that there 1s usually an underlymg, latent (1e. }
altergy?

J. MULDER

1) I do not know for certam which mechamsm accounts for the fact mentioned
by Dr. van der Werfl Perhaps a cause mught be that bronchospasm is counter-
acted by the mflammatory tissue reaction in the submucosa and smooth muscles
of the bronchi Every inflamed smooth muscle tends to lose its tone, causing
dilation of the hollow organ to which 1t belongs.

Arnother hypothesis, brought forward by Dr. Orie in Gromingen, is that the
inflammation causes a stress reaction associated with more ACTH production.

2) & 3) I have the impression, but no proof, that some asthmatres start their
disease after smusal or bronchial infection caused by viruses or bactera, but
only when there is an underlying latent allergic tissue condstron,

H. COLLDAHL

I would dmw attention to the fact that in many cases of asthmatic bronchitis
the bronch: taken by 3 Py, are sterile. Further I think that
the pulmeonary tissue 1n asthmatics must have a particularly high resistance
against bacterial infections. How can this be explamed by the bactersal findings
of Mulder, I should like to ask how this discrepancy can be explained.

% References 8.0 MULDER, J. Thesis, Gronmgen, 1937; Ned. T. v Geneesk. 92, 3521, 1948.
* Pras, M C. vaN DR, Thesss, Leyden, 1951,
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J MULDER

The pure asthmatic sputum is sterile, which can also be shown by carefully washng
the flakes ta buffered sale and studying the stramns. The discrepancy between
the freqr of hial ions and p il ions 10 asth
patients can easily be explained because H causes only b
infections and not, or only very rarely, pneumonia, and the serological pneumo-
coccal types n bronchutis are generally of the higher types of Cooper, which do
not readily mnvade the lungs.

ACTINOMYCIN C IN THE TREATMENT OF ASTHMA®
by
LINO BUSINCO

The ! action of rycin on one side and the relations

p P
exsting between the fymphatic system and immunity on the other side, have led
us to the research of a possible fluence of actmomycin ¢ (Sanamycin) both on
anaphylaxis and on the allergic syndromes The research has revealed that acti-
nomycm ¢ does not succeed in avording the mortal crisis which befalls the gumea
p1g as a consequence of the re-njection of albumen However, 1t has revealed
that m the animals treated with actmomyem € the crisis has had a longer duration

On the contrary, actinomycin ¢ has exercised a favourable influence on human
allergy. The treatment by means of daily miravenous wnjections of small doses of
Sanamyein (usually from 40 to 150 micrograms) lasting for three weeks at the
most, has allowed us to attam a good percentage of probing results. In fact, on
7 cases of bronchial asthma, we have had- 2 excellent results, 3 good ones, I poor
and 1 null, on 7 cases of urticarra the results have been excellent 3 ttmes, good
2 times, once poor and oace null, In a case of colttis the result has been only poor.
We have had favourable results even 1n cases of mveterate and rebellious bron-
chial asthma; m chronic urticaria they have been at tumes surprismg.

The doses we have admumistered have not brought about any trouble, with
the exception of some transitory gastro-intestinal pains. However, 1 the gumea
g the autopsy data do often reveal a phlogosts of the gall bladder; therefrom
the necessity to apply an appropriated diet #s well as to establish the advisable
therapeutic measures 1n the patients suffering from hepatic troubles

Regarding the detadls of our observations, the followsng must be emphasized:

In the gumea pig the fur often presents a certam bnttleness and the single
haurs fall easily off The gall bladder 1s often considerably dilated, and at the post
mortém exanunation it ss found to be nflamed Contranly to what has been
stated by other Authors, the number of the Ted and white blood cells has not
undergone any important changements. At this pornt it 1s necessary to emphasize
that the dectease of the number of the eosinophtls which has been observed in the
allergic patients treated with Sanamycim, 1s 1 perfect agreement with the favour-
able results obtained by this treatment.

Attention must be drawn quite particularly to the results of the electrophoretic
examination of the plasma protemns The researches which have been performed

* From The Iostitute of Medical Semetology, Umiversity of Rome.
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on the guinea pig as well as on allergic patlents demonstrate that the treatment
with actinomyen © causes a of the gl ins and above
all of the gamma-globulins: it is known that these last ones are considered as the
carriers of the antibodies. The meaning of this decrease could be understood in

the fnﬂowmg iierpretation: by acting on the lymphotd tissue which is n charge

of the fi of the € deprives it of this important
function
It follows that the action on the lymphoid tissue is accompanied by a lowering

of the rate of the gamma gl and, as a of the

Thus decrease of antibodies can justify, from a humoral pomt of view, the improve-
ment which is usually to be observed 1n the allergic patients under the effect of
Sanamycin. By diminishing the rate of antibodies, the treatment deprives the
antigens of an important part of the matenal upon which they react: therefrom
the improvement of the chmeal condition.

ANTIBIOTICA THERAPY
by
HELGE COLLDAMYL

When one has to decide in a case of asthmaiif antibrotica therapy ought to be given,
the first question is this. 1s there any mfection present or not” According to an
mvestigatron which I had the opportunity of presenting the day before yesterday,
asthmatic patients with no apparent mcrease of BsR were not found to have
bronchial nfection more frequently than persons with healthy lungs.

Asthmatte patients with elevated Bsr had bronchial infection more often than
persons with healthy lungs An elevated Bs 15 according to my opinion the best
sign of a complicating infection.

A shght temperature elevation can depend upon increased muscular work from
breattung difficulties and must not be nterpreted as a sign of nfection.

In the above the for culture was
collected by cathetensation through a tracheal tube under general anesthesia
with Evipan and Scoline. I thuik that this method 1s the most exact one to employ
when mvesugatmg as to whether bxonchlal infection 1s present or not. With this
method a ial count of the b will gve further evidence
of the presence of a bronchial nfection. In this case neutrophilic leucocytes are
often in excess even 1If a marked increase of eosmophls is present. When no
infection existed, eosinophils were found preponderant in the secretron In all
infected cases there was mucopurulent or purulent sputum, but 1 most cases
without bronchtal infection sputum was of the same appearance. A mucopurulent
sputum therefore 1n our opirion, is not necessanly a sign of bronchial nfection
It can certainly depend on the alJerglc process itself. Even mn cases w:(h a neganvc
skin test therc 18 1 the t tion often an enk

g 10 all p il that allergic factors are of Slgmﬁcanc,e
ahhough the antigen 15 unknown. As the eosinophils specially are 1n excess when
no bronchial infection exists 1t is unlikely that the antigen 1n these cases 18 of
bacterial ongin. A possible explanation mught perhaps be that the antigen is
formed from destroyed bronchial tissue.
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We found bacterial infection 1 our asthma material in 25 per cent of the
cases examined.

Wh st bi inis d to

are ic patients with bronchial
infection, the asthmatic troubles often become aggravated. In such cases a com-
bination with antibiotics and acfH 1s indicated.
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FURADANTIN

A NEW AGENT IN NS OF THE RESPIRATORY QRGANS

A preluminary report
L4
H, CHR. PAULSEN
1) The bacterial flora in infections of the respiratory organs preseat great variations,

and the treatment results are to a high degree dependent on the resistance aganst
anttbacterial therepy of the bacterta concerned 1n each case.

2) In most cases the usual antibrotics will give satisfactory results, but there wil
always remain some cases 1 which these agents prove insufficient. Thrrefore, there
will always be a need of new agents for the of i of the resp Y
tract

3) In 1944, Dodd and Stdlman found that certain furan compounds could be given
new antibactenal propcmes by additron of a muo—gmup 1o the molecule Thus we
got a new p h was found to have a
broad antibactenal spectrum, with very rare occurence of acquired resistavce,
and with low toxicity.

4) Fuorad:

15 2 yellow, soluble in water. It is resorbed
quickly and almost mmplctely from the intestne. Even 1n the case of large doses,
the blood concentration has been found to be low (Palmlav and Tunevall), and
the Preparation has therefore been of no 1mp ions of the

Y

5) The mitrofuran derrvatives attack the bacterra by destroying certamn enzymatic
processes necessary to the vital functions of the bacteria. The mechanism 1s evi-
dently of a different character from that of sulfonamrdes and aatibiotics, which
involves that acquired resistance agamnst the latter agents does not make atself
felt m the use of the mtmfumn preparations As 2 matter of fact, 1t has been found
difiicult, often imp to create resi agamst ni
deftvatives in bactena that can be influenced origwally.
6) The antibactersal spectrum of Furadantin is v:ry broad, mcludmg grampositive
as well as gram-negative microbes. B q: ly
effect 15 thus had m most strains of Escheria coh. Sraphylocoocus pycgcns albus
and aureus, Streptococcus pyogenes, Klebsiells and Proteus vulgans.
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7) In vitro has been found that strains of staphyl aureus, p

mitie, streptococcus pyogenes and Escherta colt showed no tendency to permit
development of resistent bacterzal stramns (shown by Mintzer, Kadison, Schlaes
and Felsenfeld at Hektoen Institute for Medical Research, Cook Country Hospital,
Chicago) and Grayson Carroll gave in February, 1955 mformation of staphy-
lococcus sensitive to Furadantin i 44 strains, noae resistent.

8) Origmally I started this work as a new treatment of Protens vulgans, which
15 a frequently cccunng mucrobe 1n chronic nose affections and rhinius, and it
15 found not frequently m our asthma and emphyscma patients with chronic

h ectasts, fibrous pul y changes with major mechanic obstructions,
and protracted retensions. It 15 aISO found 10 patients that have been subjected
to mtense penicillin treatment. It 1s found almost exclusively in adults—especially
eldesly people—and I have never found 1t in children. Dick Henriksen found the
Proteus vulgans group mn 5 per cent of a matenal consisting of 180 cases 1n his
work intitled ‘Studies on the bactersal flora of the resprratory tract, in acute and
chromie bronchitis, bronchial asthina, and lunggangren® {1937) and 5,7 per cent
the group ‘chromic bronchitis, bronchral asthma’. This group further contamed:

Pneumococcus N 12,5%
Staphylococcus albus . 163%
Staphylococcus aureus . . 192%
Haemophlus influenzae . 7%
Streptococeus . e .. 835
Eschena colt c.. 430%
Klebsiella . o 10,0%

Haemophilus influenzae 1s very sensitive to Faradant and, on account of this,
used as testbacterum,

9) Streptomycin treatment has rendered good service 1n cases of Proteus vulgaris,
but 1t has not always given satisfactory results It therefore seemed natural to try a
nitrofuran preparation, considening the good resulis that had been achieved with
this agent in cases of Proteus 1 the urnary tract, but the obstacle was the low
blood concentration that was possible to obtain and that did not produce any
effect in infections of the upper respiratory tract and the lungs The only possible
way of obtaining a satisfactory effect was then to use Furadantin in local treatment
with aerosol, vanous solution n with the A.B

Pharmacia, Uppsala, Sweden) have been tested, and the expenm:nvs are going on.

Furadantin has been combined with Tween 20 (polyoxietylensorbitanmonolaurat)
which has no antibactenal effect, but its physical activity are 2 liquifying effect and
lowering of the surr:xcclensmn, both of value in the treatment with Furadantin
—and hich reach the ium easier and with better effect,
and perhaps have some influence on the tendency of resistance.

The side effects were msignificant; 1 out of the 38 patients subjected to this
treatment showed symptoms of nausea, but 1t was not necessary to interrupt the
treatment. Other side effects mentioned in the literature are emesis, and one
1solated case of skinhyp , which disapp d after removal of the
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preparatlon, but the doses used in nerosolireatment are very small n compatlson
with that of Infection in the urnary treat, Until further experience Is ganed it Is
advisable to check the blood duting the treatment, I my cascs no bloed clutnge
fas been proved.

10) Cuse I was o male of 55 years with fibrous top changes and planigraphic
actasts [n the tight side, whete strong growth of I'roteus vulgans and staphylo«
coccus aureus were found, both sensitive 1o streptomyein, chlotontycetin—and
staphylococeus to peniclilin too. The patient was trealed with streptomycin 13
gram3 and chioromycetin 15 grams and peniciifin without cffect, Renewed test
during first 32 dayd revealed contlnued strong prowtht of Proteus vulgans and
staphylococcus aureus with positive plasma conpulase reaction. Actosof treatment
with Furadantin solution was begun, and after 7 netosol tecatments, there were
o fonger any proteus sulgatls noe staphylococcus ateeus to be fovad-—amd the
patient became afebtile, Test afice 5 months showed that there was still no growth
of Proteus vulgarls not staphylococets aureus.

11) Case 11 was a male of 44 with asthmatic bronchitls, Cullure of te expectotate
revealed growdh of Proteus vulgatis—sensitive to cldoromycetin, tettamycin and
sulfatiazol. He was treated with terramyein, but the treatment had to be discottis
nued because of allerpic reactlon, e was then treated with Streptomycin, peni-
ciltin and thyrosolvin inhalation (6) witlh positive efect. He had a telapse a
month fater, and was given aetosol treatment with Furadantin solution, which
removed the symptoms. 34 months after the end of the treatment, there was
still no Proteus.

12) Case I was a male of 65 with asthmatic bronchitls and  thino-sinusitis
{vasomuotorica). Radiograms of the accessory sinuses showed Indutation i the
sltnus frontalis, ethmoidalis and antel, 1lcavy growtlt of Proteus vulgaris from
both sides of the nose with relative re<istance ugainst Furadantin. Aetosol treats
ment was resorted to all the same, and the patient repotted improvement of the
rhinttis after two treatments,~—alter the third treatmeiit negative physicals above
the tungs and {mp § respirati fter there was still profuse
growth of Proteus vulgaris, Considering the radiogenms finding in the accessory
siauses, it was not fikely that the Proteus vulgans would disappeat,—as access
Trom the more deeply shuated sinuses matntalned tho Infection,

13} U started this work with treatment of tnfections of Proteus, but it was very
soon proved tfiat Futadantin had & good effect on other bacterlal pulmonary
Infections—in Jome of these cases antibiotica tad had ho effect—and alter
treatment with Futadantin solution, used fn 38 cases, the results achicved so far
scernt to Indicate that In thls drug we have found a new antibacterlal agent with
pood effect and low or na tosleity, Particularly [ want to mentton again the fact
that rcshtanl‘slrmm of staphylococcus, streptococeus, end Hschetla toll ate neves
ds — et fmp fact In consideratton of the strong growing tendency

1l 1 Here staphylococeus aureud

r e Il

2 due to
is the most typrical {usteatlon,
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14) Infection with penicil aureus increase now as a

of the antib "From a series of hospitals all over the
world 1 reports have been given of strains of staphylococcus, which exist inside
the hospitals, are resistant to penicillin to a greater extent than staphylococeus
outside the hospitals.

Publications 1943 - 44 revealed about 12 per cent of resistant strans. In Copenhagen
Ema Lund demonstrated an increase from 16 per cent in 1947 —48to 59 per cent
101949 —51. Laurell and Wadmark found i 1953 staphylococcus isolated from
patients at a pediatnic department 68 per cent and from the hospital staff 83 per cent
staphylococcus ressstant to pemicilin, In some departments of the Epidemic
Hospital in Stockholm p all the staff had staphyl aureus reststant
to penicillin. When we know that phy have to

aureomyein and terramycin up to 45 per cent, we may say that1t1s a dangexous
development. Strains of resistant staphylococcus aureus are now one of our great
problems.

It appears to me that Furadantin offers much promise for the treatment of
bactenial fection m the respiratory tract, through its effecuvity and lack of
resistance to staphylococcus aureus It seemes that Furadantm is to prefer to the
large doses of p and d today.

The prehmmary results amved at induce 10 contine the work, and the results
will be reported later.




FOCAL INFECTION AND ALLERGY
by
H. A. E. VAN DISHOECK.

Local inflammatory processes affect more or less markedly particularly
1n the acute phase, the entire organism. When the local inflammation is
chronic—either with or without exacerbation—it is called an mflamma-
tory focus. These focal infections may follow a course without, or prac-
tically without, local and general symptoms. It is generally belteved that
such inert foci are nevertheless capable of setting up sertous morbid
symptoms in Temote organs. Diseases mentioned 1 this connection are,
inter aha, the collagen affections such as acute and chromic articular
rheumatism, neuritis, iritis, nephritis, endocarditis, myalgia, chorea, and
some forms of asthma. The foc1 may be present in, inter alta, the tonsils,
the secundary nasal cavities, the teeth, the gallbladder, the pelvis and
the intestine. With regard to the manmer in which the infection focus
may cause such diseases, as arthrtis and asthma, various assumptions
suggest themselves.

Bacteriaemia
In the first place the germ mught pass from the focus into the blood-
stream, and thereby provoke a temporary bacteriaemia and toxaemia.
This is the idea which Osler formulated when calling the tonsis the
‘porte d’entrée’ for rheumatic infection Also Billings stated that clmcal
observation had demonstrated the existence of such temporary bacteri-
aemia beyond all doubt. Direct proof of this type of bactertaemia, how-
ever, is difficult. But there 1s one observation that argues in favour of its
existence, i.e, the fact that following tonsillectomy, bactena were found
in the blood It is further known that, mn cases of articular rhenmatism,
an attack often occurs after tonsillectomy. In such cases, therefore, we
have both bacteriaemia and attacks. This clearly suggests the conclusion
that an invasion of bacteria was the actual cause also in former cases
of angma followed by an attack

In al_l diseases n which bacteria are found in wmnternal organs, and
whiqh invasion, erther in contmuity or via the Iymphatic system is im-
possible, as in endocarditis, transport via the bloodstream must be
assumed. Invarsably, the question will then be at what point the blood-
stream was infected. The rational reply to this questron will have to be
that the mfection most probably occurs at the point where there exists
an inflammatory focus and where, therefore, the bloodstréam and the
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bacterial flora are in close contact. This is the case f.i. in the tonsillar
crypts, in an infected regional lymph gland, or in a dental abscess. In
particular, one should here think of an infected thrombus as the cause
of the germ’s passing mnto the bloodstream. In accordance with this
conception Bolck and Arndt found in 57 out of 70 tonsils of rheumatic
patients, deeply penetrating into the peritonsillar tissues, severe chronic
inflammation often accompanied by phlebitis.

This conception of a metastatic infection or mild sepsis, therefore,
implies that the bacteria, coming from the focus, nestle either temporarily
or permanently 1n the remote organ, and may, therefore, be cultivated
from the diseased organ, as in endocarditis. Presently the conception
that endocarditts lenta should be a weakened sepsis caused by strepto-
coccy ‘tamed’ by their host, cannot be maintained. The jnvestigation of
Gniffith and Lancefield Jearned that the path of the strep
18 linked to 1ts ct 1 and biological properties. Thus the
streptococct of the polysaccharid containing A-group are the cause of
angmna, scarlatina and erysipelas, whereas endocarditis lenta is caused
by the mulder viridans group.

In asthma, notwithstanding the vaccin therapy which is based on the
assumption that bacteria or therr products enter the bloodstream, such
a muld sepsis is never proved.

Toxaenma

In the second place it is thought possible that, although no living germs
may pass 1nto the bloodstream—or that, 1f they do, they will soon be
killed—but that their toxins and decay products definitely do enter the
crculation This re-absorption of bacterial products, cheefly via the
Iymphatic vessels, 1s probably a continuous process whose intenstty
depends upon the activity of the focus.

A wellknown example of the direct toxic action of a bacterial focus
on a remote organ is diphtherial myocarditis, as Billings already stated
to support his argument.

In asthma as well as in rheuma such a re-absorption of bacterral
proteins 1s very probable, but the tissue-damage caused by these prod-
ucts 1s not so marked as in diphtheria.

Allergization

Allergization of the organism by bacterial products is a widely known
phenomenon. It must be assumed that, agawst foreign protein re-
absorbed parenterally, immune antibodies will be formed in the body.
These processes have been studied with both clinical and experimental
accuracy with respect to, e.g. tuberculosis and rheumatic fever. In
addition to immunization, however, there is also sensitization. These
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two phenomena, although both allergic in nature, must nevertheless be
viewed as separate entities. It is precisely n diseases caused by focal in-
fections that sensitization, and the reactions caused by, are prominentand
of the utmost importance for our understanding of bronchitis and asthma.

Animal experiments 1o inutate allergic tissue changes
An example of a disease which fs even more than asthma thought to be
due to an infection focus is articular rheumatism. Countless experiments
have been made in the course of the years m order to provoke this affec-
tion in animals, with the aid of the bacterium that causes it in man,
These experiments have not been entirely successful, although it has
proved possible to produce formations closely resembling Aschoff’s
nodules. This effect was obtained by the repeated infection of the animal
with streptococei A single infection might perhaps kill the animal, but
never produced the effect in question Thus a prelimary sensitizing in-
fection is obligatory for the allergization of the ammal. In addition,
these experiments are only successful in a Iimited percentage of labora-
tory animals In others—for reasons as yet unknown—the disease fails
to develop, a fact which is analogous to the human form of the affection
The observation of Murphy and Swift that, in the positive cases, there
is hypertrophy of the adrenal cortex, points to the correlation of these
diseases with that organ. Pagel has pomnted to the two fundamental
pathologic-anatomic symptoms in allergy, viz,

1) in the presence of much reagin and allergen: oedema, bleeding,
and necrosis, i e. the phenomenon of Arthus.

2) m the case of less violent and more prolonged action- granulomato-
sis. The Aschoff's nodules belong to this latter group.

The Shwartzmann phenomenon
In this respect the Shwartzmann phenomenon 1s also important.
Shwartzmann showed that, by first injecting the skin of a rabbit with
a bacterium-free filtrate of a culture, followed by a second, ntravenous,
mjection of the same filtrate, he produced local necrosis. This proves
that bacterial products are capable of sensitizing a tissue, and that the
supply of the allergen through the bloodstream can produce a reaction.
Later on, another, extremely important observation by Shwartzmann
and Sanarelli was added to this; viz. that the second, intravenous
ngection need not even be of the same culture. To provoke such a
hetero-allergic reaction, requires extremely sensitive animals, and a
large quantity of filtrate This reaction is far less frequently successful
than the specific one,

Recently Thomas and Stetson have provoked the Shwartzmann
phenomenon by producing focal infections with haemolytic streptococci
15
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in ammals, followed by the injection of a number of bacterial toxins.
‘They then observed the occurrence, in 2 number of laboratory animals,
of a generalized Shwartzmann phenomenon, consisting in haemorrhagic
necrosis near the foct, bilateral necrosis of the adrenal cortex and cardiac
lesions strongly resembling rheumatic affecttons. This type of experi-
ments has given the focal-infection-theory a sound experimental basis.

Organ localization

A third series of expeniments is also of great importance for the proper
understanding of focal mfection in connection with its localization in
particular organs. The basal phenomenon was described by Auer, who
found that, when a sensitized animal had been brought into a state of
protracted shock by sub-lethal injections of allergen, an intensive phe-
nomenon of Arthus could be produced by rubbmg xylol into the animal’s
ear. Kiimmel gave the first sensitizing injection mto the eye, and found,
upon re-injection through the bloodstream, that the reaction was
Jocalized in the eye. Even an mjury alone is enough to produce a locali-
zation of the reaction in the 1njured organ, Thus, nephnitis may be pro-
voked in an animal sensitized to a serum foreign to its species, by 2
second injection in which a special nephrotoxin has been added to the
serum. Kallos’ investigations have shown that, 1n an analogous manner,
Jocalization in the heart can be obtained by means of caffeine, while,
according to Vaubel, cooling can have a sinular effect on a jomt.

Clinical consequences

The over-enthusiasm as well as the waning enthusiasm of physicians to
remove all tissues that might possibly harbour pathogenic germs must
be atinbuted to lack of proper knowledge of the problem. It is un-
deniable that there are distinctly successful cases but it is necessary not
to pitch one’s expectations too high. We are, mn fact, justified in conclud-
ing, on the ground of animal experiments and clintcal observation, that
an infection focus sensitizes the body, and that the re-absorption of
bactenial products may act as an intravenous re-injection. Whether such
a re-injection will result in an attack cannot be predicted, either in animal
or in human cases. Any reaction will preferably occur in an organ which
had already passed through an infection by the germ, or which had
been mjured 1 some other way. There 1s no doubt that these processes
are far more complex than we can realize on the ground of our present
immunological knowledge.

Explanation of disappointments

The disappointing contmuance of attacks after the removal of the focus
may be linked up with the unspecific Shwartzmann phenomenon. Even
if an nfection focus that was probably the imtial cause has been done
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away with, it is neveitheless possible for other bactenal products occasion-
ally to arrive in the bloodstream [from other places, and to provoke
fresh attacks. It 15 also posstble that the primary focus has already done
so much damage that repair and recovery turns out to be impossible
even after removal of the focus Finally, it should not be forgotten that
causes other than affergic ones may be partly or alone responsibie for
the diseases in question,

There exist statistics showing the favorable effect of the removal of
infection foci; but other statistics, 100, have been pubhshed which deny
both s preventive and 1ts curative effect These statistics are open to
constderable eriticism Thus, 2 is logical to compare the group of
operated cases with the group of unoperated ones, and to state that the
percentage of attacks js equat in both groups. For, the former group
naturally comprises the most serious cases, as well as those 1n which a
focus has produced chromic intoxication and sensitization for a Tong
time, but in which the symptoms had not yet become manifest. These,
after all, are the patients with focat and general symptoms of infection.
In such cases it is even possible for the first attack to occur directly after
the removal of a focus. This fact 1s then used gly, m my opmion:
as a powerful argument agawst operating, whereas it 1s, to a much
greater degree, an mdication of the causal connection between the focus
and the systemic disease. Such a post-operative attack, however, should
be prevented by performing the operation under protection of antibiotics.

Focal infection and astkma
The number of asthma patients i whom the first attack followed upon
an infection of the respi y passages, is iderable. This fact alone
already points to the connection between bacteria and asthma If there
are panents in whom a Hergic bacterial may be a
to be the cause of their attacks, 15 doubtfal, But 1f we assume, also here,
the exi of allergic sensitization by bactenal prod; and apply
our knowledge concerning these products, the focus theory assumes a
different aspect. For, in asthma as m arthritss, the chief objections
against this theoty were that (2) removal of a focus often turned out
and that, y, (B) there may be attacks n the
absence of a demonstrable focns. Harley pointed out that it is impossible
in some cases to do away completely with a focus, but that the principal
reason for this failure must be sought in the non-specificity of the
niucleo-proteins, When, for instance, a streptococcal focus in the tonsils,
which has caused the sensitization, is removed, it is possible for re-
absorption of nucleo-proteins, maybe of another group, to continue
from another place, for example from the nasopharynx. This is one
explanation based on the non-specific Shwartzmann phenomenon.
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Recent investigations have shown that probably it is not so much
the bacteria in the patient’s infection focus that constitute the danger
to him, but rather the foreign groups with which he is infected. Quite
possibly, in such an acute, new infection the re-absorption is more
intense than from an old, closed-up focus

A recent objection against the focus-theory is that the antibiotics
capable of sterilizing the body fail to cure this bacterial sensitization
and stop the attacks. As against this, one may argue that (a) sensitization
is an existing condition which is not changed by antibiotics; (b) re-
absorption of dead bacteria can continue for an indefinitely long time;
(¢) re-infection is a rapid process, and (d) an allergic reaction may persist
during a considerable time after the imtial action of the allergen. An
example of this 1s that of the contact-dermatitis.

Indications for operation of focal infe

In asthma patients, as well as in every other condition, chronic infections
should be carefully looked for. In asthma, infections of the nose, the
nasal swmuses, the tonsils and the throat are frequently present. The
infections may be either the cause of asthma, or only an aggravating
factor. For if during asthma the bronchi are sensitized to bactenal
proteins, the inflow of infected material from the upper air-passages
may provoke local reactions. Such reactions may be compared to the
phenomenon of Arthus or Pirquet’s reaction. Here the result will be
chronic irritation, rather than the occurrence of attacks. Especially the
post-nasal drip has a bad reputation in this respect.

A careful selection of cases that are to be operated on is necessary.
In some cases a preliminary desensitization 1s preferable in order to
increase the patient’s immunity. If the patient suffers from nose-obstruc-
ton by nasal polyps or other reasons, suffers from a purulent sinusitis
or repeated attacks of tonstllitis, he should be operated on under anti-

« biotic and spasmolytic protection. In such cases the indications for
operation are essentially the same as in patients who are not allergic.

In addition one must bear in mind that the absence of a visible focus,
thus of inflamed tissue, does not by any means imply that no focus
exists. To trace it is the task of the bacteriologist and to suspect it 1s
the task of an accurate clinical observation of the patient.
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- ROLE AND TREATMENT OF INFECTION OF THE
UPPER RESPIRATORY TRACT IN ASTHMA*

by
J. TABART

The high incidence of rhinopharyngeal and dental infections associated
with the asthmatic disease was shown off after the improvement of -
vestigation methods (X-rays, liptodod; Various aetiological
hypotheses were suggested 1n this respect: 1s infection a cause of asthma
or only a superadded cause? is infections asthma of allergic onigin or not?

‘We confined the quotation of the works 1ssued for the last 25 years ta
those dealing with rhinopathies and particularly sinusites. Qur experience
being scarce as regards dental infections, we cannot give any conclusive
view on this subject.

1. STATISTICS

In U.S A. Cooke and Grove * 2 1n 1933 reported 49 per cent of asthma
cases provoked by vanous infections of the rhino-pharynx, out of a
series of 688 cases. Incidence for sinusitis only was 39 per cent
asthmatics aged from 10 to 30 years, 65 per cent 1n asthmatics aged
30 to 50 and 83 per cent in those over 50 years. Kern and Shenk 2 out
of 400 asthmatics found 70 per cent sinusitss clintcally and radiologically
confirmed. Kelley also® m 1936 valued 89 per cent of asthmatics as
bearers of sinusitis 1n a series of 100 cases. Chobot 4 5 out of 88 asthmatic
children under 15 years age, found 67 per cent sinusitis. Reversely,
Bullen® studymg the various associated symptoms and signs in 400
bearers of sinusitis admitted to ‘Rochester Hospital’, valued only 25 per
cent chronic non-tuberculous pulmonary affections, of which a half were
asthma. As for Bivings 7 in 1940, asthmatic bronchitis 1s always related
to an infection of the upper air passages, it was present m 35 per cent
of 235 children showing upper respiratory mfection.

In Europe, Haibe of Liége ® i 1932, out of 1.000 asthmatics found:
50 per cent of cases provoked by 1 thinobronchitis, 25 per cent
by bronchial infection, 0,5 per cent by sinusits.

In 1940 Broerson of Copenhagen ® holds that out of 435 asthmatics
292 are bearers of nasal anomaltes. Jacquelin and Chait ° of Parss, in
1936, out of 430 asthmatics followed up for from 4 to 6 years, found a
diseased condition of the nose in 114. Valin of Mont-Dore 1 out of

* From Hopital Bichat, Pans (Prof T.J G Turwf)
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673 asthmatics quoted 60 per cent presenting nasal lesions. In England,
according to Bourne 12 asthma subsequent to nasal lesions is very com-
mon and gets much relef from surgical operation. At the Mont-Dore
Congress 1950, Rebattu and Mounierkuhn, * reporting on the relation
of asthma to the upper arr p hasize the high incid of
acute or chronic sinusitis, hypertrophic chronic rhinitis of infective
onigin (*/; of cases) and the usual presence of rhinopathies of allergic
origin (*/s0f theasthma cases). Mariano Castex, 1 then Rossier ! quote
asthmatic mamfestations occuring after infection of the respiratory tract.
Quite recently Wilken Jensen ¢ in 1951, in Copenhagen, finds out of
512 asthmatic children, 225 bearers of rhinopathies, of which 65 with
sinusitis The same year, Kourilsky, 7 studying very carefully 28 asth-
matics, could demonstrate in 20 of them the presence of mlcmbxal
pathologic changes of the upper respi y tract: bil 1
sinusitis 44,4 per cent, maxillary and frontal sinusitis 27,7 per cent,
umlateral maxillary sinusitis 16,6 per cent, unifateral frontal sinusitis
11,1 per cent.

II. NASO-SINUSAL ALLERGY

From the whole of such works it appears that the association of nasal
and asthmatic manifestations 1s a matter of fact. It suggests necessarily
the possibility of common reaction symptoms at the different levels of
the respiratory mucous membrane Our concept of asthma is indeed one
of a neuro-vasomotor rhino-tracheo-bronchopathy developing through
a dual general process: an inflammatory and secretory defect of vaso-
motor origin and a bronchomotor defect. The ultimate phases of the
process ends 1n obstruction of the bronchioles at the level of the lower
air passages which obstruction promotes dyspnoea. In the upper tract,
the oedema and hypersecretion express the different phases of the naso-
sinusal allergy, which have been well described by Bourdial, Andre and
Clerc. ®

In the initial stage of acute allergy, only is oedema of the naso-
sinusal mucosa clinically and radiologically detectable duting the attack
(in 85 per cent of cases according to the American authors) In this
stage, between the attacks, the mucosa resumes entircly 1ts previous
structure.

To an aggravated stage (from repetition of the paroxysms) does
correspond the serous allergxc smusms the distended and infiltrated
mucous ; radiography confirms 1ts per-
manent and non-reversible i O y the p of
minor polypi of the middle meatus and of eosinophilia in the secreta
is recognizable,
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In an ultimate stage the mucosa of the sinus becomss proliferant,
that is polypous allergic sinusitis as proves by bilaterality of the lesions,
absence of purulent secreta, anosrma

1t is remarkable that the f are irmes localized on a
“story” of the respi ¥ tract, i d to atl
ravcosac from the finest bronchial ramificatsons up to the beginning
of the nasal mucosa.

IN. VARIOUS ASPECTS OF THE INFECTION IN ASTHMA
‘Under such conditions one may wonder to what extent such a microbial
aggressxon as previously focalized on the mucosa of the upper respiratory
tract is susceptible of p i - in those
forms where allergy and nasat mfectmns get associated, one wonders
which is the prior predonunant factor,

2 Infection, as a primary factor of asthmatic marnifestations
This is the view of Cooke % 2.  who, withmn 2 10.year experience,
could observe that in chﬂdrcn there is in many cases a hxstory of acute
such as. h, measles, pneumonia, irfluenza,
{oltowed after several rnomhs, by a recurrent bronchitis which finatly
will assume an obvious asthmatic character. Such diseases leave behind
them some infection foci or some secondary ‘invaders’, which o thew
turn, become prumary causes of asthmatic allergy, Until S-year age,
these fock are placed in the lymphoid tissue of the tonsils, phatynx and
naso-pharynx. Following the development of paranasal suus, the m.
fection localizes stself fauly often 1n {lus cavities. The most commonly
responsible bactena are, according to Cooke % POCUMOCOCCus, hemo-
lytic and h
vindans
It 15 also the view of Kournlsky and co-workers that mfection is
not to be seen only in old-standing or wmveterate asthma Bronchial
infection ocours fong before the outbreak of the inatial asthmatic mani-
festauons o is ofien concusrent with them. Search for the cause of
PN

ty 5 shatis, P

should be lly made at the level of the
sinuses and teeth. Deep focal infection may be invistble cxtenotly
itis, tonsitlar toma), surface infe may be

{purulent rhinitis, infection of the gums and interdental lingulae). Best

prophylaxis of asthma, according to Kounisky consxsks in removmg

the mfecttve foci (s fon on sinus,

vaccinotherapy). The aulhors argumems and conclusions 2 ¥ are
with those previgusly stated by Gallup *! Frouchtman,

Spouytch, * Stevens. ¥ Asthma takes rise from the meeting of infection

and an sndispensable favourable ‘terrasn’,
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As for Jimenez-Diaz® 2° the part of infection inbronchial asthma is
very significant in most cases (82 per cent). In a very large proportion of
cases its influence may be the actual causal factor; in a lesser proportion,
the infection is added to other allergenic effects, its development is
encouraged by the alterations in structure and reaction of the tissues, it
comes to holding a prevalent role in the activations, persistency and
evolution of the asthmatic manifestations. Jimenez-Diaz considers the
evolution as presenting three phases in the bronchial mucous membranes
subsequently to the rhino-pharyngeal infections: ‘paroxystic’ phasis
marked by a return to normal following each attack; ‘pathergic’ phasis
where Forbusoni’s granulomatous inflammation may be noted, rever-
sibility of the symptoms being no longer observed; finally the ultimate

giodermale’ phasis panied by deep changes: fibrinoid degener-
ation of the collagen system, granulomas, perjartentis nodosa nephritis or
hypertension. Such an evolution is not unavoidable and may be stopped
by an appropriate anti-infective treatment (antibiotics and especially
microbial vaccines).

b) Infection as a if but non-preponde factor of the asthmatic

manifestations
Williams and Wilhiams of Cardiff * admt that infection of respiratory
tract 15 but one of the numerous stimuli apt to establish the status of
asthmatic diathesis. They noted the presence of infection in 55 per cent of
asthma cases, which observation allowed them to conclude that the
association infection-asthma is not casual. It seems to be one of the
determining factors of the attacks but only in the proportion of 14 per
cent of cases that is far less than the other stimuli: dust allergy, moulds,
alimentation, emotional shock, pregnancy, menstruation, climate,
fatigue. Williams and Williarns do not regard the infection of the air
passages as holding a preponderant part in asthma

Rackemann®** claims that the infections of the respiratory tract,
either primary or secondary are significant n ‘intrinsic’ asthma but
that one cannot decide whether they are properly a direct aggravating
cause or an effect among the physical causes (depletion) and the emo-
tional, psychosomatic causes.

) Infection of the upper air passages as a factor of bronchial infection
superadded to allergy

That is the opinion expressed in U.S A. by Rinkel and Randolph 3 who

consider the problem of infection as negligtble once the allergies from

food and inhalated substances were treated. In France Jacquelin and

Chait ¥ observed as many improvements as negative results and aggrava-

tions in the course of treatment of 45 patients who had been operated on
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from polypi, sinusites or who had experienced punctures and cauteri-
zations: which demonstrates that there is not in all cases a causal
connection between nasal mfection and asthma. J. Sclafer * had the
same opinion.

Exstence of bronchial superinfection in the asthmatic children and
in inveterate asthmatics under the of d dng i i
of the upper respiratory tract is wellknown and needs no further ex-
planation here. They constitute an episodic complication or a state of
inveteracy, which from the fact of their being anterjor to or assoctated
with asthma, should not be considered a primary cause. Besides 1t 15
well-known that acute infections with hugh fever, of the tonsils, sinus,
middle ear may induce the same r ions of asthmatic festation
as do acute infections of the lung, for instance pneumonia. But here
do intervene other ‘stress’ phenomena which may account for this effect.

Considermg the diversity of opinions on so complex a question,
one 15 led to assume that there is some process of interreaction between
the rhino-naso-pharyngeal nfc and the 1ons of asthma.

TV. POSSIBLE MODES OF ACTION OF THE INFECTION IN ASTHMA

a) Nasal irritative ‘thorn®

This 1s an assumption, commonly put forward, smce 1t was formulated
by Bezangon and De Jong * 1n respect with asthmogenic pulmonary scle-
rosis. It has been stated that the changes in the nasal region were enough
to discharge the manifestations of bronchial asthma in ‘potentral’
asthmatics As held by Leroux % the notion of ‘itritative nasal thorn’ has
been ill-interpreted. For discharging an attack of asthma a mere passive
stenosts of the nose due to infection is not enough, a deep lesion of the
mucosa 1s necessary (oedematous ethmoid and its ending in polyposts,
inflammatory reactions of the same type as the underlying asthma).
Rebattn and Mounierkuhn at the 11th Congress of Mont-Dore 1
together with a number of other Congressists have confirmed the diffi-
culties 1n interpreting such a process. We think, for our part, that most
of nasal polyposes in the asthmatic are ‘wittnesses® and not causative
factors of asthma,

The role of the ‘endobronchial microbial thorn’ as mantained by
focal infection of the upper respiratory tract is put forth by Haibe, ® 3
Kourilsky, * Frouchtman, %5 Haibe® was the first to call attention to
the importance of nasal and pulmenary nfections in the past history
of the as!h.matics. ‘They would leave a chronic infection, whose respons-
1ble organisms would irritate the ends of the corresponding nerves and
woulq sensitize the body to their toxins on an asthma-predisposing
“terrain’. According to Hajbe * ‘the microbral nasal thorn® would be
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due to staphylococcus and the ‘bronchial thorn’ to streptococcus.
Kourilsky 2 postulates that the irritative thorn is actually and materally
constituted by the endobronchial infection: infective involvement of the
deep layer where the glands are situated, as well in recent as in long-
standing asthma. The infection plays a determining or revivifying role.
As for Frouchtman 2 the same circumscribed changes of the endo-
bronchi (sometimes latent, therefore overlooked) maintain a condition
of bronchial irritability. Descending superinfections of the rhino-
pharynx provoke by reflex action local or remote bronchial spasms
Such infections obligatorily promote inflammatory phenomena by
bacteral allergy.

b) General microbial allergy
Some authors suggest the possibility of a general process of microbial
allergy, the allergens ongmating from a focus of the upper tract.
Previously held by Cooke, 2 Brown, 3 Walker, % Thomas, 4 Swine-
ford, = 43 the assumption of bacterial allergy was maintained by
Jimenez-Diaz ?* and his pupils, of whom Surinyach, #* at the last Euro-
pean Congress of Allergy Infection on the basis of a ‘dysreactive’
constitutional disposition promotes the allergic reaction of the respira-
tory mucosa which develops from the state of transient acute oedema
to the non-reversible state of inflammation. From comparison with his
own observations on ‘malignant abacterial endocarditis’ Jimenez-Diaz
suggests that the lesion of the vessels and connective tissue is the con-
sequence of the toxic effect of certain proteic fractions abnormal m
quantity and quality as found m the plasma subsequently to the repeated
aggressions of the bactenal allergens. Among Enghsh authors, Frank-
land, ** Harley * postulate the existence of an allergy specific to the
organisms of the ‘focal infection’. This reaction would occur 1n relation
to the nucleoproteins and carbohydrates, originating from the disinte-
gration of the bacteria conveyed by the blood into the sensitized territory.
Stevens 2 postulates a process of bacterial allergy n the genesis of
those asthma paroxysms which appears in children during a second
phasis following a ‘chulling’. On the one hand, the asthmatic mani-
festations follow in frequency and intensity a curve parallel to that of
the seasonal fluctuations of bacteria 1n the upper tract (maximal pertod
from September to April) On the other hand the degree of cutaneous
susceptibility to the nucleoproteins of these bacterra increases and
decreases in a parallel fashion, Stevens observed in those allergies by
microbial sensitization a type of urticanial reactions, the threshold of
which varies 1/10—10 to 1/10—4;in normal children or 1n those subjects
with only seasonal infections the reaction 1s always erythematous or of a
delayed type, the cuti-positivity threshold of which isalways below 10—4.
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©) Acute infections of the respiratory tract as an intermediate factor to
asthma

Spoujitch ? suggests that, in addition to cases of sensitization to microbial
allergens there are cases where bacteria act as factors encouraging the
allergic or microbial allergic process (‘descending bronchitis opening the
door to the penetration of exogenous allergens’). Qut of the infection
perzods, the same subjects exposed to the same allergens do not feel any
asthmatic disturbance; when they were cured from their infection, the
asthma does not recur. Other authors (Harley) * admutted that a focal
infection may lower the threshold of the respiratory mucosa to the
allergens brought in by the blood stream (bacterial) or by allergic load
(Duchaine). 5

d) Infections of the upper tract as intrinsic factors of asthma

Chobot, 4 ® Bivings, ? Stevens 27 pointed out in children the frequency
of asthma manifestations, just concurrent with chillings, by acute
bronchio-alveolitis leaving or not leaving residua for secondary re-infec-
tions There 15 1n this stage no properly called microbial sensitization
and only does the irritability of the mucosa from the infection determme
the obstructive inflammation of the bronchi. In a mere advanced stage
the repeution of the infs t to the predisposition to allergy
or in the presence of the ‘debility of the mucosae” , as pomted out by
Flurin, #? Sergent * produce a certain degree of chronicity tn the asth-
matic manufestations As claimed by Salen % % one deals with a vicious
caircle; allergy predisposing to infection, infection predisposing to allergic
manifestations. As for Williams and Willsams, 3 inflammation does not
exert only a determining action on asthma, it predisposes to the various
specific or non-specific stimult such as wind, fog, vapour, changes 1n
temperature.

In fact the question presents great complexity, whichever the patho-
genesis adopted; the main argument as often evoked 1s that the removal
of the 1nfectious foci of the upper tract and of their remote effects is
followed by betterment 1n the asthma condition

Our personal opinion 1s that the shght or obvious mvolvement of the
sinus is a constant phenomenon in asthmatics. Whether a mere vell was
observed by diaphanoscopy to be unilateral or bilateral, or whether the
opacity was more pronounced, as confirmed by radiography, such aspects
express the presence of oedema and increased serous secretiom, an
expression of ailergic disease of the whole mucosa. Stnusal infection and
its descending extension 1s a trivial process induced by retention of the
secretions due to the swelhng of thc mucosa 1 the cavities. One may say
that the ‘trivial’ inf isan h It is not a cause
of the properly called asthma, for, in spite of operations such as punc-
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tures, dramage the asthmatlc mamfcstatxons do persist, as do recur
the rhinopharyngeal ions after a more or less long time. ...

It is likely that the acute or dragging infection helps in the dxscharge
as suggested by Spoutich 2 and Harley, * or by weakening the immu-
nologrc defences of the system, or by allergic load (although the question
of speaific microbial allergy is still difficult to demonstrate clinically).

It 1s certan that repeated and chronic infections with descending
tendency encourage the organization of ‘ectastant’ and ‘stenosant’ dis-
orders, so common in asthmatics. % ® Thus 1s any rhino-microbial
aggression a threat of aggravation and exacerbation of pre-exstent
chronic infection,

VI. TREATMENT OF RHINO-PHARYNGEAL INFECTIONS IN ASTHMA

We think that therapeutically any dragging infection of the rhino-
pharynx should be treated with active but non-irritant medications,
free from y allergic or tor reactions.

Against nasal obstructton (due to minor mfection or association of
infection and allergy) we advise ‘mimmal’ focal cares. We disapprove
of the use of galvanocautery or silver mitrate cauterisations, applications
or pulverizations of anesthetic or vaso-constrictive muxtures such as
Bonatn’s mixture, mixture of aromatic sympathomimetic oils. We only
advocate spaced nasal instillations of antihistaminics (preferably fluid
vehicles or neutral excipients of Carbowax, vaseline, glycerin type).
Instillations, pulverizations or sub-mucosal infiltrations of hydrocorti-
sone acetate are advisable in the cases of full impermeability of the
nasal ventilation. Their efficiency 1s dramatic but transitory. Usual cares
in most cases ameliorate those condittons maintaining the retention of
the secretions n the closed cavities. By setting up the drainage of the
catarrh one causes the infection to clear up by itself.

In the stage of acute or subacute rhmo-pharyngeal infection, the use
of antibiotics locally or systemically 1s indicated. The choice of the anti-
biotic should be guided most often by the previous test of susceptibility
of the organisms from the rhino-pharyngeal secretions to the different
antibiotics We make reserve as regards penicillin, owing to its high
allergisant potency. Better and durable results may be expected from
sulphamides, but these are more easily tolerated by systemuc route
than by local route.

In the cases of purulent sinusitis we prefer medical management:
decongestive inhalations of menthol alcohol atd per cent antibiotics
aerosols (penicillin excluded), p of the
maxillary and ethmoidal sinuses by Proetz’s method.

Dilapidating surgtcal interventi posure of the maxillary sinus
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with drai by nasal counteropening, curettage of the ethmoid) should
be dissuaded in most cases of swusttis in asthmatics. Relapses after a
certain length of time are not infrequent. Tendency of the asthmatic
évolution towards aggravation is more often the rule than generally
believed. We also disapprove of the other endo-nasal surgical inter-
ventions: resection of septum, luxation and exeresis of turbinate, etc.
Removal of polypi is only indicated in the case of big polypi causing a
permanent defect to nasal aeration.

Vaccinotherapy with stock-vaccine or autovaccine from germs collected
from the sinuses or post-nasal spaces, injected by m!rademnc or
subcutaneous route has effected unq

out of the inft periods, should be performed wnh
very low doses from 1000 to 100.000 germs per cc. because of the hyper-
susceptibility of the patients to the bacteria utilized We had the oppor-
tunty of using autovaccines during infection periods. Under these
conditions the dosage had to be far more reduced still the scheme of
utilization betng similar to the methods of specific desensitization called
“coseasonal’.

Specific desensitizaton agamst dusts and moulds, by neutralizing the
chromee factors of oedema of the rhinopharyngeal mucosa has yielded
gratifying results which may be compared with those obtained by
Hansel, % 52

Lastly the thermal sulfurous cures agamst the infectton: Luchon,
Cauterets, Allevard; the cures against the asthmatic terram: Mont-Dore,
La Bourboule, Saint-Honoré, are prophylactically very beneficial agamst
infections of the air passages in asthmatics, espectally with the use of
thermal gas.

Conclusions

1) Infection of the upper respiratory tract inasthmatic diseasesisa very
frequent phenomenon, but its being anterior i time docs not mean
necessarily that its role is preeminent.

2) The infection easily develops owng to the fragility caused by an
increasing irritability of the whole respiratory mucosa of the asthmatic.

3) The infection is occasionally a determining factor, but usually an
aggravating factor,

4) It 1s essential to treat the nasal and sinusal infecttons. Medxcal

isp to surgical pr which are

and may be an aggravatmg factor of the asthmatic disease.

5) Specific treatment of the microbral allergy has not yet given con-
clusive results in the asthmatic disease.
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occasions in the case of intrabronchial foreign bodies and benign and
malignant tumours of the trachea.

b) 1t is true that 1n this group a clear clinical picture of bronchial
asthma is observed, but further bronchological examination shows
anatomic anomalies of the bronchial tree. In this case we usually find
anomales 1n the form of a bronchial cyst or bronchiectases, etc.

It 15 still quite uncertain whether the bronchial asthma is caused by
these anomalies, or whether the two diseases result from a particular
constitution. We hold the view that n cases where anatomic anomalies
are found, an attempt should be made to cure these anatomtc anomalies.
Such diseases constitute a constant source of danger on account of
recurring 1nfection, haemoptyses, etc. We observed several cases of
bronchial asthma n conjunction with serious infection of the bronchial
mucous membrane. After treating this infection we usually saw a marked
improvement of the bronchial asthma. Ths 1s quite the opposite of the
assumption that an infection would produce stress reaction, thereby
reducing or removing the bronchospasm We observed in 2 number of
cases that surgical treatment of bronchiectases or bronchial cysts led
to a marked tmprovement or cure of bronchial asthma.

SUMMARY

1) It is essential that every patient suffering from the serious syndrome
of bronchal asthma should be suby dtoa pl ion.
A complete examination of bronchial asthma should also include
bronchological examunation as an important feature, in addition to a
clinical and allergic examination. Lung-function examination 1s also
very mmportant.

2) Pseudo-asthmatic conditions are frequen!ly observed in bronchial
d s in ion with br

3) The clinical picture of bronchial asthma 1s observed m conjunction
with chronic bronchial infection on the bottom of bronchicctases or
bronchial cysts. In this case resection therapy can sometimes give
excellent results, not only as regards the removal of the nfection, but
also the disappearance of bronchial asthma,
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Though the surgwal treatment of asthma is empine, we think that we should not
disregard 1, because with this we can obtain a disappearance of the enses for a
rather long tme

e want to speak here of the extirpstion of the second and third pair of dorsal
ganglia, or the resection of all the nerves of the plexus huliarys, except the ‘trunk
of the p gastricus” ang of the * " With the first operation done by
Prof Prutachs we hatve obtamned some good Jasting results, for more than a year,
with an inveterate asthmatic, whose case we could not get improved by any means
“The second operation (resection of the nerves of the flexus hibarus, at first ung-
lateral, later on bateral) was done by Dr. Margant, a thorat surgeon.

Ttus operation has enabled us 1o see eawly ali the organs of the area, because
they were surrounded by very few adipose tissue

These operations are delicate, particularly those which are concerned with
the anzesthesa

This asaesthesia must be perfect, executed with the most modem wmstruments,
beeause the bronchial contraction only ceases with great dsfficolty. These patients
are only bronchal asthma patients, without other lessons (bronchiectass, car-
cmoma, tuberculoss etc)




THERAPY OF EMPHYSEMA
An Abstract
by
N. G, M, ORIE

1t is very difficult to give any summanzing article on therapy, because
the pont 1n therapy is the details of 1ts application and the details of the
situations in which the different possibilities have to be applied. It is even
more difficult to discuss the therapy of disease of which the basic me-
chanism is not understood.

The fact that the t of emp has been included in this
symposium on asthma indi that both di: are idered more
or less identical.

1 am inclined to agree with that point of view. It implies that obstruc-
tive emphysema 15 & result of bronchial obstruction which 1s in the
majority of cases of asthmatic ongin. I would even go further and suggest
that most of the other lung diseases mn themselves are unable to produce
emphysema.

That means that if emphysema is met with, e.g. in tuberculosis, in
sarcoidosis or m bronchiogenic carcmoma, 1t 1s not related to that
disease but it is the result of an independent asthma existng simul-

ly with the tuberculosis, sarcoidosis or carci k)

This can only be proven by family history and by allergic phenomena
existing with certainty before the disease in question.

‘Witkop has given some very clear data on sarcoidosis.

We have some sumilar observations in tuberculosis (De Vries).

Distension of the lung does not give the functional pattern of emphy-
sema.

If the foregoing is true, every case of emphysema will show:

a) a certain degree of asthma

b) a certain degree of irreversible anatomical change, being the
effect of the asthma,

We do not know the exact relations between the two components.
Sometimes next to these two features, which are always present.

¢) a complicating infection and in those cases we are often dealing
with overburdening of the right heart, cor pulmonale:
 We have stressed elscwhere that the situation Is different in so-called ichopathuc bronchicctasis

when we consider the asthma as a cansative factor,

Tt cannot be excluded that @ simaltaneously exstng asthma alters the course of the disease
1n the other groups.

In using the term asthma we use 1t in the broad sense- allergic (7) expiratory embarrassment
on a constitutional base; often without clearcut attacks (see IsraZls),
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All this means that there 1s 2 fluid transition between asthma and
emphysema. Most of all in-older age groups where the anatomical
effects as a rule are more pronounced.

As a matter of fact there is no sharp distinction between old-age
asthma and emphysema, although there are cases in which the asth-
matic factor or the anatomecal pathology is but little pronounced.

Therapy
Which are the therapeuttc possibilities of emphysema?

Unless we know the cause of asthma, we have no etiological therapy.
The conclusion from the foregoing 1s clearly that to a large extent the
therapy of emphysema goes together with the therapy of old age asthma,
but even the problem of the therapy of old age asthma would be too
extenstve to treat in a few pages.

We therefore will give only a few summarizing remarks mainly in
relation to our own experiences. N

Symptomatic treatment
Treatment of complications
A) Infection (which is present in only a mmority of the cases; although
pattents with emphysema show a strongly marked tendency towards
bronchial infection).

‘We have not to go into details on the antibiotic therapy of infections
which would be far beyond the scope of this paper. We can only point
out that in the chromc infecti H: phil fl usually is
the infecting agent whereas 1n acute infections usually pneumococct
are found, Adequate antibiotic treatment follows from the etrologic
agent and from the sensitiity of that agent towards the antibiotics.

It must be mentioned however that in chromg cases most of all in
this older age-group the danger of mncrease of asthmatic symptoms
after a successful antibiotic therapy 1s far from imagmary.

Severe, even fatal exacerbation of asthma after successful antibiotic
therapy occurs only jonally, usually the beneficial local effects of
the therapy are predominent,

The b the inci of severe fons is no reason to
omyt antibiotic therapy, but it may be a reason for follow up with AcTi
therapy if the asthma is more predominant after the

B) Right heart failure—oxygen therapy
A second complication which may need therapy is a burdening of tfi:
right heart Oglsu’aigh(forward night heart failure.

In h (upless in inal stages) there fs pv
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marked hypoxia and therefore there is no burdening of the right heart
to a considerable degree.

Severe hypoxia in emphysema means: infection in 99 out of 100 cases.
Once in a while a severe asthmatic attack or severe diffusion disturbance
has the same effect.

In that case hypoxia calls for oxygen therapy and at the same time
right heart failure 15 impending.

In nfected cases of emphysema with burdemng of the lesser circu-
lation this type of therapy is necessary.

1t includes: antibiotic therapy as a most important measure and next
symptomatically cardiac stimulant drugs.

‘bronchodilators

0,
The latter however may be a dangerous medication in depressing the
ventilation. It has to be applied with the utmost care and sometimes addi-
tional measures (stmulation of the central nervous system or artificial
respiration) are necessary.

Treatment regarding the anatomical change

Pneumopemaneum
Literature on this subject 1s confused.

P! of diaph is juently seen but not
apparent from function tests.

One may visualize that the improvement of the diaphragmatic move-
ment 15 counterbalanced by the unfavourable influence on the cheque-
valve mechanism, which increases its effects when the lung is brought
from strongly inspiratory into an expiratory posttion.

Our own experience is disappointing with once 1n a while a successful
case. Barach states that in good cases the venous pressure falls on

of p P
Maybe the choice of patients will be easier if the methods of measuring
the elastic and viscous properties of the lung are simplified.
Our actual experience with these methods 1s too limited to draw any
definite conclusion

Therapy of the asthmatic factor itself

Anti-allergic therapy

Positive skin- and inhalation-tests are much less frequently seen in
this (older age) type asthma then 1n the younger groups. We therefore
think that specific desensitization less often takes part in emphysema
therapy than it does mn younger individuals,
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Symptomatic drug therapy
Because this has been discussed by the other lecturers I think I may
only mention the pomts of interest for the emphysematous patients.

Generally speaking the drug therapy does not differ significantly
from that in asthma in general.

There are however a few exceptions

Atropine-like substances in our experience give better results 1 the
older age groups (with less allergy?) than in the young patients (with
pronounced allergy).

Anticholinergic antthistammics act very favourably in both groups.
The mode of action of aminophylline is neither understood in young nor
in older age-groups,

ACTH~ Corfisone
Qur therapeutic results demonstrate that AcTH (and Cortisone?) is much
more effective in older people than in young ones.

This is in accordance with the fact that strong allergic reactions
cannot be handled with AcTH and on the other hand that this type of
allergy is uncommon in the older patients Dr, Ten Cate has given
you a number of examples of the results of ACTH 1n younger and older
patients.

If we accept that the development of asthma and emphysema in
older people 1s largely dependant on disturbances of normal pituitary
adrenal reactions (which is hypothetical) we can much more easily
understand the good results of acru particularly in this group and at
the same tume we can easier accept the fact that as a rule this therapy has
to be continued once we have started it.

Fever therapy

S od—typhord vaccin.

. This imphes that thus type of AcTH substitute therapy is effective once

in 2 while and at the same time that these results are seldom lasting.
Some protracted effect 1s met with however in a number of cases

(because here the lack of autogenous Cortisone 1s not substituted but

the endogenous production 1s—temporarely—stimulated?)

SUMMARY

Summarizing T may say that from a practical pomt of view antibiotic
therapy is sometimes useful if an infection is present It has however
to be hept in mind that particularly 1n this group the elimination of
the stress due to the infection may be very harmful and even fatal,

Desensitizatton is not often used m treatment of emphysema. Maybe
1 these cases parts of its resnlt are aspecific (batertal vaccines).
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Preumoperitoneum has been dwisappointing but offers successful
treatment once in a while.

Symptomatic drugs are useful, anticholinergic substances and anti-
cholinergic antihistamines have provided useful additional help, most
of all in the older group. Their effect in the protection test is clearcut.

AcCTH has its best indication in this group of older people. It has to
be continued however in an effective dose.

Stimulation of the piturtary-adrenal system therefore offers not
seldom temporary benefit,

Psychotherapy: We have insufficient data 1n this type of treatment.
I could not help introducing a certain amount of a speculation and
conjecture in this paper.

I apologize—and I am fully aware of the necessity of doing so—but
I may add that the approach to therapy of any type of asthma is hardly
possible from a purely factual point of view.

1 sincerely do hope that ths situation will change as soon as possible
and that our efforts may contnbute to the realization of this area of
asthmatherapy.
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- DISCUSSION

TREATMENT OF EMPHYSEMA
by
BOEN SWINNY

The treatment of emphysema falls into five parts:
1) Study of the patient. 20 per cent of mod and ad d emp will
benefit somewhat from the elimination of allergens and/or hyposensitization All
phy deserve allergic f gation because one cannot tell from hustory or
other observation, whether or not allergy might play a part m the individual
under study. In addition to this study, the patient deserves {0 have careful repeated
studies made of sputum for infection, both by plating and by culture. Radio-
graphy and vital capacity studies should be done. Vital capacity should be done
both before and after the use of bronchodilator, such as isuprel, as often this
gives us an indication of prognosis.

2) Bronchial kygiene Thus falls mto two parts

a) Keeping the bronchial secretions as thin and watery as possible m order
to wash out plugs and tenacious secretion by the use of expectorants. Iodides,
especially potassium todide, orally or m with broncho-dilat
serve this purpose.

b) Keeping the bronchial secretion free of infection by use of vaccines, antt-
brotics, oral, parenteral or by acrosols; the latter are to be preferred as there is
the additional value of being able to combme the Iiquefying agents, such as
Alevaire with a bronchodilator such as 1suprel

3) Drug therapy. Bronchodilators, such as ephedrine orally, or the use of hand
sprays containing epinephrine or 1suprel. Decrease in excess body flurds by Diamox
or by digitalis often 1s helpful

4) Physwotherapy. Teach the patient deep-breathmng exercises, especially with
emphasis on exprration while raising the dizphragma by tightening the befly nuscles
Bottle blawing or ntermuttent posttive pressure 15 often helpful Patients, i my
experience, will not tolerate emphysema belts

5) General health Reduce excessive weight to normal or shghtly below normal
Usually prohxbilmg smoking ts helpful. Watch out for anerma because the patient
that has the normal blood count breatbes easter than the one who has a decreased
red count and hemoglobin. Focal infections should be cleared up. A well balanced
diet with a light evening meal often helps the patient rest better at night.




‘/A CRITICAL REVIEW OF THE STATISTICS OF
ASTHMA-THERAPY
by

A. HEYMER

The theme of this very Interesting meeting is. the therapy of asthma
bronchiale. The possibilities of the treatment of this 1llness have been
dealt with thoroughly by the mdividual speakers 1 the course of this
meeting. They began with a view of the patho-physiology of the asth-
matic attack, and continued with the specific and non-specific desensiti-
zation, the vaccine-therapy, diet, psycho-therapy, the physical and hor-
monal treatment, and also the anti-infectious therapy. The gentleman
speaking before me has given a critical view of these kinds of asthma-
therapy.

Now there remains the task for me, being the last speaker, to give @
critical report of the statistics of the success of asthma-therapy. There
will be not enough time to speak of individual publications, not even
to discuss groups of individual kinds of treatments. Also I would most
likely trouble you too much with this now at the close of this meeting
Therefore I shall take pains to deal with some points which are important
for the evaluation of the successful treatment of asthma. I think these
points are important for the development of asthma-therapy in general.
1 shail base my argument mainly on the teaching about the methods of
the therapeutic-clinical research of my highly esteemed teacher Paul
Martini.

For the evaluation of the success of asthma-therapy the same rules
have to hold, basically, as for all other diseases. However we must
admit that there exist espectally great difficulties in the case of asthma
bronchiale. Up till recently the clincal preture of asthma bronchiale
was not a very umform one. I should like to omit the psychogenic
asthma 1n the following exposition and I should like to centre on the
purely allergic-asthma. I admut that in all most every clinical picture
of asthma there are psychogenuc factors and I include the case in which
¢.g the limit of tolerance towards allergens has been lowered through
a psychial trauma so much that a genwine allergic asthma originates.
If one wants to evaluate the therapeutical success of such a clintcal
picture in which many factors, partly of immense number, play a role,
one often is confronted with insurmountable difficulties. One has to
exclude those cases of sickness in which asthma is merely a concomutant
symptomas it may be the case in bronchiectasis, silicosis, Boeck's sarcoid,
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emphysema together with chronic bronchitis ot al. In the following
exposition only the troe asthma bronchiale, caused by allergy, is meant
This clwical picture, toe, 1 various. In one case it appears m the form
of severest attacks, 1n other cases of dyspnoea, which never guite dis-
appears, continues in between the mdividisal attacks, Then there are
other clinicat pictures in which a dry bronchitis continues to ¢xist From

this one will und d that the therap possibultties of wfh
too, are different in each case. An evaluation becomes more difficult
yet 5f other diseases are present simul ly, or if s le sub-~

sequent phenomena have appeared, ¢ g emphysema or an iyury of the
right breagt, Martinm had to adimst thatitis hardly possible totest a*collec-
tive group of asthma patients’ according to the prncipal of therapeutical

7 ¢ individual patient, therefore, needs to be observed very
closely during the course of his disease, 1n which individual periods of
hus disease are to be compared. If the patient 15 willing to stay hospital
1zed over a sufficiently long penod of time, there is the possibility te
have a prehminary period of observation, 8 therapeutical observation
and a final observation, The test is of higher value if there 1s the possi-
ility to conduct several periods of observation and (o compare these,
The result of this study stdf increases 1n value if one succeeds 1 carrymg
through a ible test” with a medj , 1.8, after giving the medt-
cine the symptoms of asthma disappear, they reappear after the dis-
continvation of the remedy and remain during the giving of a psendo-
remedy, they disappear again at the renewed gving of the genuine
remedy although the patient 55 unaware of this.

Which ssgns does asthma bronchiale have that pomt to a therapeutical
influence? They are rather numercus. Subjective statements may be of
importance. There 15 the danger, of course, that psychogenic nfluence
play a part i tius The most imp sign 15 the asth -attack,
Tis characterstics are its severeness, s repeated appearance and its
more or less long intervals without trouble and symptoms. There
exists @ possibility of g the asth attack obj; ly 1
segard 1o its patho-physiological results, which shall be deait with below.
Chnical factors which pomnt to asthma bronchiale and s capabity of
bemg influenced therapeutically, are the physwal state of the fungs
with dry bronchiis, with phrenoptosts, the position of inspiration of
the thorax; the ble of the y , of
e cosinophiig in Biood and sputum, the amonnt of Sputm, and s
content of mucus, af Charcot-Leyden’s orystals and of Curschmann’s
sputats, and with the forms of asthma caused by mfection of the bactersal
flora of the sputum, s influence upon the circulation, and in severe
cases of cyanosis, also, Martiny thinks that the most important signs of
asthma bronchiale and of s severity are the kind af attack and ts
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frequency. The requirement for a systematic test of remedies of an
asthma patient is an exact, continuous registration of symptoms. O.
Kuhne and H Martini have drawn up a scheme which they call “asthma
clock’ (Fig. 1).

One can easily see that such a registration provides us with information
about the remedies which would be useful in each individual case. We
have to add, however, that most of these medicaments act only sympto-
matically, i.c they remove or dimunish those appearances which bring
the cause of the disease to a head. These individual observations provide
no basis for conclusions as to asthma patients in general. For this we
need a tabulation of a large number of sick people, which is subdivided
into respective groups, and of which we can see the efficiency of such a
remedy. The larger the number of patients who are therapeutically
wmfluenced, the higher we can evaluate the therapeutical effect of this
remedy. One must not overlook the fact that asthma bronchiale is the
result of complex processes. The chinical picture which we find m the
asthmatic attack, is usually the result of allergic reactions, which have
developed over a long period of time up to this climax. If the asthmatic
attacks have occurred for years already, changes in the anatomical
substrate have mostly taken place, changes which cannot be expected
to be influenced by ordinary remedies for asthma. From this we see,
however, how difficult the evaluation of a therapeutic success of a
remedy can be. Hansen pointed out that one may not expect very much
of a remedy for asthma, that a final success can only be effected through
a study of the canses. Only this gives reason to expect a healing or
pre ing of asthma bronchial

As was said above, formerly we had to rely mostly upon the usual
clinical symptoms in evaluating the success of the treatment of asthma
bronchiale. The study of the patho-physiclogical change of respiration
of the asthma patient have now given us several possibilities by means
of which the results of a remedy upon the respiration can be checked
more closely and more objectively. A rough approximate estimate al-
ready permits a measurmng of the apnoea and of the vital capacity. More
informative 1s a study with the aid of pneumotachygraphy. We have
tested our patients now for about 20 years by means of Fleisch’s pneumo-
tachygraph. It permits to find out the respiration typical of asthmatic
patients, and also jt shows any change during the therapeutic influence
of a medi as the foll g graph ind {Fig. 2).

‘We would think a ‘normal * of the asthmatic patrent to be due
to a remedy, if it comes to a chance of frequency, of the minute volume,
of the tume of exhalation, of the maximum velocity, and also of the
proportion of medium to maximum velocity. That can be seen in
the graph,
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Knipping’s apparatus, in its modern form, cannot be used in the case
of an attack. But often it can be used in an interval between attacks,
Tt provides us with excellent clues for the figures of the outer and inner
respiration. Further methods for the test of the function of the lungs,
especially in the case of an asthma-patient, have been dealt with m a
monograph by Wyss. They cover respiratory mechanics, alveolar venti-
lation and the blood circulation in the lungs The complementaty air,
respiratory volume, supplemental atr and residual air, as well as the
functiopal residual air during maximum ventilation 1s of importance.
For 2 years we have very successfully used Wyss’ and Hadorn’s pneumo-
meter in our chnic. The apparatus is handy, easy to operate, and in
repeated applications yields results which can easily be compared, and
which change in proportion to the betterment of the asthmatic condition.
It ought to be used today in asthma research. The asthma patient
shows a great decrease of the results of the pneumometer durning the
attack, a shighter decrease in the latent condition, The results constantly
change during recovery because of therapeutic influence Similarly one
can use the Tiffencau-test to determine the severity of an asthma case.
However, the pneumorneter is used in this case. Wyss indicated methods
as to the determning of the resistance of current m the bronchial system.
He also tried to use these in the evaluation of the severity of an asthma
case

During the last years the possibility to get statistics of the success in
asthma treatment with new means, has become considerably better. I
regret to say that they have not been used accordingly by the anthors
who have dealt with this problem In many publications only general
1mpressions are reported without stating thts reason and what kind of
therapeuttcal test had been used The number of those publications which
survive criticism and from which truly convincing therapeutical con-
clusions may be drawn, 1s very small. For obvious reasons 1 cannot go
nto detatls about this The methods of therapeutical mvestigation are
incomplete in many cases This is the reason for preventing us to hear
with final certainty about many remedes in regard of their therapeutic
effect, although they are used daily on thousands of patients. What
do we know for mnstance about the success of the treatment with anti-
histamines. Daily we read that therr application promises assured
success tn the case of an asthmatic attack, while a number of excellent
researchers (Fricbe et al.) doubt any effect at all. It would be a rewarding
task to find out whether and how much we help the patient with anti-
histamines,

Wyss rightly warns us to use new ‘asthma remedies’ uncritically. He
demands they should be examined by way of an exact test of the function
of the lungs. He tested and compared aleudrin, soluphyline and physio-
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logreal salt solution in aerosol form. He found that water or physiological
salt solutton have almost the same good effect as soluphyline which
had been recommended highly until then in the form of aerosol. Al-
though many authors already had proved in a number of tests, that
theophyllin 1n the form of aerosol is ineffective, it 1s recommended again
and again,

Recently a renowned author maintained during a discussion that he
could heal 95 per cent of asthma patients through psychotherapy. I was
surprsed at this therapeutical optimusm But I began to understand it
a little when I realized that this statement was not supported by con-
vincing therapeutical investigations. Accordmg to Martini, however,
these should be d ded for the ‘psy ic’ medicine and also
for the psychotherapy of asthma bronchiale










THE RELATION BETWEEN THE POLLEN FOUND
IN THE SURROUNDINGS OF THE PATIENTS
AND HIS ASTHMATIC CRISES

by
R. ALEMANY-VALL

During thirteen months we examined the pollen found daily (24 h) n
the air of Barcelona, collected in the Durham apparatus exposed on the
terrace of the Munictpal Hospital of Nra Sra. de la Esperanza where the
allergy-service is established, We have analysed a pollen coloured with
fushina solution and examined it in its smallest details, after being fully
familtar with the pollen collected direct from a hundred different botam-
cal species. We have also studied meteorologic conditions having in-
fluence on the deposit of pollen, together with local and regional botani-
cal data; morning rains clogged this deposit; the afternoon and evening
rams had a much lower effect in this respect. Relative atmospheric
humidity was the lowest between [1 am and 2 p.m—these were the
hours where the largest quantities of pollen were dispersed; here was a
much larger number of poliens considered allergentc 1 March, April
and May, months in which athmospheric humudity remained persistently
the lowest.

‘This preliminary study helped us to know the mucroclimate of pollinosis
patients (24 h. or 8 a.m. up to 4 pm. or 4 p.m. up to 10 p.m. or 9 h.
next day),

Thus, we succeeded in finding at times, by means of the Durham appa-
satus, the pollen responsable for the condition: such as the Chenopod;
(about 28 elements) from 8 a.m up to 4 p m., on a four squate centimeter
surface of exposed slide; the pollen of THia argentea, abundant on the
shd'es, and proceeding from neighbouring plants on days when some
patients had asthmatic crises; the pollen of Phitolaca diotca in summer
and at the beginning of autumn; the pollen of Parietarta officinalis,
from 400 elements up to 10 in four square centimeters of slide, exposed
near the plants where the patients lived, and according to their blooming
times. Far from these surroundings, in town, far from these plants, the
urticaceous plants did not reach a pollenproduction of 10 grains per
4sq. em. in May. The gramineous plants had up to 20 pollens per 4 sq.
cm. in Barcelona, even in the central parts of the city in which no
gramineous plants seemed to exist, where, however, we have found Pog
annia and Mulum multflorum,

The pollen of Platanus orientalis found by us from 100 grains to 2000
i3]
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grains per 4 sq. cm. (Montserrat) according to surroundings less abun-
dant or abundant with these plants.

We have seen that there was a certain relation between crises and the
quantity of pollen; the crises occurred near the places where these
plants were plentiful except, perhaps, the gramineous.

Barcelona has, perhaps on account of its general geographic con-
ditions, protection against winds, relatively high temperature and
highly varying humidity; more pollens and spores of fungi on the
exposed slides than places farther away from Barcelona, having an open
field, more frequent winds of greater intensity and larger number of
plants none of whlch are l‘requemly found in Barcelona.

We have i d a fication of the spores found
on the slides accordmg to their sizes, forms and colours even if such
classification would forcibly remam imperfect of the origin of the spores.
We think that such an orientation would be sufficient for the physician:

1) The Ascomiceti. 2) The Macrdsporium type. 3) The Alternaria type
4) The Uredosporas. 5) The Teleutospores. 6) The Hemulthosporium,
Sinceph rum, S| di 7) Hormodendrum and Cladosp
rium 8) Large non classtﬁable spores. 9) Small non-classifiable spores.

Round the end of spring, summer and autumn there was a much
larger quantity of spores than in winter; there were many days, when

we found 30, 40 and more spores, and on the other hand, relatively
few pollens.




SPECIFIC TREATMENT OF ASTHMA

by
R. ALEMANY-VALL

The treatment by pollen is qurte efficient at the early stages of the patho-
logic condition; these stages are counted by seasonal years when only
conjunctivitis or rhinitis are present. Later when asthma appears,—also
of pollinic origin, although the whole picture may disappear specrally
m those sensttive to gramineous plants; m those who are sensitive to
other pollens, a more or less seasonally evident rhimtis may remamn
present, n spite of a specific treatment,

In Barcelona we have patients sensitive to gramineous plants, whose
symptoms disappear even in the course of the same season, if they are
then subjected to the treatment, but do not appear during the season
if the preseasonal treatment has been followed.

Patients sensttive to platanes suffer from rhinitts and asthma, improve
by the treatment, although, generally, not quite so much as 1s the case
with those sensitive to gramuneous plants; this occurs also in those
sensitive to ‘Parietania officinalis’, of which many cases may be seen on
the Mediterranea Coast, this depends on the larger diffusion of pollen
m the local ambient air of the patient, 1n proportion to neighbourmg
plants When there is a large quantity of pollen present, the treatment
may even give less effects.

We adnunister mjections on alternate days, or one every week or two
weeks from one tenth to ten parts of 100—10,000 umts for ¢ c. This
specificity 1s the clearest and most evident of all allergic affections.
Cutaneous reactions remain posttive even out of season—these reactions
to certain pollens will reoccur even years afterward in patients without
any crisis or very slightly affected (Parietaria) Those sensitive to cheno-
podium album respond very well to the treatment. We found this pollen
not o_nly at the beginning of autumn but also in summer, spring and
even in winter,

We have not seen pollinosis crises only appearing during the night;
we have seen, however, night-crises in patients suffering from daily crises;
we have hardly seenany polten in the houses of the patients, and found a
little at night on the shdes.

‘We saw cases sensitive to the pollens of Cosmos, Aster, Gladiolos,
Daisies, etc. in flonsts, showing large cutaneous reactions and even
focal ions by simple scanification, with pollen above them. We
do not advise a desensitizing treatment for these patients living in
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contact with these plants and whose crises begin already in June.

Those sensitive to both pollen and dust when the latter is wide-
spread in the ambient air of the patient, but only in months of intensive
pollen-formation, specially in Parietara (April, May or May-June)
must be treated only with pollen, not with dust; when these two months
have passed, the dust does not act any more, although pollinosis crises
may occur, less intensively, on account of there being less pollen.

We have not often seen patients sensitive to hairs; these always
1mprove under treatment, provided that the ambient air is not too full of
hairs In our service of allergy in the Medical School, the separation of
various flour-proteins was obtained (proteose, globuline, gliadine and
wheat glutenine; also albumin and rye-globuline) which have been
administered as dragnostic and therapeutic means for asthmatic bakers;
we have even obtained pseudopodic reactions in them, in general,

and globuline were those sub which reacted most, but
the lherapeuuc results were relatively poor.




THE USE OF GOLD SALTS IN BRONCHIAL ASTHMA*
by
LING BUSINCC

A considerabile number of serious difficulties prevent the formation of a
¢lear pathogenic picture of bronchial asthma. Thes iliness, which at first
was interpreted as a simple manifestation of hypersensitivity in the
bronchual ares, now appears to be dominated by a group of factors,
not afl of which have been evaluated with any degree of precssion.
Armong those elements which accompany the simple allergic situation,
we must take into consideration the nmervous dystonia, the drathests,
the circulatory disorder in the pulmonary area etc. At times these
pathogenic factors sum up with varying iatensity, one in regard to
another, or they interfere, creating a mutating pathogenic background
tothe usual clinical manifestations of the asthmatic dyspnoea. This un-
certam situation engenders, in practice, the difficulty of controlling
bronchial asthma with efficacious and decisive therapies,

For several years, among other medicnes for the treatment of bron-
chial asthma, we have been using a composition of gold salts (gold tri-
bromide and tetra-bromide) iated with fodwe, arseme and quinime
{ax49) Admimstered orally, this compound has constantly given a good
percentage of favourable results Out of 80 patients treated up until the
Ppresent time, we can showcures or notable improvements in 60 per cent,
shight improvement in 20 per cent and 20 per cent of failures The therapy
is d wathout y and frequently has given surprising results
even in severe cases, Rascher, Rieder, Froesch, Oehl, Steinbacher, Klein~
sorge and other authors have reported similar results, The favourable
actyvity of gold salts on bronchial asthma has also been observed by
Dudan, Brunel, Cans, Jacquelsn, etc §t islikely that this depends, at least
10 part, on an activity of the gold salts on the histiocytes operating as
genetic antibodies, As well as being located mn the germinating centres of
the Iymphoid organs, these histiocytes are also to be found near the walls
of the capiliaries so that they are readily accessible to the pold salts, In
support of this interpretation is the fact that, during therapy with gold
saits, we have been able to gbserve, contemporaneously with the clinical
smprovement, a decrease in the rate of the gamma globufins which are
known to be vectors of antibodies. This decrease may very probably be
attributed 10 2 lessened genetic activity on the part of the histiocytes
darmaged or disturbed by the gold salts, When the proportion of anti-
bodies is either absent or reduced, the hyperergic reaction would thus
be eliminated or at least mitigated.

* Zostute of Medicat Semeiofogy of the Universiy of Rome,




THE FREQUENCY OF BRONCHIAL INFECTION IN
ASTHMA AND DESCRIPTION OF A METHOD FOR
STERILE REMOVAL OF BRONCHIAL SECRETION*

by
HELGE COLLDAHI,

‘When bronchial secretion 15 drawn up through a bronchoscope, con-
tamination with throat bacteria often occurs.

1If bronchial secretion was collected by introducing a sterile catheter
through a tracheal tube after intravenous narcosis with Evipan and
Scoline no contamination occurred in 90 per cent of examined cases.

With the last mentioned investigational techntc 1t could be shown
that asthmatic patients, when Bsr is not elevated, do not have bronchial
infection oftener than patients with healthy lungs,

Further it could be shown that patients with ‘mucopurulent’ sputum
often have no The app of sputum, which
in these cases is often rich in eosinofilic leucocytes, 1s due in all proba-
bility to the allergic reaction mn the bronchi.

In the investigated material bronchial infection occurred in about
25 per cent of the asthmatic patients.

* As thus subject was Tecently published 1 detail 1 Acta Allergologica, VIII, 163, 1955 by
SVEN BERGMAN, HELGE COLLDAML and ERic NILSSON, ozly a short summary 15 given here.



PORTUGUESE CRENOTHERAFPY IN ASTHMA
AND ALLERGIC DISEASES

by
MARIO DAMAS MORA

This address pretends only to call attention to the advantages of creno-
therapeutic treatment as an adjuvant of anti-allergic therapy, and to
remind you that Portugal is rich in mineral waters with properties
similar to many others all over the world.

By allergy is meant—according to Messim, in the etymologtcal sense
of the word—any and every modification of the reactivity of the organ-
ism, including both the increase and the diminution of the reactive
state and, therefore, anaphylaxis, atopy (Coca), idiosyncrasy, phylaxis,
and even acquired immunity (Billatd).

How did this conception of allergy arise?

‘The result of Pasteur’s work, which confirmed the notion of the body
accustoming itself to bacteria and their toxmns, and thereby warding off
the danger of a future 1nvasion on a large scale, remunds one of the old
story of King Muthridates, who, fearing to be potsoned, used to take
minimum doses of poisons daily in order to become immunized against
them. Hence the centurtes-old term mithnidatism, for the phenomenon
ventfied by the end of last century, and later on corroborated by the
utilization on a large scale of sera and vaccines as a more efficacious
means of guarding against vartous diseases.

With the same idea in mind, Prince Alvert I of Monaco, being very
keen on marine biology, engaged two French biologists, Charles Richet
and Paul Portuer, to find out the effect of repeated doses of poison from
a Marine ammal, Physala (commonly called the ‘galley’ or ‘marine
lung’) on animals in the laboratory which he had installed 1n his yacht
Princess Alice II,

On returning to the laboratory of the Faculty of Medicine of Paris,
the two investigators replaced the Physalia by Actinea, a sea-anemone,
¥he POi_sonous extract of which, ‘actinotoxin’, came to be used n the
immunity experiments.

A dog — called Neptune, ;n memory of the two scientists sea voyages
—was injected with 0.05 cc. of actinotoxin per kg. bodyweight on
January 14, 1902. An hour after thts injection the animal was perfectly fit.
Four days later the same dose was repeated, with identical result. The
animal kept perfectly bright until February 10; *.. . healthy, happy,
actve, with 2 glossy coat’—thus the report of the Academy of Medicine.
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On the latter day—write the two scientists—at 2 o’clock in the after-
noon, we mjected 0 12 cc. of the toxin per kg. bodyweight. This at once
produced vomiting, defective action, tremors of the front legs. The dog
lay down on one side, completely lost consciousness, and died half an
hour later, suffocated under the influence of this injection, which, given
for the first time in this percentage to another, unsensitized dog, pro-
voked only some sneezing and itching’.

These facts—they continue—removed all doubt we might yet have
had: not only are animals, repeatedly injected with weak doses of
toxins, not 1mmunized relatively to those injected for the first time;
they even appear to have been sensitized.

This newly discovered phenomenon we call anaphylaxis. Its revelation
to a scientific world until then blindly credulous of the 1dea of small
doses of serum or vaccines immumizing the orgamism, completely altered
the existing axiomatic notions, and constituted, as Arnault Tzanck
declared, one of the most notable milestones in modern medical science.

Ruchet’s and Portier’s communication was followed by subsequent
resounding confirmation. Thus, Arthus discovered that the anaphylactic
shock can be provoked by a simple, trivial imjection of serum; that
intradermic ijection of this serum can set up a kind of phlegmon—true
Tocal anaphylaxis (phenomenon of Arthus); and Nicolle in 1906 verified
that ¢ . . . if one prepares an ammal with a first injection, and injects its
blood into another, non-prepared, ammal, the latter in 1ts turn becomes
sensitive to a second injection’,

On the basis of these experiments, Von Pirquet explamed that the
human body, when in contact with any substance (dust, chemical
products, foods, micro-organisms, etc.) may under certamn circum-
stances react in a different way from the habitual one, and that this
sensitivity may originate the disease. He called the sensitizing substance:
Allergen, and the mutation in the organic reacttons, Allergia.

Once this phenomenon was verified there occurred an entire series
of surprises Sanarelli in 1924 prepared a rabbit with a non-lethal
injection of some microbe. The following day he injected another
microbial substance, harmless to any ‘non-prepared’ animal; .. and
the rabbit died after a few hours, with congestion and general haemor-
thage, completely unrelated to the injected products! Why? This reaction
is inexplicable, Whether general or local, it will only occur wrth a short
space of time between the two injections; 1.e. not more than 72 hours,
for otherwise nothing happens. It has, moreover, nothing to do with
the anaphylaxis problem, for its effect is much more rapid, and it is
not related to any specific substance; neither is 1t transmitted, as Nicolle
did when moculating the blood of 2 prepared animal into a ‘new” animal.
Neither is it an allergy, properly speaking, when we refer to the sub-
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stances employed; for we can provoke a particular, different sensitiveness
with each of them,

But what is beyond doubt is that this hanism bears a bl
to that of certain infectious diseases in man, e.g. measles, scarlet fever,
smallpox, etc.

In 1928, Schwartzman reports another fact: After injection of a
microbial filtered solution into a rabbit’s gastric wall, followed on the
next day by an intravenous injection of the same product, haemorrhage
and necrosis of the local tissues set in at the point of the first puncture.
And this result is constant in any organ if it is ‘prepared’ in the same
manner!

Nevertheless, this apparent experimental simplicity is variable in
accordance with heredity, clirnate, food, etc. of the animals, as is re-
ported by Sulzberger at the Rockefeller Institute of New York, at the
¢linic of the great i togist Karl Landsteiner. The following story
is interesting in this connexion:

About the year 1927, after thus reaction of sensitivity to atoxic
products had been verified by Jadassohn and others, Sulzberger declares
that Landsteiner was unable to obtain the same results with his guinea
Ppigs, despite all the resources of hts marvellous Jaboratories. The Euro-
pean scientists thereupon offered to teach the Amencans the exact
technique used in Breslau and Ziirich, after making sure that the guinea
Ppigs used were identical in size, weight and colour. Notwithstanding
all therr efforts, however, and great disappointment, the expertments
failed, which made Landsteiner and his assi: btful of the truth
about the experiments reported by the Europeans. For almost 4 years
after this, dozens of experiments were made on gmnea pigs which were

sensitive in Europe, but indifferent in the United States!

1_\: long last the conclusion was arrived at that, to produce the re-
Quired sensitivity, 1t is necessary to include the vanous factors mentioned
above, je. heredity, food, climate, products utilized, etc., in a mixture
of elements lacking any defined explanation, and henceforth vaguely
termed idiosyncrasy, or in Bard's denomunation, personal susceptibility.

The strange sensitizing substance which we call antigen or allergen
P kes the pp of a sub: contrary to the ‘antibody’ at
the level of the live cell. The conflict antigen-antibody 1s frequently
accompanied by a histamine discharge; a kind of organtc toxin which
represents what we call, in theory, the allergic reaction. Hence the
application of anti-histaminic medicines which, by neutralizing the
organic histamin, subdue the reaction.

{n reality, however, the human diathesis goes beyond the researches
of investigators and their theories, however well smagined they may be.
So we sacrifice the existence of allergic individuals to these very anti-
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histaminics, and other allergics to any substance on a level with any
and every organ—and this justifies us in affirming that allergy is an
integral part of human pathology.

New horizons are thus opened up to the physician, in the truest sense
of the expression, The mndwidual patient 1s an organic whole; his
reactions 1n the face of an infirmity may sometimes assume the aspect
of alocal affection; but they concern the entire organism, which responds,
all according to the mamnufestations of the disease, with especial charac-
teristics.

It was on this basis that Selye, the wellknown endocrinologist, created
his concept of stress: a combination of aggressivity and reactions of
defense, with a corresponding state of general adaptation, with its in-
crease or decrease of the secretions 1n the three phases of the morbid
process: reaction of alarm, period of resistance, and state of exhaustion,
followed by death,

Each patient is a case apart, because each one 15 the bearer of his
own personal sensitivity; and allergy, as we have seen, 13 a reaction
of the entire orgamism against anything—objects, chemicals, vapour,
light, temperature, smells, dust, fabrics—in short, half of the entire
mlieu. This reaction of the individual 1s completely independent of the
product that may provoke it. Its intensity and particular type are of so
little consequence that my dear friend, the late specialist Arnault Tzanck,
called this pt on ional pathology.

The conception of allergy has completely modified the notion existing
until recently, of a disease confined to an organ or group of organs
We now consider the entire living field in which the reaction causes
the whole organism, beyond the visible clintcal lesion, to intervene after
adperiod of time during which the sensitivity existed without our knowl-
edge.

There is the case, for example, of the surgeon (referred to by Lenche),
who one day, during an operation, pricked his finger through a rubber
glove. Being an incident of no importance, 1t was forgotten, until the
surgeon noticed that whenever he did any manual work, the phalanx
of the pricked finger would go hot and cold for some mnutes per day.
Some months later he happened to it 1t rather hard against some
solid surface, and noticed an intense redness, followed the next day by
an abscess with pus at the very point of the origmal puncture!

Another case is that of a woodman who, during the war, was shot
in the arm The alterations of the injured nerves were conveniently
treated, and the man was able to resume his normal life without any
trouble whatsoever. But one day, ten years later, while sawing a tree
—his usual daily job—he suddenly felt a persistent pain precisely
affecting the nerves formerly hit! For ten years this man had forgotten
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the accident; but his tissues, his organism, had remembered and re-
minded um!

There 15 also the very interesting story, told recently by Louis Delmas
in La médicine]totale, about the old alpinisf who for seventy-one years
had moved about without any painful symptom, fatigue, or hmping,
although he had a deformed knee that had been treated at the age of
erght, and which, after all these years, without any apparent cause, has
set up an enormous, extremely painful haemarthrosis, to remind him
of the old alteration of the articular surfaces,

How many similar cases have we doctors not seen passing through
our ing rooms? Do al ions in the nervous circuits complex
cause the organism to react at a distance under a pathologtcal influx
of the moment?

Discase—as Tzanck again affirms—is a story that cannot be told by
bits, neither in space, duration, or evolution. This axiomatic notion,
revolutionary 1 the seremty of Pasteurian medicine of the begmning
of this century, confirms the essence of the theones expressed by my
dear regretted friend Auguste Lumigre, theories which he expounded
50 modestly in his book ‘La maladie cette grande inconnue’

Havmng ap i the allergic ph lting from
sensitivity, one readily understands the reason for the influence of

) crenotherapy in the treatment of affections of this nature, The antt-
allergic properties of mmeral water act in a complex manner not only
locally on the organ treated, but also by favouring organic disintoxic-
ation; modtfying the predisposition, either hereditary or acquired, and
favourable to the occurrence of allergic manifestattons. Without a truly
specific action, whether curative or experimental, it is unquestionable
that there is an advantage in the adjuvant application of crenotherapy
for the resolution of the morbid factors whether general or local.

For Doerr, Jadassohn, Diedey, Berger, Hansen and others, affections
areallergic only when the exi of an antig body reaction can
b_eProvcd But since this frequently eludes the best methods of mvestiga-
tion, we have to consider the affections, whose anamnesis and clinical
observation show the characteristics of allergy and give way to the
Tespective treatment. Let us then classify them according to the ortho-
doxy of the processes:

a) Purely allergic affe They i h lves normally
by a sericeous exanthema, or in the form of polyarthritic perturba-
uogs, myalgia, oedema, etc.; alimentary and medicinal allerges,
urticaria, gi otic oedema, v or  rhenitis, hay fever,
:nt”pnchial asthma, migraine, Méniére’s disease, eczema, neuroderma-

itls, etc.,

b) Affections with an infl y allergic factor or an allergico-
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infectious one, as glomerulonephritis, endomyocarditis, polyarthritis,

tuberculosis, etc,

¢) Affections in which the existence of an allergic factor can be
recognized - the pregnancy toxicoses, sclerosis in plaques, gout, gastritis,
gastro-enteritis, colitis, neuritis, etc.

The allergens or antigens may be classified as follows:

1) Exogenous allergens: those which penetrate the organism from out-
side.

2) Endogenous allergens. elaborated by the orgamism itself, or by bac-
teria exasting in it (focal infections).

3) Allergens of invasion: deposited by parasites on or into the organism.

4) Physical factors: cold, heat, ight, pressure, etc.

The exogenous allergens are subdivided thus:

a) Allergens by inhalation: pollen of plants, dust, various powders, etc.

b) Allergens by mgestion: foods (mulk, eggs, fish, strawberries, tomatoes,
artichokes, etc), and medicines (bromides, 10dine, salicy-
lates, barbiturates, sulphones, compounds of thiouracil,
javel water, paraphenileudiamunes, alkalods).

¢) Allergens by contact: Products of vegetable or animal ongin that
come into contact with the skin or the mucosa, e.g. horse-
har, silks, nylons, cosmetics, rubber, etc.

d) Allergens by injection: penicillin, streptomycin, the poison from the
bee’s sting, of from spiders or bed bugs. This group alse
includes the sera and the Rhesus factor.

When prescribing 2 hydrommeral treatment for an allergic patient
it 15 necessary, to obtain the best results, to establish exactly the nature
of the affection, the conststutional ground to be modified, and the
correct application to be used. It is 1gnorance of these factors that is
nearly always responsible for the lack of success which both disheartens
the patient and discredits the waters!

Another aspect to be borne in mund 1s that the water cures should
never be applied during an acute period of allergic crises, but only in
the intervals. In the former periods, crenotherapy is usually badly toler-
ated, with exacerbation of the syndrome, because of the local and
general reactivity normally provoked by the waters at the beginning
of their being used.

Various hypotheses have been put forward for the application of
mineral waters to allergic affections. Thus, Billard in 1913 tested the
anti-anaphylactic effect of the bicarbonated.chlorated-carbogaseous and
arsenical waters of Royat, in France, by sensitizing a laboratory animal
with horse serum, and treating 1t daily for three weeks with subcutaneous
1njections of water test. After some time had passed, he verified, by 2



PORTUGUESE CRENOTHERAPY IN ASTHMA 269

new injection of serum, the harmiessness of this injection as compared
to another, non-desensitized, test animal.

The same results were also arrived at by Flurin and Armengaud
with the sulphurous waters of Canterets; by Perrin and Abel with the
bicarbonated sulpho-calcic water of Vittel, and by our countrymen
Feliciano Guimaraes and Gouveia with the sulphocalcic waters of
Curia. However, the latest investigations appear to confirm the hypo-
thesis that crenotherapy effects a modification in the humoral and
neurc-endocrinous system, and does not act directly on the allergic
sensitizing element, which explains the identical results ok d m
clinical practice, from waters of different mineral composition and
concentration.Thus, sulphurous waters find a wide appheation in certain
forms of allergic disease, particularly in bronchial asthma, in rheuma-
tism, and in certain dermatoses, thanks to their antiphlogistic actton
and their trophic and protective effect on the mucous membrane, as
well as being a reconstituent equilibrator of the endocrine-neuro-vege-
tative system, and of the metabolism of carbohydrates, in addition to
the specific role which they perform in the activity of the hepatic cell,
and the consequent modification of the constitutional system

Of this nature are our waters of Vizela, Taipas, Caldas da Saude,
Canavezas, Molédo do Arégos, S. George, Entreos-Rios, S Pedro do
Sul, Felguewra, Manteigas, the S Paulo baths at Lisbon, among the
sulphurous sodium waters, and Caldas da Rainha among the sulphurous
calcic waters. They are used by way of cutaneous immersion baths,
by way of direct inhalations, and from the patients’ milieu through the
Tespiratory organs; by ingestion in the form of drinks, 1 genito-urmary
diseases by jrrigation, and by subaquatic enteroclysis.

The chlorated sodium waters are admnistered 1n vanious forms; e.g
gastrically on an empty stomach, when they are mdicated 1 allergic
cases d with gastro-entero-hepatic dysfuncti They also act
on the organic metabolism by their general disintoxicant action, by
mmeans of baths, inhalations, pulverizations, etc, This group includes
the waters of Cucos, Estoril, Termas Salgades, Batalha. St. Martha,
Castelo de Vide, etc.

The alkaline waters of the group called bicarbonated alkaline-earthy,
bicarbonated sulpho-alkaly and bicarb d earthy-sulpho-alkal:
are administered by baths, inhalations, irrigations, etc, According to
several authors they ‘act on allergic mamfestations connected with
entero-hepatic disorders, and on those of a gouty origin. In view of
ﬂ}eir calcigerous content their efficacy 1s notable as druretic, antiphlo-
gistic, remineralizing and sympaticothropic agents. Of this group, the
Waters of Pedras Salgadas, Vidago and Salus, Chaves, Mongao and
Monchique are predominantly sodium bicarbonated; those of Melgago
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and Moura are calcium bicarbonated; those of Curia and Monte Real,
sulpho-calcic. The chlorated bicarbonated carbo-gaseous waters are
being used with magnificent results in the treatment of bronchial
asthma, in mhalations. They act on the nasal mucus and as an anti-
congestive on the bronchial tubes. This group includes especially the
famous French waters of Mont-Dore and Royat.

The radio-active waters have a beneficent action on allergies “of a
neuro-vegetative and hormonal origin, as modifiers of the organic
diathesis. This group includes the waters of Abrunhosa, Alcafache,
S. Gemil, Urgeiri¢a, Luso, and Curia, whose radioactivity generally
exceeds the 2 millimicrocuries per litre, i.e. the rate demanded by Violle
m his ‘Actuahtés d’hydrologie et climatologie médicales’, for a mineral
water to be called radio-active.

The hydrommeral waters mentioned above, which are effective in
modifying the organic diathesis, are much favoured in our country;
the Gerez ones are especially worth mention; being hyposaline, they
contamn a very high percentage of sodum fluoride, which makes them
unrivailed in their kind all over Europe.

Apart from the hydromineral factor proper, one should also bear
in mind the need for a satisfactory climate, and for pure air, free from
allergizing factors.

Summarizing, we may affirm that:

1) Crenotherapy, by its disintoxicant action, and as a modifier of
the humoral and neuro-vegetative system, is a treatment of great value,
as a complement to a rational antr-allergic therapy.

2) It should never be employed during a period of acute allergic crisis-

3) To ensure 1ts favourable result 1n allergic patients, there should be
perfect co-operation and synchronization between the allergist and the
hydrologsst, so that the nature of the affection can be correctly diagnosed,
the constitutional system to be modified can be determined, and the
night application decided upon.

4) Portugal, by virtue of its hydro-mineral wealth, can rival any
country in this respect; there only remains the necessity of creating —as
1 have been advocating for a long time—Centres of research and treat-
ment of asthma and allergic diseases, where specialists may work and
improve their technique of arriving at an exact diagnosis and the right
application of remedies.

Literature

Datstas, Lous, La médicine totale Passs, 1954.

GuarRes, Feuciano, Guoarits, I, Losato Hidrologia médica-Aguas minerals de Portugaly
1954

LuMaiRE, AUGUSTE, La maladie cetre grande inconnue, Panis, 1949,

Mrsstt, MARWARO. Tratcate de idroclimatologla chinica. Bologna, 1950



PORTUGUESE CRENOTHERAPY IN ASTHMA 271

MorA, Mixto DAMAS 4 Importancia social das doencas alergicas. Lisbos, 1950

== The formation of investigaton centres and treatment of allergic diseases. Acta Allergologica,
Vol. VI, Fase. I, 1953,

Prooumts Cma  Arnales. 1953,

SANGIORGI, PIERO Principl df Allergla Clinica, Milano, 1950,

T2ANCK, ARRAULT. La consclence créarrice Pams, 1944,

Ursach, E, GOTTLES, P, M. dllergy New York, 1949,

VALLERY-RADOT, PASTEUR L'Allergle. Paris, 1951,



LUG WORM (ARENICOLA) SENSITIVITY

by
A. W. FRANKLAND

The lug worm or lob worm (Arenicola marina), is a common worm found
living 1n the sand between tide marks on the sea shore, It is often used in
sea fishing as a bait The following is an account of a patient who
developed a sensitivity to lug worm.

The patient was a man of 52 years, who had fished with lug worms
since he was a boy. His occupation was a porter in London, but twice
a week he went down to the coast to fish, on hus half day holiday. In 1954
he noticed that when he went to fish at Hastings, the same evening he
developed asthma, He was free at all other times. One day he decided
to fish at a new place and he chose Dover. He was pleased to find that he
was free of asthma after fishing there. He then remembered that he had
only used mackeral fish heads at Dover as bait. He tried thus bait at
Hastings, but caught no fish and also for the first time after fishing there
had no asthma. The next time, using lug worms at Hastings, he again
developed asthma. He also found that 1f he went to Dover and fished
with lug worms he developed asthma there too

He was sent to me as a patient who stated that lug worms caused
asthma and so far as he knew nothing else. Further questioning brought
to light the fact that when threading the worm on the fish hook, he had
recently noticed an irritation of hus fingers. An extract of lug worms was
prepared. A hundred known allergic patients were tested with the
extract Nine of them gave a doubtful (4) positive response. The
patient gave a defimte (+4--) positive response. All other skin tests to
common allergens were negative. He has been advised to give up using
lug worms as bait.

The 1nterest in this sensitivity which has not been described previously,
is more in the possible manner of absorption of the sensitizing antigen.
The worms were kept in a tin The only contact with the very moist
worms was when he threaded the fish hooks. Apparently it was during
this time that the lug worm was in some way absorbed. This produced
a local urticana of the fingers and asthma.



STATUS ASTHMATICUS IN THE PATIENT’S HOME*
by
M. J. GUTMANN

May I ask you to depart in your sunds for a while from your well
equipped and smoothly functioning chnic or hospital where a mere
glance at your assistant will rouse the Iatter to action, and where your
accompanysng nurse can read your wishes in your eyes and executes
them implicitly. Imagine yourself 1n a private home of rather modest
standing surrounded by the more or less excited members of the patient’s
family. The treating physician who had asked you to come over 1s
absent and all you know from him 1s the diagnosis of ‘status asthmaticus’
which he mentioned on the phone.

In whatever condition the patient be, he is not capable to furnish
any information and you must fall back entirely on your own faculties
of perception, on your discerning eye, your keen ear, your tapping
ﬁﬂge{, sometumes even your sharp nose and eventually on your own
€xperiences.

Remember that of all the methods approprate 1n hospital, but few
are apphcable here. Whereas every available assistant widens the scope
of your therapeutic possibilities while you are all on your own you can
only do one thing at a time; in those serous situations that we are gomg
to discuss the sequence of the steps you are going to undertake may
Prove of the greatest, sometimes even of decisive sigmificance—there-
fore—first things first. You will be wise 1if you ask all, but one of those
Present to Jeave the room and to prepare some boiling hot water at
once—for reasons which will presently become apparent. Such request
will, moreover, reconcile them for having been ordered out, as they
€an now busy themselves with something for the patient’s benefit

Situation I- Patient is unconscious
The condition is sertous and seems endangering the patient’s life—but
there is hope—so at least you should tell the famuly.

The patrent 1s reported to have been unconscious for some short time
only. He is cold and clammy, in deep cyanosis, his pulse 1s just palpable
2nd rapid, respiration is slowed down and failing and you think that
lhl§ 1s the end. One glance will tell you that during the past hours the
patient has received numerous adrenalin injections, perhaps he even
adminustered them himself, judging from the syringe and the empty
* From ‘Consultant 1n Allergy", & collectlon of practical experience.

18
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ampoules that are scattered around and from the red and swollen spots
onhis tighs, They are the preferred place for self-administered injections,
unskilfully executed, with part of the adrenalin remaining in the skin
and simulating adrenalin resistance, a subject we shall return to presently.
You might also find inhalation-apparatus, for adrenalin or aleudrin
(isuprel) or may be one of those dangerous electric acrosol sprayers
which can be operated any time without effort and without control and
which are therefore frequently overapplied.

At this point you must not waste time. It is true, we know that such
states of ness, of will sometimes pass spontane-
ously within a few seconds, but if they persist for more than one minute
swift action 15 imperative. Do not let yourself be deceived into despair
of futility nor should you heap indiscriminately medicines, thinking that
while matters are too far gone to be upset any more you can just only
win if anything.

Three things demand your immedsate attention: respiration, heat and
flud supply. Remove the pillows from beneath the patient’s head,
until you have him flat on his back and startstraight away with the ‘Res-
piration by pressure on the diaphragma’, a procedure with which you
should techmcally be well familiarized. Clasping the patient’s abdomen
below the ribs between both your outstretched hands, you press the
intestine upwards, thus dnving air out of the rigid thorax and repeat
this movement rhythmically for some time. As soon as the first deep
breath surges up, at least, quo ad vitam, the situation has been largely
‘brought under control.

Once respiration 15 established you can rub in the above mentioned
‘Adrenalin-depots’, as we may call them now, thus introducing appre-
ciable dosis of adrenalin into the blood-stream. Let us remember that
until now the patient could not be left alone, so we had no opportunity
to prepare an injection; even before doing so, we better clean his throat
with a mounted swab such as should always be ready in our emergency
outfit,

Meanwhile we may have managed, with the famuly helpmg, to place
hot water bottles around the patient and to feed him some hot tea with
glucose (that we brought along) At this stage it depends on circumstances
and suhjcct to ones expenenoe, whether to try m_|ectmg intravenously

hyllin or small fracti d doses of adrenalin.

I have repeatedly witnessed in such conditions 2 marked motor unrest
m pa(xenls Just commg round out of the unconscxous state. Tt was then
to get in an whereas a subcutaneous

one met with no difficulty, adhering to the principle of small repeated
doses of 0.1—0.2—0.3 cc. every other while, until the attack is broken
(though I myself have at no time even remotely approached such doses
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as E. A, Brown, (Boston) recently described a case of an asthmatic
attack after aspirin where ‘1t took 6 hours and almost 40 cc. epiephrine
to pull the patient out of this attack (each minute 0,1 cc. subcutan).
It 15 imperative that the physician not leave the patient before he 1s
safely out of the attack; mn case the doctor 1s urgently bound to leave
he should have a colleague take over.

What should on no account be given in situations such as these, are
big single doses of epinephrine, never mtravenous nor ever mtracardial;
no morphme or the like and no aptthistamines; emetics be given no
sooner that the patient has been restored to full consciousness.

Sii II: The asth with orthop

The patient is conscious but unable to breath except in the upnight
posture, deeply exhausted and gasping for ar, cyanotic. The family
report that until a few minutes ago he was breathing so noisy that he
could be heard in all rooms, that he had quietened down now, and you
can see they take this as a sign of improvement.

One glance at the patient wall suffice to inform you that this 1s 2 false
wterpretation and a dangerous one as pointed out by Leon Unger’s
statement (J.4.M.A. 150: 562, Oct. 11,1952) ‘It 1s better to have a noisy
patient than one who is quiet and unable to expectorate’. Here is your
first task to make the patient noisy again The patient 1s likely to lean
over a table or chair, he 1s bathed in sweat and highly anxious. You
will hardly have a chance there to apply diaphragmatic resprration,
nor will you be able to get in an iv. mjection, the patient bemng so
tigidly persistent his peculiar posture that even moving his hand for
mmersion into hot water will prove impracticable This latter procedure
by the way, is often surprisingly successful and can be applied to the
feet as well, possibly with the aid of the family

If intravenous injection 1s possible I prefer ammophyllin alone or
composite with 1 gr sodium iodide, slowly introduced. Sometime addi-
tion of papaverin 1s badly tolerated, whereas morphine may even cause
fa}al calamity. A small dose of dolestine (pethidine) of 25— 50 mgm.
will relieve many patients provided tolerance for this drug has been
Previously asserted; we mvariable give it 1n combination with epine-
plrine, even in cases which are reputably resistant to epephrine.
Sumbarly the antit inics, while ing bronchial asthma by
Just their dessicating action which we try to avoid, yet enhance tho
efficacy of epinephrine. This seems to be due to the antihistamunics
neutralizing the histammne outpour which tends to inhubit the adrenalin,
thus leaving the latter free to act.

Excellent results are often achieved by inhalating of isuprel (iso-
drenal) through a simple apparatus with a mask. Whereas the mask is
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essential, electric operation of the apparatus is not, and the simple
device can be conventently added to the rest of the emergency equip-
ment taken along for action against asthma. The bronchi often respond
to these means when they do not longer react to adrenaline.

Tt 15 amazing to behold the relief the patient experiences after the
first expectoration, as he can recline again from his standing or sitting
posttion. In order to replace the fluids that the organism has lost and
replenish hiver glycogen from the liberal admimstration of adrenalin,
warm and sweet drinks are indicated at the earliest possible time.

For the prevention of immediate relapse AcTH-gel is at present the
drug of choice, and should be given whenever it is not contra-indicated
for some other reason. At times, fever therapy will secure the desired
end. Obviously certain circumstances must be duly considered in treating
the asthmatic state such as: infancy, gravidity, hyperthyroidism, high
blood pressure, etc,

In the somewhat inopportune conditions prevailing in the patients
home you will do well to choose the direct approach: Try anything to
make your patient caugh up and, besides supplying warmth in every
possible manner hold on to 10dine-aminophylline and epinephrine.

Situation III The asthmatic physician in the asthmatic state
Theoretically at least treatment of the asthmatic physician should be
guided by much the same principles as that of any other patient. Actual-
ly, however, deviations occur which may easily prove detrimental to the
colleague’s wellfare. My own results at treating colleagues are not
markedly worse then those attained with ordmary patients, for two
reasons: Nowadays laymen are fairly well acquainted with the nature
of their afflictions, and in a general way the means by which they can
be cured; they are lacking, however, judgement as to the different
possibilities presented by each particular case. Physicians usually fail
similarly, when their own condition as sufferers has to be evaluated
and they tend either to exaggerate or else to underestimate their case.
The greatest danger is to be found in overdosage of drugs and poly-
pragmasy, particularly in status asthmaticus.

Suppose you are called to look after an elderly colleague of, say
50— 60 years of age. Be sure to find him at the electric inhalator, con-
taiming a new and even more concentrated inhalant than those in general
use hitherto. Here again, empty ampoules bear witness to quantities of
adrenalin having been injected already as well as intramuscular amino-~
phyllin. Your patient gasps for air, 1s restless, blue-red in the face and
you can see the veins on his forehead pulsating wildly. He craves for
more injections or whatever remedy to grant hum relef and relaxation.
To watch hum suffer is quite a strain on your own nerves. You remember
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he had a coronary occlusion some years ago and you feel a strong urge
to Jet him have some morphine or something of the kind, Now do not
Iet yourself in on this. Temptation for polypragmasy 1s strongest on such
occastons. If, on the other hand, you rapidly survey the situation cniti-
cally, it will occur to you how pale he was after that last adrenalin
injection, how even now he still trembles; that pressure is high in the
hardened tortuous blood vessels and that every new mjection can only
aggrevate his condition, At this point a shot of lummal will go far way
in putting your patient at ease; 1f you can manage to perform a vene-
section with some assistant’s help, a blood letting of 300 cc wull be most
beneficial. As soon as everythmg is more tranquil and you have the
patient reclining, you are out of the worst and can then institute further
therapy, either with fractionated epinephrine injections or anything else.
All this will take some time and you will find the restive and impattent
Teatures of your colleague make way to a more complacent expression.
You may put up placidly with his reproaches that you should have
acted more raprdly; had you given i to your first mood under the
crcumstances you would may have done a lot of harm.

One colleague, who was very cross with me for refusing im morphine
at a critical stage, called 1n another colleague a few weeks later, who
gave hum what he demanded so emphatically. He may well have paid for
this with his life, when he expired some hours afterwards No effort must
be saved to impress the patient with the importance of preventing sub-
sequent attacks. Unfortunately, your endeavours of systematic therapy
are often undone by the application of all sorts of new and unwarranted
means and methods.

Where thetr own health is concerned physicians lack discrrmmnation,
as else they should know that most of the newly recommended methods
disappear from the literature within a few years and that new improved
drugs are not granted permussion to advertise in the medical press
Each one of us knows plenty of such mstances.

The proper d therapeutic with colleagues should be
carefully observed, siice otherwise they are lable to turn harmful
agents through wilful correction.

Luckily—and in order that justice be duly pronounced—there are
many suffering colleagues whose co-operation greatly alleviates our work
and enables us to score successes which can not be secnred with the
average patient.




PROBLEMS OF INVESTIGATION IN ASTHMA

A comparison between the results of experimental studies on
animals and clinical studies, to gain a better insight into the
pathogenesis and clmical picture of bronchial asthma

by
GOTTFRIED HOLLER

In reading this paper, I intend to briefly review what I have previously
written on the subject as well as a detailed study now in the press, to be
published 1n the Acta Neurovegetativa, This study 1s mainly based on
the results of experimental investigations by J. Kracht and Ius associates
as well as those of earlier studies by others on ‘The control of the secre-
tion of thyrotrophic and adrenocorticotrophic hormone®, with special
reference to thyrotoxicosis of emotional origin, the results having been
compared with those of personal studies on cases of human bronchial
asthma. The working hypothesis based on these data is chiefly intended
to afford a better insight into the pathogenesis of bronchial asthma,
in which the disturbed correlation between the endocrine glands pro-
bably plays the most important part,

To begin with, the fact cannot be overlooked, that allergic diseases in
civilized countries all over the world are increasing to such an extent,
that to-day they have fi ly come to be end Of these di
bronchial asthma, being the most distressing and troublesome of these
forms of illness, which sooner or later results ir incapacity for work and
invalidism in the great majority of cases, deserves special attention. By
my calculation, there are about 15,000 patients with asthma in Austria.

I need hardly draw attention to the fact, that an infinite number of
living and inani having the ch of allergens ate
constantly invading our organism from the outside world and that an
equal number of allergens may develop endogenously from a wide
variety of lesions to our own cells and tissues, which then produce auto-
antibodies, giving rise to conditions of allergic and hyperergic reactivity,
so that they come to be the most important factors in the pathogenesis
of various forms of disease and especially in bronchial asthma.

A case in point is drug allergy, about the most common cause of
which is the excessive use of penicillin and 1n which all kinds of con-
ditions of allergic and hyperergic reactivity, ranging from the muldest to
the most severe forms (including anaphylacuc shock, penartenus no-
dosa, allergic artentis, thrombo-angiitis, dermatitis iativa, bron-
chial asthma and other allergic dlseascs classified to-day as collagen
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diseases in view of their common pathogenesis), are seen to occur. My
head nurse, who until that time had never shown symptoms of allergy
and whose famulial history was negative, was often present in rooms
where penicillin was being inhaled as an aerosol Being obviously
predisposed in this regard, she was sensttized to the fungus derivative,
which I have found to be a highly effective allergenic extract, especrally
when used in inhalation therapy. Initially, this resulted in allergic
bronchitis, which my assistant believed to be due to infectton, wrongly
deciding to treat this condition with inhalation of penicillin aerosols.
Even the first inhalation of 100,000 U. of penicillin was followed by the
appearance of typical bronchial asthma. This was subsequently asso-
ciated with perioral dermatitis (involving those areas of the skin which
had been covered by the breathing mask), stomatitis and glossitis. An
attempt at desensitization by intradermal injection of a very small dose
of penicillin (1000 U.) resulted 1n extremely severe anaphylactic shock.
The patient’s life was saved, but she continued to be highly sensitive
to penicillin. In addition, the clinrcal picture of this pattent was charac-
tenzed by the fact, that for years after the event the 24-hours’ urinary
elimination of 17-ketosteroids failed to exceed the low level of approxi-
mately 6 mgm. (the physiological level in women 1s about 10 mgm ). This
was interpreted by me as evidence of hypofunction of the adrenals,
another symptom being the eosinophilia of the blood. In addition,
dysproteinaemia, an increase in the number of y-globulins m the serum
as revealed by electropk and an d erythrocyte sedimen-
tation rate furnished evidence of hyperplasia of the reticulo-endothelal
system concerned in metabolism.

The case of my head nurse has its counterpart m the guinea-pig
sensitized by injections of chick albumen, which always immediately
has an attack of asthma and dies from anaphylactic shock in an atmos-
phere charged with aerosols of chick albumen, When sufficient doses
of cortisone or AcTH are injected into this animal which is susceptible
to anaphylaxis, after it has been sensitized with chick albumen, it will
always survive the chick albumen gerosol. Likewise, admunistration of
cortisone and (with certain exceptions, to be discussed later) also that
of AcTH will result in the disappearance of any form of bronchial
asthma (even the most severe type of status asthmatic.us).

With my associates, I have studied the data reported in the literature
and I was able to determine 2 dimimshed unnary elimination of 17-
Ketosteroids in the resting state 1 about one-third of my patients with
asthma (the decrease always being most marked following severe attacks).
The Thorn test revealed the deficiency of the pituitary-adrenocortical
system (or impaired function of the adrenal cortey) in the other two-
thirds. In my opinion, it 1s this hypofunction of the adrenal cortex
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(or of the entire diencephalopituitary-adrenocortical system), which
frequently is hereditary, that predisposes the patient to bronchial asthma.
One of the various functions of this general defence mechanism is to
keep the production of antibodies and the attachment of antibodies to
cells within suitable physiological imits by cortisone (gluco-corticoid),
the hormone secreted by the normally functioung adrenal cortex, so
that undesirable antigen-antibody reactions will be prevented. When
this mechanism is unable to do so, as too little cortisone is available,
the invaston of the body by allergens, causing excesstve production of
antibodies and attachment of antibodies to cells (semsitization), will
1nevitably result in a condition of allergic and hypergic reactivity. When
the same allergen again enters the body, which chiefly occurs via the
lung in bronchral asthma, this results in antigen-antibody reacttons in
the bronchial mucosa. An allergic mflammatory reaction, marked by
tumefaction and increased secretion from the mucosa, sets in. Finally,
the stricture of the bronchi is increased by a reflex spasm of the bron-
chial muscles (attack of asthma)

As stated previously, this condition may be controlled by treatment
with cortisone (substitution therapy, bronchual asthma as a disease of
adaptation in the sense of Selye), whereas 1t can only be controlled by
AcTH, when sufficient cortisone 1s still available in the adrenals, its
secretion being induced by this artificial stress caused by ACTH.

Even the earher hiterature, published about twenty years ago, refers
to the fact that a number of disturbances of endocrine correlation may be
detected 1n bronchial asthma, Hyperthyroidism being one of the most
important of these disorders, I shall briefly review this condition. The
great majority of my patients with asthma showed increased basal
metabolism (the mcrease being very marked, as much as over 80 per cent
in some cases). Surpnsingly, the respiratory curve showed sympathico-
tropic charactenstics (naturally, 1n the intervals between attacks and
when certain measures were taken to control the amount of supple-
mental air i the lungs). There are several facts, but particularly the
increased specific dynamic actton of foods (especially meat) observed
in my cases, which provide evidence suggesting that the increased
oxidation in this case is pnmanly mduced by the metabolism centre
in the d halon, which i ly results in impairment
of the funcuon of certain endocrine glands Obviously, the gland most
likely to be involved is the thyroid; it is the chief regulator of metabolism
and impairment of its function 1s most Iikely to give rise to a marked
deviation of the resprratory curve., The basal metabolic rate in acute
attacks of asthma, status asthmaticus and spastic bronchitis does not
afford any indication as to the i ity of the p: of oxida-
tion. Therefore, basal metabolism was only determuned when vital
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capacity had attained a level of at least 2500 in women and 3000 in men.

The study of cases in human subjects has shown that exophthalmic
goitre is characterized by hypofunction of the adrenal cortex to the pomt
of atrophy, and from experimental studies on animals it 1s known that
an increased secretion of thyrotropin and thyroxme (implying predomi-
nance of the diencephalic-pitwitary-thyroid system over the dien-
cephalic-pitmtary-adrenocortical system), such as may e g be induced
by emotional impulses (emotronal hyperthryroidism in wild rabbits),
results 1n more or less marked inhibition of the secretion of cortico-
trophin (acTi) and cortisone as well as retrograde changes of the adrenal
cortex, In my opinion, this disturbance of the synergy between the two

hani the diencephalic-pituitary-thyroid system, which responds
to specific stress, and the di phalic-pituitary-ad: tical system,
which responds to a wide variety of impulses, occurs in bronchial
asthma to the detriment of the latter system. The primary cause of this
disturbance may be either hypofunctton of the adrenal cortex or hyper-
function of the thyroid, So far, it has been 1mpossible to sharply differ-
entiate these two types of pathogenesis of bronchial asthma into a
thyrotoxic and an asthenic form. I shall merely pomt out the fact that
treatment in cases of b ‘hial asthma showing dingly lugh basal
metabolic rates (over 50 per cent will only be successful when very large
doses of cortisone and ACTH are admunistered. In addition it is of im-
portance to know that admunistration of antithyroid drugs which
suppress the production of thyroxine in the thyroid which results
increased secretion of thyrotropn from the anterior pituitary and in
turn disturbs the balance to the detriment of the acTH will aggravate
}hc asthma. On the other hand, iodine, which has always been useful
in the treatment of bronchial asthma, will restore the normal function
of the thyroid. This mnhibits the secretion of thyrotropin, some degree
of synergy between the two hormones 1s achieved and the patent will
feel relieved.

Ths was the only thing I wished to say regarding my studies on the
Tole of the endocrine glands controlled by the autonomic nervous
system in bronchial asthma. The nervous portton shows the known
Symptoms of dystoma of the autonomic nervous system (impairment
of nervous control}, resulting in vagotonia in the regton of the bronchial
tree. Nervous and humoral processes interact, the disturbed correlation
between the endocrine glands causes abnormal reactivity of the autono-
i nervous system, extending from the centre as far as the periphery,
and this in turn further impairs the hormonal and therefore the humm:}l
metabolic processes (the physico-chemistry of our organi;m). This
¢ondition may be corrected to some extent by treatment with neuro-
tropic drugs (sympathomimetic and vagolytic agents) and also, as has
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been shown by experience, by psychotherapy, so that a condition ranging
from more or less transient relief to suppression of the asthma may be
obtained. This is not the only result, however, for this period is also
marked by a decrease of the number of changes in intermediate meta-
bolism, a typical feature of severe bronchial asthma. When used cor-
rectly, neurotropic drugs and methods accordingly show favourable
effects identical to those obtainable by cortisone and AcrtH, as stated
previously, although in this case the effects will be more persistent and
more marked. There is no objection to combining the two methods
with a view to obtaining the best possible results. In my experience,
adminsstration of neurotropic drugs will be even more effective in
bronchial asthma, when it is combined with substitution therapy con-
sisting in administration of cortisone.

The antigen-antibody reactions (chemical transformations) occurring
in these cases of impaired metabolism are not only dependent upon
the condition of the endocrine glands, but are also controlled by the
autonomic nervous system. When the mesencephalon of an animal
susceptible to anaphylaxis 1s blocked (e.g. by cutting the cervical spinal
cord or by deep anaesthesta), the classical method of sensitization by
injections of chick albumen will fail When chick albumen is injected
into an animal already sensitized, this will result in fatal anaphylactic
shock. To prevent this, the peripheral portion of the autonomic nervous
system must be paralyzed. This expertment shows, that, once it has
started, an allergic mechanism cannot be arrested by the autonomic
nervous centre in the diencephalon and that antigen-antibody reactions
are, 1n the last resort, induced by the nerve endings of the autonomic
nervous systern, its intramural syncytium.

Hibernation (; hesia or admi ion of morphine being less
rehiable) may be used to obtain the transient disappearance of the
condition of allergic and hyperergic reactivity in cases of asthma.
Apoplexy put a definite end to the resprratory disturbance of a woman,
who had been affected with bronchial asthma for a period lasting
several decades. On the other hand, the study of the literature shows
that, as I have observed myself in some cases, head injuries (concussion
of the brain) and cerebral lesions due to infection (following encepha-
litis) may be followed by the appearance of bronchial asthma. The
subjects involved are und dly predisposed individ (defici
of the pituitary-adrenocortical system), in whom an impulse arising
from the nervous portion of the autonomic nervous system increases
the hypofunction of the adrenal cortex, which has been obscured up
to that point, and converts it into a clinical picture with the assistance
of a temporary allergic reaction. I am bearing in mind the fact, that
these cases are imtially ch: ized by the app of a situational
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thyrotoxicosis (Selye), corresponding with the i thyr

of the wild rabbut, so that the adrenal insufficiency is primarily induced
or increased by a spectfic stress acting on the thyroid. The above sug-
gests that this type of disease is a thyrotoxic form of bronchial asthma.
The increased basal metabolism observed in 3 personal cases provides
evidence supporting the theory of a situational orgamic disease, pre-
disposing the patient to an allergic reaction (bronchial asthma) by
impairment of the pituitary-adsenocortical system. Hereditary factors
were probably mnvolved in only one woman, whose mother was also
affected with asthma.

The clinical picture of bronchial asthma (as a collagen disease) -
cludes symptoms of hypecplasta of the retsculo-endothelal system coa-
cerned in metabolism, such as cosinophilia of the blood (d rable
only in the bone marrow in some cases), an increase of the number of
plasma cells in the blood or bone marrow removed by sternal puncture,
dysproteinaemia, an increase in the number of y-globulins 1n the serum,
an d erythrocyte sedi ion rate, etc. This hyperplasia of
the reticulo-endothelial tissue plays a part in the pathogenesss, for
antibodies are mataly produced mn the cells of the reticulo-endothelral
tissue and not the circulating antibodies, but those attached to the
cells are active. Therefore, the most rational method would be to reduce
the fixation of antibodses to cells by saturating the reticulo-endotheltal
issue with stored substances and disturbing it. This view 15 supported
to some extent by the result obtained in treatment with mtrogen mustard,
which reduced the severity of the clincal picture in some cases of
bronchral asthma. Once agawmn, the results of expertmental studies on
anmals afford a better msight into the conditions prevailing  these
cases. My associates Hammerl and Mullesi mnjected thorotrast mto
gumea-pigs itized with chick alk . Sut ly, re-ijection
or inhalation of a chick albumen aerosol failed to induce anaphylaxts
in 2ny of the antmals to whom the radioactive substance had been
admunistered The same result was obtainable with radioactive gold.
It is intended to try and treat patients with asthma with a radwoactive
substance having a small half-life. 3

In cases of soil dust asthma, the form of asthma with which, in my
experience, the greater part of the patients in Austria is nﬂcctgd, itis
very useful, especially in the case of children, to transfer the patients to
places situated at an altitude of over 1500 m. above sea-level, where
favourable climatic and weather-conditions prevail, as soil allergens are
absent in these areas. A stay at theso altitudes, commuc.d over scveral
months or years, will result in the disappearance of the disease. In view
of the large number of patients with asthma, it is & matter for the
public health services to take the necessary measures and found estab-
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lishments for a large number of individuals. Excellent results have
been obtamned i the ‘Alpine Children’s Sanatorium Neuegg' near
Obladss (in the west of North Tyrol) in Austria. Adults, who fail to find
relief 1n the very modern spas wn Gleichenberg, Ischl and Bad-Hall,
as they encounter soil allergens to which they are susceptible, I send
to the places Zerfauss and Hochzerfauss (in the west of North Tyrol),
to the Gorlitze (in Carinthia), St. Jakob in Deffreggental (Red Cross
establishment), etc , which are free from allergens and have a favourable
climate.

Lirerature
HOLLER, G Acta neurovegetativa, Vol I, 1954, p 1—2, Acta neurovegetativa, 13, 1956, p. 2—3.



TREATMENT OF BRONCHIAL ASTHMA
by
JULIO A. MORETTI

Methods of treatment may be divided into: methods used to control
attacks; preventive and curative measures, used to prevent attacks in the
future; the elimination of specific agents as well as predisposing or con-
trbuting causes; methods which modify allergic reactions, symptomatic
medical treatment.

HOW TO CONTROL ATTACKS
Admimstration of small doses of a 1 per 1000 solution of adrenalin, not
exceeding 0 05 mll. per injection. An effective method is to give doses of
002 ml. every 3—5 minutes, leaving the needle mn place When it 15
advisable to prolong the action of the adrenalin, a deep subcutaneous
myection of one-half—1 ml of an oily solution 1s given. One should be
able to detect the first symptoms of intolerance to the drug, such as
chulls, tachycardia, palpitations, etc., so that it may be withdrawn and
replaced by other drugs When 1 per cent adrenalin 1s administered by
aerosol, the atomizer should be placed between the Iips, with the mouth
half-open, and the patient made to tnhale deeply as each Jet of spray 1s
thrown, Atomization 1s obtained by powdered norisodrine or theophyl-
kme The secretions are fluidified by sprays of 5 per cent ammonmum
chloride. Sublingual admmistration of 10—15 drops of a 1 per 1000
solution of adrenalin 1s useful.

Adrenalin should never be mjected too close to the surface, as its
ischaemic action may give rise to scabs. Particular care should be ob-
served 1n the treatment of hypertensive subjects and the blood pressure
should be determined after each imjection . i

Treatment with supposttortes or imjections of aminophyllin results in
mental stimulation, has an action on the cardiovascular system and m-
creases the secretion of urine. The aqueous solution vsed in jntravenous
ingections varies from 20--40 per cent, no more than 0.40 g Shol.lld b.e
given per dose, twice or thrice daily. Intramuscular admmlstrauqn is
painful. Theophythn or amlrlmphylhn may be used alone or combined
Wi bital or

1%;\;:}::;:%,&11 ephedrinc consists in !hc admlpistrallon of 0.05 g.,
thrice daily, In view of its congestive action, particular care shoyld be
taken 1 treating elderly subjects with hypertrophy of the prostate, as it
May cause retentton of urine. Dysmenorrhoea and nervous dusturbances

may also be observed.
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Magnesium sulphate has a marked bronchodilative effect. 10 ml. of 2
10 per cent solution are injected intravenously. Also, 4 ml. of a 50 per
cent solution may be injected intramuscularly.

Subcutaneous njections of 3—1 ml of a 1 per 1000 solution of atro-
pine produce paralysis of the vagal nerve endings. The same can be said
of belladonna

Despite their antispasmodic effects, atropine and other derivatives are
characterized by the fact that they dry up the bronchial secretions, so
that expectoration, already difficult, is obstructed to an even further
extent.

Antihistaminics are not very effective in asthma. We believe them to be
effective in cases of allergic asthma without complications. Antihista-
mimics are not only useful from the therapeutic, but also from the
diagnostic pomnt of view, as we can be sure that the asthma is due to
allergy when they are effective.

Coramine: 5 mi, injected mtravenously.

Novocatne or Procamne: 1 per cent solution, injected mtravenously.

Ephedrin and Phenobarbital

50 per cent Glucose solution, Injected intravenously.

Bronchual aspiration, with lavage of the bronchial tree by a physio-
logic saline solution.

CO, 15 used to eliminate accumulated matter, in solutions of 5— 10 per
cent with 90—95 per cent of O,. It should be used with care n cases of
heart failure, It must not be used in pulmonary haemorrhages, severe
emphysema, acute pleurisy and hypotension.

Insulin shock therapy stimulates the production of adrenaline by the
adrenals.

Preumoperitoneum elevates the diaphragm. In addition, 1t has a
stimulating effect on the nervous system and reflexes (300—900 ml. of O,).

Lumbar puncture a few ml. of cerebrospmal fluid are removed; the
action of this procedure 1s obscure,

Surgical sympathetic block.

Instllations of iodine (fipiodol).

Potassium fodide mncreases the secretion of urine and causes elimina-
tion of sodium, retention of which aggravates the condition of patients
with asthma The ingestion of chlorides 1s diminished. (?)

HOW TO TREAT STATUS ASTHMATICUS

‘When the above methods of treatment have failed, the following drugs
are employed: 1 ml, of ether per kg body weight, with an equal quantity
of oil, administered rectally by a thin tube. To induce sleep it should be
administered within 20 minutes, and to induce semi-anaesthesia, within
1—2 hours. The dose may be repeated every 6—8 hours.
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To avoid "environmental factors and air-borne allergens, the patient
should be hosputalized in an atmosphere free of allergens.

Oxygen alone or oxygen with helium in a proportion of 80 : 20,

It is advisable to place the patient on a water diet for some time, to
ehiminate food allergens. Laxatives per rectum should be given to remove
food and other allergens

Intravenous injections of a 1 per 1000 physiologic saline or isotonic
glucose solution of adrenalin should be given

Cases of status asthmaticus assoctated with hypotension, tachycardia
and precordial pain should be treated with xanthine derivatives, 0.50 g.
of theobromine thrice daiy; amnophyliine; caffeine, especially m-
jections.

Treatment with morphine is contraindicated, as it may cause death by
inhibition of the cough reflex and by reducing the excitability of the
respiration centre.

Intravenous injections of 100 ml, of a 50 per cent glucose solution with
05 mk of a 1 per 1000 solution of adrenaline.

One litre of an isotonic glucose or physiologic saline solution, care-
fully mixed with 1—2 ml. of a 1 per 1000 solution of adrenalin, the
mjection should never be completed within less than one hour

Of the 1 per 1000 solution of adrenaline, 1~ 2 rml., diluted 10 tmes,
may be injected intravenously and very slowly, the injections being dis-
continued on the appearance of pallor, tremors, perspiration, headache
or dyspnoea.

Bronchoscopic aspiration is indicated m cases in which expectoration
is difficult. An average dose of 20 mg. of ACTH is injected itramuscularly
every 6 hours for 48 hours; when the patient shows an improvement
after this ume, the doses are progressively decreased. A total dose of
400500 mg. may be admmstered. Smaller doses may be injected
intravenously,

The initial dose of cortisone should be 200 mg daily, preferably ad-
minstered orally, the dose being decreased subsequently, while qbser-
ving the course of the disease. The patient should be placed on a suitable
diet. An isotonic glucose solution should be used for dehydration,
10003000 ml. being administered 1n 24 hours.

The sodum content of the body decreases in the event of 'vor.mting,
marked sweating or profuse exp ion; with [
saline solution 1s indicated 1n these cases and, when the blood volume
continues to decrease, plasma should be administered to prevent hypq-
Proteinacmia, Especial treatment is indicated when dchydra!mq is
accompanied by the excessive usc of sedatives, as otherwisc the patient
may die. .

Hypapotassaemia results from administration of excessive quantities of
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glucose solution and epinephrine. The normal K content of the blood
varies from 16 to 22 mgm. When the concentration is 4 mgm., resprration
is weak, when it is 3 mgm. breathing is laboured and when it has
dimunished to 2.5 mgm. dysphagia and paralysis, assoctated with
characteristic changes 1n the electrocardiogram (prolonged P—R mter-
val, lowering of the S—T segments and faint T wave), are observed.

Treatment conststs in administration of 3 g of potassium chioride or
potassium citrate every 3 hours, 6 doses being given per 24 hours. The
diet should contain large quantities of potassium: chicken, oats and
orange juice.

Actdosis caused by vomiting or malnutrition is treated with sodium
lactate, plasma or physiologic salme solutions,

Alkalosis 1s hardly ever observed in attacks of asthma. It is due to
excessive expectoration This condition 1s treated with admunistration of
1 g. of sodium biphosphate every 3 hours or glucose given orally or
intravenous injections of dextrose.

Hypoproteinaenua gives nise to the following symptoms: loss of weight,
dryness of the skin and tongue, subcutaneous oedema. It is treated with
plasma and 1njections of ammo-actds combined with glucose and plasma.

Supervision of the general condition and administration of vitamins is
essential

The 1nhalants causing the attack should be elinunated.

Abstraction of 400— 500 ml. of blood is useful in some cases of asthma
with cardiac complications or hypertension

PREVENTIVE TREATMENT

When one or both parents are allergic, the children should be closely
observed with a view to detecting possible symptoms of allergy, such as
cyclic vomiting; vomiting and diarrhoea following the ingestion of
certain foods; urticana and infantile eczema.

During pregnancy women should be warned not to eat excessive
quantities of food or foods known to be hughly allergenic, as sensitization
of the foetus has been shown to occur via the placenta.

Marriages of allergic individuals are not advisable and if they marry,
they should avord having chldren, as heredity has been shown to play a
decisive part 1n allergic conditions,

It is essential to start treatment as early as possible, as soon as the
first symptoms of asthmatic crisis have been detected The patients
should be shown how to give themselves injections of adrenaline, as
waiting for the physictan may frequently convert an ordimary asthma
attack into a status asthmaticus.

Patients who have given themselves many injections of adrenalin or
taken ephednin, should be placed on a high carbohydrate diet or given
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glucose solutions, as these drugs result in the decrease or disappearance
of the hepatic glycogen. This treatment wll protect the liver. To-day it
is known that the serum proteins (and therefore the globulin, to which
the antibodies adhere) are produced by the liver. Many authors believe
that antibodies are produced only by the hepatic parenchym.

General hygiene: sest, no violent exercise or massage in severe cases.
No copious meals, especially no heavy suppers.

Fried food, fats, underdone foods should be avoided No spices.

Methods of desensitization may be specific or non-specific The former
is passive, when the responsible allergens are avoided or eliminated;
active, when the tolerance of the patient for these allergens 1s increased;
this may be done orally or by njections

Preparation of a trial diet should be based on (1) the omission of foods
to which the patient has shown intolerance, data obtained by question-
ing the patient regarding his diet, (2) the elunination of foods gving
positive intradermal tests, and (3) the omusston of foods known to be
barmful to the patient in view of s organic conditton This trial diet
should be accompanied by dietetic cooking, 1 e. the manner in which to
Prepare the foods, which varies from one patient to anotber, depending
on the condition of the liver, stomach, 1ntestine, kidneys, etc., should be
accurately explained.

As this dret is to be followed for only a short time, there 15 no need to
be concerned with balancmg 1t

When this basal diet results 1 the disappearance of the status asthma-
ticus, foods are added to it one by one, beginning with the Jeast aller-
genic foods and contimuing to omit foods causmg intolerance and other
veactions stated by the patient, each food being gven for four days,
while the patrent is observed to detect the appearance of any symptoms
of asthma, By this method a djet is prepared, which must be balanced
from the point of view of carbohydrates, fats and proteins as well as
from that of salts and vitamns, as it will have to be taken over a pro~
Tonged period, By a diet of this type the foods that actually cause the
asthma may be determuned.

When designing a diet and eliminating certain foods, not only should
the food or foods to be omitted be accurately defined, but the way in
Which to avord these foods should be carefully explained. This may be
tustrated by a case m point; when stating that wheat must be omitted,
this should be amplified by defining wheat as including white and brown
bread, biscuits, semolina, vermucell, pastes, coffee, desserts, hard
biscunts, etc. Thus we will not run the msk that the patient will eat
the prohibited food out of ig and therefore one should proceed
Iikewise with any other food.

19
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We believe that diets should be designed in this way. We believe standard
diets to be useless.

Whenever a food is allergenic and also essential, we aim at oral
desensitization by progressively increasing doses of the food, thus at-
tempting to increase tolerance for the latter. This method frequently fails.

In addition, the patient is advised to avoid inhalants which he obvious-
1y cannot tolerate or for which he has positive tests as well as those
known to be highly allergenic. Contact with animals such as dogs, cats,
horses and with feathers, wool, carpets made of cowhide and lambskin,
etc. should be avoided. Here, as in the trial diet, once all mhalants have
been eliminated, we request the patient to get into contact with them one
by one, when his position or occupation compels him to do so and the
result is observed.

Methods to avoid house dust. sweeping with a moist broom or rag
Careful datly cleaning of the patient’s bedroom, the floor, furniture, efc.
Avoid carpets, pictures, curtains, many pieces of furniture in the bed-
room. The patient 1s requested to undress in another room. Once a week
the furmiture 1s taken out, taken apart and carefully cleaned.

Septic foci: any septic focus, whether tonsillar, dental, sinusal, appen-
dicular, vesicular, etc. should be removed.

Non-specific desensitization: Complicated cases of asthma, with a
yellowsh sputum, 1n whuch a bacterial allergy is probably involved, are
moculated with stock vaccmnes of the Delbet broth type, the imitial dose
being 0.05 ml. thrice weekly, which quantity is mcreased with each
anjection up to a dose of 1 ml. Autovaccines.

Attention should be drawn to the fact that a recurrence of the attacks
caused by the first injections 15 evidence of the effectiveness of the
vaccine.

0.50 g. of Armour or Whitte’s peptone are gtven orally one-half—one
hour before meals. Daily doses of 0.1—0 3 ml. of a 50 per cent solution are
administered intradermally for 15—20days, Doses of a 5 per cent solution,
increasing progressively from one-half to 5 ml., are injected intravenously
at mtervals of 2—3 days. Doses of a 7.5 per cent solution, increasing
progressively from one-half to 10 ml., are njected intramuscularly at
intervals of 2—3 days.

Autohaemotherapy consists 1n the injection of doses increasing pro-
gressively from 5 to 10 ml., every 48 hours. A 10 per cent solution, made
up of equal parts of ordmary syrup and water, of sodium hyposulphite
is admimstered orally in doses of 2—4 g. daily. Two g. daily or every
48 hours of a 20 per cent  aqueous solutlon are xn_;ectcd mtravenously

Doses of 1 g. of yp phite are injected intr Iy
(10 ml. of 2 10 per cent solution).

Methods acting on the product of the allergic reaction: the union of
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the allergen with the reagin (antigen-antibody reaction) results in the
1 ion of a hi: in-like sut t or released sub-
stance, which is the agent ultimately responsible for the allergic reaction
in the organ of shock, the bronchi in this case.

There are three methods of acting: by increasing histamin tolerance,
by administermg the inactivating enzyme, i.e. lustaminase, or by giving
synthetic antthistaminics.

Histamin* as a rule acid histamin phosphate, diluted in a physiologic
salme solution until the intradermal swelling due to 0.02 ml. produces no
reaction or only a minimum reaction, 1s used. Of this dilution, doses
progressively increasmg by 0,02 ml with each injection, are mjected for
an average period of one day until 1 ml. has been administered. When
o appreciable therapeutic results have been obtaned, a less strong
dilution is used, the intradermal test being constantly made at the be-
gining of each serjes. To avoid possible constitutional reactions, we
recommend the following method: induce an intradermal swelling prior
to cach dose, wait 10 muinutes, and when 1t 1s equal 1n size or shghtly
larger than the previous swelling, the rest of the dose 15 mjected sub-
cutaneously; when it is very marked, the rest 1s not mjected and the
dose is repeated with the next injection, mvariably with the same pre-
caution,

We apply this dard to all d jzations and thus have been
able to avoid constitutional reactions, which we have never observed
during the 10 years in which we have been engaged mn this specialism.

We always insist that the physician should prepare the diluttons from
a given hi: in and that 1 dose’ pr should
1ot be used,

Histaminase 15 an enzyme destroying histamun, present m the organ-
,‘Sm, especially in the ntestine, liver and kidneys. It may be gwen
orally or int ly for a considerable period without any, or only
moderate, results being obtained .

We employ a personal method, conssting in the 1onization of hista-
minase We had our most extensive experience 1 lesions of ‘the skn,
in wich we obtained considerable results, Papers on this subject have
been published in the Apnil 1945—141 and November 1945—~149
numbers of ‘El Dia Medico Uruguayo’. 3

The following method was used: the positive pole, moistened with
Water, was placed on the posterior part of the thorax and the negative
pole, with the 1 g. per 500 solution of histaminase, on the anterior part
of the thorax, with a mlliamperage ranging from 1 to 3, during half an

our. The usual jonization apparatus was employe.d. .

We are collecting data for future publication, bu'.‘wnhout fear of being
Mistaken we can state that it is a useful and effective method. We were
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able to control asthmatic attacks by ionization for half an hour in various
cases.

Symptomatic medical treatment with adrenalin, ephedrin and amino-
phyliin has been descnbed previously.

Benzedrine, a drug stimulating the function of the
bra, is adm:mstered orally after breakfast in doses of 10—20 mgm.

Calcium chloride is a substance widely used in allergic conditions,
though not on a very scientific basis, as it has never been possible to
obtain conclusive evidence of a decrease of the blood calcjum in allergic
subjects. It may be given orally, intramuscularly or intravenously and
we shall not enter into a discussion of the correct dosage, as it is gener-
ally known.

Todides increase the fluidity of the sputum. They also have an effect on
fungi. The dosage of potassium fodide is 3~4 spoonfuls of a 6 per cent
solution daily.

Aspirin: prior to admini: ion, an ination should be made to
determine whether the subject is not allergic to the drug; it is admunis-
tered 1n doses of 1 g, 3 g being given daily.

Hormone preparations: thyroid and ovary. They are used in cases in
which they have been found to be involved.

Vitamins: especially vitamins D and c.

Physical therapy: ultraviolet irradiation, diathermy, x-ray therapy.

IN CHILDREN
To suppress attacks on the
1) Put the child to bed.
2) Administer ephedrine tablets or a prepamh on composed as follows:
Codeine sulphate .. 0.25
Ephedrin sulphate . .
Glycerin ... ..
Syrup of cherry qs, .
A teaspoonful every 4 hours in children aged 3or over the dose is
adjusted to age in younger children, 0.25 g, of syrup of ipecac may be
added to the above preparation.

3) Nose-drops consisting of a slightly vasoconstrictive substance
(ephedrin or neosinephrine), the child being placed in a dorsal or
lateral position, with the head lowered,

4) Heated inhalations. Not to be used in summer-time or when they
are unpleasant to the child.

S) Aminophylin in the form of suppositories: 0025~ 0.050 g. in

3.y 1d children. If the child is sensitive to chocolate, the supp es
must not contain cocoa butter. Small quantities of barbiturates may be
added to the suppositories.

§ojs of the first symp
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6) Adrenalin by aerosol in concentrations of 1 : 1000 or 1 : 100,
depending on the age of the child,

7) Injections of adrenalin if everything else fails
Attention should be drawn to two very mportant things: (i) the
injection should not be postponed for too long a perod, to prevent the
crisis from being established in a permanent form, and (2) an mcorrect
dosage should be avoided; it is advisable to admimuster the smuallest
possible doses of adrenalin to ensure an antispasmodic effect and to
prevent side-effects (nerv ycardia, tremor, etc.). A 1 - 1000
aqueous solution of adrenalin 1s employed.

Status asthmaticus, hydration Intravenous injections of 00006 g. of
aminophyllin per kg. body werght.

Oxygen tent; first make sure that the child does not suffer from
claustrophobia.
_ Administration of antihistaminics is not advisable n status asth
ticus, as they ‘dry up® the bronchial secretions.

The failure of treatment with adrenaline in status asthmaticus is due
to the fact that it has a bronchodilative action; it does not remove the
obstruction of the bronch by secretions. These cases should be treated
with syrup of ipecac, 4—1 teaspoonful being given every hour to induce
vomiting and, in addition, teptd water, which also promotes vomiting,
the asthma being relieved by (1) reflex coughing; (2) ciliary action, and
(3) waves of movement, a type of peristaltic. The cough acts upon the
upper portion of the respiratory tract, the ciliary action at a lower level,
on the finer bronchi, and the peristaltic evacuates the respiratory tract.

ACTH and cortisone.

Two teaspoonfuls of ether m 30—60 g. of o, per rectum. Also,
Potasstum iodide, belladonna, lobelia and stramontum




MOLD ALLERGY*

by
HOMER E. PRINCE

Airborne molds are now accepted as a common cause of respiratory
allergy. The ordmary airborne mold population arises from sources in
outside environments such as soil, decaying vegetation, etc. Special
environments on the other hand such as damp cellars, luggage, fruits
and even upholstered furmture can be definite sources of mold contact
1n particular instances.

Two methods are available for identification of airborne mold spores.
The first or the pollen slide method is rapid and gives data comparable to
pollen counts. However, molds of only a few genera including Hormo-
dendrum, Alternaria, Fusarium, Helminthosporium and Spondylocla-
dium, and occasionally smuts and rusts can be appreciated by the slide
method. The culture plate method which employs some form of selective
media for the growth of molds 1s more surtable for the identification
of a much wider variety of molds Exposures can be made for short
periods depending on anticipated incidence; I have ordinarily employed
the two-minute exposure tume. With the cooperation of a trained myco-
logsst, all culturable molds can be determined even to species identifi-
cation by the culture plate methods. Certain molds, particularly of the
Basidiomycetes group, which group includes the smuts and rusts, cannot
ordinarily be appreciated even by thus method.

In general, molds are distributed throughout the entire United States.
In the southern areas molds present perenmal problems while in the
north, counts are much lower through the winter months. In general,
spectes of the Dematiaceae, particularly Alternaria and Hormodendrum,
make up the greater percentage of molds found in ordinary survey
studies in most areas. This is particularly true in the central and southen
areas. West of the Rocky Mountaimns Alternaria and Hormodendrum are
of somewhat less importance than in other areas. In special environ-
ments plate identification is often necessary to appreciate the true mold
picture.

* The subject of mold allergy 55 quite broad and now embodics a sizeable number of articles
fn the medical Lterature. It 15 not possible for me to undertake any refcrences to previously
published articles oa mold allergy in this abstract. Furthermore, 1t 18 with considerable
humility that Y atiempt to write such a brief and incomplete article on mold atlergy for 2
meeting in Holland where so much of the pioneer work on molds has been done by the

late Dr. STORM VAN LrruweN and his confreres, including Dr. VAN per Werer and the
late Dr KRemer
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The following list represents the author's selection of molds for ordinary
testing and treatment. This selection is based on survey findings over a
period of several years:

PHYCOMYCETES FUNGI IMPERFECTI (Ctd.)
Rhizopus nigricans Moniliaceae (Ctd.)
Mucor racemosus Mol sitophila

FUNGI IMPERFECTI Mycogone nigra
Dematiaceae Paccilomyces vartoti

Alternaria tenuis Penicillinm
Curvulara spicifera atramentosum
Spondylocladium sp. biforme
Helminthosporium interseminatum  carmmo-violaceum
Hormodendrum cladosporioides intricatum
Stemphylium botryosum Tuteum
Nigrospora sphaerica notatum
Pullularia pullufans Trichoderma viride
Montliaceae ™ - Sphaerioidacae
Aspergillus Phoma herbarum
fumigatus Tuberculariaceae
flavus Fusatium vasinfectum
glaucus ASCOMYCETES
ntdulans Saccharomycetaceae
niger Saccharormyces cerevisiae
sydowi Torulaceae
terreus Rhodotorula sp
Botrytis cinerea Chaetomiaceae
Gliecladium fimbriatum Chaetomum sp.

It 15 to be noted particularly that m thus list molds are arranged according
to their botanical classtfication. .

Mold extracts may be prepared by the allergtst for his own use 1f he so
desires. ‘The simplest method for practical preparation of extracts fczr
local environments is to expose the petri dish charged with Sabouraud's
medium for fifteen minutes and i late at room After
the molds reach matunity, which frequently requires three or four weeks,
the petri dish may be filled with an appropriate extraction fluid such as
Hollister-Stier solution and the extraction carried out for 2.'6 hours,
At the end of this time the extraction flurd 1s decanted and stenh.zed by
Seitz filtration. A more appropriate me}hod fm: the preparation of
extracts 1s to moculate identified cultures into liquid medium contained
 Erlenmeyer flasks A suitable medxumlfor' this purpose is malt extract
broth obtained from the Difco Laboratories in Detroit. After the pellicles
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reach matunty they may be removed, dried, then extracted on a weight
volume ratio in the usual manner. More recently type 33 mold extracts
developed by The Association of Allergists for Mycological Investiga-
tions, Inc., have been made available commercially by the Hollister-
Stier Laboratories. These extracts are very potent and possess great
specificity with a mimmum of nonspecific irritating qualities.

Testing with mold extracts is ordinanly carried out in much the same
manner as other inhalant substances such as pollens are tested. Scratch
tests with the type 33 molds are essential as a preliminary step; negative
reactions may be confirmed with 1 : 1000 intradermally, Positive reac-
tions by scratch tests should be followed with higher dilutions intra-
dermally, often up to 1 : 100.000.

Positive mold reactions are significant if they are obtained by the
scratch technique, if they are obtained 1n gh dilution by intradermal
testing, and if they are confined to botancally related molds. Systemic
reactions following intradermal tests and finally beneficial results with
t h the signifi of mold reactions.




DISCUSSION
P. J. VAN DER WEREF

May ¥ reming you of the fact, that Dr. Prince is one of the proneers of fungus.
allergy in America; he was the first in the world to draw attention to son-polien
@uses (viz, molds) in hayfever, to the occurrence of seasonal mold allergy, etc.
hni;esrhaps you will be interested to Iearn, haw conditions are here, 1 the Nethero
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In Utrecht the counts for one year were 6345 cultivable moldspores. Duration of

PRINCE

TABLE I

exposure 5 hours a month.

Many fungus colonies in the first stage growing as Mycelia sterilia were found
to be Fusanum species when a correct cultivation techmque was used: acid

Bemstein & Feinberg method:
Cladosporum ..... 31,4 %
Fusarium
Botrytis . .
Pullutana
Pencillium
Yeasts ...
Mucor .
Alternana
Myceha stenha ... 03 %
Trichoderma . ... 027%
Aleunisma ........ 0,25 %
Other Fungy:

33 colomes of 13 genera

ocatmealagar, rice, stalks of the Lupius polyphyllus Lindl
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No conpection with weather or seasonal influences could be demonstrated
regarding 2 of the dommant groups: yeasts and Penicillia

But the occurrence of the air-borne spores of a group of 4 domnant genera:
viz Cladosporium (Hormodendron), Fusarim, Botrytis and Pullularia 1s remark-
able, showing characteristic peaks during summer and autumn (fig 1 and 2)

As can be demonstrated this fact largely depends on the temperature and
relative hurmidity of the atmosphere outdoors

The ughest peaks are mamly observed when the average daily temperature is
10° C. and over and the average humudity 1s 75—~100 per cent.

Duning that period there 1s an merease 1n the frequency and intensity of acute
attacks of asthma sore patients being subject to attacks during that time only,
others bemng Lable to particularly severe attacks during this period, but showing
mmnor disturbances throughout the rest of the year These patients showed a
specific mold allergy, comciding with their seasonal periods of allergic mani-
festations of the respiratory tract Inclosing I wish to say to those amongst you
who have a special interest in ths field, that the Mold Culture Centre (Centraal
Bureau voor Schimmelcultures) Head s Prof. Johanna Westerdijk, & her associates
a0.Dr. G.A de Vnes, Javalaan, Baarn, Holland, will gtve any mformation and
supply any wanted mold culture, for companison etc.

THE RELATION OF PARTICLE SIZE TO THE ALLERGIC
REACTION OF THE BRONCHI

by
K. MAUNSELL

Inhaled particles larger than 100 microns in diameter are caught by the vibrissac
and expelled. Particles of 2 diameter of 100 to 10 mucrons will be deposited 1n the
nasal fossa, pharynx and trachea. Into this category f2ll all poliens and larger
spores and clumps of spores and medium sized dust particles to which bacteria
may be attached. Particles of 2 diameter of 10 fo 3 mucrons will be deposited
mainly m the bronchi and bronchiales. In this range are mcluded smaller spores,
such as Penicillium and Cladosponum, and smaller dust particles. Once inhaled,
these particles cannot be exhaled, because deposition takes place They are re-
moved by crhary action and ultimately swallowed or expelled by sneezing and
coughing. Whilst they are travelling on the conveyor belt to the nasopharynx,
the fully water-soluble allergens are dissolved and can react locally with the mucous
membrane of the upper and lower respiratory tract. Only particles less than 3
muerons in dameter, such as bacteria and fine coal dust, reach the alveols and
are exhaled w varying degrees or ehminated by phagocytosis.
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TREATMENT OF ASTHMATIC PATIENTS
DURING OPERATIONS

by
‘W. J. QUARLES VAN UFFORD

There are various sides to the surgical treatment of patients with bron-
chial asthma.

1. There is a favourable side: ether is a favourite drug in the treatment
of severe cases of status asthmaticus, which fail to respond to any other
form of therapy; the antibacterial agents administered frequently have
a favourable effect on the existing bronchitis; the operation may be
regarded as a stress, which may have a favourable action.

1. There is an unfavourable side: symptoms of hypersensitiveness to
procaine, etc., (treatment of headache with aspirin); admimstration of
opiates to relieve pamn; increased bronchitis due to singing; cough
reflexes, especially those due to the temporary limitation of respiration;
postoperative aggravation of the symptoms of asthma (attributable to
a lowered general resistance, impaired ventilation of the lung (possibly
d with b is), adminsstration of drugs, change from rest
to motion, change from surroundings free of dust to surroundings con-
taining large quantities of dust after discharge from the hospital).

In view of the adverse action on the recovery from the effects of
operation, prevention of attacks of asthma, bronchutis, etc. is indicated
n these cases. This implies pre-operative treatment of possible un-
favourable reactions, which may be expected to occur.

Often the two methods of treatment coincide 1n part:

phenergan is frequently used in premedication in modern anaesthesia;
phenergan may often be used effectively to treat insomnia due to pain
or even to relieve pan, One ml. s administered initially in these cases
and, if need be, another ml. 1s given one week later.

_Administration of blood and fluid by mntravenous drip enables us 10
give ylin and, if y, some procaine throughout the
entire day.

Antibacterial treatment often is very useful, not only to prevent in-
fections in the operative field, but also to avoid possible exacerbations
of the bronchitis. Treatment is preferably started shortly prior to
operation.

In addition, the patient is given pre-operative treatment in an attempt
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to eliminate the symptoms of bronchitis and asthma, postoperative
treatment consisting in admunistration of expectorants (twice a day
4 hour of treatment with steam frequently affords constderable relief)
to keep the chest as *loose’ as possible, administration of anti-asthmatic
drugs in the form of suppositortes, 1if necessary, and administration of
ammophyllin (combined with procaine, if need be) by intravenous drip.

Personally, I was much impressed by the treatment of surgical patients
with breathing (and other) exercises in the Physiotherapentic Depart-
ment of the Brompton Hospital, as this treatment also increases venti-
lation. This method has not yet been generally adopted in the Nether-
lands This must be estimated very important.

Accordingly the following scheme of treatment s indicated:

a) avoid any unnecessary drugs (e.g. aspirin);

b) substitute phenergan for morphine, etc ;

©) to prevent possible allergic reactions to drugs, adminuster powerful
anuhlstamuucs when giving premedication (also administer these
antil durin b ial treatment);

d) preyent and, if necessary, rapidly treat symptoms of bronchutis.

1) increase ventilation,

2) antibacterial therapy,

3) admumistration of expectorants, etc.

prevention of asthma by medical treatment often is much easfer

than the suppression of attacks. Therefore some aminophyllin

(possibly included 1n the intravenous drip) should be given during

the first days

/) to increase the breathing after the operation, mhalation therapy

with 5 per cent carbon droxide with oxygen, may be useful during

the first 24— 28 hours, several tunes a day.

<

‘This method of treatment was effectively used to prevent the appearance
of symptoms before, duting and after operation in aimost all cases.



HOSPITALIZATION OF ASTHMATIC PATIENTS
by
W. J. QUARLES VAN UFFORD

Treatment of asthma has a twofold object:

1. suppression of the current attack;

11 prevention of further attacks.

A patient with bronchial asthma may be hospitalized for:

a status asthmaticus.

b) achronic bronchial asthma, in which a detailed clinical examination
15 advisable m view of the accessory symptoms.

¢) a chromic bronchial asthma, 1n which the attacks of dyspnoea follow
one another 1n rapid successton.

d) examination to determune the degree of disablement.

e) tests for certain allergic factors (district, house allergens, diet tests,
psychological and social examination).

The attacks can usually be controlled by rest, the change of
surroundings, administration of AcTH, euphyllin, adrenalin, etc. In
that case the first object will have been attained.

The exammation will also lead to conclusions regarding a possible
cardrac therapy, treatment of focal infections revealed by examination, etc.

The time will come, however, when the doors of the hospital are
opened wide again and the patient can return home or go to another
chimate or a convalescent home. Thus 15 the time when those who have
only had eyes for the successful suppression of the attacks or the results
of the examination meet with a great disappointment: outside the hospi-
tal, at the statton, 1n the motor-car, during the first night at home or even
later the symptoms often recur mn the most severe form, 1f they have not
been aggravated, which frequently results in another hospitalization and
great disappointment to the patient.

Therefore we personally use the following method:

If necessary, the soctal worker employed 1n my practice tries to estab.-
lish contact with the patient and his family during the period of hospi-
talization to attempt to remove possible difficulties.

Secondly, when leaving, the fact is stressed to the patient and his
family that hospitalization does not imply that the satisfactory condition
will also persist after he has left. When he has been given more detailed
information regarding the nature of his disease in advance, his dis
appointment and therefore possible reactions will be less severe.

Thirdly, the factors that will be a danger to the patient after his
discharge should be determuned as soon as possible after hospitalization:
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a) hypersensitiveness to house dust;

b) other environmental allergens (fungi, factory dust, animals, etc.);

¢) dietetic errors (particularly liable to occur when the patient is in
very good health);

d) the change from more rest to more exercise.

Therefore treatment during the period of hospitalization is not only
medical and generally roborant, but also consists in:

a) rapid desensitization by the house and occupational allergens, as a
prelimmary to the prolonged treatment at home In some cases we start
with a scheme of njection, 1 which injections are grven every 4~—$ hours
on the first day, every 6 hours on the second, every 8 hours on the third,
every 12 hours on the fourth and then once daily, the intervals between
the injections being gradually prolonged.

b) vigorous breathing exercises and kimesitherapy.

In addition, we try to accustom the patient to his own surroundings as
smoothly as possible; patients never return home directly from their beds,
We almost always observe a scheme of mobilization, in which the patient
is allowed up in the ward for about two days, then 1s allowed to walk in
the corridors, then allowed out of doors for 2 moment, then allowed to
walk out of doors, then allowed longer walks out of doors and then
allowed to visit his home: he has tea at home, rests at home for 2 mo-
ment, has a meal at home {(often a more or less severe sense of constric-
tion or dyspnoea occurs the first time and also the next evening and night),
then goes home for half 2 day or a day and finally is discharged from the
hospital. Disappointments are much less frequent in this case. Moreover,
1n severe cases, of dust allergy, etc., we proceed on the assumption thz;
the change from an environment free of dust to one contaning fzrpe
quantities of dust will cause disturbances, so that during the first gper4
we give the patient additional treatment at home with aminoziatin
pecially supp tes) and antihistaminics In Some cases the psins
returns for some time to be given a gradually decreasing aerpe.y :.,,;;
ment with alendrin and theophyllin. i

We also use this scheme of adjustment after a period of ¢,
following high altstude and other methods of treatment,

In these cases the pattent also 1s frequently dxsappointed‘ L
toms recur when he 1s walking about the garden or during f”v—dzj«':" ;
home, so that we advise starting desensitization dyrip, ’c_ _)‘l 32
the mountams, followed by medical treatment during g%e V’i’;/' :;
transition e

We believe that this scheme of treatment offered considersss, .
tages in our p:\tients.h 4 of transition e

Reactions during the pertod of transt Were histr Excrrieet
whereas otherwise they were a common feature jn tbc-fz_% it

wtien




A CRITICAL VIEW OF THE TREATMENT OF
BRONCHIAL ASTHMA

by
VLADIMIR SPUZIG, VONISLAV DANILOVIG AND SLOBODAN VUKOBRATOVIC

On the basis of twenty years experience of treating nearly 6000 cases of
asthma, we have noticed what has already been pointed out by some
others, that while 1n some cases we are able to interrupt the asthmatic
attacks, in other instances our results are uncertain in spite of our
therapeutic measures. This is in accordance with the fact that asthma is
not a definite disease, but a syndrome provoked by various causes
(Bezangon, ! Pasteur-Vallery-Radot, 2 Frugoni?® etc.), and that even
the reaction, the asthmatic attack, is posed of several el It
(bronchospasm, oedema, hypersecretion) combined in a very different
way in each particular case. Consequently this condition is but the
tesult of various etiologic factors.

Asthma is most frequently a disease of allergic character, the resulls
of antigen-antibody reaction, although it can be non-allergic in character.
However these two mechanisms are very often combed or substituted.

L. ALLERGIC ASTHMA

According to the majority of writers (Frugoni ¢ 44.5 per cent, Castex®
64.9 per cent, Duchaine ¢ 100 per cent) allergic asthma is of most frequent
occurence, In its mechanism, which is generally very complex, one can
distinguish three phases: sensitization, production of the shock tissue,
and the onset of the attack. Each of these phases depends on a great
number of factors. The quantity of the allergens, the contributary and
!oca]mn g factors, as well as the constitution of the organismare of special
importance, For the determinatton of the shock tissue and the declension
of the attacks of already sensitive patients some other factors are also of
great importance: the place and method of the penetration of the aller-
gens nto the system, the injury of the tissue, the condition of the shock
tissue, and different external causes (sudden metereological changes
lesion of ‘the mucous membrane of the bronchial tube by an infective
agent or intoxication) and other factors. Because of a different patho-
genesis in particular cases, it is important to determine the role of each
of these factors before the necessary treatment is undertaken.

@) The quantity of allergens, ie. constant exposure to allergens,
as is well-known, is of great importance in the sensitization of the
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organism and in the onsct of asthma. The purpose of many methods of
treating asthma is to influence this factor,

1) The elmination of harmful allergens (dust, fog, drugs).

2) The reduction of harmful allergens (improvement of housing con-
ditions and workshops, and the sanitary improvement of the environ-
ment etc.). The isolation of the patients from a harmful environment
(by change of environment, change of professton etc.). If we wish to
obtain lasting results it is necessary to apply all these methods for a
long time, which is not always easy. These methods usually give favour-
able results, but in the case of a definite predispostition the results are
less favourable, since the patient 1s quickly sensitive to the allergens of
a new environment,

b} The contributary factors, which, by injuring the mucous membranes
of the bronchual tubes, facilitate the penetration of allergens, and,
consequently, sensitization, are very important in the onset of an attack
of asthma, Dust, sudden changes of temperature, harmful evaporations
ctc. are of great importance in occupational asthma; humidity, fog in
low-lying regions, winds, as well as poor hygiene and housing conditions
are smportant in the incidence of asthma in regions which are conducive
to allergy. The elimination of such factors plays an important role in
the treatment of asthma. In that sense the following measures should
be applied: the improvement of the sanitary conditions of workshops
and houses, change of profession, appropriate chmatic treatment etc.

¢) The importance of localizing factors upon which depends the local-
ization of the allergic reaction, has been pornted out in many experimen-
tal works by Vaubel, Gudzent, Halpern, ” Spuié, ® as well as in the clini~
cal observatrons of Bezangon, ® Frugom, ® Daniefopolu, I and Jac-
quelin. ** The localizing factors are as follows. the way of the penetration
of the allergen, and all other factors which may mjure the mucous mem-
brane of the bronchual tubes (infection, gas, etc.) and cause bronchitis,
‘We use different methods for the relief and recovery of the shock tissue,
antibiotics, autovaccines, climatic treatment, change of profession etc,

d) The immediate determming factors (presence of allergen, cold,
sudden changes of temperature, various irritative gases, railway engine
smoke) are of great importance in the onset of an attack, These factors
which are often both contributary and localizing, are often favourably
influenced by improvement of hygiene, chtmatic therapy, change of
profession, changc of locality, etc.

¢€) Constitution is of prime importance in asthma The factors which
influence the ‘terrain’ are numerous and of first importance: heredity
(Bray) »* the di of the neuro-veg and endocrine system
(Maranon) 1 Jowered inborn resistance of certain tissues (Djuri&ié) 13
{Parrot) ¥* (Frugoni), ¥ and the disturbance of the metabolism of the

20
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histamine. It is uncertain whether the terrain is actually formed during
the evolution of the disease. Coope *® believes that the terramn undergoes
changes in the course of Iife, and that it is strengthened or weakened.
The treatment of the disturbance of the neuro-vegetative and endocrine
systems, and climatic and balneologic treatment have a considerable
influence on asthmatic patients. Since many factors in combination are
involved in the determunation of asthmatic attacks, the treatment of
asthma cannot be simple or schematic,

THE VALUE OF VARIOUS METHODS OF TREATING ALLERGIC ASTHMA
In the treatment of allergic asthma the following factors are of great
importance: the elimnation of the harmful allergen, specific desensitiza-
tion, and the elimnation of contributary and localizing factors.

The elimination of harmful allergens and the isolation of the patients from
a harmful environment

In some rare instances of allergic asthma, where sensitization to one
allergen only 1s present (horses, cats, flour, ipecacuanha), after the
elimnation of the corresponding allergen the asthmatic attacks stop-
After prolonged non-exposure to the harmful allergen, the cessation of
the attacks can be permanent. Later, unfortunately, due to the individual
constitution, the body may be sensitized to some other allergens, and
the attacks may reappear More frequently where there is sensitrzation
to a great number of allergens, this method is difficult to apply and the
results are less satisfactory. When the patient is sensitized to @ greater
number of allergens and there is no possiblity of the elimination of all
these allergens, similar satisfactory results can often be obtained by
removing the patient from a harmful environment (by change of resi-
dence, profession, region etc.).

Eliminatory diets, improvement in sanitary conditions, climatc
treatment, children’s homes, change of profession etc. have such an
effect. In general, all these methods are satisfactory due to their Tack of
t}xe corresponding allergen. The prolonged absence of an allergic reac*
tion leads to the relief and eventually to the healing of the shock tissue-
This method of treatment is the most simple, and usually gives rapid and
sallsf{ictory results, which, unfortunately, are not often lasting or perma-
nent if the remaiming harmful factors are not treated at the same time.

Spectfic desensitization

The specific desensitization by which one can attain the state in whic
the orgamism shows no reaction in the presence of the corresponding
al!:rgcn is of great importance in the cases in which it is impossible t0
climmate the harmful allergen. This is one of the most reliable methods,
and actually 1t is the only method of treating allergic asthma.



.

TREATMENT OF BRONCHIAL ASTHMA 307

Out of 237 cases which were under our treatment and were followed
for two years or more (1% % 2) satisfactory results were obtamed in
489 per cent of the cases Similar satisfactory results were obtamed by
some other writers. For instance Bruun ?* has also obtamed satisfactory
results in 59.8 per cent of the cases of asthma which he followed for a
period of from 3 to S years. The satisfactory results which are usually
obtained by means of specific desensitization are often temporary
{1—3 years), and seldom of long duration or permanent. Much better
results can be obtained when desensitization is prolonged or repeated
According to our experience the success of specific desensitization
depends on the following factors - the treatment should be begun as early
as possible, in the early stages of asthmay it should be carried out without
mterruption for a sufficiently long period, and i respect of all the allergen
to which hypersensthization exists; at the beginning of the treatment the
patient should, at least for a certain time, be 1solated from the harmful
environment. At the same time any bronchitis which may factlitate the
penetration of the allergen mto the orgamism should be treated. Better
results can be obtained from specific desensitization in cases where, there
15 hypersensitization to one, or to a limited number of allergens.

The mechanism of the action of specific desensitization has not yet
been fully explained Most writers consider that specific desensttization
1ncreases the quantity of the antibodies, whilst Pasteur-Vallery Radot
believes that only a temporary accomodation to the harmful allergen
can be obtamned by this method.

The rush desensitization is more quickly effective, but is frequently
followed by untoward reactions.

The elimnation of contributary factors

The ehmination or reduction of contributary factors (hurmdity, dust,
smoke, factory gases etc.) gencrally has a favourable effect on the
bronchral mucous membrane, and thus dimumshes the possibility of the
penetration of allergens to the sensitized tissues.

The contributary factors can be modified by a number of methods:
improvement of hygtenic conditions in workshops, houses and locations
change of profession, climatic treatment, residence in institutions for
asthmatic people etc as well as by the application of antibiotics.

The favourable influence of an improvement in hygienic conditions
and change of harmful environment is & matter which will be discussed
in the following chapiter. We shall now examine the part played by
antibiotics. Their significance has been more strongly emphasized in
recent tires

The mode of action of antibiotics is a scomplex, (as 15 thatof the bacteria

on which the antibiotics act. The lln, ter
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aureomycine) through their effect on bacteria, reduce or eliminate the
harmful antigen in cases where sensitization to bacteria exists, while in
other cases they act on bacteria which are contributary or localizing
factors. In 550 cases of asthma which were treated with antibiotics,
favourable results were obtained in the majority of cases. Especially good
results were obtained in asthmatic children (79 per cent), 2* while the
results obtained in adults where chronic changes of the bronchial tubes
still exasted were found to be less satisfactory (65 per cent). % In accord-
ance with the results of Findensein 2¢ we have obtained better results in
cases 1n which aerosol treatment was applied. According to our expe-
rience, as has been stated by Pasteur Vallery-Radot, 27 the best effect
of antibiotics was noticed when they were administered during Spring
or Autumn, when bronchitis occurs most frequently. Unfortunately
the favourable effect of antibiotics is usually of short duration, and lasts
only while they are admirustered, or for some months after the dise
continuance of the treatment. As the favourable effect of antibiotics
is of short duration they should be used at the first onset of the infection
of the respiratory organs, and 1n all early cases of asthma. The treatment
with antibiotics should be rep d, and, if y, combined with
other methods of treatment ¢.g. autovacein. Thus we succeeded in prevent-
ing the onset of asthma for many years in some cases, However this
means that they usually constitute only a supplementary treatment.

The elimination of localizng factors
The elimination or reduction of localizing factors which are often the
same as contributary factors, but of much greater intensity, can reduce
the sensitivity and can sometimes lead to the recovery of the shock
tissue. Many of the above-mentioned methods of treatment may lead
10 these results: sanitation, climatic treatment, vaccines, antibiotics, etc.
a) Samtation is of great importance in solving this problem. The
experience accumulated during our studies of allergic patients who
were working in various factories (silk, ** stuff, 2 asbestos, * glass, o
tobacco, rubber and leather 3* etc)) shows that humidity and sudden
changes of temperature have a decided effect on the onset of asthma,
and that the elimination of these factors contributes to the disappea-
rance of asthma. This is best illustrated by the fact that all the women
workers in one spinning mill, who often fell ill with bronchitis and
asthma while working in premises with 2 high temperature and 2 high
humidity, had no more attacks as soon as they left these premises,
although the causal silk allergen was present in abundance. We have
also blished that sanitati ion, 32 and the construction
of dams against floods) ¥ have a very favourable effect on the reduction
of asthmatic cases in these regions,
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b) Climatic treatment (sez and altitude) have also a good effect on
the elimmation of harmful allergens, and on environmental factors,
such as fog, dust, humidity, winds etc. With the disappearance of allergic
reactions the shock tissue recovers, sometimes so well that later it does
not react by asthmatic attacks to the presence of the causal allergen.
Blaumouteer, 3 Pasteur Vallery-Radot, % and Turban, ¥ Spengler and
others have established the favourable effects of a high-altitude climate,
which is confirmed by our experience. The high-altitude climate has an
especially good effect if certan conditions are fulfilled: the localities
must be protected from winds, fog, etc. The climate of the Dalmattan
coast has a simular favourable effect. Tn 653 cases of asthma in children 3
and in adults ¥ we obtained especiaily satisfactory results in 75 per cent
of the cases treated on the Dalmatian coast. Unft ly in most cases
this favourable result was not of long duration. The effect of the sea and 2
high altitude climate is much more effective in early cases of asthma,
and when the climatic treatment has lasted for a longer time, at least
for some months.

¢) Balneologic treatment, in addition to the fact that it acts in the
same way as chimatic treatment, by removing the allergen and relieving
the shock tissue, has a favourable and direct effect on the effected tissue
of the bronchial tubes, as has been blished by Villaret, B 39
Santenoise, ¥ etc.

d) The effect of vaccines and autovaccines and many other treatments
of asthma, climotherapy, antibiotics efc. 1s complex In some cases the
autovaceme causes spectfic or non-specific desensitization, Further, by
its action on chronic changes of the bronchial tubes, as a stimulating
treatment, 1t decreases the effect of contributary and localizing
factors,

The satisfactory effect of vaccines and autovaccines has been stressed
by many writers (Hatbe, #* Harley, ¢° BoZoviC. ® while Diaz ** obtained
a favourable effect 1n 63 per cent cases, we had only 48 per cent satts-
factory results in 380 cases of bronchial asthma which were treated with
autovaccimes, But in most of these cases these favourable effects were of
short dusation, a few weeks or months, and rarely for a longer period—
two years or more—and total recovery was obtained only in a limited
number of cases. Since this favourable reaction is often only temporary,
the ine should be d, especially 1 the autumn, as has
been already suggested by Pasteur Vallery-Radot and Blaumoutier. As
exclusive treatment with antovaccine is usually msuﬂicxent 1t is necessary
to combune it with other hods of 1cs etc.).

As one can see, all the above-mentioned methods of treating asthma
do not have a favourable effect in all cases. However, the favourable
effect 1s 1n most of these methods only temporary. Since these methods
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give satisfactory results in early cases, it is necessary to start the treat-
ment as soon as possible, and to apply it systematically by combining
the above-mentioned methods of treatment.

II. NON-ALLERGIC ASTHMA

This group includes alt cases of asthma which are not proved to be of
allergic nature. It is uncertain whether all cases of asthma belonging
1o this group are caused by the same mechamism, Dowall 45 has shown
that bronchospasm can be caused by various stimuli: irritation by gases
(CO,, SO, etc.), changes m p loi and the other blood
electrolytes, direct irritation by histanune or peptones, as well as by
reflectory or psychical stmuli Nevertheless the mechanism of an
asthmatic attack has not yet been precisely established. In non-allergic
asthma the important factors are: bronchospasm, oedema and hyper-
secretion of the mucous membrane of the bronchial tubes. In allergic
asthma, as we have seen, these changes are determined by an antigen-
anttbody reaction, i.e. H-substances which result from this reaction.
According to Rackemann * H-substances have an effect in non-allergic
asthma also. Actually the action of H-substances is very complex and
insufficiently studied Some writers consider that H-substances have an
effect on the capillary permeability, smooth muscles, and bronchial
secretions 1n non-allergic asthma also. Dowall &7 has shown that with
the reduction of sodium m the cells, as occurs when there is insufficient
adrenal cortex, the smooth muscles become sensitive to histamin.
According to Stern ¢ hustamn has an action mainly on the cells which
contain much diamiooxidae, which 1s later the recipient for histamin.
Parrot #* found that the serum of an asthmatic patient has a lowered
histamunopexic power, 1e. it does not absorb the histamin which
reaches the blood. On the basis of the above-mentioned facts one could
suppose that the increase of histamin in the blood has a stimulating
action on the cells of the tissues which contain more diamonoxidac.
However, although all this points to the importance of H-substances,
the mode of their formation and action has not yet been definitely settled.
Besides, it 1s uncertain whether H-substances play a role in all cases of
non-allergic asthma, perhaps this kind of asthma is caused by some
other mechanism According to many writers (Danielopolu, ® Sante-
noise #), in non-allergic as well as in allergic asthma the local distonies
of the neuro-vegetative system play an important part, while some
writers (Dowall, 2 Serafini %) consider that changes 1n the electrolytes
of the plasma play an important part by theic direct action on the
neuro-vegetative system and the smooth bronchtal muscles, However,
the possibility cannot be excluded that even in these cases the changes
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are caused by H-substances Accordingly it appears that there ought
to be no difference between allergic and non-allergic asthma.

In non-allergic asthma the factors which have been mentioned in our
discussion on allergic asthma are also of great importance: disposition,
constitution, contributary and localizing factors. In non-allergic asthma,
as well as in allergic asthma, the condition of the neuro-vegetative and
endrocrine systems and the resistance of the connective ussue are of
great importance. The contributary factors in non-allergic asthma in
general are the same as m allergic asthma, but here they play a different
role: instead of facilitating the penetration of allergens they allow the
harmful factors to act on the reacting shock tissues. The localizing
factors, with the resulting tissular lestons, will determune the tissue
which will react in the case of non-allergic asthma also,

In sptte of the fact that the causes and mechantsms which lead to an
attack of non-allergic asthma are different, and in view of the fact that
the reactton-—an asthmatic attack—is usually more or less the same in
all cases, it is possible to apply some common methods of treating
non-allergic asthma.

Metkhods of treating the symptoms of an asthmatic attack

In the cases where we are not able to explamn the causes of an asthmatic
attack, both In allergic and non-allergic asthma, we must use methods
which have an effect on the changes themselves which determine the
attack, i.e bronchospasm, ocdema and hypersecretion. Stnce the causes
whuch lead to an asthmatic attack are the expression of a local distontsm,
the sympat 1€ Or par lytic substances may be used
with success: adrenalin, aleudrin, ephredin, atropme etc. It is known that
these drugs are of great value, but only in interrupting an asthmatic
attack, and that therr immoderate use can cause an aggravation of the
condition.

Theophyllin and 1ts derivates have a very favourable effect on asthmatic
attacks, especrally when used with acrosole (Pasteur Vallery-Radot). 5

In 42 per cent cases we have obtamned satisfactory results with anti-
histarmne substances, % which prevent untoward manifestations caused
by histamin, however Frugoni % and Serafini have obtained 40-50 per
cent good results, and Pasteur Vallery-Radot 7 and his co-workers m
66 per cent of their cases.

In severe asthmatic attacks, satisfactory results can be obtained by
using hormones, acra and cortisone In accordance with the results of
Pasteur Vallery-Radot and hs co-workers, the result we have obtained
have proved to be satisfactory. In 55 cases of severe asthmatic attacks
treated with these hormones, n accordance with some other writers, we
obtajned favourable, but temporary, results in 83 per cent of the cases %
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The method of action of AcTH and cortisone has not yet been established.
Quarles van Ufford considers that adrenalin cortex does not play an
important role in allergy, and that it acts only on one of the many
disturbances of the endocrine glands which exist in allergic conditions.

Non-specific desensitization

Experience has shown that some substances, such as pepton, serum,
miulk, tuberculin, calcium and magnesium sulphate, can have 2 favour-
able attack on asthma. The mode of their action in asthma is explained
by colordoclassical shock, and by a following refrectory period. However,
these substances are unreliable and not much used.

Pyrotherapy

A temperature artificially provoked by preparations of sulphur, vaccines
etc, can, in some cases, stop severe asthmatic attacks (Storm van
Leeuwen, ® Vuleti¢), &

Physical treatment

Physical treatment (x-rays, ultrasone, ultraviolet rays, diathermy)
which most frequently acts like non-specific desensitization, does not
give definite results. x-ray treatment, from which Pasteur Vallery-Radot
and Blaumoutier ®* have obtained excellent results in 23 per cent of their
cases, and improvement 1n 41 per cent has been shown to be of less
value in our cases (36 per cent), ©

Psychotherapy

Although the psychuc condition 1s of great 1mportance in the constitution
of asthmatic patients, as was stated by Hansen, 8 there is actually no
asthma of psychic origin. According to our expertence, ® the asthmatic
condition has an influence on the psychic condition of the patient, it is
obvious that later 1t can cause an asthmatic attack in the event of an
emotional disturbance. According to Diaz, ® emotional disturbances,
as well as sudden metereologic changes, can cause an asthmatic attack.
The results which have been obtamed so far with psychotherapy show
that this is only a supplementary factor.

Surgical treatment

Leriche, " Goebell, Jakovljeci¢, ® Putnik, and some other writers have
obt.ained encouraging results in the improvement of 25-50 per cent of
their cases when they used the method of the infiltration of ganglium stel-
Iatum, stellectomy and some other surgicalinterventions on the sympathi-
cus. This relatively low percentage of favourable results, the fact that the
indications are not precise, and the results of the intervention itself are
often unpleasant are the main reasons why the surgical treatment of
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asthma is not frequently applied, as has been stressed by Leriche in the
Second International Congress on Asthma at Mont-Dore.,

The surgical treatment of focal infections (inflamed tonsils, sinuses
etc ) actually belongs to the treatment of asthma based on the elimination
of the causal allergen.

In non-allergic asthma, the elmination or reduction of contributary
factors—dust, humidity, fog, sudden barometric changes—also plays an
important role in the treatment of asthma. This can be obtawed by
chmatic and balneologic treatment, sanitation, housing conditions,
workshops, localities, change of residence and profession ete.

Conclusion

As has been seen, many of the above-mentioned methods of treating
asthma have a favourable effect i the majority of cases (30— 60 per cent).
In some cases the favourable results can be obtained easily, simply by the
climination of harmful objects, or the removal of the patient from an
unwholesome environment, m other cases, however, they are not easily
obtamed. This favourable effect is in the majority of cases only tempo-
Tary, so that cases of complete recovery are very rare, even when the
results are entirely satisfactory. Therefore even in early and relatively
mild cases of asthma, and still more 1n long-standing cases, 1t is difficult
to see the success of the treatment. In this respect it is very difficult to
find any other disease which can be compared with asthma. This 1s the
explanation of the prevailing opmion that asthma is an ‘incurable’
disease. The uncertain results of the treatment of asthma are maijnly
due to the great complexity of the mechantsms of this disease, and the
large pumber of extrinsic and intrinsic factors which determine the
manifestation of early and late asthmatic attacks. It has been mentioned
already that besides an asthma of allergic nature, the mechanism of
which is already very complex, especially if one takes into consideration
the treatment by antistamunes, thete 15 also an asthma of non-allergte
character with different mechanisms, where at least in some instances
histamin plays an important role. The constitution (terrain) which plays
a significant role 1 all these mechanisms, has not yet been sufficiently
studied. The role of many extrmsic factors which play an important
part in sensttization, formaton of shock tissue, and the determination
of asthmatic attacks 1s by no means Jess clear.

For these reasons, in order to make the treatment of every case of
asthma rational and successful, 1t is necessary not only to establish the
diagnosis of asthma, but also to appreciate the mechantsm of an attack,
and all other factors which co-operate in the determination of an
asthmatic attack. However this is not possible in all cases, even in
specialized institutions The complexity of the etio-pathogenesis of
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asthma and the uncertamnty of 1its treatment are the main reasons,
among others, for the scientific discussion of the treatment of asthma,
and the organisation of associations of specialists in asthma.

On the basis of our experience and results, which are confirmed by
other writers on the treatment of asthma, the following general prin-
ciples are suggested:

1) The success of the treatment of asthma, as well of other diseases,
depends 1n the first place on an early diagnosis and treatment in due time.
Many latent forms of asthma frequently remain unknown for a long
time, or they are not at first thought to be serious, accordingly, a correct
and vigorous treatment, which, if applied at the proper time would lead
to more satisfactory results, is not applied. If systematic treatment is
not applied at the beginumng, mild and reversible changes of the mucous
membrane of the bronchial tubes, and the local distony of the neuro-
vegetative system, which are followed later by psychical changes in the
patient, and, finally, by permanent changes such as chronic bronchitis,
emphysema, and cor pulmonale may occur. Frequently the spontancous
cure of infantile asthma, and the favourable results when treatment 18
applied early yustify the fact that the greatest care should be given to the
treatment of asthma m children, young persons, and in general nall
early cases of asthma

2) In view of the fact that asthma is but an expression of a larg®
number of different factors, the principle of the treatment of asthma must
be such as to influence all factors at the same time. In this sense, for
instance, we combine the specific desensitization with the temporary
removal of the pattent from an unwholesome environment; and
necessary we treat contributary factors, such as bronchitis, with antl
biotics, autovaccines etc. These methods are used successively or con”
temporaneously according to the severity of the asthmatic case.

3) Due to the fact that we are never certain of permanent and total
cure, the treatment should not be discontinued immediately after the
first satisfactory results, which are only temporary. Many of our cases
show that the disappearance of asthmatic attacks does not mean that
the sensitization has disappeared, nor that shock tissue has been cured.
Under new, favourable conditions further asthmatic attacks may SUper-
vene after a longer time. For this reason, even the successful cases
should be kept under constant observation and closely controlled;
and should the slightest signs of aggravation appear, vigorous inter:
vention should be undertaken. Due to such procedure, many cases of
severe asthma have been practically permanently cured.

Although tk}ese three principles in the treatment of asthma are of
mportance in all cases, there are, nevertheless, some methods of treat
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ment which correspond to various ages are of particular importance,
For instance, while climatic treatment reheves all cases, in infantile
asthma antibiotics are of great value. In adults, and 1n occupational
asthma, besides specific desensmzancn. sanitation 1s very important. In

old persons with d asthma

ymp has a

special value,

From all the above-mentioned facts, one can conclude that an early
treatment of asthma should be continued in which various methods are
combined. This, however, is rather expensive. Hence an appropriate
treatment is 1n many cases impossible, and, unfortunately, it is usually
palhative, so that the disease is more and more neglected and difficult

to

cure.
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PULMONARY MYCOSIS WITH AND
WITHOUT ASTHMA

by
P. J. VAN DER WERFF

A short survey will be given of 8 patients with mold growth i the
resprratory tract and one case report is presented more in detail They
illustrate certain aspects of occurrence and significance of broncho-
mycosis 1 relation to bronchal asthma and in connection with the
therapy, especially in this respect the antibiotics.

It is conceivable that a.o. the allergie skinreaction, immediate type,
may prove to be of value to the diagnostician in distinguishing between
genuine bronchial asthma secondary to bronchomycosis and: the non-
allergic asthmalike wheezing symptoms, such as 1 cases of tuberculosis,
pseudotuberculosts by chronic pneumonomycosis, malignant tumors, etc,

1) As some of you, who were present at the Round Table Meeting
two years ago here in Utrecht perhaps will remember, I told you the
story of a patient, who in his youth worked on a cucumberfarm.

He had a bronchomycosis, infiltrative and fibrotic changes and
cavities 1n the right upper lung, a gradual development of allergy to the
responsible Aspergillus species, viz. Amstelodamt (Mangin) Thom et

Church. Potassium 1odide and in mod dosage
to be of no avail
The t with i Neo: an had yrelded excellent

result m clearing the mycotic infection; his chronic asthmatic and
bronchitic complaints discontmued.

2) The second case was a farmer, no known allergies in fanmuly, whose
first attack of asthma and bronchutts symptoms simultaneously occurred
while harvesting rye. *

Together with a pulmonary infection with Staphylococeus aureus, he
had a mycotic pneumonitis giving nse to asthmatic attacks as secondary
manifestation, caused by an allergy to a yeast—classified as anew specres
of the genus Trchosporon, now called Tr. Behrendii Lodder et van Rij
(fig 1.

The administration of Penicillin as an antibiotic aganst the bacteria
made the patient worse, as 1t was accompanied by an aggravation of
symptoms, .

Rapidly his condition showed defimte improvement on potassinm
jodide, creosote and intravenous Neosalvarsan.

1 These two patients were discussed in Awr Allergy, 1, 567, 1953.
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In the University Clinic for Internal Medicine, Leyden (Head: Prof.
Dr. J. Mulder) we saw during the last 4 years still more patients with
mycotic infections involving the bronchi or areas of lung parenchyma,
but these 4 cases did not show an allergic sensitization to the fungi
chronically present in the respiratory tract.

3) A farmer with chromc pneumonitis especally in the right Jung,
The sputum culture gave many colonies of Aspergillus fumigatus

Trichosporon nov.spec.1949 —

Trichosporon Behrendii Lodder et
v.R1J 1952
Fig 1

Fresenius. Bacteriological findings were inadequate to the clinical mani-
festations. He improved with intravenous Neosalvarsan.

4) An agriculturist's wife with a large cavity 1n left upper lung with
growth of an abnormal variety of the species Aspergillus fumigatus. In th.e
first stage this was a silent case, but later on recurrent hemoptesis
established itself. Operation was indicated at that time.

5) A housewife being in poor general condition got a tonsillar fungus
infection, followed by muliary dissemination with Candida albicans
(Robin) Berkhout, after a hugh dosage cure with Chloromycetin. She died.
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5a) An administrator got a tonsillar fungus infection, too, in the

same way, He improved with ocal application of Neosalvarsan-glycerin.

gard with i Ve [ ia. His sputum contained large
amounts of Aspergillus fumigatus and of the new spec. Trichosporon
Behrendii. With intravenous administration of Neosalvarsan, beneficial
results were gained quickly.

Later on in my Amsterdam clinic we had two clear examples of
secondary thrush of the bronch, causing ct istic allergic p
in one of them, These two patients were sent to Prof. Mulder, Leyden,
for further analysis:

7y A farmer with chronic asth id-b hitd i i
hemoptesis, gradual aggravation of his complaints of coughing, dyspnoea,
tightness 1 his chest and loss of weight. He had a carcinoma soldum
of the right main bronchus, with an enormous thrush due to Candida
atbicans, His allergic ski and pr ive-inhalation tests were
all negative.

8) A stock farmer with posttive allergic family history, who since
2 years had a chronic cough, since about 1 year rhunitis vasomotoria
and asthma bronchiate, was hospitahized in very poor general condition,
He had carcinoma cardiae ventriculi with metastases 1n both lungs, the
latter secondary infected by Trichosporon cutancum (de Beurmann,
Gougerot ¢t Vaucher) Ota and Aspergilns nidulans (Eidam) Winter;
and moreover T.B. Mycobacteria, bovine variety, were found in pleural
exudation at both sides. After allergic investigations and treatment
with potassiom iodwde and creosote the allergic mamfestations dis-
continued together with a nearly complete disappearance of the fungs,
So we felt justified in concluding that the chronic presence of the fung:
started the allergic symptoms of the whole respiratory tract

9) Only one patient T would itke to present to you today more in
detayl, because this case iifustrates certain aspects of the clinical findings,
diagnosis and treatment. He 15 a baker’s son, with positive allergy in
family hstory, who had recurrent and increasing asthmatic broachitis
since his chitdhood When he was first scen by us, he was 12 years old.
He had allergic skunreactions, markedly strong positive for eggs, choco-
late, milk, fish, wheat- and rye-flour, several yeasts and quite a lot of
molds, among others those, which are charactenstic as defilements for
flour, (Rhuzopus arrhizus Fischer, Rhizopus nigricans Ehrenberg,
Mucor F Mucor spi v. Treghem, Thamnid
elegans Link). T with ant-alfergic diet and d iti
agamst the inhalants gave a rapid improycment. After 3 months he had
no complamts any more. After reaching a rather bigh dosage, the

1 Tbit i re was gradually di i 6 mounths

aftarwarde
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The patient showed a perfect health during nearly 3 years, also while
working in the bakeryshop of his father. He came back with complaints
of very heavy tickle-coughing spells, now and then expectoration of
abundant amounts of miky-whitish sputum, lancinating pains in his
chest, especially at the night side, no genuine asthmatic attacks, no
fever at all; these complaints were lasting about 4 months. As was told
to us, all troubles had failed to respond to any treatment during that time.
When staying out of the bakery, he could not find any improvement
of his complaints. His recent history revealed that these troubles started,
when duning two weeks i summertime he helped his uncle, a farmer,
in harvesting hay. Intracutaneous and ichalation-provocative allergen
tests were negative, Antireagins to yeasts and molds could be demon-
strated. The corrected sedimentation rate was 36 mm. one hour, 80 mm.
two hours, other bloodfindings disclosed no pathologic changes; sputum
contained moderate amounts of eosinophiles, and Haemophili influenzae,
a few pneumococct of high type and a considerable amount of mycelium
threads, falling to pieces namely in arthrospores, and with blastospores;

mycological examination disclosed for the third time in a few years
the new spec. Trichosporon Behrendii. The chest x-rays November 9th,

1953 (fig. 2 and 3) gave especially in the right lower chest a paracardial,

intensively marked picture, with an increased density lying in a Iung-
segment at the front side. After treatment with potassium jodide and

creosote, his condition mmproved quickly together with the findings in

his sputum, After 4 weeks, the check-up of the sputum revealed n0

yeast substances any more, still a few preumococci, but more haemo-

phili than before.

The chest x-rays made at about the same time December 8th, 1953,
(fig. 4), showed significant decreasing of the pneumonic infiltration.
The chest x-rays of March 17th, 1954, gave only shght fibrotic changes
in the nght lower lung lobe.

Refernng to the bacterial infection, learned by similar observation
(case no. 2) and by the 2 cases of Leyden, I did not give any ‘antibiotics’
during the first time of the antimycotic cure for fear of the possibulity t0
activate ndirectly the fungal infection. Afterwards antibacterial therapy
appeared to be unnecessary, since he had no symptoms and no sputum
any more,

Comment

Apparently being not as rare as mostly hitherto considered, this papet
was presented first in order to demonstrate the possibility of activé
cases of bronchomycosis as one of the many causal factors of asthmatic
or asthmatoid symptoms and in cases of subacute or chronic bronchi!}s,
bronch ia, indurative ia or chronic pneumonitis,




Fig 2
Xeray 9 XI 1953

Fg 3
Xeray 9 XI 1953
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ALLERGOLOGY AS A BASAL SCIENCE AND
AS AN INDEPENDENT SPECIALISM *

by
H. A. E. VAN DISHOECK

In modera medicine, the doctrine and study of allergy has won for itself
4 recognized position; as a basal science in many different specialisms;
as an auxiliary science in the performance of special techniques, and also
asan independent specialism with respect to a certain group of affections.
This result has been obtained thaoks to a small group of enthusiastic
experimenters and clinicists, who, hawever, had to overcome an un-
usually strong resistance.

The first observations concerning allergic diseases date back to remote
antiquity. But it was pot until 1873 that Blackley discovered the cuta~
neous reaction to pollen in hay fever patients. With this, the connection
was demonstrated ad oculos, for the first time, between a seemingly
innocuous substance and human allergy. Blackley thereby became the
first clnical allergist.

His contemporaries failed to realize the fundamental importance of
this discovery, On the contrary; under the influence of Pasteur’s and
Koch’s discoveries, 1t was thought that hay fever, too, was probably a
bacterial affection. Here, an analogy with our own times at once suggests

itself: under the inft of p dicine, many p
tend to rcgard asthma, and even hay fever, as psychogenic in origmn.
Such are dible, because both infection

aund mental factors play a constderable part in allergic affections.

Not natil the development of the immunity theory by E. ven Behring
and, more particularly, the discovery of anaphylaxia by Richet——now
fifty years ago—did the doctrine of specific hypersensitiveness penetrate
to the clinic. Richet had demcnstrated that an animal can be sensitized
by ion of a ively b: and that re-inj of
a soall quantity of the same substance may be followed by severe
phenomena such as asthma. This soon caused the medical profession
—encouraged, moreover, by Dunbar’s wriungs—to set aside any linger-
g doubt concermug the causattve action of pollen in hay fever. Blackley
and Dunbar, in fact, have laid the foundation of allergology as an in-
@ependent specialism.

Speaialization, a also 1n the case of alletgy, is the unnvmdablc resuft of
the ever p idening and d. ing of onr X 0! That

eld at ths Opeatng Cemucny Prof, Van Dmmsa:, president of the Dm:h Sociery
) ‘o':cxg:ry, was president of the Executive Comumitee,
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which, fifty years ago, was an isolated observation, and a group of
diseases against which physicians were powerless, has become a science
and techmque which can hardly be mastered any longer by a single
individual The narrowing-down of one’s interests that may be the
consequence of unduly far-reaching speci: ion is oft d quite
rightly—railed at; but we are equally justified in pointing with gratitude
to scientific discoveries which humamty owes to this same specialization.
The true specialist is he, who concentrates on some part of med:cal
science, but who—just as consctously—keeps an open mind and 2 broad
vision for those facets in other specialisms which are necessary for the
understanding and the growth of his own subject. This entails the need
for contact with other specialists, and team-work. .

The modern hospital, with its many departments and laboratories, is
the realization of this growth of specialization and integration. Here,
organologists have their own, rounded-off field of activity. Characteristic
of these specialists 1s their engrossment in the basal sciences, and their
great need of assistance from other specialisms. Especially the rhino-
logist, the lung-specialist, and the dermatologtst have been led to study
allergy. Some have acquired the necessary knowledge by themselves;
others had recourse to the assistance of a professional allergist. In this
way, allergology has gone through a development similar to that of
haematology, endocrinology, and bacteriology,

In most cases these spectalisms, although not bound to one par!icul-’{r
organ, nevertheless have some separate disease on which they focus their
attention One might even say that a specialism may owe its existence to
some particular disease which 1s both frequent and difficult to cure Such,
for mnstance, is the case with rheumatology, and the same applics to
allergology. If asthma had been a rare disease, there would have beert
no demand for an independent allergist. In that case, allergology would
have remained, like bacteriology, a basal science in each specialism:
AS“{“‘J, therefore, caused allergology to grow into an independent
specialism,

) In‘ common with bacteriology, allergology largely owes its scientific
p to the lab y. In the t ing, both served in the
clinie as basal sciences and as auxiliary sciences. Bacteriology, however:
15 thf: <.:lmictst'§ basal science to such a degree that the bacteriological
pecialist has his place ively 1n the laboratory, whereas the allergi®
spemnlls} has found s place at the sickbed, and even, here and thefe,
already in a department of his own. The time when this was otherwisc
is stul fairly recent; and even now, allergology’s struggle for its rightful
place has not been brought to a succesful issue everywhere, It is doubtful

whether any other specralism has encountered greater difficulty in the
fight for 1ts independence
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This resistance against allergology is not merely the usual reaction
against everything that is new and stems from the laboratory, Quite
rightly, novel theories of this kind must first prove their practical value,
before they can expect to find general acceptance. Thus, allergology had
to prove that specific sensitization plays an important part 1n a disease
Jike asthma, that the causative allergen can be traced, and that elimi-
nauon of this allergen, or desensitization, can cure the pauent, This

to the d ion that the apaphyl ex-
peniment is applicable to the allergic attacks. The question now is,
whether allergology has been found wanting in the performance of this
task.

There is one diszase in which this connection is as plam as a pkestaff,
and which, in fact, may serve as an example of a purely allergic affection.
This is hay fever. For, both the nasal symptoms and the asthmatic
trouble which consutute the hay fever syndrome, are known to be
caused by a well- kncwn allergen, grass-pollen, In the absence of this
e.uergm-as in wi the morhid p ppear, and the
patient is a normat person agamn. Exposure to the allergen—also in
wintertime—will at once cause the recurrence of the symptoms. No
wonder, therefore, that the doctrine of allergy has found its warrest
supporters among rhinologists. One example of this is the Dutch school
of Bemarmns. Directly in line with hay fever we may place occupational
aflergies, as in bakers, leather-workers, persons charged with the care
of anunals, hyper-sensitiveness to dust in nurses and to cosmetic powder
in s etc. In these affe too, the allergen 1s unmistakably
recopnizable as the morbid agent. Agam, some skin affections and
nutritional disorders may be attributed to the action of well-known
allergens.

In all these patients, the connection between the disease and a spccxﬁc

aliergen 35 undensable; in fact, the d to the phy
experment is practicalty pcrl'ect 1t is not surpnising, therefore, that 1t
was this observation, and that such

causative allergens were searched for also in other patients, suffering
from asthma and other allergic diseases. Now the skin tests were ex-
pected to ‘do thewr bit’ in tracking down the unknown aflergen. That,
after all, was the necessary condition, either for the elimination of the
allergen from the patient’s mtheu, or for desensitizing the patient to the
allergen

In this way the expectation was aroused that, by investigating specific
sensiizations by means of skin-testing, the problem of asthma and
vasomotor rhimtis might, to a Yarge extent, be solved.

Disiflusions were bound to be frequent; for such a success could be
completely achieved only in a limited number of patients. For a much
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and who failed to react to the introduction of pollen into the nose—
m about one per cent of cases, a positive skin reaction to pollen. Never-
theless, some of them had a relatvely low dermat threshold and, in
correspondence therewith, a high reagin content of the blood. This
proves that there must be other factors, apart from the presence of
reagins, if an allergy 1s to be rendered manifest,

Piness and Miller found that, among the allergic patients that reacted
to pollen, only half had any hay fever trouble. The other half, therefore,
must be classed as cases of either latent allergy, or para-allergy.

In common with Roux, we found that bakers who were hypersensitive
to flour showed such para-allergic positive pollen-reactions in about
half of the cases, while there was only an isolated case of typical hay-
fever during the season. Thus is a considerably higher incidence than that
of positive pollen reactions in other allergies One is naturally inclined
to explam this curious association of flour- and pollen-hypersensitivity
by assuming a chemecal simulanity between the allergens. This is known
10 exist between the grasses mutually; but, although the different brands
of flour also belong to the graminaceous plants, they differ from the
grasses 1n an allergic respect. For this reason we only rarely find the
contrary case, namely, a positive reaction to flour among hay fever
patients.

All the same, we are inclined to assume that this association of flour-
and pollen-allergy 1s not merely accidental, and that their kinship be-
comes manifest in the form of a predisposing factor. That is to say, that
the patient who 1s hypersensitive to flour is disposed to be also hyper-
sensitive to pollen, and conversely. This disposition, however, will not
become manifest unless and until the exposure to the allergen in question
15 sufficient, Now the exposure to pollen of the man who works with
flour is normally present; hence the high percentage of manifestly posi-
tive reactions. The exposure of the hay fever patient to flour, on the
contrary, 15 usually extremely slight ; hence the small nrumber of manifest
reactions. But when a hay fever sufferer becomes a baker, he should,
according to this theory, very soon develop a sensitivity to flour. Now
this 15, 1n fact, the case. Thus, out of some hundreds of bakers, we have
never found a positive pollen-reaction without a stmultaneous positive

flour-reaction,

Next to the changeability of the results of the skin reactions, the
equally haphazard occurrence of the attacks 1s also a cause of a great
deal of misconception concerning allergy. In contrast to the laboratory
animal, which can be made anaphylactic at any time, and invariably
reacts with an attack to a given amount of allergen, the human allergic
constitution 1s to a large extent determmed hereditarily, and the occur-
rence of an attack is 1n a high degree independent of the allergic dosage.
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Opponents of allergology are able to report cases of patients with
positive skin:reactions to a certain allergen, but in whom exposure
to this allergen sometimes produces a reaction, and sometimes not
at all,

Constitution, disposition, and exposure are the three pillars that
support our understanding of the occurrence of attacks. The allergic
constitution causes children of allergic parents to get allergic affections
2t an earlier age, and in greater numbers. The disposition determines
whether, at a given constitution and exposure to allergen, an attack will
or will not, occur. This disposition comprises somatic, psychic, and local
factors, which together determine the tolerance threshold of the autonom-
ous nervous system. With respect to the somatic factors, one should tlnk
particularly of hormones and of infection, and with respect to the local
factors, first and foremost of reflex-hypersensitivity.

Exposure to the allergen is the third condition, both for the genests
of an allergic affection, and for the occurrence of attacks. Ths factor 1s
no less important than constitution and dispositton. The occupational
allergies have taught us that any group of the population may at any time
be sensitized, up to a high incid byan p to a potent
allergen. Thus, bakers 1n small, badly ventilated bakeries proved to be
sensitized to as ugh as 40 per cent., and in the large, well ventilated ones
to 25 per cent. The percentage of sensitized workers was found to in-
crease parallel with the number of years of service, so that we may well
ask ourselves whether, given iently long and i P .,
every person might not be susceptible to sensitization. In that case, a
positive henidutary tamnt could only become manifest through an earlier
occurrence of the allergtc disease.

The doctrine of specific sensitization is now, once again, finding its
opponents—this time, 1 the ranks of the psychosomatic therapists.
‘They deny the importance of specific sensitization, on the ground of the
desultoriness of the skin reactions and of the allergen as a morbific agent
As agamst this, they hold that the cause of allergic diseases must be
sought 1 psychic conflict situations. They point to the meurotic dis-
position of asthma patients, to their suggestibility during the occurrence
of and the recovery from attacks, and to the results obtained by ther
treatment They deny, therefore, that, in man, anaphylactic processes
play an important part.

No allergist would ever deny the great importance of the psyche 1n a
human allergic disposition. Condttioned reflexes and associations are
powerful factors 1n the occurrence of these diseases. The familiar ex-
amples described by Osler and Morell Mackenzie, such as asthma on
looking at artificial flowers, and hay 'fevﬂ‘ on 1q0kmg at a pamnting, are
readily supplemented by any allergist from his own experience The
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same mechanism is equally well-known with regard to seasickness and
gastro-intestinal disorders.

But it would be going too far to deny the unmistakably close corres-
pondence between the ammal experiment and human allergy. And it
would definitely be going too far to attribute neurotic tendencies to entire
groups of the population, such as hay fever patients, bakers and others
who might be exposed to allergens.

The implication of such a theory would be that 40 per cent of people
are neurotic, since—according to Vaughan—this is the percentage
showing allergic symptoms at some time of their life.

As against this, too little attention has been given to somato-psychics,
that is, the mental digestion of the fact of being bodily ill. Is it surprising
that an asthmatic child seeks help for his distress, in his feelings of
suffocation, with hus mother, and that he may develop an ambivalent
attachment to her? Surely adaptation to the presence of disease is quite
as difficult in the case of asthma, as in deafness, infantile paralysis, or
disequilibrium. Those suffering from acquired diseases of tius kind show
considerable resemblance with asthma patients; but nobody would wish
to assert that they had a neurotic constitution before they fell ill. Neither
can it be maintained that an excessively large number of allergic affec-
tions is found among evidently neurotic patients.

When we reflect upon the controversies which I have discussed, we
find ourselves faced with the task of giving a reasonable evaluation of
many different factors, and a justifiable description of their interplay.
Skin reactions have their value; but the allergist should beware qf
arousing unfulfillable expectations. In the pathogenesis of allergic
diseases a large number of—partly unknown—factors play a part. There
are unmistakably somatic factors such as allergens, hormones and
infections; but there are equally unmustakable psychic factors, such. as
existing conflict situations, conditioned reflexes, and the mental digestion
of bodily distress. 5

We cannot help, therefore, being forced to look upon the allergic
syndrome, not as either somatic or psychic, but as both somatic and
psychic. This line of thought will come easier to the thinker trained in the
phifosophy of Hegel, than forhimwhopreferstoadheretothe Kantianfaws.

For the understanding and the treatment of such complex diseases,
therefore, the allergist needs to possess a great flexibility of thought.

No longer can he afford to be the skin-scratcher of former days; he will
ha\{c to master the vast field of specialized allergological knowledge.
This, however, is not enough; for he must also have a fully adequate
knowledge of internal medicine. Only in this way is it possible to obviate
d{ﬂgﬂosnc mistakes. And even then, he is not completely cquipped.fOf
his work, for he will also have to study his patient’s psychic condition.
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That the awareness of these desiderata is not new or foreign to us will
be clear 1o anyone who has made himself acquainted with the program
of the adresses for the next three days During these three days, both
the asthma specialists and ves of other b of

will give proof of the measurc in which the doctrine of allergolagy, in
all its facets, and as an independent specialism, a basal science and an
auxifiary science, is a living part of their professional study and deep
concern.

But apart from knowledge, great zeal and high accuracy, the allergist
must have 2 warm homan heart. He must be able to cope with dis-
appointments, and to impart courage and consolation, over and over
again, 10 these patients who need his moral sustenance mare than others,




ON THE HISTORY OF BRONCHIAL ASTHMA*

by
TH. H. SCHLICHTING

An attack of bronchial asthma makes an enormous impression, and
one cannot wonder, that it has been mentioned already among the
first medical accounts. In fact, bronchial asthma is mentioned in the
Hippocratic collection, sometime between 500 and 300 C.

The description is rather accurate, since the expiratory dyspnoea has
been noticed and laid down in seript.

Now, a modern physician expects, that the Greeks would make
haste to distingwish between this and cardial asthma, bronchitis and
similar affections. But this was not the case. Their idea of the composi-
tion and structure of the body was so extremely simple, that they
could not conceive a great number of different diseases to be possible.
In their therapeutic measures they took their clue from the general
condition of the body, and they did not care much about localization
and specifiaity. This was the prevailing view and this state of affairs
remained unshaken, as long as the Greek philosophy of nature, and
notably that of Aristoteles, did prevail.

1 have named the word specificity. This is a rather modern idea;
its history may be said to begin with Paracelsus, it was unknown with
the Greeks.

Celsus, 1n the first century of our aera, says: ‘There is 2 disease
situated in the regions of the throat, which causes difficulty of breathing
‘When this discase 1s not too strong and thus not causes suffocation, it
1s called dyspnoea; when this disease 1s stronger and also causes noises
and cough, it is called asthma; when 1t is still stronger, so that the
patient can only breath with the neck extended, it is called orthopnoca.”

Thus all these affections are considered as one disease, in different
grades of strength.

The first full-length description of bronchial asthma has been written by
Aretaeus of Cappadocia, probably in the first half of the second century.

As to the causes of illness, the Greeks thought that they were either
a shortage, or an excess, or a wrong quality of one of the four liquids,
the four humours that is, of the body, and they directed their therapy
to the re-establishing of the harmony between these four: blocd,
phlegm, white gall and black gall.

You can express therr pathology in terms of these humours, but
® Lecture hetd at the Opening Cercmony. '
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you can do the same in terms of the four qualities, viz. heat, cold,
moisture and dryness; because each humour represents a mixture of
two qualities, and then you get four possible muxtures. As a matter of
fact, this theory was not so bad, as it seems to us; they were able really
to adapt their therapy to the different pathologtcal states of the body.
But there was another theory, preconized by Galen, that was far worse
and, mn reality, fantastical. It is the theory of catarrhs.

Galen imagined, but not for the first time, that gases rose from the
lower parts of the body unto the bram, which was the cooler part;
there the gases were condensated and from there flowed down and
caused catarrhs—catarrhein means flowing down—of the nose, the
eyes, the lungs etc.

The nature of bronchial asthma could be known only after the
theory of catarrhs was discarded, after the destruction of the theory
of humours, and not before same idea of specificity had been conceived
and constructed.

The modern idea of specificity was in medicine unknown during the
Middle Ages. In the footsteps of the Ancients people said, that man
was more real than a man, or that the spectes man was more real than
the individual man. This kind of viewing nature did not allow them
to appreciate individual differences, i e. did not allow them to conceive
specificity 1 our modern sense. It comes to the fore for the first ime
in the writings of Paracelsus and becomes strong in the following tumes.

The theory of catarrhs was not so very popular in the Middle Ages.
To be certam of this, I have consulted an edition of Avicenna, who
was from the 13th century in medieval eyes the greatest master of
medicine, an edition annotated by Jacques Despars, a Belgian from
Doormk, who was a professor at the Sorbonne about 1450, and whose
annotations were six times as voluminous as the proper text of Avicenna.
This professor knew all about medseval medicine—he was, besides,
a great benefactor of his University—and he does not mention catarrhs
1 his writings about asthma. The catarrhal theory was revivified in the
Renascence, as when people had an exaggerated reverence for Galen.
Jacques Despars treats asthmatic condittons in the same way as he
treats other diseases, that are caused by superfluous humours.

So thus is the official theory. But you never know. In 1552 Geronimo
Cardano was asked to cure Archbishop John Hamilton of Edinburgh,
This bishop was, X regret to say, overworked, aggresstve and gluttonous.
Cardano prescribed small meals, ten hours sleep, riding on horseback,
cold showers, nose drops with elaterium (cucunus silvestris), 2 bed of
unspun silk, a linen, not a leathern pillow, filled with straw. So he
knew, 1f I may say so, allergy, and he knew the role of the nasal mucosa,
He cured the archbishop.



336 SCHLICHTING

Practice, it is clear, js richer than theory. Clinical theory, indeed, did
not grow 1n the 16th century, which was the century of anatomy. The
17th was the century of physiology. But the findings of anatomists and
phystologists had only few clinical consequences, This is because there
is a kind of historical law, which says, that a clinical theory does not
disappear, as soon as its fundaments are destructed, but only, when
another theory is able to take its place. Thus the clinical theory of
Galen held good, while on the one hand its humoral theory was dis-
believed, but at the other hand no plausible theory was available.

The first new clinical theory was that of the chemical theory of life,
but in Paracelsus and Van Helmont it was combined with a strong
vitalism. Paracelsus, as a matter of fact, did not quite disbelieve in
the humoral theory, but Van Helmont, in the first half of the 17th
century, attacked this theory furiously, and in particular the theory
of catarrhs. He showed with many arguments and a few observations,
that this theory is impossible and absurd. Also he gave same clinical
histories, that are very rich in content.

1) A mayor of a big aity falls on the head and the shoulders; he
gets unconscious, he awakes, and he feels himself very well during
the next eight months. After these months, he has some attacks of
asthma. In the night he is sleepless and disturbed; his mouth is dry,
ke has a little fever, an enormous micturition, and about three stools;
in the morning the respiration, like 2 thread, is cut off, and he suffers from
a terrible orthopnoea. The attack ends with a manifest bronchal
secretion. After a few days, he is completely restored.

2) A healthy sportsman, 24 years old, suffers his first attack, when
he comes to visit Brussels; the attack takes three days. He gets home
but cannot sleep but 1n a sitting posture, When he lays down, he has 2
beginning of asthma, but not a real attack. Some days are bad, but
in the intervening days he walks and goes hunting. High places are
the worst, and so he avoids Brussels.

3) A canon has asthma in summertime, no asthma jn winter. When
he has asthma, he has itchings, an enormous white desquamation of
the skin, and he looks like a leper, His mother had the same itchings,
and his sister too. But the latter was healed after the second
childbirth,

_4) A Franciscian monk has the duty of cleaning the house. Every
time a little dust 15 raised, the monk is nearly suffocated. Also: hecannot
carry fried fish, and he gets an attack of asthma, Also: he has certain
forebodings of asthma, just like the hunting man.

5) A hearty and modest citizen is publicly insulted by a magistrate;
but he dares not answer from fear of utterly ruin. So he is silent, but
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soon after he 1s visited by asthma, which grows in intensity. After two
years he develops a moderate dropsy and he dies

Thus Van Helmont, who calls asthma epilepsy of the lungs, describes
emotional asthma, allergic asthma from dust and food, and climate
Also he has a theory about the origin of asthma, but a vague and
wrong one, and I shall be silent about it.

His writings about asthma date from about 1630

Now, in 1628 William Harvey published his celebrated book on
the circulation of the blood, and out of this discovery came a strong
argument against the catarrhal theory, because in 1659 Victor Schneider,
in his big book on catarrhs, endeavoured to show that the catarrhal
secretson did not come from the brain, but from the bloodvessels in the
affected spot About 5 years later Niels Stensen, the discoverer of the
ductus Stenonianus, contended that the catarrhal secretion did not
flow immediately from the bloodvessels, but from the mucous glands,
which were discovered and described by him. Thus the whole funda-
ment of the catarrhal theory was destroyed, first by Van Helmont with
arguments, then by Stensen with facts.

Van Helmont was an iatrochemist, his school tried to explain phy-
siology through chemistry, but another school which rose in the same
time tried to explain physiology through mechamcs, and since mechan-
1cs was at the time the best developed science, ratromechanics generally
met with better success than ratrocherstry And thus we hear at the
same time a mechanical explanation of asthma, out of the brain of
Willts, he considered spasm of the bronchiol as the cause of bronchial
asthma

This 1s a very mce 1dea. But the great Sydenham did not like mechan-
1cal explanations, and 1n this case he did not deepen the knowledge
of asthma.

A rather modern account was given by Sir John Floyer i 1698,
but 1n the next century there was no great advance In the knowledge
of asthma The reason 1s, I think, that experimental science did not
flourssh 1 this century, people Iiked deductive science, 1¢. explaining
all things through one or two simple principles And so asthma is,
according to one school, nothing but enhancedilrmablluy, and accn}-d.
g to another, abnormal incitability, and to still another, an expression
of an excessive nervous activity and so on

The 18th century was the century of ratiopalism

1n the beginning of the 19th century a new school of medical thinking
and investigating was founded by some Frenchmen, notably Bichat,

Corvisart.
Lale: I:;‘; :;;:-gwous centuries 1t had been proven, and foremost 1n the
great work of Morgagni, that chimcal diagnosis most often did not

22
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coincide with post-mortem findings. The above named Frenchmen
thought that the reason of this clash between clinical diagnoses and
post-mortem findings was in that during life anatomical diagnoses
should have been made, whereas in reality chinical, i.e. non-anatomicat
diagnoses were made. They were not contented with a clmical diagnosis
v.g. chronic pain in the belly with stranguria, but they tried to make
anatomical diagnoses during life, they developed percussion and aus-
cultation. Laennec described for the first time many diseases of the
lungs, and also of the liver. This is a well known fact 1n medical history,
but at the other hand their whole way of thinking tended to the as-
sumption, that anatomical diagnoses are thc only real omes. So we
find in the 19th century many more or less anatomical concepts of
bronchial asthma

Of course, the outstanding theory, already more than a century
old, was a neurological one. And this theory crystallized into the widely
accepted thesis, that bronchial asthma was caused by a cramp of the
small and smallest bronchial muscles. It sounded very simple and
sufficient, and 1t got a thorough exposition by Biermer, the man of
pernicious anacma.

Before expoundmg this theory, we have to retain, that bronchial
asthma was, in the first half of the 19th century, conclusively separated
from cardial asthma, or oedema of the lungs, from emphysema and
many other diseases This kind of clinical science was the great harvest
of the anatomical school, and thus the site was prepared for the building
of an etiological theory of asthma.

After many attempis by Longet and other people, Paul Best, a
disciple of Claude Bernard, elicited an attack of bronchial asthma
by stimulating the vagus nerve; the attack consisted in a tonical spasm
of the bronchial muscles. Further, Bicrmer was satisfied, that the
prolonged expiration and the sibili had to be explained through the
bronchial spasm. This spasm caused an acute emphysema of the lungs,
and this emphy caused the depression of the diaphrag)

But why 1s exprration more difficult than inspiration, although the
pression of expiration is stronger than the pression of inspiration?
According to Biermer, this is because the strong pression of expiration

p also the bronchioli, so that expiration is made more diffi-
cult; and furthermore it is a fact, he says, that in capillary bronchitis
the expiration is not strong enough to extrude the mucus and so gives
way to emphysema, while all the time inspiration is perfectly possible.
This fact serves as an cxplanation of the greater difficulty of expiration.

Bicrmer cannot explain, why the attack of asthma ends with catarrhal
phenomena. In his theory there is no place for sccretion. But about
this T shall have to say a few words later on.
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Now this theory of Paul Bert and Biermer is, to a certain extent,
a physiological one. But there were also anatomical theories of asthma
in the 19th century; in the second half so called physto-pathological
theories were en vogue

In this case, the anatomical theory of Wintrich was of a later date
than the physiological one of Biermer.

Wintrich saw the origin of bronchial asthma mn a tonrcal depression
of the diaphragma; against Biermer he contended that bronchral asthma
would have as an effect a relaxation, not a depresston of the diaphragma;
in fact, in asthma the volume of the thorax is diminished, the inter-
costal spaces are drawn m, and it is only natural that the diaphragma
should be relaxed. So Wintrich drew from the depression of the dra-
phragm all phenomena of an asthmatic attack. His explanation had
all the charm of the simple and obvious.

These was a third theory, which had also a great charm. Weber
contended that bronclual asthma was due to the swelling of the mucosa;
he saw an analogon of asthma in the swelling of the nasal mucosa;
this theory was compatible with the role of the nervous system in asthma,
because one could explain fluently the swelling of the mucosa by the
excitation of the nerve supply of the bloodvessels, Weber had no
difficulty in explaining the secretions and the catarrbal phenomena in
asthma, And there were experiments made by a certain Lovén, who
was able to induce hyperaemura of the mucosa by excitation of sensory
nerves, and so he imitated the onginating of reflectory asthma.

This theory has been consolidated by many considerations and it
has many advantages indeed. But like the other theores 1t suffers from
the disadvantage, that an enormous and ¢ohering complex of symptoms
is explamned by one single cause, which is m 1tself of an haphazard
nature. And one feels, on the rebound, a little sympathy for ways of
explanation such as of Van Helmont, who thinks that a whole complex
of ponderous physiological factors 1s disturbed and thus causes bron-
chral asthma, which 15 in itself of a disturbing nature. Perhaps I had
better say, that the physiology of respration was still thought to be
very stmple. At the present time, after fifty or sixty years, the 19th century
theories retamn not 2 little of their value, but modern theones of patho-
genesis draw the attention to the reaction of the whole organism to
a disturbance. This way of viewing disease has been frurtful in neurology,
marly, 1t seems, through the work of Kurt Geldstein and Von Maona-
kow. I do not know, whether it has been fruitful in the case of bronchial
asthma.

‘When, i the footsteps of ]..am Entralgo we call the theory of Wmmch
anatomtcal, that of Biermer ph 1, that of G
than the mext step in viewmg disease may be called anthropological,

2% .
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or psychosomatic. This way is opened by the theories of Freud, and
so bronchial asthma has been viewed as a symbolical disease.

Not only specialists, but also general practitioners, Itke myself, have
seen cases of bronchial asthma, which were symbolical expression of
1nternal emotion, for the most part, I think, of indignation and powerless
anger. This view enriches our knowledge, and to a certain extent, also
our understanding; our knowledge, because emotional asthma was
rather forgotten and was certainly not rightly appreciated; it enriches
our understanding to a certamn extent only, because the so-called relation
between body and soul has not become clear and diaphanous, but
only better appreciated; and the nature of symbolical expression 1s
better understood. It remains that the whole affair is very difficult,
and certamnly not to be expressed only in terms of anatomy and phy-
siology. At the other hand, the anatomical and physiological problems
have not been sup ded by the psychological view; but they are not
the sole problems, and it becomes very clear, that they are part of the
life problem.

But we can safely say, that the psychological view has a great thera-
peutic value, because, in order to cure a patient, it is not necessary
to understand his disease in its entire essence In former times, medical
men have cured many diseases, while floating in clouds of ignorance.
And this state of affairs will remain, I think, a few years longer. Under-
standing of asthma has grown inthe 19thand 20th century; the problems
have become more difficult, became more extended, but at the other
hand, the investigator has got more facts, It seems to me, however,
that the constitution of the asthmatic patient has not received enough
attention; medical science has forgotten constitution and tempcrament
since 1800, It 15 to be exp d that und ding of b hial asthma
will be deepened by the new kind of pathogeny, which is the fundament
of the theory of stress, as laid down by Selye and others, but this question
is not yet a historical one.

Therapy always follows the theory of pathogenesis, When asthma
was considered as brought about by superfluous humours, derivation
and purgation were the logical remedies. When the cause was plethora,
bloodletting was the means of healmg. and as a matter of fact, Van
Hel and Syd bloodletting. Now, blood-
letting 15 pracucally a kind of lbernation, and one should not wonder,
that many cases are healed in this way. In the 19th century the idea of
specificity grows enormously, and everyone looks for specific remedies;
the now well known remedtes were in the beginning often regarded
as being specific. With endocrinology a powerful agent has been dis-
covered: adrenalin or suprarenin. But night through the big stream
of reigning theortes are the cross-currents of emperical knowledge.
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Strammonium and other such agents are discosered in this way.
And in the school of so-<afled nature healing diet, water cures and
gymuastics are applied.

But as the exposition will show you alf kinds of therapeutic measures.
1 need not enlarge upon therapy.

1 may conclude with the expression of the hope that you shall draw,
both from theoretical and emperical knowledge, muany old and new
means of cunng asthmatic patients, and I thank you for your gracious
attention.



THE SOCIAL SIGNIFICANCE OF
BRONCHIAL ASTHMA *

by
P. MUNTENDAM

Summary

The treatment of the sick, the fight against disease, and the social
therapy can only be organized consciously and effectually providing
the social etiology 1s known, and the social diagnosis has been deter-
mined; in addition to which the social prognosis must be included in
the subject of study. In former times the organized fight against disease,
and the social care of the people’s health was still insufficiently based
on the results of socio-medical investigation.

History

In antiquity, it was especially Hippocrates who attached importance to
chimatological factors in the genesis of asthma; Galenus sought an
explanation of asthma from the angle of humoral pathology. Maimo-
nides, towards the end of the Middle Ages, points to the asthma patient’s
hypersensitivity to certain substances, and this is confirmed in the
18th century by William Cullen. Meanwhile, as early as the 17th century,
the hereditary tendency to asthma had been pointed out, while the
bronchial spasm—which, too, had already been discovered by that
time—was confirmed by the development of 19th century physical
diagnostics. New concepts, allergy and anaphylaxis, begin to occupy
medical thought, while the psychogenic factors and their proximate
causative action call for increasingly serious attention.

Definition of the concept

The definition of the concept ‘asthma’ may differ according to the
views held with respect to the genesis of the disease. The attacks of
bronchnal constriction constitute the nucleus of all such definitions.

Social etiology

In close connexion with the etiology of individual cases, we should bear
in mind the mﬁucnce of the patlents mllleu causes which either act
through physi h 1 or biack 1 factors, or should
be ragarded as mental and/or social milieu-influences. Among the first
group, the patient’s housing, the factory or workshop, the climate, his
* Lecture held at the Opening Ceremony, Dr. P Muntendam, professor in the University

of Leyden (Holland) 15 Director General of Public Health

.



SOCIAL SIGNIFICANCE 343

diet, and further, animals, plants and micro-organisms may play a part.
The mental milien is especially determined by the atmosphere prevailing
at home and at work; the social milieu depends, among other things,
on the patient’s economic circumstances

This part of our study includes also genetics. It is generally assumed
that the heredity of an allergic constitution is irregularly dominant. It 1s
this constitution which determunes the individual’s asthmatic reaction,
either to a psychic conflict, or to the action of an allergen

Social pathology
The significance of the disease for society (soctal pathology) constitutes
its social significance in a restricted sense.

Morbidity. According to the records of the ‘Centraal Beheer’ (re.
Netherlands Central Admumstration Office of Social Insurance) the
number of cases of asthma per 100 workers, 1n 1937, was 0.10 per cent,
and in 1953, 0.36 per cent. This would mean that, out of the total
population of the Netherlands, 36,000 persons were absent from thewr
Jobs in 1953 on account of asthma. The increase of the number of
asthma cases 1s the more evident when we find that the total number
of cases of all diseases was, in 1953, only double that of 1937 Further,
other diseases in which a psychogemic cause may be assumed, also
ncreased considerably 1n the Netherlands after the war, so that the nise
in the incidence of asthma also points in the direction of the psychic
factor 1mn the genesis of the disease.

From two different investigations (One at Gromngen, and Groen
with the Philips concern, Eindhoven) 1t appears that the total number
of asthma patients i the Netherlands 1s greater than the number of
absentee workers. Both these investigations show between 1 and 1.5
per cent of the population, which would amount to about 100,000
asthma patients in the Netherlands.

There exist no clear and reliable data concerning the spread of the
disease in this country, But what does strike one 1s the fact that the number
of men rejected for military service on account of asthma is mnvarrably
and considerably lower in the southern provinces (Limburg, N Brabant)
than the national average, while the north-western province (North
Holland) is constantly far above the latter average.

The i in 1-child; held last year, showed that
morbldny among these cl’uldren was about equal to that among adults,
viz 1 per cent.

It is already clear from the above data that, i1n the Netherlands asthma
is af very great social significance.

to the data published by Unger, ing that 60 per cent of
asthma patients are be!\v:en 20 and 40 years of age, this means that, in
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the Netherlands, there are about 60,000 asthma patients in the age-
classes of productive workers.
Course of the disease. The mortality rate due to asthma is not very
high in the Netherlands. In 1950 it was (standardized), for men, 6.1
per 100,000 inhabitants, which is slightly below the asthma mortality
in Britain (Williams: 7.1 per 100,000 inhabitants in the years 1930 — 1948),
For women, the death rate was lower, viz. 4.4 per 100,000 inhabitants.
The asthma mortality figures, however, have trebled in the Netherlands
since 1920; but closer analysis will be needed to show whether this
increase is in accordance with reality. Notwithstanding the relatively
low mortality, physicians examining persons for a hfe insurance are
somewhat hesitant 1n accepting asthmatic candidates, in view of possible
complications or other affections based on an allergic constitution.
Although the duration, per case, fell from 30.4 days in 1937 to 24.5
days 1n 1950, the total number of working days missed on account of
asthma was nearly trebled. Possible explanations of this may be the
1ntensification of psychic factors as morbific cause after the war, and the
increased employment of older people among the working population.
Invalidity The age-spread of those in receipt of invalidity benefit on
account of asthma, from the ‘R.V.B.” (1.e. Netherlands State Insurance
Bank) was, in 1952 and 1953, as follows:

17-20years .. .. 2 40— 50 years
20-30", .. ... 69 50-60 " ,,
30-40 ,, .. 109 60-65 ,,

65 and older .. .. .

This total of 765 National Insurance annuities amounts to 2.3 per cent
of the total invalidity benefits paid out. The total amount paid out on
account of asthma was f 94,546 68 (68 = cents). On January 1, 1955,
610 of these annuities were stll running, 79 being terminated due to
p:mcms recovery, and 76  owing to death

T of ies paid to women on account
of asthma out of the total amcunt of annuities paid to women, shows
a nsing curve, i.e. from 0.6 per cent in 1948 and 0.5 per cent in 1951,
10 2.2 per cent in 1953. This too may perhaps be explamned by the
employment of an increasing number of older women, and increasing
psychic tensions in connexion with the ever rising industrial produc-
tivity.

Social and economic significance. The total amount of sick-pay re-
ceived by asthma patients from the Central Administration Office of
Social Insurance was, in 1937, just over f 20,000.— and 1n 1950 nearly
J181,000.—; viz over 1 per cent of the total amount of sickness benefit
paid out. Out of a National Insurance Fund covering 200,000 insured
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persons, an average of 74 patients per year were admitted to hospital,
at a cost of about f 30,000 — This would amount to more than 1
million guilders for the total number of persons sured with a sick-fund
in the Netherlands, for the hospitalization of asthma patients alone

With regard to the non-msured section of the Dutch population we
are unable to assess the socio-economic significance of disease; a fact
which is to be regretted particularly with respect to married women
and housewives.

The testing of a person for a given kind of job is 2 matter of con-
siderable socio-medical significance, also in the case of asthma In
addition fo declaring a person unsuitable for certamn trades (e.g in
dusty surroundings) the test should also be directed positively, 1e.
towards such types of work as the asthma patient may safely be en-
trusted with,

Social therapy. The fight against any disease 1s closely bound up with
its causes and its consequences for society, while the possibilities of
exercising infl m both a propt 1c and curative sense should
also be known. So long as this 1s not the case, 1t will be better to direct
the available financial means towards scientific investigation, rather
than towards the creation of a large and expensive organization.

The knowledge of the causal treatment of asthma justifies, next to
supporting scientific investigation, also the creation of an organization
devoted to fighting the disease. In this, especial attention should also
be given to the psycho-somatic treatment of asthma (psychotherapeutic
group therapy according to Groen), which has been more and more m
the centre of interest in the Netherlands during recent years

Before all, however, the orgamized fight aganst asthma should be
directed at the child. By taking heredity into consideration when giving
pre-marital medical advice; in giving dietary advice to expectant mothers
and during the breast-feeding period, and 1n creating a psychically and
hygienically healthy mulien, powerful contributions can be made to the
success of this fight, More espectally, organized care of infants-in-arms
and babies by the existing consultation bureaux, and their arrangements
for district vistting, as well as medical supervision m the schools, will
facilitate attention being given to the chuldren’s psychic milieu.

Most interesting are the results of the treatment m the ‘Herdeheuvel’
Institution at Hilversum There, an extremely pure psychic mulieu is
created for the children; the feeling of ‘being 111’ 1s completely repelled;
the therapy including the absence of any spectal anti-allergy diets. ‘All
the children join 1n eating everything”. So far, the results are most
gratifying. The children’s non-attendance at school is below that of
other Hilversum children. After 6 months, 73 per cent of the children
were ‘well, 23 per cent ‘moderate, but improved’, and 4 per cent
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without improvement. To achieve a lasting result it is especially the
simultaneous mmprovement of the family milieu, and the social after-care
that are important if this physical and psychic sanitation is to be per-
petuated.

For the organization of an early and effectual treatment of asthma
in children, the following are imperative:

1) General guidance and education of the population into under-
standing that asthma is a disease which can be treated in such a way
as to ensure for the child a full future life.

2) Individual guidance and nstruction of the asthma patient’s milieu.

3) Early recognition of symp through tion bureaux for
infants and babies, and medical supervision in schools.

4) Creation of scientific centres for investigation and therapeutic
advice.

5) Foundation of therapeutic institutions.

6) Organization of after-care.

With regard to the fight agamst asthma in adult patients, those
measures are of particular importance which are directed towards the
improvement of the working mulieu, both 1n a physical and chemical
sense (Safety Act, Stonemasons’ Act), and in a psychic-hygientc sense.
In this connexion, great value must be attached to the establishment of
industrial medical services, and the medical consulting hours in factories,
which may make a considerable contribution to the relationships among
the personnel in the industry. In addition, the enforcement of the
Partially Unfit Workers Act (2 per cent partially unfit compulsory in
large concerns) may be of importance for asthma patients

The implementation of the programme here developed demands the
concern and the financial co-operatton of the entire population. Ad-
mittedly, the Netherlands Budget since 1951 has included a modest item
(for 1956 ca. f 400,000.—); but both the Government’s contribution
and those of the general public towards private organizations reman
insufficient for the fight against this socially important disease. For this
reason, this opportumty was seized to stress the great significance, for
both the people and the individual, of an efficient and successful fight
against asthma.




ASTHMA IN A PARISIAN QUT-PATIENTS
CONSULTATION*

by
8. N. HALPERN

The asthma problem in Paris is not very different from that 1 the

'Ne(hcrlands. But due to the great diflt b chimatic cond:
in No\:thcm and in Southern France the frequency, the causes and the

complixcalions of asthma are quite different an Litle and in Nice.
'I"ans is sitvated in the northern part of France and its climatic con-
ditions are not very different from those 1n the Nethertands. The patients
whose cases will be analyzed here come from our out-patienis con-
sultation of Prof. Valery-Radot's chinic in Hospital Broussais Because
, the number of hospital beds available i the Pansian hosprtals since
the war is extremely limited, it became a necessity 10 study and treat
asthma patients in an out-patients consultation which 1s simifar to a
Physician's office. But unquestionnally there is a cryng need for in-
stitattons for study and treatment of asthma, strslar to those used in
the treatment of tuberculosis Prolonged rest, convenient diet, the
choice of suitable climatic condions, the psychological role of the
nurses and physicians m whom the patient has confidence, the feeling
that he 1s in specialized institutions, all this will comfort the patient

and make the difficult task of the physician easier
Status asthmaticus cannot be treated satisfactorly in any place but
in the hospital. Fortunately the mcidence of panents tn status is very
Iow now. This leaves a great number of patients who arc ambulatory
and who can be studed thoroughly and satisfactorily 1n 2 well organ-
ized out-patients consultation. At the out-patients consultation of Prof.
Vailery-Radot’s chme which 18 the only one really specialized allergy
clinic, about 1000 — 1500 patients are seen every year mostly for as.thma,
It is most important to explain to the patient, on his first wisit, the
ature of the disease with which he s affected. Hope of a cure shouid
fot be withheld. Asthma ean be cu;cd comglgtﬂy providing that the
i eveloped changes O type.

g::f,’éiﬂﬁf’ﬁfeg mfr ,Ercognosxs must be guarded and the patient should
be relicved and the progress of the disease retarded, but a complete
fematic, We explain to the patient that no

cure becomes highly prob! !
jmmediate mjmgihwm be performed, and that satisfactory results can

* Lactuce held at ibe Exposidorn.
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only be obtained by full and absolute co-operation between the patient
and the doctor and that the treatment must be carried out over a long
period of time. If the patient 15 unwilling to co-operate on this basis,
it 1s best for both physician and patient to part company then and there.
Asthma 1s a discouraging disease from the vxewpomt of the patient and
a difficult one from the physician’s point. Ct 1 h
become notorious ‘shoppers’ (H. L. Rogers). They very often become
unfaithful to thewr doctor for charlatans who are able to cure asthma
by some miraculous magnetic fluids. An attempt should made to dis-
courage this kind of behaviour.

Patients treated at the out-patients consultation come from two
sources:

1) Those referred by outside phystcians.

2) Those who are sent by other patients.

1) For the first group of patients, a complete report of the findings 1s
sent to the referring physician. Often we are sending the necessary
allergen-extracts to the physician with brief but definite directions for
their use. The patient ts re-adressed to me after the first month of treat-
ment. This visit 1s very important. It is stmilar to the first visit to the
garage of your new car after its running 1n. All symptoms are carefully
discussed and a further effort is made to determine what produced them.
It is important to check the reactions to the allergen injections in
order to adjust the dosage.

The patient is then referred to his general practitioner with pew
instructions. The advantage of this plan is to build up a teamwork
between the general practmoner, the patient and the speciahst. Careful
and dipl g by the specialist brings about intelligent
co-operation on the part  of the referring physician.

2) The patients who come direct to the clinic are treated in the hospital
by some of the assistants under our supervision. The essential elements
of the examination are:

History: the initial history is important. It is usually taken by the
specialist himself, after 2 general examination by one of the senior
students. We use history forms which are time saving and tend to a
more orderly recording of the facts. They should not become too
mechanical. The patients are requested to tell first their troubles and
after that they are inquired about the following facts:

The age of onset.

The frequency and severity of the attacks.
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The ci of the app of the attacks: at home, at work,
by day, at night?

The influence of the season, of the climattc conditions.

The nature and amount of sputum,

The role of infection.

Has there ever been an attack brought on by the use of a drug such
as asprin?

The influence of dust or animal dander.

Has the patient vasomotor rhinitis?

Is the patient recovermg his breath completely once the attack has
passed? This gives an idea about the degree of emphysema

The inheritance factors.

Other allergic conditions which have preceded or are
with the asthma.

If the patient is a woman, itisimportant to know therole of the menses.

What are the drugs which provide relief?

Is the patient using sympatho-mimetic drugs?

Is the patient taking any treatment between the drugs?

The physictal examination” The entire respiratory tract is given a
thorough exarnation. We know that the upper respiratory ways are
mostly participating in the allergic troubles and thewr physicial aspect
gives a very definite idea of the state of the bronchial mucosa. A good
asthmologue should be also a good rhinologist. 1t is therefore very
important to note the aspect of the nasal mucous membrane and the
state of the smuses The nose should be examined for

Presence and aspect of discharge.

Color of the mucous membrane*

4) pallor and edema denote allergy.
b) smooth red congestive membrane usually denotes mfection.

Presence of polypoid ion of the turbinates

Any malformation of the sept.

Transillumination of the sinus is a very simple procedure and should
be routinely done. A great deal of informations can be gleaned from
this examination.

If the sinus do not transilluminate clearly, this examination should
be completed by x-rays study. The aspect of the postnasal pharynx 1s
of mterest The examination of the chest is of course of the greatest
importance. The type of the chest shoulq be noted and if there are
symptoms in favour of emphysema, the diagnosis should be reserved.
We should regularly measure the d of the chest ci
1n inspiration and in expiration with a tape measure. Spirometry 1s a
routine-procedure.
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The auscultation gives an idea of the respiratory type and shows
the vanous rales. By the way I am noticing the presence of humid
rales on the bases of the lungs, mdicating a heart congestion. The
conditton of the heart 1s of the greatest importance.

The presence of an enlarged lwver, of peripheral edema, cyanosis must
be noted. Radioscopy and radiography or tomography are routinely
applicd.

p'XIJ'he last part of our examination are the skin allergic tests. Scratch
tests are the usual procedure with exception of house dust, moulds
and food allergens for which mtradermal testing is applied.

When the patient has been tested, one should keep in mind that
severe general reactions may occur and that the physician should always
have at his disposal adrenalin and phenergan.

The following allergens are usually tested:

House dust Endo 1/4000 1/400.

Moulds. Cladosporium, Alternana, Penicilltum: 1/100 solution.

Feathers,

Danders: cat, dog, horse, cattle, goat harr.

QOrns root.

Cereals.

Orchard and timothy grass

Milk, egg, cereals, celeri, tomato, spinach, some meats.

The results of the testing should of course be set side by side with
the clinical facts.

In our country 1t 1s possible to find an allergic cause of asthma in
60—70 per cent of the patients whose asthma started before the age of
30. The percentage of posittve reactions decreases abruptly when asthma
starts after the age of 40—-50,

TREATMENT
The problem of the treatment should be considered under two different
angles: treatment of the attack and the basic treatment.

a) Treatment of the attack

Adrenalin should be used with caution We are convinced that a too
extensive use of adrenalin Jeads progressively to abuse and aggravates
the asthma. Many of our patients came to a severe state of status
asthmaticus by abuse of sympatho-mimetic substances, What 1s true
for adrenalin 15 also true for aleudrine.

Theophyllin  injected by intravenous route can stop a moderate
asthma attack. We use a solution containing 250 mgm. per 10 ml. Amino-
phyllin should be injected slowly. It can be repeated twice or three
times daily. It can be also administered by intramuscular way or rectally.
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Morphine should never be administered in status asthmaticus. Morphine
is responsible of many deaths. In severe cases of status asthmaticus we
are using now either cortrophine or cortisone. For ambulatory treatment
we use ACTH by intramuscular route while, in hospitalized patients,
intravenous drip is prefered.

Blood lettings are sometimes efficient.

Pyrethotherapy is sometimes used when hormones are contra-
indicated.

At our out-patients we have an agerosol- and very
often an aerosol treatment is efficient enough to arrest an asthma attack.
We are using almost exclusively theophyllin.

b) Basic treatment

The problem 1s quite simple for those patients who are allergic to a well-
known allergen The desensitization treatment which is now applied in
many thousands of patients gives generally excellent results. In Paris,
50 per cent of our patients suffering from rhinitis or asthma are treated
in this manner We have about 100 per cent of success in pollinosis
and near to 90 per cent in dust and moulds allergy,

The pharmacotherapy of these patients must be eclectic and cannot
be uniform. Some of our patients are using hormones since 3—4 years
with a satisfactory state. We are using either cortisone 50— 100 mgm. a
day or hydrocortisone 3040 mgm. a day, or ACTH. The usual Na restric-
tive diet supplemented with Potasstum 1s applied. Theophyllin is one
of the most valuable drugs in treatment of asthma particularly when
given rectally or parenterally. Many associations of theophylin with
coffeine, ephedrine, phenobarbital, 10dides exist in France and are
largely used

Theophylline is also very often used in form of aerosols, Ths kind of
admimstration 15 used now not only by the specialtst and in the hospitals
but by almost every practitioner. It 15 harmless and gives very good
tesults not only in acute state but also in maintenance treatment. It is
1nteresting to note that the repetition of acrosol treatments can provide
a long lasting relef.

Antihistaminics are usually efficient in allergic rhinitis. In asthma
the results are confusing and irregular. We have been able to show
fhat antthistaminics and especially phenergan are regularly actve
the prophylactic treatment of asthma which is.. produced. by high mole-
cular proteins, such as danders, feathers, animal proteins. In asthma
produced by small molecular allergens, such as dust, moulds allergen
and even pollen allergen, antihistaminics are npt very helpful

1t is difficult to explain the difference of actlor} in lhe.tw'o groups
of patiems.Anﬁhxstaminics are almost completely inactive in infections
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and in non proteinic asthma. Qur bronchoscopic studies indicate that
in these cases local or regional spasm produced by irritation by the
modified secretions s responsible for the dyspnoea. Theophyllin,
jodides, ephednn and hormones are much more helpful in
these cases.
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PROBLEMS AND POSSIBILITIES FOR THE GENERAL
PRACTIONER DURING THE TREATMENT OF
BRONCHIAL ASTHMA*

by
A. H. VAN LIDTH DE JEUDE

Summary

I would first briefly mention the general practitioner’s difficulties n
treating persistent cases of bronchial asthma, because of the feeling of
disapp and Y on the part of both patient and phy-
sic1an, which further jeopardizes any still remaining chances of successful
outcome of the treatment. I here distinguish between ‘difficult’ and
‘troublesome’ cases; and I suggest that, instead of resigning himself
to the fact or the possibility that a disappointed patient may seek help
elsewhere—usually with equally unsuccessful result—, the doctor should
endeavour to find out whether there may not be certain factors in the
circumstances of the patient’s personal life that may be responsible for
the genesis and/or continuance of the affection, and which, if revealed
and consciously realized, may open up a new outlook suggesting different
therapeutic measures. I will now describe three case histories by way
of illustration.

Case 1. Man, aged 49, married, with one daughter. Has attacks of
asthma when at home (week-ends) with his wife and child, but never
when away during the week., Was treated in many different ways,
without lasting success A private conversation revealed that he had
been mitiated into the ‘facts of life’ when a boy of 16, by a widow, the
mother of a school friend. He later marrted, but his wife was cool
towards him, and therr sexual life was unsatisfactory. After many
years of unsuccessful treatment, the long, confidential talk with the
Joctor led to a separation from hus wife, after which the attacks gradu-
ally ceased.

Case 2. Woman, aged 32. Came for treatment in 1953, having had

attacks for 7 years. Rather unhappy youth, Man’iec{ in Zeeland after

4 years’ courtship. Father-in-law indifferent; mo!her—x{l-law against the

marriage. Husband also very callous towards her. Coitus very pamnful.

Patsent says: ‘I need a lo't qflqve; 1f anybody 1s kind to me 1t QOcs more

good than a hundred ’. R d by ;
« Lecture held at the Exposition.
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psychiatrists (all of whom find her a ‘troublesome’ patient), and in
hospitals and rest-homes, ul. In 1953 preg ; girl born
July 1953. Patient dies in October 1953 in a status asthmaticus. The
whole story follows the usual lines: the family doctor gives medicine
and injections, and sends the patient to a specialist for allergic diseases,
who finds hypersensitivity to house dust and certain foods, pre-
scribes a diet, and advises removal elsewhere. Admission to hosputal;
somniferous therapy. Repeated admisston to other clinics; evacuation
from sea-air to wooded district. Improvement at first, then death.
Remarkable statements by varous therapists, expressing annoyance
with thuis “difficult’ patient, instead of realizing her extreme loneliness
and need for love and tenderness.

Case 3. F. v. A, Man, the 4th of 15 children. Domestic milieu very
rough-and-ready. After leaving school at 12, worked in his father's
shop for 18 months, then got a job 1n a silver factory as a poliisher,
and in another factory, where he has now been employed for 25 years,
and where he met hus future wife. Her parents thought him ‘not good
enough for her’, but consented when the girl became pregnant. There
are 3 cluldren. F.’s attacks started after the birth of the second child.
in 1938. Ti ful, patient hospil is re-
veals a strong animosity on the part of F. towards hls wife’s family,
and a great fear of being ‘laughed at’. On bemg reassured on this point,
he gets better, is discharged, goes back to his wife and his job, hands
her his wage-packet every week, and to all appearances is cured of his
asthma,







