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Discussion of paper by J. R. Mikhail

Chairman: Professor J. G. Scadding

Q. You said that the Kveim test in the first test with
Hurley antigen was negative. Do you really mean
negative and there was nothing at all or was it equivocal
with any sort of cellular reaction there?
DR J. MIKHAIL: This was a completely negative Kveim,

no cellular reaction at all.
PROFESSOR J. G. SCADDING (Brotnpton Hospital,

London): This case provides some very interesting dis-
cussion, who shall start? Shall we say we will start by
working out the familial aspects of incidence of sar-
coidosis? Dr Lebacq, you have some major observations
on this?
PROFESSOR E. LEBACQ (University of Louvain Medical

School, Belgium): The problem is the question of inci-
dence of sarcoidosis in twins or members of the same
family. We ourselves have two sisters with the disease
and there are a great number of cases published. Maybe
there is an argument for a special immunological struc-
ture of some kind. That is what I call families at risk, a
population at risk for sarcoidosis. I think we have two
considerations about that. Firstly, we have measured the
level of gammaglobulins in the blood of relatives of our
patients with sarcoidosis and we found statistically a
greater amount of gammaglobulin in those families. They
have maybe a special immunological structure, it is the
same thing as in systemic lupus. We know that in sys-
temic lupus, in the families of patients suffering from
lupus we find a number of people with a higher level of
antinuclear factors, so a patient having a special immu-
nological structure may develop sarcoidosis when he
comes in contact with the agent. There may be another
consideration, you might say that patients have sensitivity
reactions; everyone is endowed with humoral anti-
bodies, humoral antibody production and delayed
sensitivity, but few people are endowed with gross
granulomatous sensitivity--this is another kind of
sensitivity, not the same as delayed hypersensitivity but
is a special kind which Epstein discussed; maybe there is
a third kind of hypersensitivity by which a few can pro-
duce a granulomatous sensitivity reaction. It is true, of
course, for zirconium. You know of course that 5 % of
the population can get a granulomatous reaction while
for 95% this is not so. Given this possibility, maybe
it is the same thing for sarcoidosis which may require a
special constitution to make them produce reactions to
the unknown sarcoidosis agent?
SCADDING: Harold, do you have any observations

either for familial sarcoidosis or for any other aspect
of the disease?
PROFESSOR H. L. ISRAEL (Jefferson Medical Centre,

Philadelphia, U.S.A.): Well I think this is a magnificent
experience of nature and a real challenge to us to explain.
I would begin by saying that the first case seems to me
just a classical one of tuberculous pleurisy with effusion
and there is no reason at all to suspect sarcoidosis in this

patient, except for the fact that as part of the investiga-
tion a Kveim test was done 18 months later and was
typical positive, and yet I would regard this as invalid in
view of the failure to get confirmation with the Hurley
antigen and again it seems to me to bring up the question
of the reliability and the reproducibility of the two
Kveim test antigens, both of which are 'validated'. I
myself would have thought the first Kveim test was in
error and there is nothing else about this case to lead to a
suspicion of sarcoidosis. On the other hand, the second
patient is clearly a typical case of sarcoidosis with
repeatedly positive Kveim tests, typical in every respect.
I think it would have been interesting to have repeated
the tuberculin tests on the first patient as well as the
second. Now the big question is: Is this extraordinary,
having one member of identical twins with tuberculosis
and the other sarcoidosis? I have seen one pair both of
which developed sarcoidosis, much more severe in one
than the other, but, nevertheless, the onset was within
a few years of each other. Now this lack of concordance
here raises the possibility to me that perhaps the same
factors make for susceptibility to tuberculosis and sus-
ceptibility to sarcoidosis and it is conceivable and perhaps
fits some facts such as that those countries in which
tuberculosis has fallen off most sharply, are the ones in
which sarcoidosis now appears to be most prevalent.
It is conceivable that the genetic constitution represents
susceptibility to the two diseases, though I cannot see
any other connection.
SCADDING: Have you any comments to make on what

you can see in the black and white histology here?
DR W. JONES WILLIAMS (Institute of Pathology, Cardiff

Royal Infirmary): Well, I thought I might throw a penny
in the pond and see if it ripples and say that the first
case was not proven to me as a case of tuberculosis.

ISRAEL: We are ordinarily willing to accept a pleural
biopsy showing caseating granulomas in a person with a
positive tuberculin test as having a tuberculous pleurisy,
and the response to chemotherapy is altogether con-
sistent with this. Had he actually had an underlying
sarcoidosis, I would have expected his tuberculin test
subsequently to turn negative, that wasn't done.
JONES WILLIAMS: The second one you accept as

sarcoidosis although his Mantoux reaction remained
positive. You do think that you need to find tubercle
bacilli on direct smear and this I agree with, but to have
to diagnose this without finding bacilli on direct smear,
makes one just wonder. I would like to make a comment
about the Kveim test biopsy in the first case. There is no
fear that there were inclusion bodies and I think that one
can see this in the slides. In the top left hand corner there
is a little hole in one of the giant cells. I would be inter-
ested to see this and to know whether it was birefringent.
There is an easy way of differentiating the little crystals
which you get in Schauman bodies from talc or silicate
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crystals which are the common things which contaminate
skin lesions. It is very simple, all you do is to add a dilute
solution of acid direct on to the slide, the crystals of the
Schauman bodies disappear whilst those of talc, being a
silicate of course, are insoluble. I would also say that I
have just finished looking at 1000 cases and I did not
find any Schauman bodies with either of the two com-
ponents; Schauman bodies have two components, the
'whirly' bits we saw this afternoon and the crystal bit
in the centre. I have not seen either of these bits of
Schauman bodies in any of the biopsies I have looked at
so I am a little bit suspicious that this might be a foreign
body granuloma, but I am sure Dr Drury has looked at
this very carefully, but this is just a small point.
SCADDING: As far as one can make out from the

projection, it seems that the little granulomas in the
Kveim reaction were extremely well demarcated; and
one would normally in the absence of something very
strongly indicative of foreign body reaction be inclined
to accept them as 'specific', especially as the tests were
performed with K.12, which has been validated as well
as any could be.

I would like to comment on these cases. In relation to
the general problem of familial sarcoidosis, there is a
clear indication that sarcoidosis is rather more frequent
in sibships than would be expected by chance. Jorgensen
did some studies of twin pairs in Germany. He found that
sarcoidosis was more frequent in both pairs of twins if
they were monozygotic than if they were dizygotic, which
seems good evidence of a genetic factor. Most of us who
have large series of cases have odd instances of familial
incidence, which are interesting but, in a series of only a
few hundred, not frequent enough to be statistically
significant.
A number of people have drawn attention to the fre-

quency with which sarcoidosis develops among Irish girls
within a few years of their coming to London. I have
seen several examples of the occurrence of sarcoidosis in
Irish sisters in this way; an Irish girl comes to England
and develops bilateral hilar lymphadenopathy, perhaps
followed by infiltration in the lungs, and a sister comes
over a few years later and does exactly the same. I have
just seen another example of this. A few weeks ago an
Irish girl attended my outpatient clinic at Brompton with
erythema nodosum and bilateral hilar lymphadenopathy,
and I found that her sister had been seen at St Mary's
a year ago with exactly the same sort of illness.

I have also had a number of examples of sarcoidosis
and tuberculosis in the same sibship: in one such family
the mother had pulmonary tuberculosis, with tubercle
bacilli in the sputum, and two daughters developed
sarcoidosis.

It is perhaps significant in relation to the cases of the
two Irish brothers which have just been presented, that
many young Irish people come to England tuberculin-
negative and become infected in this country. Both these
brothers had positive tuberculin tests and it is probable
that they both acquired a tuberculous infection after
they had arrived in England. The important question
evidently is, are you to attribute the clinical phenomena
observed in them to this tuberculous infection, directly
or indirectly, or not?

In the first case, the picture conforms to one that we

associate with tuberculous infection, namely pleural
effusion with fever, a pleural biopsy showing caseating
tuberculosis and an apparent response to appropriate
therapy; and the subsequent course was that expected of
a tuberculous effusion. I do not think anybody would
doubt the diagnosis of tuberculosis. Although no bacilli
were discovered, we know that M. tuberculosis is isolated
from only a proportion of tuberculous pleural effusions.
The only apparently discordant feature is that he had a
positive Kveim reaction to a well validated antigen.
This is a difficulty only for those who regard the Kveim
test as specific for infection with an unidentified agent
which they postulate as the cause of sarcoidosis. If you
believe this, you have to say that he has been attacked
by two demons, the tubercle bacillus and the unknown
agent of sarcoidosis. I do not say this, but you cannot
argue very much with someone who feels in his bones
that it must be so! On the other hand, you could draw
attention to the fact that we have records of patients who
within a year or two of treatment for bacteriologically
proved pulmonary tuberculosis have developed bilateral
hilar lymph-node enlargement, and then have had a
positive Kveim test and present a picture normally
acceptable as that of sarcoidosis. In this patient's case,
we had only the positive Kveim test and up to now no
clinical evidence of sarcoidosis has appeared. I think
it is important that when we observe such a phenomenon
we keep it in our minds simply as a phenomenon, which
we can summarize as: mycobacterial infection; pre-
sumed tuberculous pleural effusion; later positive Kveim
test.
When we come to the second case, I think we must

accept a diagnosis of sarcoidosis, although it could be
proved beyond doubt only by a full post-mortem examina-
tion. If this patient got run over in the street, and the
post-mortem examination showed that his organs were
full of non-caseating epithelioid cell tubercles, everyone
would accept the diagnosis of sarcoidosis. Short of that,
you can only hold an opinion more or less strongly, and
I would hold the opinion strongly that this is acceptable
as sarcoidosis. Now you can argue what the relation of
this is to his undoubted mycobacterial infection. Person-
ally, I think it highly probable that the mycobacterial
infection had something to do with the development of
the observed clinical, radiological and histological
features. I do not think that you can legitimately exclude
consideration of this tenable hypothesis by defining
sarcoidosis as a disease of unknown aetiology, and
specifically stating as a defining characteristic that
mycobacterial and fungal infections must be excluded.
Again I think that words must be used to describe the
phenomena which are actually observed; and the only
way I can describe the phenomena that I observe in this
case is by accepting that a diagnosis of sarcoidosis does
not carry any indications whatsoever, even negative ones,
about aetiology.
Q: Is it usual to get such a brisk tuberculin reaction

in sarcoidosis and not get tuberculosis? The degree of
reaction is not usually terribly brisk is it?

ISRAEL: Our experience is that the percentage is small
but it is there 4 5 %. Of course, we are doubly cautious
of making the diagnosis of sarcoidosis in those circum-
stances, but we have been satisfied by long observation
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that there is this small number with strongly positive
tuberculin test whose course is identical with that of
other patients with sarcoidosis. This man had two
positive Kveim tests, I would feel he certainly has
sarcoidosis but one who has been exposed to a lot of
tuberculous infection.
Q: Professor Scadding raised the point, if you really

have a sarcoid reaction here is it not probable that the
aetiology of this one is tuberculous?
SCADDING: What I am trying to put over is that you

must not close your mind to the possibility that myco-
bacterial infection played a role in its aetiology. In
relation to tuberculin sensitivity in sarcoidosis, we know
that the general range of reactivity to tuberculin and to
other agents which produce similar reactions, like the
Candida antigen, is shifted towards the negative side as
compared with that found in the general population; but
nevertheless around 5 % of patients give a reaction to as
small a dose as 1 t.u.
LEBACQ: My reaction as regards positive reactions:

some patients with positive tuberculin reactions have a
weak reaction but some among them have a strong
reaction. I do not think there is a difference between the
degree of positivity because when a patient has a strong
positive reaction then we usually give, with cortico-
steroids, anti-tuberculous drugs.
DR A. J. KARLISH (Central Chest Clinic, Battle Hospi-

tal, Reading, Berkshire): I think Professor Scadding that
your hypothesis does not necessarily conflict with the
doubts expressed by Dr Jones Williams about the nature
of the granulomatous lesion seen in the pleural biopsy
specimen. After all, the difference between caseation and
the central necrosis sometimes seen in the sarcoid
granuloma is only quantitative. Another point is that
pleural effusion, though rare, can certainly occur in

sarcoidosis (the incidence is probably 1%). I have
reported such a case and other well documented cases
have appeared in the literature. Finally, there is no
contradiction between the positive Kveim test and the
strongly positive tuberculin test. My own experience is
similar to yours and that of Professor Lebacq-of 300
cases of sarcoidosis studied in Reading, 6% were positive
to 1 t.u. It can be argued, therefore, that both patients
had sarcoidosis in the clinical sense of the syndrome
without implying any specific aetiological factors.
SCADDING: Well, I would have said as far as the first

case is concerned I would accept this as an ordinary case
of tuberculous pleural effusion because there was the
histological evidence ofcaseation somewhere and because
the general picture of the case was that which we know
from past experience is in fact associated with caseating
lesions.

ISRAEL: Why can't it simply be that, I think, there have
been a total of three cases of pleural effusion in which
tuberculosis has been excluded and regarded as having
been due to sarcoidosis or some other complication that
we don't recognize? I think it is awfully dangerous making
the diagnosis of pleural effusion du- to sarcoidosis
without absolutely excluding tuberculosis. To my mind,
you would have to do a thoracotomy. I think it would be
very unwise clinically to guess that this case should be
regarded as one of pleural effusion due to sarcoidosis.
Forget about the Kveim test.
DR R. DRURY (Central Middlesex Hospital, London):

S3me criticism has been made about the diagnosis of
tuberculosis in the first case. I should tell you that in
serial section of the caseous granuloma a solitary acid
fast body has been seen. No acid fast bacillus has been
seen or grown on culture.
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