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SARCOIDOSIS AND LEPROSY'

Sarcoidosis has been deseribed in one or another of its different
phases as “*Boeek's sarcoid,”” *‘lupus pernio” (Besnier), ‘‘henign
miliary lupoid™ (Boeck), and *‘osteitis tuberculosa multiplex eys-
toides™ (Jungling). On the continent of Kurope it is usually called
“Morbus Besnier-Boeck."’

The clinical resemblance between sarcoidosis and tuberculoid lep-
rosy can be striking. Histologically also it may be difficult to differen-
tiate the two conditions. Although nerve changes point to leprosy,
several anthors have stated that sometimes it is impossible, on his-
tologic grounds, to distingnish between the two diseases. Boeck himself
provided a good example of this confusion when he made the diagnosis
of sarcoidosis on a histologic section of tuberculoid leprosy shown to
him by .J. Jadassohn. As early as 1897, Boeck (') maintained that
the histologice picture in his first case of sarcoid was of a special char-
acter, distinet from that of ordinary tuberculosis of the skin. He
found the histologic changes of sarcoidosis so characteristie that, on
several occasions, he is said to have exelaimed ““a glance down the
microscope is enough for the diagnosis!”’ Later experience has shown
that this is not true. Similar histologice pictures can be produced by a
number of different agents, e.g., tubercle bacilli, lepra bacilli, spiro-
chetes, fungi, silicates, beryllium, pine pollens, and other foreign
bodies. For a long time, however, the view was held that a diagnosis
of sarcoidosis in a lesion could be made on the basis of the histologic
structure alone.

It seems probable that the diagnosis of sarcoidosis has been made
wrongly several times in the past in cases of leprosy. For this reason
| have studied a few of the: earlier reports of cases of sarcoidosis
by well-known dermatologists. Indeed I found that the diagnosis of
sarcoidosis was made wrongly in the past in cases of leprosy hy
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Boeck (*%), Kyrle ("), and others. | published the results of this in-
vestigation recently (%). At approximately the same time Kalkoff
and Holtz (') reported a case of **sarcoidosis,” known to them sinee
1957, which proved to be a case of leprosy. They wrote: 11 seems
possible that in Germany, among cases diagnosed as sarcoidosis, still
other eases of leprosy oceur.” Their supposition was soon confirmed.
A patient, whose case was reported at a meeting in Fast Germany,
was re-examined at their request and found to suffer from leprosy.

That these errors in the diagnosis of sarcoidosis have occeurred,
and still do ocenr, is chiefly due to the fact that the disease is not well
defined. The etiology of sarcoidosis is still controversial. There are
two main concepts. Some consider sarcoidosis to be a single disease of
unknown etiology, while others contend that it is a syndrome that can be
cansed by many agents, some known (e.g., tubercele and leprosy bacilli,
silicates, beryllinm, zirconium, histoplasma, and pine pollens) and
others still unknown.

The supporters of the syvndrome theory consider the cases of
known etiology (tuberculosis, leprosy, silicates, beryllium, ete.) as be-
longing to the syndrome of sarvcoidosis. They classify these cases as
tuberculous sarcoidosis, sarcoid leprosy, beryllium sarcoidosis, ete.
Those who consider sarcoidosis to be a single discase due to an un-
identified specifie agent, exclude the cases resembling sarcoidosis that
are caused by a known agent. Actually, as long as a known agent
can be demonstrated, and it is clearly stated to which concept of sar-
coidosis one adheres, there need not be much misunderstanding. Prac-
tical difficulties arise in cases resembling sarcoidosis, that could be
caused by an agent known to cause some well-known disease, but in
which the agent has already been destroyed. One of the character-
isties of a sarcoid reaction is that the causative agent often has dis-
appeared.

Unless the right investigations are made at the right time, the
etiologic agent is unlikely to be demonstrated in an individual case,
although indirect evidence on its nature may be obtainable. Under
these circumstances it is possible that such cases may be considered
as being caused by an unidentified specific agent. It is very difficult,
however, and often impossible to decide in an individual case that it is
not caused by a known agent.

For instance, in tuberculoid leprosy, with histologic sarcoid strue-
ture (better called ““‘sarcoid leprosy’’), often no acid-fast bacilli can
be found. If some organisms are actually present, however, they can
easily be missed in routine histologic sections unless special investiga-
tions or staining methods are used. Especially when the initiating
organism is small or lacks a readily stained structure, as in leprosy,
tuberculosis, histoplasmosis, ete., it may be difficult to demonstrate
this organism.
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Silicates also can casily be missed.  Aecording to Shelley and
Hurley (™) foreign doubly refractile material is not always seen in
silica granulomata, If the silica was in colloidal form or had become
colloidal, only micro-incineration studies will disclose its presence.
Such investigations are seldom earried out. The same considerations
apply in the case of beryllium granulomata.

As long as the controversy exists, it seems advisable to leave open
both conceptions of the etiology of sarcoidosis. In this respeet the
definition proposed by Seadding (') is aceeptable. He suggests the
following: sarcoidosis is a disease characterized by the presence in all
affeeted organs of epithelioid eell tubercles without caseation, the
older lesions of which tend to become converted into hyalinized fibrous
tissue. Scadding purposely leaves out any comment on the etiology.
[ would propose adding to this definition an explanatory note on the
etiology, stating that a difference of opinion exists over the question
whether sarcoidosis is caused by a still unknown agent or by many
agents, some known and others unknown.

[ consider sarcoidosis as a reaction pattern occurring in certain
individuals who possess the peculiar quality of responding under
certain eircumstances to one or a few of several agents with a sarcoid
rection (terrain sarcoidique). One of these agents can be the leprosy
bacillus, which in certain individuals evokes a sarcoid reaction. The
difference between the tuberenloid and lepromatouns types of leprosy
is presumably determined by the constitutional reactivity of the pa-
tient. This difference of reactivity can be shown by means of the lep-
romin test, which usually is positive in tuberculoid leprosy and nega-
tive in lepromatous leprosy. Comparably, the Kveim test deteets the
peculiar reactivity of persons who are liable to develop sarcoidosis.
There is a great resemblance in this respeet in the nature of the lep-
romin and the Kveim tests, which I have discussed in several pa-
pers (). I have obtained positive Kveim tests also in patients with
tuberculoid leprosy. At the Third International Conference on Sar-
coidosis, held in Stockholm, September 1963, Nobechi ('°) also re-
ported positive Kveim reactions, with a suitable Kveim antigen, in
leprosy. 1 consider tuberculoid lopmw as belonging to the syndrome
of sarcoidosis. Kvidence for this view was hrought forward by my-
self (7), Seadding (™) and others at the above-mentioned conference.
At this conference, devoted to sarcoidosis, there was still eonsiderable
disagreement on the definition of sarcoidosis. This is regrettable be-
cause this controversy is chiefly responsible for the ‘‘errors’ in the
diagnosis and it holds up the ‘ulvaneemont of knowledge on the patho-
eenesis of sarcoidosis.

—R. Koorr, M.D.
Department of Dermatology
Gemeente Ziekenhuis _
The Hague, Netherlands o
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