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what the immunologic r esults would be if L-bodics or protoplasts of 
mycobacteria could be used in comparable studies. Presumably, lack­
ing cell walls, they would be unable to sensitize for the delayed type of 
r eactivity. 

It would be inter esting to apply this line of investigation to the 
leprosy bacillus. Since empty capsules of M. leprae 1nurium have been 
produced by Rees and Valentin e, presumably such suspensions could 
be separated into the two fractions necessary for the work. The human 
leprosy bacillus can be separated from the leproma tissue in a con­
siderable degree of purity by the chloroform acetone method,14 and 
although as they exist in the lesions they are far differ ent from the 
young mycobacteria from cultures, they could perhaps be similarly 
fractioned by one or another of the methods available. What would r e­
sult from such work with r espect to information about the Mitsuda 
reaction, if anything, cannot be known until it is done. The possibility 
that in the protein fraction might be found some degr ee of specificity 
in skin testing seems alluring, although presumably it would elicit r e­
spon e only in early (Fernandez) r eactors to lepromin. - H. VV. vV. 

14WADE, H . W. Lepromin vs purified bacillus suspension. I. P repa ration of a purified 
bacillus suspension . Internat. J . Leprosy 30 (1962 ) 19·26. 

HISTOPATHOLOGY OF THE KVEIM TEST 

An article which will be of special interest to worker s concerned 
with the histopathology of the Mitsuda r eaction to lepromin, and espe­
cially in the question of whether size of the r eaction nodule can be 
depended upon for determining positivity of the reaction or whether 
it can be determined only by histopathology, is the l'eport of a study 
of the microscopic features of the Kveim-tes t reactions by worker s at 
Columbia University in New York, one of whom is Carl T. Nelson! who 
is known for his clinical use of the test. 

The two t ests, Kveim and Mitsuda, are closely r elated at least 
superficially, because the antigens of both are suspensions of the lesion 
tissues, and the positive r eactions are both "late" ones, slow to de­
velop. In the Kveim test antigen, however, the antigenic element is 
unknown since it contains no detectable microorganism or virus, where­
as in lepromin the essential antigenic element is the leprosy bacillus. 
The r eactions in both cases are nevertheless granulomata which are 
mainly of tuberculoid nature. 

Attempts have been made to correlate the histopathology of the 
lepromin r eaction with the clinical criteria of positivity (nodules beyond 

ISTEIGELDER, G. K., SILVA, A ., JR. and N ELSON, C. T. Histopathology of the K veim test. 
Arch. Dermat. 84 (1961 ) 828-834. ( See summary in the Current Literature section of this 
issue.) 
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a certain size after 2 or 3 weeks), but the reported findings 2, 3 have 
been so inconclusive that at the time of the Tokyo Congress (1958) the 
Committee on Immunology could only say : 

"It is recommended that histologic studies of the late reaction be pursued to deter­
mine whether or not [the prescribed limits of size] agree with histologic factors." 

The authors of the Kveim-reaction article under discussion point 
out that the development of that reaction depends so much on individ­
ual factors that Putkonen believed that the reaction lesion (" papule") 
should be biopsied when it attains maximal size rather than after a 
given interval of time. Practically, to follow that rule would at least 
be inconvenient, and often impossible. Yet if the examinations are 
made after a given time-6 weeks after the injection was the usual time 
-there will be found in some cases an immature granuloma, not fully 
developed, and in others a granuloma with severe degenerative changes 
and necrosis. "In other words, we may expect to find a high number of 
borderline cases which are subject to more than one interpretation." 

The authors' study was based on 165 specimens of reaction lesions, 
age at time of removal not stated but apparently about 6 weeks as a 
rule, taken from 165 patients tested with Nelson's antigens prepared 
from sarcoidal spleens. The patients themselves were divided into 5 
groups : 

Group A.- Definite sarcoidosis, proved histologically 
Group B.- Probable sar coidosis, but not proved histologically 
Group C.-Probably not sarcoidosis, but with suggestive findings 
Group D.- Patients with pulmonary tuberculosis 
Group E.-Patients with other diseases. 

The histologic findings were divided into 7 classes, 4 of which were 
considered negative with respect to the Kveim test, while 3 were re­
garded as positive. The negative group: (1 ) banal inflammatory reac­
tion, (2) lymphoreticular reaction (lymphocytes and histiocytes), (3) 
fibrosis (including, rarely, keloid formation), and (4) foreign body 
granuloma. The positive group: (5) tuberculoid granuloma without 
fully developed epithelioid cell tubercle, (6) tuberculoid granuloma 
with epithelioid cell tubercles with necrosis and banal inflammatory 
r eaction, and (7) granuloma indistinguishable from or very similar to 
sarcoidosis . 

2Tbe references given in an article by R. D. Azulay et al. in THE JOURNAL [28 (1960) 
38-43] recall reports on the subject by Schujman (1936), Alayon (1939), Nagai (1939), 
Tachikawa (1939), Nolasco (1940), Piiieyro (1950), Yokata (1953), and the authors them­
selves (1956). 

3BECHELLI, L. M., SOUZA, P. R. and QUAGLIATO, R. Prepared papers with identical titles, 
presumably different papers but under identica l t itles for the Madrid and 'l'okyo congresses, 
which were published in the Rev. brasileira Leprol. 2S (1957) 21-55 and 27 (1959) 172-182, 
and also in the Int ernat. J. Leprosy 26 (1958) 426. 



]96 I n t e1"1lat-ional J OIlr1wl of L ep1'osy 

The I'esults are shown in a deta iled table which is condensed as follows : 

CUniClIl g'roups 
Jfis tologic gl'OUpS San'oiclos'is Not sal'coidosis 
Nl'gll tir e [{rrim tes t 

Group I ::3 13 
GI'OUP II 10 
GI'OUp HI 6 6 
Croup IV 8 36 

Totals ](j n.'i 
Po.,it i re J( 1'ci 1ll tl'S! 

Group V 24 1 
Group VI 27 
Group VII 32 

Totals 83 1 

1962 

Tota! 

] 5> 
10 
lZ 
44 
81 

:!5 
27 
32 

84 

Silicate crysta ls were found in some of the foreign-body gra llulomas. 
from early experiments in which they had beell introduced experim ent­
.ally into the antigen suspension, but usually the doubly r efractil e ma­
terial represented debris of hair structure (keratin). In 16 instances. 
the reaction s were considered false negatives, against only 1 fa lse pos­
.itive (Group V). 'rhe negatives were sometimes due to technical errors 
(e.g., missing th e reaction site in r emoving the specimen), and also 
probably comprised som e cases that had r eacted .either unusually 
s lowly or unusually quickly to the antigen. 

It was concluded that the Kveim test is valuable in the diagnosis. 
()f sarcoidosis, and of considerable specificity when properly performed 
and evaluated. It is said that: 

"Some investigators allegedly have obtained a positive [Kveim 
r eaction] in di seases other than sa rcoidosis, especially in leprosy.5 
This may be explained by the use of an inadequate antigen,6 since­
'Wade; and N elson8 have not encountered positive r eactions in leprous 
patients.' , 

J n that connection the ques tion arises whether or not there would 
be a differ ence between lepromatous and tuberculoid cases in the mattel~ 
of r eactivity to the K veim antigen. 'Wade tested, besides 7 lepromin­
positive normal controls, only 10 leprosy cases, none typical tubercu­
loids but some lepromin positive. In all persons t ested the r eaction 
wer e es entially negative clinically at ;) weeks to both of the two Kveim. 

5KoolJ, R. , PEPLER., W. J. a nd WAINWRIGHT, J. Histopathology of the reaction papules: 
·evoked by intradermal injection of norma l tissue suspensions and Kveim antigen. Dermato-
logica (Basel) 119 (1958) 105-114. . 

GThe senior author ha s explain ed (personal communication ) th e term "inadequate antigen' ''' 
:as follows: '''l'hat term was used to descr ibe cvery antigen that gave non specific r esults as weR 
as any that had low reactivity or was nomeactive. If a n antigen loscs its specifiicity it is just; 
as inadequate as one that loses its reactivity." 

7WADE, H. W. Leprosy a nd sa rcoid: The Kycim test in leprosy patients a nel contucts_ 
~. Invest. Dermat. 17 (1951 ) 337-347. 

8 ELSON, C. 'J'. ( unpubli shed data ) . 
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antigen:; used. ~rhe cases tested by Nelson, it is said (personal com­
munication), were of all types, tuberculoid, lepromatous and ind eter­
minate. Ko information about the ·work and findings of Kooij et (lZ. is 
available. 

In the study of the histopathology of the reactions to lepromin, 
student I' of the matter might be well advised to follow the exampl e of 
SteigJeclc'l' (' f oZ. in the g rouping of the findings. Tt would 1)(' especially 
interp:; ting to observe whether the forC'ign body granuloma, shown in 
one of their pictures as an example of a negative reaction, is ever en­
connt C' l'cd in ]C' promin reaction lesions. - R. W. WA])~ 

FOR'l'IWOMI NG 8TH l N TERNA'I'lONAL LEPROSY CONGR~:SS 

The 8th International Congress of Leprosy is scheduled to be held 
at Rio de Jan eiro 'September 12-19, 1963 under the joint auspices of the 
Government of Brazil and the International Leprosy Association 
(President: Dr. H. 'V. "Vade, Culion, Philippines). A National Organ­
izing Committee has been set up by Brazil of which the President is Dr. 
~-'austo Castelo Branco, Servic;o National de Lepra, Rua Sao Cristovao 
1298, Rio de Janeiro. Brazil is expected to send out official invitations 
in the near future but everyone who is directly interested in leprosy 
should consider himself or her self invited and make plans to attcllC1. 

1'he section s of the Scientific Program are: 

ROlllld Tables 

PallPls 

A. Pathology and Expel'illlental Translllission: Chnirman, Dr. 
R J. W. Rees 

B. Borderline and IndeteJ'nlinnte Leprosy: Cha irman, Dr. R. D. 
Azulay 

C. Reaction: Chairman, Dr. F. Latapi 
D. Therapy: Chllirman, Dr. S. G. Browne 
E. Epidemiology and Control : ChaiYIIIHn , Dr. J. A. Dou)) 
F. Bacteriology and Imlllunology: Cha irman, Dr. J. H. Hanks 
G. Educntion nnd Socinl Aspects : Chairman, l'IIr-. T. N. Jagndisan 
H. Physical Medicine and Rehabilitation (Including Surgery Hnd 

Vocational Training): Chairman, Mr. P. W. Brand 

The chief difference between the Round Tables and the Panels is 
that the member s of the former are expected to be in Rio de Janeiro a 
few days in advance of the Congress. 

The Secretary-Treasurer, Dr. J. Ross Innes, International Leprosy 
Association, 8 Portman Street, London W 1, England, will be g.·lad to 
hear from those who are planning to attend the Congress and will fur­
nish them with such additional information as comes to hand. 


