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CORRESPONDENCE 
This depmtment" is fo·r the publication of informal communications that are of 

interest because they are informative and stimulating, and for the discussion of 
controversial matters. 

J Value of BeG in th e Prophylaxis of Leprosy 

To THE EDITOH: 
After . Fernandez demonstra ted the 

change of the lepromin reaction from nega­
tive to positive as a result of the action 
of BCG, important studies, among them 
that of Chaussinand (G) in 1949, came to 
the attention of the ad hoc committee of 
the Third Panamerican Conference on Lep­
rology in 1951, with a recommendation for 
wide use of BCG in order to determine 
definitively its value in leprosy. In 1953 
the plenary sess ion of the Sixth Interna­
tional Congress of Leprology in Madrid, 
on the basis of the work of Convit and 
his collabora tors (4), and of de Souza Cam­
pos (1 X)-to mention these only among others 
whose conclusions were more specula­
tive than substantiated- recommended that 
"BCG vaccination be introduced .in prophy­
lactic campaigns." Although Hotberg (11) , 
on the basis of his original theory of the 
"N factor" in res istance, expressed doubt 
as to the va lue of BCG in antileprosy im­
muniza tion, the recommendation of the 
Congress was implemented by the rapid 
extension of this vaccination practice and 
b y positive results published by Convit (3) 
in 1956 and Montestruc and his co­
workers (9) in 1959. 

Since then no health authority has indi­
cated definite opposition to BCG prophy­
laxis in leprosy, at least in an official way, 
although the contrary opinion maintained 
by Bechelli, Chief Medical Officer of the 
Leprosy Division of the World Health Or­
ganization, was recognized. Bechelli based 
his stand on the lengthy studies he had 
carried out on the immuno-allergic rela­
tions between tuberculosis and leprosy, 
which he set forth in an extensive thesis 
recently published (1). That the ques tion 
remained open, may be deduced from the 
report presented in August 1965 by the 
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Committee of Experts on Leprosy of the 
WHO, in which it was said that "two large 
and well controlled trials are now under 
way. The first in Uganda, was initiated 
in 1960 and is now being supported b y the 
Medical Hesearch Council of Great Britain. 
The second BCG trial, undertaken by 
WHO in Burma in 1964, is in an area with 
a higher proportion of lepromatous lep­
rosy." The results of the first tria l have 
apparently impressed Bechelli , who stated 
in a footnote to his paper, cited above: 
"Encouraging preliminary results were re­
ported by Kinnear Brown, Stone and Suth­
erland ( 1966 ), in the Uganda trial." 

The favorable report b y Brown and 
Stone (2) has had immediate repercussion 
in an important editorial by Hees (10), 
published in the INTEHNATIONAL JOUHNAL 
OF LEPHOSY. 

Personally, on the hasis of the first 
studies on the subject, we have declared 
ourselves favorab ly inclined to BCG in the 
prophylaxis of leprosy, and we recom­
mended it in an editorial in Leprolog fa (1) 
in 1956. Since then we have practiced 
BCG vaccination among numerous con­
tacts in the Central Dispensary of Lepro­
logy in Buenos Aires. The conclusions 
from our experience have been published 
recently by Sanchez Caballero (I:! ) . He 
has es tablished that among 7,274 contacts 
not vaccinated with BCG, 66 became ill 
(43 tuberculoid , 14 lepromatous. 8 in­
determinate, and one borderline ( dimor­
phous ), while among 1,132 vaccinated 18 
acquired leprosy ( 12 tuberculoid, 3 lep­
romatous , one indeterminate, one border­
line and one pure neural ). That is to say, 
among the BCG-vaccinated, l.59 per cent 
became ill, while among the nonvacci­
nated only 0.90 per cent acquired the dis-
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ease. The figures indi<.:ate that in the fonner 
group 66.7 per cent of the cases noted 
were tuberculoid and 11.1 per cent lepro­
matous, while among the non vaccinated 
group 59.1 per cent of the cases detected 
were tuberculoid and 18.2 per cent lepro­
matous. We have reported also on the ap­
pearance of tuberculoid lesions after BCG 
vaccination of lepromin-negative contacts, 
healthy up to that time (8). 

Although Sanchez Caballero concluded 
that in the face of these results it is ques­
tionable if BCG vaccination is justilled in 
contacts , we have not considered the re­
sults in any manner conclusive; therefore 
administration of BCG in this Dispensary 
continues. 

Many other trials have been made, and 
will be made until the value of BCG in 
leprosy is determined definiti vely. Many 
leprologists in different parts of the world 
still hope they can fill the gaps necessary 
for drawing firm conclusions. Actually to­
day the Uganda trial seems to tip the bal­
ance in favor of the method. 

In the light of all of this it is surprising 
that a recent booklet on "The Control of 
Diseases Transmissible to Man," distrib­
uted widely and gratuitously by The Pan 
American Health Organization, through 
the medium of the Pan American Sanitary 
Bureau, Regional Office of the WHO, a 
publication that constitutes an official re­
port of the American Public Health As­
sociation (6), states, in a paragraph on im­
munization of contacts in its chapter on 
leprosy: "None. BCG lacks utility as a pro­
tective measure." In the light of the fact that 
this publication has a wide distribution 
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Story Behind the Clinical Trial of B.663 in Leprosy 

To THE EDITOR: 

Hecently noteworthy antileprosy activity 
of B.663, a rimino-compound of Dr. V. C. 
Barry's phenazine series, has been noted by 
investigators at several leprosaria, e.g., East 
Nigeria (6), Malaysia (14) and Carville, 
La. ( 18), and at the Clinical Center, Na­
tional Institutes of Health, Bethesda, 
Md. ( 19) . Because of current wide inter­
est in B.663, I thought a short history of 
clinical trials of the drug, with emphasis 
on studies of murine leprosy, would be in­
teresting. 

I have been involved in studies of the ef­
fect of Barry's phenazine compounds on 
murine leprosy since 1952. In 1955 an 
early compound, B.283 (~), showed little 
activity in murine leprosy (11). More in­
terest was aroused when Barry and asso-

ciates reported a new, more potent com­
pound, B.663, in 1957 ( 4). Commencing 
in September 1958, Dr. Barry supplied me 
continuously with small quantities of the 
drug. Studies of the activity of B.663 were 
made in mice, first with 3-week and 3-
month tests, then with a long-term experi­
ment (816 days), and finally with an estab­
lished infection of murine leprosy. Among 
many drugs studied in this laboratory, 
B.663 was the only one that held murine 
leprosy in check for as long as 816 days , 
without apparent development of resist­
ance to the drug. Furthermore, our experi­
ence showed that development of resist­
ance of M. lepraemul'ium to isoniazid was 
markedly delayed when the animals were 
treated with both B.663 and isoniazid. In 


