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Dr. Nelson, et al.'s Response

To THE EDITOR:
We are interested in learning of the in-

triguing experiments reported by Converse, '

et a!. ( 2), which examine the effects in vitro
of various doses of cimetidine on lympho-
cyte transformation (LT) responses to My-

cobacterium leprae and the generation of
suppressor factors by lymphocytes stimu-
lated with M. leprae in the presence or ab-
sence of cimetidine.

The in vivo studies we reported (') are in
agreement with the experiments reported by
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Converse, et al., in that no effect of cimeti-
dine was shown in either study on the LT
responses to M. leprae. However, Converse,
et al. reported that cimetidine, especially in
the lowest doses studied, was able to inhibit
or reverse the release of suppressor factors
from peripheral blood mononuclear cells of
lepromatous patients when cultured with M.
leprae antigens. These latter results are
claimed to be in conflict with our in vivo
studies.

However, it may not be possible to com-
pare the two studies directly for several rea-
sons. First, our studies were done in two
groups of patients with well-characterized
multibacillary leprosy (LL or 13L) who had
active disease or inactive treated disease.
The studies reported by Converse, et al. were
entirely in vitro. Peripheral blood mono-
nuclear cells were exposed to various doses
of cimetidine, and suppressor factors were
measured after exposure to M. leprae. The
authors quite arbitrarily characterized the
responses into "high," "moderate," and
"low or none." It is not possible to predict
whether this in vitro effect of cimetidine, if
it can be quantitated reproducibly, has any
clinical relevance to the therapy of patients
with leprosy, or even if it would be detect-
able in an in vivo study.

Secondly, our studies involved different
types of patients. Converse, et al. studied
six tuberculoid and six lepromatous pa-
tients, none of whom had experienced er-
ythema nodosum leprosum (ENL) reac-
tions. The patients from Ethiopia were not
well described other than that they had long-
term-treated disease without a history of re-
action. They had been classified clinically
by experienced leprologists and, in some
cases, histopathologically.

We studied only multibacillary cases, but
all of the inactive cases in our study had a
history of having had a high bacterial index
(BI) on skin smear and a well-characterized
ENL reaction. All of the active multibacil-
lary cases in our study were classified his-
topathologically as well as clinically by ex-
perienced leprologists. None of the active
cases were experiencing reaction at the time
of the study, nor had they had any reactions
within at least 30 days. Converse, et al. sug-
gest that patients with a history of having
had an ENL reaction might respond differ-

ently to the immunomodulatory effects of a
drug like cimetidine. Although patients may
behave differently immunologically while
they are undergoing or being treated for a
reaction, we feel it is unlikely that they will
continue to respond differently after their
reaction has subsided in comparison to oth-
er patients of a similar leprosy class, bac-
terial load, and treatment status. We se-
lected inactive lepromatous cases based
upon their having had a high bacterial load
in skin smear and an ENL reaction, in ad-
dition to their clinical classification by an
experienced leprologist, to be certain that
our patients had well-characterized lepro-
matous disease, since not all patients in
Chiang Mai had been classified histologi-
cally until recently. Since none of the pa-
tients reported by Converse, et al. had re-
actions, it is entirely possible that these
results are only applicable to a subset of
lepromatous patients (i.e., those without re-
actions) or, alternatively, that some of the
cases in their study had been misclassified.

Finally, we agree that it is possible that a
different dosage regimen or duration of ther-
apy with cimetidine might have some im-
munopotentiating enct in patients with
multibacillary leprosy. Patients with active
leprosy in our study were given cimetidine
400 mg four times a day, a dose similar to
that used for ulcer therapy. The data of Con-
verse, et al. ( 2), as well as others in the kit-
erature, suggest that the immunological ef-
fects of cimetidine are not dose related.
Generally, immunological effects of the drug
are more marked with smaller doses of the
drug than that usually used for ulcer ther-
apy. However, the studies recently reported
by Jin, et al. ( 3) suggest that doses of 50 mg/
kg of cimetidine were most active in inhib-
iting the generation of suppressor cells in a
murine model. Mathur, et al. (') recently
reported no measurable effect of cimetidine
when used with dapsone and rifampin
chemotherapy in eight patients with lepro-
matous leprosy. This study confirms our in
vivo results.

We agree with Converse, et al. ( 2) that it
is possible that cimetidine or other phar-
macological agents might be a useful ad-
junct in the treatment of leprosy in con-
junction with effective chemotherapeutic
agents. The reported immunological effects
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of cimetidine in patients with chronic mu-
cocutaneous candidiasis (4), and common
variable hypogammaglobulinemia ( 6), gives
cause for hope that the drug will also have
some salutory effects in patients with lep-
romatous leprosy. However, if a clinically
useful effect of cimetidine is to be demon-
strated, it will be necessary to do so by in
vivo study.

Another reason for studying the drug in
a clinical trial, as we have done, is that ci-
metidine is a drug that is already licensed
and very commonly used worldwide. We
were interested to determine if the drug, used
in doses commonly given to suppress gastric
acid secretion, would have any adverse im-
munological effects in leprosy patients. In
our study no effects, adverse or otherwise,
were detected.

—Kenrad E. Nelson, M.D.
The Johns Hopkins University
Baltimore, Mauland, U.S.A.

—Ward Bullock, M.D.
University of Cincinnati
Cincinnati, Ohio, U.S.A.

—Arthur Brown, M.D.
Armed Forces Research Institute

for Medical Sciences
Bangkok, Thailand

—David Scollard, M.D., Ph.D.
University qf Hawaii
Honolulu, Hawaii, U.S.A.
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Bilateral Ulnar Nerve Abscesses in Lepromatous Leprosy

To THE EDITOR:
I would like to comment on the letter

"Bilateral Ulnar Nerve Abscesses in Lep-
romatous Leprosy; a First Encounter" by
Drs. Gelber and Zacharia [IJL 54:480-482,
1986].

It is fortunate that such rapid and severe
nerve involvement is unusual in leproma-
tous disease. I know it seems presumptuous
to refer to "what might have been," but I
am sure that another lesson can be learned
from the unfortunate outcome of Drs. Gel-
ber and Zacharia.

If clofazimine had been introduced into
the management of this patient in doses of
300 mg daily aimed at suppressing the re-
action, I am convinced that this, plus the

treatment outlined by the authors, would
have prevented the development of abscess-
es as well as the permanent nerve damage.

It is unfortunately true that clofazimine
has been difficult to procure in the U.S.A.,
and that is possibly why it was not used in
this instance. I am happy to hear that its
release onto the market is imminent. Hope-
fully in the future it will be much more freely
prescribed for implementation of multiple
drug therapy (WHO) as well as for the con-
trol of all types of reactional phenomena in
leprosy, both lepromatous and tuberculoid.

If this "lesson" is learned—and applied
to patient management—the second and
third lessons of Drs. Gelber and Zacharia
may never need to be applied at all. That
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