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Leprosy is a chronic granulomatous dis-
ease caused by Mycobacterium leprae. The
diverse clinical forms of the disease are
closely related to the degree of cell-mediated
immunity ofthe patient. The role played by
regulatory T lymphocytes has been report-
ed, mainly ofhelper phenotype CD4+ cells
(13). Patients with tuberculoid leprosy, who
develop typical granulomatous lesions
formed by well-differentiated macrophages
with few intracellular bacilli and many
CD4+ T cells surround by a cuffofCD8+
cells, show strong cell-mediated immunity
and low levels of antibodies against phe-
nolic glycolipid-I (PGL-I). Patients with
lepromatous, borderline lepromatous and
Mitsuda-negative indeterminate leprosy do
not develop resistance nor cell-mediated re-
actions associated with delayed-type hyper-
sensitivity. Whether this type of persistent
anergy reflects a primary macrophage defect
resulting in inadequate antigen presentation
or other mechanisms has not been clarified.
The inappropriate response results in an in-
adequate cell-mediated immune response
characterized, together with other features,
by activation ofsuppressor cell populations
(10. 14) and lack of an adequate stimulus of
effector T cells. In some cases this defect
can be restored in vitro by adding exogenous
lymphokines (6) or by stimulation with
components of fractionated mycobacteria
(6.15). In multibacillary leprosy, antibody
levels can be used to monitor the elimina-
tion of the bacillary load in patients sub-
mitted to various types oftreatment (1.3.12).

In the search for a vaccine against leprosy,
a mixture of heat-killed M. leprae and vi-
able BCG has been evaluated in the im-
munoprophylaxis and immunotherapy of
the disease at the Institute of Biome<;licine,
Caracas, Venezuela. Convit, et al. (4.5) have
reported clinical and bacteriological im-
provement as well as the development of a
positive skin-test reactivity in 60% to 70%
ofborderline lepromatous and lepromatous
patients after 8 to 10 doses of the combined
vaccine. An independent study has dem-
onstrated histopathological changes toward
more resistant forms ofthe disease in a high
percentage of these patients (11 ).

In this study, we have evaluated the re-
sponse of patients submitted to immuno-
therapy (IMT) with this combined vaccine
together with multidrug therapy (MDT)
during a 5- to lO-year period. Based on the
use of multiple criteria, we have been able
to analyze the diverse manifestations ofthe
immune responses in these patients, most
of whom had multibacillary disease. The
parameters evaluated included determina-
tions ofthe levels ofantibodies against PGL-
I, lymphocyte transformation assays, bac-
terial indexes and intradermal tests before
each IMT treatment and at regular intervals
for a period of at least 5 years.

MA TERIALS AND METHODS
Patients. The patients were seen in the

Clinical Section ofthe Institute ofBiomed-
icine. Clinical, bacteriological and histo-
pathological criteria were used to classify
the form of disease according to the Ridley-
Jopling scale (16). Twenty percent of the
multibacillary patients had received sulfone
therapy for more than 20 years prior to IMT
and the remainder had received previous
chemotherapy for an average of 6 years; all
received multidrug therapy (MDT) together
with IMT in this evaluation. The study in-
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té suivis pendant 5 a lO ans avec détennination ré-
étée des taux d'anticorps vis-a-vis du glycolipide phé-
olique-l, des réponses de prolifération lymphocytaire
?LT) a de l'extrait soluble de M. /eprae, ades bacilles
ntiers et au BCG, des réponses a des tests cutanés et
es indices bactériens (18). Apres Pcr plus IMT, il y
vait une diminution statistiquement significative des
lUX d'anticorps dans le groupe des multibacillaires
MB). L '18 diminuait de maniere proportionnelle aux
~ultats du test ELISA. La PLT augmentait vis-a-vis
es antigenes de M. /eprae, particulierement vis-a-vis
e l'extrait soluble, dans un grand pourcentage de ces
atients (34% des patients LL positifs). La positivité a
I lépromine augmentait chez les patients MB, de 5%
ositifs initialement a 75% durant cette période. Ces
ésultats montrent une réactivité a médiation cellulaire
ignificative, précoce et persistante vis-a-vis de M. /ep-
ae chez de nombreux patients MB taités par PCT -

MT, ce qui confinne et développe des données pu-
,liées antérieurement.
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