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During the past five years, awareness has
been heightened of the threat to leprosy con-
trol posed by drug resistance, especially re-
sistance to dapsone. Secondary resistance to
dapsone has been recognized wherever it
has been sought. Moreover, organisms with
a low degree of resistance to dapsone have
been encountered in as many as 50% of pa-
tients with previously untreated leproma-
tous leprosy. Although these patients should
nevertheless respond to treatment with dap-
sone in full dosage, this observation suggests
an alarming situation.

The increasing prevalence of dapsone-re-
sistant strains of Alycobacterium leprae re-
quires that all multibacillary patients be
treated with a combination of drugs. In ad-
dition to rifam pin, clofazimine, and ethion-
amide or prothionamide, other well-toler-
ated bactericidal drugs are urgently needed.
One of the major requirements for the de-
velopment of new drugs is appropriate in
vitro methods for screening large numbers
of compounds for activity against Al. lep-
rae. A number of methods are currently
being evaluated. For example, "M. lufii" is
being used in the search for inhibitors of the
dihydrofolate reductase of M. leprae. In ad-
dition, advances in our knowledge of the
biochemistry of M. leprae may provide leads
to other target enzymes.

The ubiquity of poor drug compliance
emphasizes the importance of using drugs

that are effective when administered inter-
mittently under supervision.

Persistent AI. leprae, i.e., drug-suscepti-
ble organisms that survive prolonged treat-
ment by adequate therapy, have been de-
tected in significant proportions of patients
treated by a variety of multidrug regimens,
among them regimens consisting of rifam-
pin, dapsone, and clofazimine or prothion-
amide, each drug administered continu-
ously in full dosage for two years. This
suggests that no multidrug regimen is likely
to eliminate persisting AI. leprae. On the
other hand, it is not certain that cure for
multibacillary leprosy requires that all of
the persisting organisms be killed. An eight-
year follow-up of more than 300 multiba-
cillary patients released from control after
20 years of well-supervised monotherapy
with dapsone in full dosage yielded a relapse
rate of only 1% per year. Among more than
100 multibacillary patients who had been
treated with two years of intensive multi-
drug therapy after dapsone monotherapy of
variable duration, no relapses were noted
during a follow-up of 8-9 years. Thus, the
use in leprosy control of intensive multidrug
treatment of limited duration appears jus-
tified. Mathematical modeling may permit
a more detailed understanding of the dy-
namics of the multibacillary patient's bac-
terial population during chemotherapy.
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