Lack of Response to WHO/MDT; A Case Report

To THE EDITOR:

We report a 25-year-old Ethiopian girl
first seen at ALERT Hospital on 21 May
1991 with a diagnosis of subpolar lepro-
matous leprosy. She was enrolled in the bro-
dimoprim short-course clinical trial and re-
ceived the drug from 3 June through 19

September 1991. Prior to starting the trial
and again at the end of the trial mouse foot
pad viability tests were performed and in
both instances showed growth in 8 of 8 in-
oculated mice.

She showed no clinical response to bro-
dimoprim. She was then placed on a mod-
ified World Health Organization multidrug
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therapy (WHO/MDT) regimen consisting
of an initial intensive phase of 21 days of
daily rifampin, supervised, at a dose of 600
mg daily, together with 100 mg daily of clo-
fazimine and 100 mg daily of dapsone. The
patient was then continued on clofazimine
100 mg daily and dapsone 100 mg daily
until 23 December 1991 when she devel-
oped erythema nodosum leprosum (ENL).
She was treated with systemic prednisolone
and 100 mg three times daily of clofazimine
for her ENL with good response.

Two months later her ENL recurred. This
time she was treated with systemic corti-
costeroids and was placed on standard
WHO/MDT. Two months after the start of
WHO/MDT her ENL had responded but
the response to the antibacterial treatment
was poor, i.e., there was no clinical regres-
sion of nodules and the reduction in the
bacterial index and morphological index was
poor.

At this point the possibility of multiple-
drug resistance was considered. Mouse foot
pad drug sensitivities were set up and the
patient was treated with clofazimine 100 mg
daily and rifampin 600 mg daily. The results
of the mouse foot pad drug sensitivity stud-
ies are given in The Table. In the next 6
months her response to therapy was good
clinically and bacteriologically. Because of
the suspicion of multiple-drug resistance she
was also given ofloxacin 200 mg twice daily
for 3 months. The patient was discharged 4
June 1993 on clofazimine 100 mg daily and
rifampin 600 mg once monthly, to be con-
tinued for 1 year, with an appointment to
return for follow up.

CONCLUSIONS

Several reports have been made of My-
cobacterium leprae resistance to dapsone and
rifampin (*~3) when the drugs were admin-
istered individually. There is one report of
resistance to clofazimine developing after
monotherapy (*). On clinical grounds the
patient presented here was resistant to all
three drugs. She is the first patient we have
seen with such a problem.

The mouse foot pad studies showed vi-
able organisms 6 months after being treated
with rifampin 600 mg daily under super-
vision for 21 days, after 6 months of daily
clofazimine, and after dapsone 100 mg daily
for 4 of the preceding 6 months including
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THE TABLE. Results of dietary concentra-
tions of dapsone, clofazimine and rifampin
on multiplication of M. leprae in mice.

No. mice showing
multiplication/
total

Drug concentrations
% w/w in diets

None 8/8
Dapsone 0.0001 6/6
0.001 5/5
0.01 3/5
Clofazimine 0.0001 2/5
0.001 0/6
0.01 0/6
Rifampin 0.003 3/6
0.03 0/6

the 2 months immediately prior to the
mouse foot pad study. The drug sensitivity
studies show full resistance to dapsone, sen-
sitivity to clofazimine, and probable sen-
sitivity to rifampin. She responded to clo-
fazimine and rifampin following the biopsy
for drug sensitivity studies.

Our experience with this patient has
caused us concern. Harboring M. leprae
strains resistant to the three standard drugs
for MDT is a threat to the management of
the patient in particular and to the com-
munity in general. Very careful surveillance
of primary and secondary resistance to the
existing WHO/MDT regimen should be un-
dertaken. With this patient presenting clin-
ically as a case of primary resistance to dap-
sone, clofazimine and rifampin combined,
and with other cases presently occurring at
ALERT with dapsone resistance, the ques-
tion arises as to how advisable it may be-
come to continue to treat paucibacillary lep-
rosy with only two drugs.

New combinations of antileprosy drugs
should be worked out in advance for the
possibility of full resistance to all three of
the components of WHO/MDT. Until these
new antileprosy regimens are worked out,
we suggest that some of the earlier drugs,
such as ethionamide and streptomycin,
might be re-evaluated for the management
of multidrug-resistant leprosy.
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