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(Classical and Modified)
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Almost 10 years have elapsed since the
introduction of the World Health Organi-
zation (WHO) recommended multidrug
therapy (MDT) regimen for the paucibacil-
lary (PB) form of leprosy ('¢). The WHO
recommendation of an arbitrary 6-month
period of treatment for all PB cases, al-
though generally accepted (% '*), has drawn
adverse comments from several workers
(* & 1?), some of whom have suggested con-
tinuation of dapsone (DDS) with or without
rifampin for either a limited period (°) or
until the subsidence of all signs of activity
).

In order to evaluate the efficacy of the
“classical” MDT (as envisaged by the WHO)
vis-a-vis a “‘modified” version of the same
(6 doses of MDT followed by 6 months of
dapsone alone), we compared the clinical
outcome in patients given either of these
regimens over a period of 8 years. Previ-
ously, we had reported a study of relapses
in PB leprosy after MDT which was given
for varying lengths of time with or without
post-MDT dapsone, until clinical inactivity
was reached (®).

MATERIALS AND METHODS

Our organization is a field-based, vol-
untary project functioning in the L and M
municipal wards of Greater Bombay, India,
with an estimated population of 1.4 million.
We have been giving MDT according to the
WHO guidelines since 1983. The duration
of therapy is left to the discretion of the
individual doctor with the proviso that at
least 6 doses of MDT have to be completed.
Monthly clinical assessments, random tab-
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let counting, as well as urine tile testing for
dapsone are done routinely to ensure com-
pliance.

However, in a number of patients when
there exists a doubt in the mind of the at-
tending doctor about the activity status, we
have a tendency to extend MDT. Even in
cases where only 6 doses were administered,
many subsequently have been given at least
6 months of dapsone alone, especially when
potentially unfavorable factors existed (large
or numerous lesions, nerve involvement,
etc.):

After releasing the patients from treat-
ment, every effort was made to assess the
patients clinically at least every 6 months
(with an annual bacteriological assessment)
for a minimum period of 2 years.

At the end of 1990, the records of all pa-
tients put on fixed-duration (6 dose) MDT
with or without post-MDT dapsone were
analyzed. A record was made of the number
of lesions (skin and nerves) at the beginning
of the therapy. Regularity of treatment, lep-
romin status (if given), and status at the time
of stopping treatment (active/inactive) also
were recorded. The total number of patients
with at least one 6-month assessment was
1022.

The mean duration of surveillance was
20.4 months (range 6 months to 7 years).
Patients with only one 6-month assessment
were 17.8% of the total; 36.8% of the pa-
tients were on surveillance for 1 year, 23.5%
for 2 years, 12.6% for 3 years, 7.1% for 4
years, and the rest for more than 4 years.

The current status of each patient (active/
inactive, reversal reactions/relapse, stable/
deteriorated) was also noted. We did not
attempt to differentiate between delayed re-
versal reaction and relapse since this is dif-
ficult under field conditions ('').

The criteria of activity (*- '%) were: a)
thickening or erythema of skin lesions, b)
change in size or number of skin lesions, c)
thickening and tenderness of nerves. Inac-
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TABLE 1. Patients active at cessation of 6 doses MDT (classical vs modified regimen).

Classical Modified
Lesions
No. P/D» % No. P/D %
patients patients
1 +2 60 6 10.0 91 2 2.2
3+4+5 15 6 40.0 43 3 7.0
Overall 75 12 14.7 134 5 3.7

* P/D = Persistence of activity and/or development of new lesions.
" p = 0.003, Fisher’s exact test, two-tailed, compared to overall classical regimen.

tivity was defined as the absence of the above
signs.

The criteria for relapse were predomi-
nantly clinical (7-?): a) extension, thickening,
erythema or infiltration of the existing le-
sions or the appearance of new lesions sug-
gestive of leprosy; b) thickened and tender
nerves and new paralysis of muscles and c¢)
bacteriological positivity. The last was not
seen by us in any patient. Thus, we have
compared retrospectively the outcome of the
patients on the classical versus the modified
therapy using these parameters.

RESULTS

Although we had fewer cases in the clas-
sical regimen, of the active patients, there
was a significantly higher deterioration rate
in this regimen (especially in those with more
than two lesions) compared to patients
treated with the modified regimen (Table
1).

In the inactive group, we had a higher
number of patients on the classical regimen,
obviously due to the fact that in an “‘inac-
tive” patient we felt justified in stopping all
treatment even though intensive follow up
was not always possible. Overall, we actu-
ally found a higher relapse rate in the mod-
ified group compared to the classical group,
although this was not statistically significant
(Table 2).

There was no correlation between regu-
larity of treatment and unfavorable events
such as relapses, reversal reactions, and per-
sistent activity (Table 3). A similar lack of
correlation was also found with lepromin
status.

It can be seen that a majority of the un-
favorable events occurred about 7-12
months after stopping MDT and more than
90% of these occurred in the first 2 years of
follow up (Table 4).

DISCUSSION

At present, most of the controversies in
the management of PB patients center on a)
the duration of therapy and b) the role of
post-MDT dapsone. In the present study,
we compared the classical (6 dose MDT)
with the modified regimen (post-MDT dap-
sone of at least an additional 6 months’ du-
ration). The assessment of improvement in
PB cases is very subjective. Therefore, the
criterion employed was the occurrence of
unfavorable events such as persistence of
activity and development of new lesions.
We found that these were more with the
classical regimen, especially when patients
with multiple lesions were considered. This
was true, however, in only those patients
who were graded ‘‘active” at the end of 6
doses of MDT. In the case of inactive pa-
tients, we actually found a higher rate of

TABLE 2. Patients inactive on cessation of 6 doses MDT (classical vs modified regimen).

Classical Modified
Lesions
o, R/RR® % No. R/RR® %
patients patients
1+ 2 501 17 34 175 9 5.1
3+4+5 92 6 6.5 45 4 8.9
Overall 593 23 3.9 220 13 5.9v

* R/RR = Relapse/reversal reaction.

* Not significant, Fisher’s exact test, two-tailed, compared with overall classical regimen.
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TABLE 3. Correlation of regularity of
treatment with relapses/reversal reactions/
persistent or increased activity.

gy No. No. &
Regularity patients R/RR/P/I+
Good 760 59 5.1
Moderate/Poor 262 14 5.3

* Number of patients with relapses/reversal reac-
tions/persistent or increased activity.

reversal reactions/relapses in the modiiied
group. It is interesting to speculate whether
post-MDT dapsone actually precipitates
(delayed) reversal reactions.

We found that most of the unfavorable
events occurred in the first 2 years of follow
up, which only shows the importance of the
mandatory surveillance period (' '°).

Interestingly, we did not find any corre-
lation between regularity of treatment and
adverse events (° '?); a similar negative cor-
relation was found with lepromin also (7).

In conclusion, we would recommend that
the fixed-duration chemotherapy be fol-
lowed in those patients with few lesions and
especially when patients are inactive at the
end of 6 doses. In cases with multiple lesions
and in patients with active disease at the
end of 6 doses of MDT, it is better to be
cautious and to give either a reasonable
course of post-MDT dapsone or continue
MDT until the point of clinical inactivity.
We are conscious, however, that the final
word on this issue has not yet been said and
further research, especially under field con-
ditions, is certainly needed.

SUMMARY

We analyzed the records of 1022 patients
of paucibacillary leprosy who had received
either 6 doses of WHO-MDT alone (“‘clas-
sical” MDT, 668 patients) or had post-MDT
dapsone for at least 6 months (“modified”
MDT, 354 patients). The duration of post-
therapy surveillance ranged from 6 months
to 7 years (mean 20.4 months). We found
that the incidence of unfavorable events was
significantly higher with the classical regi-
men when patients were graded as active at
the end of the fixed duration regimen, es-
pecially when patients with > 2 lesions were
considered. In the patients who were graded
as inactive at the end of 6 doses, there was
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TABLE4. Timeintervals between stopping
of MDT and onset of unfavorable events (re-
lapse/reversal reactions/persistent or in-
creased activity).

Time intervals

No.
lesions =6 7-12 13-18 18-24 > 24
mo. mo mo. mo. mo.
1 +2 7 17 2 3 5
3I+44+5 2 13 0 3 3
Total 9 30 2 6 8

a slight excess of unfavorable events in the
modified regimen, although not statistically
significant. No correlation was found be-
tween unfavorable events and the regularity
oftreatment or the lepromin status, Overall,
the incidence of adverse events was higher
in patients with multiple lesions, and more
than 90% of the adverse events occurred
during the first 2 years of follow up. It is
felt that 6 doses of MDT is adequate in the
majority of patients who have few lesions
or who have become inactive at the end of
the treatment period. However, caution
should be exercised in those with multiple
lesions or in those considered active at the
end of 6 doses.

RESUMEN

Se analizaron los registros de 1022 pacientes con
lepra paucibacilar que habian recibido 6 dosis de la
poliquimioterapia recomendada por la OMS (PQT cla-
sica, 668 pacientes), o la PQT seguida por al menos 6
meses de tratamiento con dapsona (PQT modificada,
345 pacientes). La duracion de la vigilancia posterior
a la terapia oscilo de 6 meses a 7 anos (media 20.4
meses). Encontramos que la incidencia de eventos des-
favorables fue significativamente mas elevada con la
PQT clasica cuando los pacientes se clasificaron como
activos al final del tiempo establecido de tratamiento,
especialmente cuando se consideraron aquellos pa-
cientes con mas de 2 lesiones. En los pacientes clasi-
ficados como inactivos al final de las 6 dosis, hubo un
ligero exceso de eventos desfavorables en el grupo con
el tratamiento modificado, aunque éste no fue estadis-
ticamente significativo. No se encontro correlacion al-
guna entre eventos desfavorables y la regularidad del
tratamiento o la reactividad a la lepromina. La inci-
dencia global de efectos adversos fue mas alta en los
pacientes con lesiones multiples, y mas del 90% de los
efectos adversos ocurrieron durante los primeros 2 anos
de seguimiento. Pensamos que 6 dosis de PQT es ade-
cuada en la mayoria de los pacientes que tienen pocas
lesiones o que han llegado a ser inactivos al final del
periodo de tratamiento. Sin embargo, debe tenerse cui-
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dado en aquellos casos con lesiones miltiples o en
aquellos considerados activos al final de las 6 dosis.

RESUME

Nous avons analysé les dossiers de 1022 patients
atteints de Iépre paucibacillaire qui avaient reqgu soit 6
doses de PCT-OMS seule (PCT *classique,” 668 pa-
tients), soit de la dapsone aprés la PCT pour au moins
6 mois (PCT “modifiée,” 354 patients). La durée de
la surveillance post-thérapeutique s'est étalée de 6 mois
a 7 ans (moyenne 20,4 mois). Nous avons trouvé que
I'incidence d’événements défavorables était significa-
tivement plus élevée avec le régime classique lorsque
les patients étaient notés comme “actifs” a la fin du
traitement de durée fixe, particuliérement en ce¢ qui
concerne les patients qui présentaient plus de deux
1ésions. Chez les patients notés comme “'inactifs’ aprés
les 6 doses, il y avait un léger excés, bien que non
statistiquement significatif, d’événements défavorables
pour le régime modifié. Aucune correlation n’a été
trouvée entre les événements défavorables et la régu-
larité du traitement ou le statut a la Iépromine. Au
total, I'incidence d'événements défavorables était plus
¢levée chez les patients présentant des Iésions multi-
ples, et plus de 90% des événements défavorables sont
survenus au cours des deux premiéres années de suivi.
11 nous semble que 6 mois de PCT sont suffisants pour
la majorité des patients qui présentent peu de Iésions
ou qui sont devenus inactifs a la fin de la période de
traitement. Cependant, il faudrait étre prudent pour les
patients qui présentent des lésions multiples ou ceux
considérés actifs a la fin des 6 doses.
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