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Since the beginning of the 1980s, as rec-
ommended by a World Health Organization
(WHO) Study Group ('), multidrug ther-
apy (MDT) for the treatment of leprosy has
been widely implemented in all of the coun-
tries where the disease was still endemic.
The drugs used in WHO/MDT are a combi-
nation of rifampin and clofazimine given
monthly and clofazimine and dapsone
given daily for multibacillary (MB) pa-
tients, and rifampin given monthly and dap-
sone given daily for paucibacillary (PB) pa-
tients. PB patients are considered as cured
when they have taken 6 months of treat-
ment and MB patients, 24 months (''). By
1994, some 5,660,000 patients were re-
leased from treatment with these combina-
tions; the rate of relapse was less than 0.1%
per year in PB patients and less than 0.06%
in MB patients ('?).

In 1995, it was estimated that WHO/
MDT had prevented 500,000 to 1,000,000
cases of relapse and also 1 to 2 million pa-
tients from being physically disabled (*'-").
Nevertheless, there is still a need to con-
tinue to search for new drug regimens in or-
der to propose a simpler and more accept-
able therapy, fully supervisable with flexi-
ble interval between doses, using the same
drugs for both PB and MB patients. During
the past few years, three drugs proved to
have bactericidal activity against Mycobac-
terium leprae (*-% ') and to be safe and well
tolerated: ofloxacin, minocycline and cla-
rithromycin. Because clarithromycin is
known to cause gastro-intestinal side ef-
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fects and is more expensive than the others,
it was decided to keep it in reserve for treat-
ment, in combination with ofloxacin and
minocycline, of patients harboring ri-
fampin-resistant M. leprae. The results of
pilot trials conducted in previously un-
treated MB patients indicated that 22 doses
of ofloxacin could be as effective as 2 years
of clofazimine and dapsone (self-adminis-
tered in the current WHO/MDT) in eliminat-
ing rifampin-resistant mutants (*). Therefore,
a combination of rifampin, ofloxacin and
minocycline given monthly under supervi-
sion would be effective and safe, cost-effec-
tive and operationally more simple.

In March 1995, a field trial was imple-
mented in Senegal: all patients with active
leprosy (newly detected or relapsing after
treatment with dapsone alone) detected in
five administrative regions were put on
treatment with monthly doses of rifampin,
ofloxacin and minocycline. The aim of this
paper is to report on the results observed af-
ter 1 year.

MATERIALS AND METHODS

In Senegal, a country in West Africa of
some 200,000 km* with 8 million inhabi-
tants in 1995, the leprosy control program
is under the direction of a medical coordi-
nator based at the direction of Public Health
Services in Dakar, the capital city of Sene-
gal. In each administrative region a medical
doctor (physician) is responsible for all
public health activities, including leprosy
activities. There are 10 administrative/med-
ical regions in the whole country. In each
region (divided into three medical districts),
two to three specialized nurses and a labo-
ratory technician are in charge of the med-
ical activities of the program.

The Institut de Léprologie Appliquée
(ILAD), which is part of the Public Health
Services, is also located in Dakar. The Insti-
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tute is responsible for the development of a
ficld applied research program in leprosy
and for the training of physicians, special-
ized nurses and other technicians involved
in the leprosy program. It is also in charge
of the specialized care of leprosy patients
hospitalized because of reaction and/or neu-
ritis or any other complications of the dis-
ease. Seven physicians, including an epi-
demiologist who is head of the Research
Unit, work full time at the Institute.

For the purpose of the present study, the
specialized nurses involved in the control
program in the Dakar region and the four
regions close to Dakar were trained at the
Institute. The objectives of the study were
explained to them and standardization of
the work was decided. Once a month, the
principal investigator (PI) of the study, or
his assistant, was to visit the region he was
in charge of in order to examine the sub-
jects suspected to be leprosy patients and
presented by the specialized nurse. The di-
agnosis of leprosy was based on a clinical
examination of the skin and large nerve
trunks and a search for acid-fast bacilli
(AFB) in earlobes and skin lesions and de-
termination of the bacterial index (BI) (*).
In addition, a skin biopsy for pathological
examination was taken and also a blood
sample for the detection of antibodies to
HIV. When the diagnosis of leprosy was
confirmed, the patient was given each
month, under supervision of the PI or his
assistant, a dose of rifampin 600 mg,
ofloxacin 400 mg and minocycline 100 mg
(half-dose for children below 30 kg body
weight). Patients were excluded from the
trial (and given standard WHO/MDT)
when they were under 5 years or over 65
years of age, pregnant, or had pulmonary
tuberculosis, cancer, diabetes, hepatic or
cardiac disease, or epilepsy.

Treatment compliance was assessed on
the regularity of intake of the prescribed

Mane, et al.: Monthly Rifampin + Ofloxacin + Minocycline

225

doses: all patients having taken 24 doses
within 36 months if MB or 6 doses within 9
months if PB were considered as regular
patients.

The efficacy of the treatment was evalu-
ated on the rate of treatment failure (while
on treatment) and on the occurrence of re-
lapse during the 5-year period following the
cessation of treatment. They are defined as:
for an MB patient, the appearance of new
lesion(s) and an increase of the BI of at
least 2+ at any site; for PB, the appearance
of new skin and/or nerve lesion(s), and/or a
BI of at least 2+ at any site.

RESULTS

During the last 2 months of 1994 and the
first 2 months of 1995, the PI and his assis-
tant visited the five regions of the trial and,
in each of them, met the physician responsi-
ble for public health activities. Everyone re-
sponsible was given the objectives of the
study and received a copy of the protocol.
In addition, all specialized nurses and
health workers who had been trained at the
Institute were visited in each medical dis-
trict. As a result, the recruitment of patients
for the trial began during the second half of
March 1995.

Between March 1995 and March 1996,
252 subjects suspected to be leprosy pa-
tients were examined; 240 of them were
confirmed to have active leprosy. Twenty of
them were excluded from the trial (age over
65 years or below 5 years) and 220 (131
males, 89 females) were put on treatment
(Table 1). Among the 220 patients, 102
were PB (46%), 94 of whom were new pa-
tients (never treated) and 8 were patients re-
lapsing after dapsone monotherapy, and 118
were MB patients (99 newly detected pa-
tients and 19 relapsing after dapsone
monotherapy). Of these 118 patients, 62 (13
BL and 49 LL) had a BI of > 4+. The distri-
bution of the patients according to age, sex,

TABLE 1.  Distribution according to the type of leprosy, age and sex of 220 Senegalese
patients put on treatment with monthly supervised doses of rifampin, ofloxacin and
minocycline.

i Paucibacillary Multibacillary
Age (yrs.) Total no.
Total no. Male Female Total no. Male Female

<15 34 21 13 8 13 8 2

215 186 81 47 34 105 63 42

TOTAL 220 102 60 42 118 71 47
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TABLE 2. Severe® reactions observed in 220 Senegalese leprosy patients before,
during, or after treatment with monthly supervised doses of rifampin, ofloxacin and
minocycline.

. Paucibacillary Multibacillary
Reactions Total no.
Total no. 1® 2¢ Total no. I* 2¢

Before treatment 19 4 4 0 15 9 6
During/After

treatment

1st 6 mos. 11 1 | 0 10 9 1

2nd 6 mos. — — — — — — —
Total 30 5 5 0 25 18 7

* Leading to hospitalization at ILAD for treatment.
® Type | reaction (reversal reaction).
¢ Type 2 reaction (erythema nodosum leprosum).

and type of leprosy (PB, MB) is given in
Table 1. There were 34 children below the
age of 15, that is 15.5% of the whole group
of 220 patients.

Of the 220 patients, 125 (57%) had dis-
ability at the time of detection, 73 of whom
had grade 1 according to WHO classifica-
tion ('') and 52 had grade 2. All of these 52
patients had isolated or combined chronic
plantar ulcers, claw hands or lagophthal-
mos. Leprosy reactions were observed in 40
patients (11 PB, 29 MB) on detection, and
in 12 others (2 PB and 10 MB) during the
first 6 months of treatment. Of the total 52
patients with reaction, 30 suffered severe
reaction and had to be hospitalized at ILAD
for treatment, 19 on detection and 11 during
the first 6 months of treatment (Table 2).

All of the patients meeting the inclusion
criteria accepted the new treatment. No
clinical sign which could be considered as a
toxic effect of the drug was noted, either at
first intake of the drug combination or at
any of the subsequent doses. None of the
patients refused to continue treatment be-
cause of clinical symptoms due, or claimed
to be due, to the intake of the drug combi-
nation. The compliance to treatment was
excellent, and out of the 102 PB patients
put on treatment, the first 56 who have
taken the six doses in 6 months were put
under surveillance. Also, the first 57 MB
patients put on treatment during the first 6
months of the trial have taken six doses in 6
months. In all of the PB and MB patients
the intake of the rifampin + ofloxacin +
minocycline (ROM) combination resulted
in evident and rapid improvement of the le-
sions. In 25% of the 56 PB patients who

have completed treatment, the lesion had
disappeared after the intake of six doses,
and in the last 75%, the lesion(s) had dra-
matically decreased (in size and volume as
well as in number when they were multiple
at detection). Also, deflation of the lesions
and progressive repigmentation were ob-
served in MB patients who had completed
the first year of treatment.

DISCUSSION

The results of the present trial demon-
strate that a fully supervised monthly regi-
men combining rifampin, ofloxacin and
minocycline was easily implemented in
Senegal. First of all, the treatment based on
the monthly intake of drugs was very well
accepted by the patients; none of them re-
quested to be put under standard WHO/
MDT rather than the new regimen. Sec-
ondly, no side effect was observed in any of
the 220 patients put on treatment; none of
them requested to stop treatment because
of symptoms imputable (or supposed to be)
to the drug intake. Also, the compliance to
treatment was excellent since the 113 PB
and MB patients detected during the first 6
months of the trial have taken six monthly
doses in 6 months, as planned. Finally, the
majority of reactions were observed at
the time of detection before treatment. Dur-
ing the first 6-month period of treatment,
severe reactions (leading to hospitalization
at ILAD for treatment) were observed in
8.5% of MB patients and in 2% of PB pa-
tients, percentages similar to those reported
in patients under WHO/MDT ('). All these
results, which may be considered as excel-
lent, allow us to predict that the inclusion
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and follow up of the patients recruited dur-
ing the second year of the trial will be car-
ried out without difficulty.

As defined in the protocol, the efficacy of
the ROM monthly doses treatment is to be
evaluated in terms of treatment failure
and/or relapses, and it is certainly too soon
to give comprehensive results. Neverthe-
less, to date, no treatment failure was ob-
served in the 56 PB patients who have com-
pleted treatment and have been followed up
for 6 months. Also, the rate of clearance
and the progressive decrease of cutaneous
lesions in PB patients was satisfactory and,
again, quite comparable to that described in
the earliest reports from leprosy patients put
under WHO/MDT (* ). Regarding MB pa-
tients, the number of them having com-
pleted the first 12 months of treatment is
quite small, and it is not presently possible
to evaluate the decrease in the average Bl
after 12 monthly doses of the ROM combi-
nation.

One last point, apparently surprising,
needs to be clarified: the high proportion of
MB patients among the study population.
Of the 220 patients with active leprosy in-
cluded into our trial, 118 (54%) were MB
when it is usually estimated that, in West
Africa, that proportion does not exceed
30%—-40%. It must be kept in mind that
such estimation was made some decades
ago when BT patients with a BI of 1+ were
considered as PB. In our study, 17 patients
were classified as BT patients at the patho-
logical examination but were considered as
multibacillary (BB) since the search for
AFB was positive. In fact, if using the crite-
ria for classification valid until the early
1980s, the proportion of MB patients would
have been 45% in our study population.

One of the most important benefits to be
expected from the new intermittent regimen
is that the elimination of rifampin-resistant
mutants of M. leprae does not rely upon a
daily nonsupervised intake of drugs as is
the case in the current WHO/MDT. Since
22 doses of ofloxacin are as effective as 2
years of dapsone and clofazimine taken
daily in the current WHO/MDT (?), no se-
lection of rifampin-resistant mutants should
be possible in the patients taking the pro-
posed new regimen, even in those who are
very irregular. Therefore, if the rate of re-
lapse after completion of treatment is ac-
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ceptable (similar to that observed in pa-
tients after treatment with current standard
WHO/MDT), the new regimen could be a
solution to treat (for instance) patients liv-
ing in remote or inaccessible areas. This
could be even more the case if, as suggested
by results of trials conducted in nude mice
("), the duration of treatments (containing
rifampin which remains the most powerful
bactericidal drug against M. leprae plus ei-
ther daily dapsone and clofazimine or
monthly doses of new drugs) could be sig-
nificantly shortened.

SUMMARY

In 1995, a field trial was implemented in
Senegal in order to evaluate the efficacy of
a regimen based on the monthly supervised
intake of rifampin 600 mg, ofloxacin 400
mg and minocycline 100 mg to treat lep-
rosy. During the first year of the trial, 220
patients with active leprosy (newly detected
or relapsing after dapsone monotherapy)
were recruited: 102 paucibacillary (PB) (60
males and 42 females) and 118 multibacil-
lary (MB) (71 males and 47 females). All of
them accepted the new treatment (none re-
quested to be preferably put under standard
WHO/MDT), no clinical sign which could
be considered as a toxic effect of the drug
was noted, and none of the patients refused
to continue treatment because of any clini-
cal trouble. The compliance was excellent:
the 113 patients (PB and MB) detected dur-
ing the first 6 months of the trial have taken
six monthly doses in 6 months, as planned.
The rate of clearance and the progressive
decrease of cutaneous lesions was satisfac-
tory. Although it is too soon to give com-
prehensive results, it should be noted that
no treatment failure was observed in the 56
PB patients who have completed treatment
and have been followed up for 6 months.
The long-term efficacy of the new regimen
is to be evaluated on the rate of relapse dur-
ing the years following the cessation of
treatment. If that relapse rate is acceptable
(similar to that observed in patients after
treatment with current standard WHO/
MDT), the new regimen could be a solution
to treat, for instance, patients very irregular
and/or living in remote or inaccessible areas
since no selection of rifampin-resistant My-
cobacterium leprae should be possible (a
monthly dose of ofloxacin and minocycline
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being as effective as a dose of dapsone and
clofazimine taken daily for I month). Nev-
ertheless, until longer term results of this
and other trials become available, there is
no justification for any change in the treat-
ment strategy, and all leprosy patients
should be put under standard WHO/ MDT.

RESUMEN

En 1995 se implementd un estudio de campo para
evaluar la eficacia de un régimen de tratamiento
basado en la administracion supervisada de 600 mg de
rifampina, 400 mg de ofloxacina y 100 mg de minoci-
clina, para el tratamiento de la lepra. Durante el primer
afo del estudio se reclutaron 220 pacientes con lepra
activa nueva o de recaida subsecuente al tratamiento
con dapsona. Los pacientes fueron 102 casos pau-
cibacilares, PB (60 hombres y 42 mujeres) y 118 casos
multibacilares, MB (71 hombres, 47 mujeres). Todos
los pacientes aceptaron el nuevo tratamiento, ningin
paciente mostré efectos toxicos derivados del uso de
las drogas y ninguno de ellos se rehusé a continuar con
el tratamiento. La constancia de los pacientes fue ex-
celente: los 113 pacientes (PB y MB) detectados du-
rante los primeros 6 meses del estudio habian tomado
6 dosis mensuales en 6 meses, de acuerdo a lo
planeado. La tasas de depuracion y la disminucion pro-
gresiva de las lesiones cutdneas fueron satisfactorias.
Aunque es muy pronto para dar resultados conclu-
yentes, debe hacerse notar que no se observaron fallas
en los 56 pacientes PB que completaron el tratamiento
y que fueron supervisados durante 6 meses. La eficacia
de este tratamiento de larga duracioén estd siendo eval-
uada para establecer la tasa de recaidas durante los
afos siguientes a la terminacion del tratamiento. Si la
tasa de recaidas es aceptable (similar a la que se ob-
serva en los pacientes tratados con la PQT estindar), el
nuevo tratamiento podria ser una solucion para tratar,
por ejemplo, a pacientes muy irregulares, o a pacientes
que viven en areas remotas o inaccesibles, puesto que
no se presentaria la emergencia de cepas resistentes a
la rifampina (una dosis mensual de ofloxacina y
minociclina es tan efectiva como una dosis de dapsona
y clofazimina tomadas diariamente durante 1 mes). No
obstante, hasta que no se tengan los resultados a largo
plazo de éste y otros ensayos, no se justifica ningin
cambio en la estrategia del tratamiento, y todos los pa-
cientes con lepra deben someterse al tratamiento es-
tandar con PQT.

, ,
RESUME

En 1995, une étude expémentale a été mise en route
au Sénégal pour évaluer I'efficacité d’un régime basé
sur la prise mensuelle supervisée de 600 mg de ri-
fampicine, 400 mg d’ofloxacine et 100 mg de minocy-
cline pour le traitement de la Iepre. Pendant la pre-
miére année de 'essai, 220 patients avec une Iépre ac-
tive (nouveaux cas ou rechutes aprés monothérapie a
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la dapsone) ont été recrutés: 102 paucibacillaires (PB)
(60 hommes et 42 femmes) et 118 multibacillaires
(MB) (71 hommes et 47 femmes). Tous accepterent le
nouveau traitement (aucun n'a demandé a étre mis de
préférence sous PCT/OMS), aucun signe clinique pou-
vant étre considéré comme un effet toxique du traite-
ment n'a été noté, et aucun patient n’a refusé de pour-
suivre le traitement & cause de problemes cliniques. La
régularité fut excellente: les 113 patients (PB et MB)
détectés durant les six premiers mois de 1'étude ont
pris leurs six doses mensuelles en six mois, comme
plannifié. Le taux de disparition et la diminution pro-
gressive des Iésions cutandes furent satisfaisantes.
Bien qu'il soit trop tdt pour donner des résultats com-
pléts, il faut noter qu’aucun échec thérapeutique n'a
été observé chez les 56 patients PB qui ont terminé
leur traitement et ont été suivis pendant 6 mois. L'effi-
cacité & long terme du nouveau régime doit étre éval-
uée sur base du taux de rechute durant les années qui
suivent 'arrét du traitement. Si ce taux de rechute est
acceptable (semblable a celui observé chez les patients
apres traitement avec la PCT standard actuelle), le
nouveau régime pourrait étre une solution pour traiter,
par exemple, des patients trés irréguliers ou vivant
dans des régions éloignées ou inaccessibles, puisqu’au-
cune sélection de Mycobacterium leprae résistant a la
rifampicine ne devrait étre possible (une dose mensu-
elle d’ofloxacine et de minocycline étant aussi efficace
qu'une dose quotidienne de clofazimine et de dapsone
prise pendant un mois). Cependant, jusqu’a ce que des
résultats a plus long terme ne soient disponibles pour
cette étude et d’autres, aucun changement dans les straté-
gies thérapeutiques n’est justifié, et tous les malades de
la 1epre devraient étre mis sous PCT standard.
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