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CHO1

ACTIVITY AGAINST LEPROSY BACILLUS OF A SINGLE DOSE
COMBINATION OF OFLOXACIN PLUS MINOCYCLINE, WITH OR
WITHOUT RIFAMPIN, IN MICE AND IN PATIENTS

Jacques Grosset,”” Samba Sow,” Evelyne Perani,' Chnistian Lienhardt,?
Vimala Diderot,' and Baohong Ji'

Faculté de Médecine Pitié-Salpétricre, Paris, France,' and Institut
Marchoux, Bamako, Mali?

As steps for developing a fully supervisable, monthly administered
multidrug regimen for leprosy, bactenicidal effect against M.leprae of a
single dose combination ofloxacin-minocycline (OM), and nfampin-
ofloxacin-minocycline (ROM) was evaluated in mouse footpads and in
patients. In mouse experiments, results of proportional bactericidal
method demonstrated that the activity of a single dose OM was dosage-
related; larger dosage, i.e., 300 mg O plus 50 mg M per kg body weight,
displayed bactericidal effect, whereas smaller dosage, i.c., 150 mg O plus
25 mg M per kg, was not bactericidal. The activity of a single dose of
larger dosage OM was significantly inferior to that of a single dose R, and
the addition of cither dosage of OM neither enhanced nor antagonized
the activity of R. In terms of bactericidal effect, the consequence of exclu-
ding clarithromycin from drug combinations is only marginal. In clinical
trial, 20 previously untreated lepromatous patients were randomly allo-
cated to 2 groups with 10 cach, and treated, respectively, with a single
dose of 600 mg R plus 400 mg O and 100 mg M (ROM), or a single dose of 400
mg O plus 100 mg M (OM). Adverse events, mainly gastrointestinal com-
plaints, were mild and transitory, did not accompany by significant find-
ings on physical examination, indicating that both combinations were
well tolerated. Seven days after the single dose, slight clinical improve-
ment was observed in almost all patients in both groups; the mean values
of bactenal index were virtually unchanged from pretrcatment values;
the mean value of morphological index was significantly reduced in
patients treated with ROM but not in those with OM. Bactericidal effect
was itored by titrating, through mouse footpad inoculation, the pro-
portion of viable M.leprae in skin biopsies taken before and 7 days after a
single dose of treatment. A single dose of ROM displayed powerful bacte-
ricidal effect that the bacilli from 9 of 10 patients lost their infectivity
for normal mice inoculated with 5000 organisms per footpad; a single dose
OM also cxhibited definite bactericidal activity in 7 of 10 patients, al-
though it was significantly less bactericidal than that of ROM, as only in
one patient whose organisms lost their infectivity for normal mice. Be-
cause of these promising results, a test of the cfficacy of multiple doses of
ROM in a larger clinical trial appears justified.

CHO2

WHY MULTIDRUG THERAPY FOR MULTIBACILLARY LEPROSY
CAN BE SHORTENED TO 12 MONTHS
Baohong Ji and Jacques Grosset
Faculté de Médecine Pitié-Salpétridre, Paris, France
The 24-month MDT for MB leprosy is still too long and becomes an

obstacle in implementing MDT. It would facilitate implementation if
duration could be shortened without significantly compromising efficacy.
Following information may be useful to define the appropriate duration.
First of all, due to a series modifications, definition of MB has become
much broader, resulting in classifying many cases that would otherwise
be PB leprosy as MB, and, unlike in early 1980s when all newly detected
MB cases were skin smear positive, the proportion of positive cases in
1996 was less than half. Because bacterial loads of majority of MB cases
currently classified are significantly smaller than in the past, overall

uirements of chemotherapy for MB may also be less. Secondly, relapse
rate after MDT is very low, about 0.2% annually among MB cases, indica-
ting that there is enough room for further shortening the duration to less
than 24 hs. Despite the p ility that relapse rate could be signi-
ficantly higher among MB cases with high initial Bl, such cases become
relatively few in the ficlds, hence, total number of relapses caused by
them in a control program will be small. Thirdly, major role of dapsone
(DDS) - clofazimine (CLO) component in MDT regimen in to ensure cli-
mination of spontancously occurring rifampin (RMP)-resistant mutants,

estimated to be no greater than 10" in an untreated lepromatous case. Re-
cent findings indicate that 3 h with the component alone
killed 299.999% of viable M.leprae, suggesting that all RMP-resistant
mutants are likely to be climinated by 3-6 months of treatment with
DDS-CLO component in MDT. Fourthly, in a THEMYC multicentre tnal,
not a single relapse has been detected among groups of 500 MB cases
(initial BI 22) treated, respectively, with 24- or 12-month MDT, and
followed-up for 3-5 years after stopping treatment, suggesting that 12-
month MDT is as effective as 24-month. A clinical trial in Malawi also
concluded that 18-month MDT may be sufficient for MB leprosy. Finally,
clinical and bacteriological progress of defaulted MB cases also suggest
that treatment with less than 12 months MDT exhibited promising
therapeutic effects among majority of cases. Based on these information,
the WHO Expert Committee on Leprosy concluded, at its latest meeting of
1997, that it is possible that the duration of the MDT regi for MB
leprosy could be further shortened to 12 months.

CHO3

TWO NEW DRUG COMBINATIONS IN THE TREATMENT OF
LEPROSY

Gertrude P_Chan, E.:M.Gonzaga, M.F. De los Santos, L.M. Reyes and
S.G. Franzblau

Research Institute for Tropical Medicine, Dept. of Health. Mununlupa
Cuty, Philippines

Our short-term climcal trals on clanthromycin monotherapy and
fusidic acid monotherapy showed that the former to be rapudly
bactericidal and the latter to have activity roughly equivalent to that of
dapsone or clofazimine. Other data suggest that fusidic acid may have
reaction-suppressive activity and we took the position that the future of
this drug 1n leprosy was dependent upon the clinical demonstration of
such acuvity. Two new mult-drug regimen were tormulated consisting
of (A) daily clanthromycin 500mg and munocycline 100mg plus
monthly nfampicin 600mg and (B) daily clanthromycin S00mg and
fusidic actd 750mg plus monthly nfampicin 600mg. Both regimens
were taken for a total of six months. These regimens were evaluated
against the current recommended 2-year WHO-MDT regimen (C) with
regard to chnical and bacteniological improvement, leprae reaction,
tolerance, adverse effects and patient acceptabiity and compliance.
Fifty unueated mulubacillary leprosy patients per regimen were
recruited.

The clinical etficacy of regimens A and B as determined by rate of
lesion resolution has been exceptional compared to C with a somewhat
more rapid response observed with regimen A. The overall frequency
of reaction among the three regimens is not significanty different. It
appears however, that regimen B may be superior to regimen A and C
with respect to moderate to severe reversal reaction. All the regimens
were tolerated. The acceptability and compliance is better among
patients on regimen A and B. Significant number of patient with pre-
treatment bacillary index of 3+ and above reactivated with clinical and
bacillary index detenoration several months after completion of
treatment with regimen A and B. With this findings, it can be suggested
that regimen A and B is effective and safe but treatment should be
extended to a mimmum of 12 months among multubacillary patients.

CHO04

ROM SINGLE DOSE FOR PB LEPROSY WITH1TO 3
LESIONS.

VV Pai, CR Revankar, RR Pai, Mary Das and R Ganapati
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Bombay Leprosy Project, Sion-Chunabhatti, Bombay - 400022,
India

Chemotherapy (MDT) as a strategy is the only tool

to elimi leprosy. H r recent research on short

course h apy  indi possibiliti of saving
considerable manpower and resources. Single dose of rifampicin,
ofloxacin and minocycline (ROM-1) is reported to be as effective
as six months paucibacillary multidrug therapy for single skin
lesion case of leprosy (WHO 1997). We present our observations
on the use of single dose of ROM in 531 cases of 1-3 skin lesions

in PB leprosy.
On i of diag i were given a
single dose of r icin 600mg, ofl in 400mg and minocycline

100mg [half dose for children). Patients under 5 years or over 65
years of age or those with pregnancy were excluded. Patients
were assessed by scoring on the lines of WHO protocol initially
and at 6 months and 1 year. Efficiency of tr was

on the rate of clinical reg i and e of r !
relapses during follow up. The following table shows the
occurrence of reactions over a period of 1 year.

Regimen No. of Patients | Reactions
ROM - 1 :SINGLE LESION 438 4 [08%
ROM -1:2-3 LESIONS 93 5[(53%

No toxic or adverse effects of the drugs were noted. The
main problem was type | reactions which were easily manageable.
Ti pli was I Resul that a
fully supervised regimen of single dose of ROM is efficacious,
cost effective and well accepted by the patients.

CHO5

ROM VS CROM IN MONOLESION HANSEN'S DISEASE

Prof, Dr. A, K, Jha Amar, Or. P. K. Roy
Patna Medical College, Patna

Combination of Rifampicim, Ofloxacin & Minocycline is quite
effective in Hansen's Monolesion cases. Adding Clarithromycin has
additional advantage in terms of cure-rates & relapses.

476 cases, smear-negative, normal nerve monolesion (260
males 216 females), age-range 15-70 years (mean age 36.5 yrs)
randomized in 2 groups.

Group A. 390 cases [ Rifampicin (600 mg) + Ofloxacin (400 mg) +
Minocycline (100 mg)] single dose empty stomach.

Group B. 86 cases [(group A regime drugs + Clarithromycin
(500 mg OD)), single dose empty stomach.

Criteria for Cure : (1) Reduction in i) Size i) Colour iii) Infiltration
(2) Disappearance
(3) Improvement in sensation

graded from 3 to 0 (score maximum 15, minimum 0). Follow-
up-monthly for 6 months, 6 monthly for 2 years.

Drop-out -21(5.0%) A-15 B-6
Completed Follow-up -455 A-375 B-80

Cure Rates A-360 (96%) B-78(97.5%)
Relapse A-15(4.0%) B-2(2.5%)

Side effects in both groups comparable. Single day CROM is better
than single day ROM in Monolesion PB cases.

CHO6

EVALUATION OF NEWER DRUGS IN LEPROSY

Prof. Dr. A. K. Jha Amar, Dr. S. K. Tripathi,
Dr. Devesh Sinha, Dr. R. N. Mishra

Patna Medical College, Patna

Quinolones have synergism with rifampicin and a
combination has better penetration and effective concentration
rendering a leprosy patient mycobacterium free in shorter time.
Oflaxacin / sparfoxacin in combination with Refampicin &
Clarithromycin alone are being evaluated.

850 cases were divided in 3 groups : Group A (400)
Rifampicin 600 mg OD (empty stomach) and ofloxacin 400 mg
OD for 4 weeks Group B (400 cases) Rifampicin 600 mg OD
(empty stomach) and Sparfloxacin 400 mg stat then 200 mg
OD (for 4 weeks) and group C (50 cases) clarithromycin 500
mg O.D. for 8 weeks. Evaluation was done as per WHO
guidelines.

Cure rate in 3 groups were 85%, 86% & 90 %. Side
effects of nausea, vomiting, arthritis were equal in 3 series.
Relapse rate in 3 group were almost equal(about 10%),
Sparfloxacin being most economical of these 3 and cure rate
being comparable, combination of Rifampicin & Sparfloxacin
is best among the newer drugs.

CHO7
SINGLE DOSE (ROM) IN MONOLESION PB LEPROSY CASES
Prof. Dr, A, K. Jha Amar, Dr. S. K. Tripathi, Dr. R. N. Mishra,
Skin Institute, Makhania Kuan, Patna - 800 004.

Monolesicn is indicator of herd immunity. Effective MDT enhances
monolesion cases. Rifampicin single dose kills about 99% M. Leprae,
with Ofloxacin & Minocycline (ROM) synergism ensures 100% clearance.

750 fresh, smear negative, normal nerve, monolesion cases
(male 390, female 360) Age (15-60 years) were randomized in 2 groups.

A : ROM (study group) 390 cases (Rifampicin 600 mg + Ofloxacin 400
mg + Minocycline 100 mg) empty stomach single dose.

B: WHO PB MDT (Adult) (Control) 360 cases - 6 pulses.

Criteria for cure :

1) Reductionin i) size ii) Colour
2) Disappearance

3) Improvementin sensation

were graded from 3 to 0 (Maximum score 15, minimum 0).
Monthly follow-up for 6 months then 6 monthly for 2 years.

iii) Infiltration

Drop-out 93 cases (12.4%) [ROM 48 (6.4%), MDT 45 (6.00%)).
Of 657 cases completing evaluation 639 cases [ROM 303 (97.10%),
MDT 336 (37.40%)] showed clinical improvement. Replase & side effects
in both the groups were comparable.

Single dose of 600 mg Rifampicin, 400 mg Ofloxacin & 100 mg
Minocycline (ROM) is as eifective as 6 monthsWHO PB MDT in the
treatment of negative skin smear, normal nerve, monolesion leprosy
cases.

CHO8

EFFICACY OF 7, 14 AND 30 DAYS DAILY DOSES OF
COMBINED RIFAMPICIN AND MINOCYCLINE IN SINGLE
LESION PAUCIBACILLARY LEPROSY

H.K Kar and Raj Narayan

Department of Skin, STD & Leprosy, Dr. R.M.L. Hospital, New
Dethi -110 067, INDIA.
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Aim -

To evaluate the efficacy of 7, 14 and 30 days daily treatment of
rifampicin 600 mg plus minocycline 100 mg in single lesion
paucibacillary leprosy.

Materials & Methods -

A total 52 patients were included in this study. All were
bacteriologically negative and had histopathologically confirmed
indeterminate, tuberculoid or borderline tuberculoid leprosy. They
were randomly put into group A, B and C. Group A (17 patients)
received 7 days, Group B (16 patients) received 14 days and Group C
(19 patients) received 30 days treatment of rifampicin 600 mg daily
plus minocycline 100 mg daily. All patients were followed monthly for
6 months and then 3 monthly for 24 months.

Results -

In Group A, 2 of the 17 patients showed treatment failure in the form
of increase in the size of lesion whereas in Group B and C no
treatment failure was observed within 2 years of follow-up.
Conclusion -

A minimum 14 days daily treatment of the above regimen is essential
to treat a single lesion paucibacillary leprosy.

CHO09

STUDY OF SINGLE DOSE CHEMOTHERAPY IN
PAUCIBACILLARY LEPROSY PATIENTS WITH TWO TO
THREE LESIONS

2-3 Lesion Multicentric Trial Group, India

The comparative study on Single dose of Rifampicin, Ofloxacin and
Minocycline (ROM), and the six-month WHO/MDT/PB regimen
(Standard) in the treatment of single lesion paucibacillary (PB) leprosy.
was extended to cover PB leprosy with 2 to 3 skin lesions. From five
centres, 236 patients were allocated randomly to either of the two
regimens. Information on clinical scores is recorded at admission and at
6, 12 and 18 months after admission. Follow-up at 6 and 12 months is
completed and the 18-month follow-up will be completed shonfy.

At admission, the mean clinical score was 19.86 and 19.78 (P > 0.6)
for the ROM and Standard regimen groups, respectively. It was reduced
to 7.15 and 7.06 (P > 0.8) at 6 months, and 5.10 and 4.90 (P > 0.6) at
12 months for ROM and Standard regimens, respectively. Clinical
improvement was seen in most of the patients for both the regimens.
Complete clinical cure (i.e., disappearance of all lesions) was observed in
13.0% and 13.9% (P = 1.0) at 6 months, and 31.8% and 33.7% (P >
0.8) at 12 months, with ROM and Standard regimens, respectively. Thus,
in the study patients, over a period of 12 months, ROM administered as a
single dose, compared well with the Standard regi in the of
PB leprosy with 2 to 3 lesions. Final results upto 18 months, will be
presented.

CH10

EVALUATION OF 4 DRUGS COMBINATION (CROM)
FOR 28 DAYS IN MB LEPROSY CASES.

Dr. A.K. Jha Amar, Dr. S. K. Tripathi, Dr. R. N. Mishra,
Skin Institute, Makhania Kuan, Patna - 800 004.

Rifampicin is the most bactericidal among all anti-leprotic
drugs. Among newer drugs, clarithromycin, ofloxacin and
minocycline are most promising and all bactericidal. Synergism
of these drugs in MB leprosy cases renders them free from living
bacilli in just 28 days and generates a new hope as an alternative
treatment of leprosy.

9 smear-positive MB cases from both sexes (6 males 3
females), age range 20-50 years, were given (Rifampicin 600 mg
OD, empty stomach + Clarithromycin 500 mg BD + Ofloxacin
400 mg OD + Minocycline 100 mg OD) for 28 days.

Efficacy monitored clinically alongwith Bl & Ml changes.
Side effects noted with follow-up monthly for 6 months then 6
monthly for 2 years.

All cases showed significant clinical improvement with zero
MiI after 4 weeks. Bl reduced gradually during follow-up, No case
showed relapse.

CROM regimen for 28 days in frank MB cases is very
effective and promising to become a rapid alternative of MDT in
selected population. High cost of therapy limiting its universal
acceptance.

CH11

RECOMBINANT INTERFERON ALPHA2b IN THE
TREATMENT OF MULTIBACILLARY LEPROSY
- PRELIMINARY OBSERVATIONS

V V. Pai, U. Banerjee, J. Thomas, B. Saha, HO. Bulchand,
RC. Chavan and R. Ganapati

Bombay Leprosy Project,Sion-Chunabhatti, Bombay-400 022, India

The deficiency of the macrophage regulation system in
lepromatous leprosy has been well documented. Role of
cytokines like interferon in macrophage stimulation has not been
evaluated though this has been described. We report our
observations on the clinical efficacy of alpha interferon in
multibacillary leprosy.

Forty multibacillary patients (BL,LL) were randomised into
two groups. First group received standard WHO-MB-MDT (MDT)
while group Il received WHO-MB-MDT (MDT + 1) with Inj. Alpha 2b
Interferon given subcutaneously for 6 weeks, initially. Clinical
features, nerve status, histopathology, lepromin reactivity and
photographs were d d initially and after 3 h

Out of 30 patients (10 in group | & 20 in group Il) who were
evaluated for histology, the fall in mean histopathological score
was significantly higher (p=0.029) in group II. In 37 patients
evaluated for Bl (18 in group | & 19 in group ll), the mean fall in
group Il was also significant (p=0.001). Clinical regression also
showed significant difference in Group ll. No difference was
observed in lepromin ivity and nerve ion impairment.

From these preliminary observations, it appears that a

short course of alpha 2b interferon in addition to conventional

idrug therapy will h fall of Bl and result in

impr of histology f bly. Long term follow-up

patients in of both these study groups may reveal a definite

picture on the alterations of the natural history of the disease
based on the above parameters.

CH12

TREATMENT OF MB LEPROSY USING CONVENTIONAL AND NEWER
DRUGS

K.Katoch, M.Natrajan, V.M.Katoch, v.D.Sharma,
H.B.Singh, C.T.Shivannavar and U.D.Gupta

Central JAIMA Inst. for leprosy( IOR),
Taj Ganj, Agra-282 001 (UP) India

Multibacillary (MB) leprosy cases require
a minimum of 2 years or more of conventional WHO
MDT for the cure of disease. This study has been
carried out to see if the addition of newer
antimicrobial drugs could help in further reducing
the duration of treatment. One hundred previously
untreated smear positive (50 BB, 35 BL and 15 LL)
patients were included in this study. A detailed
history was taken, skin lesions and nerve thickening
charted and smear examined and recorded. These
patients were treated with a regimen comprising
of rifampicin 600mg, minocycline 100mg and ofloxacin
400ng given as a monthly supervised dose combined
with clofazimine SCng and dapsone 100mg
(unsupervised) daily. Treatment was stopped at one
year and patients were fullowed-up on a placebo.
Sin biopsies at the start and at the end of one
year of treatment in each case were taken and
viability was assessed by mouse foot pad, ATP and
molecular methods. The patients tolerated the drugs
well and there was no treatment failure. There was
no increase in the incidence of reactions in the
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patients. Clinically the lesions regressed and there
was complete loss of viability at the end of one
year, Follow-up is continuing to monitor the progress
of patients.

CHI13

SHORT COURSE CHEMOTHERAPY TO HASTEN THE
PROCESS OF LEPROSY ELIMINATION

CR Revankar, V.V Pai, MS.Antony Samy and R.Ganapati

Bombay Leprosy Project, Sion-Chunabhatti, Bombay-400022, India

in regi d pr rate(PR) in leprosy is
directly related to the i of tr and the
completion rate. Currently practised MDT regimens have shown
promising results in reducing the PR in all the endemic areas.

Based on nfampicin (R), ofloxacin (O) and minocycline (M)
combination, trials with monthly intermittent doses of ROM( 24
and 12 for MB leprosy and'3 and 6 for PB leprosy) and RO-28 days
for MB and PB leprosy are underway in different countries. ROM
single dose for PB single lesion leprosy has been already
recommended by WHO and Government of India.

Bombay Leprosy Project, covering a population of 1.3
million(50% slum pop i started i i in 1984 with
the aim of rationalising the duration of treatment. MDT-12 months
to MB leprosy pati was initiated in 1991. Subseq y short
course ch py(SCC) i based on newer drugs were
introduced for both MB and PB leprosy and i
rate was increased.

An analysis was made to calculate the PR with WHO-MDT and
the figures compared with the PR following SCC regimens, strictly
pplying trial d ion as ded by WHO. In 1982 when
MDT was introduced the PR was 18 per 10 000 population. ~After
practising SCC, the PR declined rapidly to 0.01 per 10 000
population by the end of December 1997, thus achieving the
prescribed levels of elimination of leprosy. Had we persisted with
the standard WHO-MDT regimen for the prescribed duration in
respect of all the patients, the PR would have been 1.4 per 10 000
population in December 1997.

This analysis shows that SCC could hasten the process of
leprosy elimination.

CH14

CONTROLLED CLINICAL TRIAL COMPARING THE EFFECT OF WHO-MDT

WITH INTERMITTENT DRUG REGIMEN IN THE TREATMENT OF
LEPROMATOUS (BL-LL) LEPROSY

Villahermosa, LG, Fajardo, Jr., TT, Cellona, RV,
Balagon, MF, Abalos, RM, Dela Cruz, EC, Tan, EV, and
Walsh, GP

Leonard Wood Memorial Center for Leprosy Research
Cebu, Philippines

The objective of this study is to compare the effect

of intermittent treatment using Rifampicin 600 mg.,
Minocycline 100 mg. and Ofloxacin 400 mg. given once a
month for 24 months with the standard WHO-MDT on
bacterial clearance in treating lepromatous leprosy.

A total of 20 patients diagnosed with lepromatous
leprosy were sequentially admitted and given either of
the two regimens, namely:

Regimen A - Rifampicin 600 mg., Minocycline 100 mg.,
Ofloxacin 400 mg., given once a month for 24 months.
Regimen B - WHO-MDT: Rifampicin 600 mg., B663 300 mg.,

DDS 100 mg. given monthly supervised, then B663 50 mg.,

DDS 100 mg. daily for 24 months.

Patients were evaluated as to clinical response,
changes in bacillary load, occurrence of drug-related
side-effects and the occurrence of reactions while on
treatment.

Sequential average B.I. taken from skin smears at
specified intervals in both therapy groups showed
constant reduction in bacillary load.

The clinical and bacteriologic response to treatment

at the end of 24 months will be discussed.

This study received financial support from the Leonard
Wood Memorial Center for Leprosy Research.

CHI5

POST SURVEILLANCE FOLLOW UP OF MULTI BACILLARY
PATIENTS TREATED WITHMD T.

A Thomas, S Chandra, M. Nagarajan, Lalitha Han and Sivagamasundan
Tuberculosis Research Centre (Indian Council of Medical Research)
Chennai - 600 031. INDIA

VK. Ramesh, R. Man
Leprosy Control Unut, Poonamallee
Tamil Nadu Health Services

Advent of M D T has made 1t possible to shorten the duration of
anti leprosy treatment. Though now it is the era of Fixed Duration
Therapy, Initially the drugs were given till bactenal negativity and were
followed up for a further peniod of $ years. In a study conducted by us in
138 Mulu Bacillary patents, 6 had relapsed after 6 years or more of
follow up after remaining negative for varying periods. Hence, we
conducted a study in collaboration with Tamil Nadu Health Services in
Poonamalle Leprosy Control Unit to do one time assessment of all the
patients put on MDT during 1986-87 and had completed § years of
surveillance after being released from treatment. Of the 156 patients

gl d 129 pau were available for All of them were
found to be clinically and bacteriologically negati

CHI16

RELAPSES DURING LONG TERM FOLLOW UP BY AMONG
MULTI BACILLARY PATIENTS TREATED WITH M D T
REGIMEN.

A Thomas , M. Nagarajan and Lalitha Han.
Tuberculosis Research Centre (Indian Council of Medical Research)
Chennai - 600 031. INDIA

210p lassitied as Lep and Near Lep with
a Blof 2.5 or more were admitted to a controlled clinical trail initiated
1 1977. The p were randomly all d to either a 4 drug regimen

(Ruf, INH, Clot and Dapsone) or a 2 drug regimen (Clof and Dapsone)
for 5 years followed by either Clot and Dapsone or Dapsone alone for a
further peniod of 2 years and subsequently continued with Dapsone or
Placebo till 12 years. It was proposed to follow them up tll they
complete 20 years from the start of treatment. Till date 6 patients out of
138 have relapsed after g negative for varying periods. The
month of relapse vaned from 156 to 209 months after start of treatment.
All of them were retreated with National Leprosy Eradication
Programme regimen for Multi Bacillary Leprosy (2 discontinued) and
they showed good response. The details will be presented..

CH17

Leprosy Relapses after Fixed Duration MDT

Li Huan-Ying Beijing Tropical Medicine Research Institute
Yuan Lian-Chao - " " " "
Hu Lu-Fang
Ning  Yong
Huang Wen-Biao  Yunnan Provincial Institute of Dermatology
Zhou Yu-Xiang " " " -
Ye Fu-Chang
LiJin-Lan

Sichuan Provincial Institute of Dermatology

Guizhou Provincial Institute of Dermatology

Between 1986 and 1995, 8307 leprosy patients (MB 5981, PB
2326) from 7 prefectures in the three s-w provinces of China have
completed FD-MDT and the relapse rate is 0.19/1000 py for MB
and 0.55/1000 py for PB. Further surveillance till end of 1997 in
6 prefectures of 8790 patients (MB 6439, PB 2351), the relapse
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rate remains at 0.19/1000py for MB within the limit of 10 years
surveillance. In 2351 PB, 4 relapsed within the limit of 5 year
surveillance, the relapse rate is reduced to 0.42/1000 py. In the 7
MB relapses, 3 relapsed beyond the WHO specified period of 5
years ( mean 5.71 yrs, range 4-8 yrs) and in the 15 PB relapses,
all relapses occurred beyond 2 years ( mean 7.13 yrs, range 4-10
yrs). Additional data of 320 patients from Kunming Prefecture
will be added and the significance of late relapses discussed.

CH18

SURVEILLANCE OF LEPROSY RELAPSE AFTER
RIFAMPIN PLUS DAPSONE THERAPY

Li Huan-Ying
Weng Xiao-Man
Li Fu-Tian

Ran Shun-Peng

Beijing Tropical Medicine Research Institute
Shanghai Zun-Yi Leprosy Hospital
Wenshan Pretectural Institute of
Dermatology, Yunnan Province

Eight hundred forty-six leprosy patients were followed for
varying periods (mean 34, range 1-168 months) atter being cured
with rifampin plus dapsone (R+D), 43 relapses were noticed (MB
30/531, PB 13/315). Increasing significant difference in relapse
rates were noticed in MB receiving <12 and >12 months R+D in
the 4 different groups with increased duration of dapsone
monotherapy prior to R+D. In PB, no such difference can be seen
in groups receiving 60-120 and >120 months dapsone before
R+D. All diagnosis of relapses were supplemented by laboratory
tests and were successfully retreated with FD MDT. The
relationship between dapsone and R+D therapy in curing leprosy
will be discussed.

CH19

INTERVALS BETWEEN STOPPING RIFAMPICIN-
CONTAINING REGIMENS AND OCCURRENCE OF
RELAPSE IN MULTIBACILLARY LEPROSY
Samba Sow, Baohong Ji, and the Marchoux Chemotherapy
Study Group
Institut Marchoux, Bamako, Mali, and Faculté de Médecine
Pitié-Salpétridre, Paris, France

Between 1970 and 1992, 1421 multibacillary (MB) leprosy
patients were treated with 20 different rifampicin (RMP)-
containing regimens; 1325 (93.2%) of them completed the
scheduled treatment and had been followed-up for relapse,
i.e., seen at least once after stopping treatment. By the end of
1997, 195 relapses, or 14.7% of patients being followed-up,
had been diagnosed. Relapse was defined as: i) occurrence of
definite new skin lesion(s); and ii) an increase of BI 22+
over the previous value at any site. A significant propor-
tion of these relapses were confirmed by mouse footpad
inoculation through demonstration of viable M.leprae.
Mean value of the initial BI, i.e., the BI before treatment
with RMP-containing regimen, of the relapsed cases was
4.16£1.09, suggesting that relapse in MB leprosy may be asso-
ciated with higher initial BI of the patient. Mean interval of
relapse, i.e., period of time between stopping treatment and
occurrence of relapse (the latter was defined as the mid-
point between date of last examination without relapse and
first examination with evidence of relapse) was 7031
months. The information is useful for design the duration
of follow-up for relapse after stopping treatment in clinical
trials.

CH20

RECIDIVAS EN ENFERMOS DE LEPRA QUE HAN
COMPLETADO EL TRATAMIENTO CON MULTIDROGA

Hyberto Bogaent D . Felix E Alcantara S

Programa Control de la Lepra, Insttuto Dermatologico v Ciruwa de Piel.
Republica Domimicana

El estudio retrospectivo de las recidivas en pacientes tratados con
multidroga esquema OMS, da lugar a aifras que concuerdan con los valores
observados en otras publicaciones  Sobre un total de 6,614 pacientes en
tratamiento a termino, se han presentado 11 recidivas por un 0 16% De estos,
tres pertenecen a formas multibacilares y ocho a paucibacilares  Se sedala el
tiempo p dio que currio desde la ter del i hasta la

aparicion de la recidiva y areas de picl donde se localizan las nuevas lesiones

CH21

RELAPSE IN MB LEPROSY AFTER RIFAMPICIN AND
OFLOXACIN FOR 28 DAYS - A CASE REPORT

R.Ganapati, V.V.Pai, CR.Revankar and HO.Bulchand
Bombay Leprosy Project, Sion-Chunabhatti, Bombay - 400 022

We report on what we believe to be the first case of relaps.e'
in multibacillary (MB) leprosy following short course chemotherapy
for 28 days with daily doses of rifampicin (R) 600 mg and ofloxacin
(0) 400 mg .

The ing diag ises the events relating to a
previously untreated 30 year old male BL-LL patient with initial
bacteriological index (Bl) of, 4.6 who received treatment with RO
regimen from 27 December 1990 to 22 January 1991. Bl showed

dual decline panied by clinical reg; ion. The patient
remained negative and sign free from 11 September 1995 (Ganapati
1996;Ganapati et al,1997). of BULL lesi were iced
on 21 February 1997 with a mean Bl of 1.3. The case is under
investigation for M.Leprae viability by mouse foot pad and drug
itivity etc., the of which is i The patient was

HIV negative.

[ecose |
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The patient was treated with the same regimen of RO for 28
days under supervision and the relapsed clinical lesions are
regressing. Currently the Bl is 0.8. The satisfactory response to
the same regimen so far indicates the possibility of “persisters” as
the cause of relapse and not resistance to the drugs employed.
The patient is under continuous observation.
All the remaining 55 MB patients with mean Bl of > 3
included in the RO trial have reached a state of skin smear
negativity over a period of 6 years. None of these have relapsed.

CH22

BACTERIOLUGICAL CHANGES AND RELAPSE IN 157 NULTIBACILLARY
LEPRUSY ITH HICH BI LOAD AFTER ¥HO/NDT.

Li Fenzhong. Shen Jianping. Jiang Cheng. Yan Liangbin and
Ye Canyun

Institute of Derzatology. Peking union Medical College.
Chinese Acadezy of Medical Sciencess Nanjing:P.R. China
210042

In order to evaluate the late relapse rate of zultiba-
cillary leprosy treated with  #HO/MDT. the authors
investigated the bacteriological changes and relapse rate
in 157 NB cases with an average of Bl 3.4~3.75 before NDT.
Azong 157 cases. 65(41.47) cases have stopped treatzent
sore than T years.The rate of szear negativity in 157 cases
was 75.167 at the end of 4 years after starting MDT and
97.457. at the end of 5 years. The Bl averagely decreased
by 0.89 each year. The total of 348 patient/years have been
followed up i1n 157 cases with an average of 6.02 patient/
years.There were 2 relapsed cases with a relapse rate of
1.3% or 2.1 cases per 1000 patient/years. The 2 cases
relapsed at the end of 3 and 4.5 years after stopping NDT.
respectively. The data showed that the relapse rate of MB
cases withigh Bl load after cozpletion of NDT was not a
serious situation. But it is necessary to strengthen the
surveillance for MB cases after stopping MDT for collecting
the valuable data on relapse.

1998



66, 4

CH23

VIABILITY OF M.leprae ISOLATED FROM MB PATIENTS
TREATED WITH WHO/MDT.

Haile-selassie Habte-maniam, Paul Saunderson

(}m. P.0O.Box 165, Addis Ababa, Ethiopia

Objective: To assess the viability and drug-sensitivity of
M.leprae isolated from MB leprosy patients whose Bl's had
decreased slowly while on Multiple Drug Treatment (MDT).

Subjects: 41 patients who had completed WHO MDT and
who had improved clinically, but whose bacteriological index
(BI) decreased by less than one log per year, were biopsied
and assessed using the mouse-foot-pad assay system.
Treatment was stopped and the patients were followed up.

Results: M.leprae was isolated from 11 patients. In 2 cases,
drug itivity could be d and the i were
found to be fully sensitive to all three drugs used in the MDT
regimen.

After three years without treatment, 9 of the 11
patients were traced and examined. They were all clinically
inactive and had negative skin smears. Of the other two
patients, one had died and the other could not be found.

Conclusion: Viable bacilli can be isolated from some
patients after completion of WHO MDT, but most patients
can eliminate these bacilli without further ch herapy and
do not seem to be at great risk of relapse.

CH24

VIABILITY OF M.LEPRAE IN THE NASAL MUCOSA AND
SKIN OF PERSISTENT SMEAR POSITIVE LEPROMATOUS
PATIENTS AFTER 2 YEARS OF MDT.

Anand Job, Giqi_J Ebenezer, Sunita Abraham,
Selvasekar Abraham and Arunthathi Siromani.

S.L.R.& T.C., Karigiri, Tamilnadu, India.

MDT has played a signiflicant role in the treat-
ment of leprosy. Few studies have investigated
the viability of persisting M.Leprae in the
nasal mucosa ot MB patients who had completed 2
years ot MDT, using the mouse foot pad. 11
consecutive lepromatous patients who demon-
strated positive skin smears with varying
bacterial indices of 2+ to 4+ after completion
of a reqgular course of 24 doses ot MDT had
their skin and nasal mucosa biopsied. Both
biopsied tissues underwent mouse foot pad
inoculation into T900r mice and were also
studied histopathologically.

Foot pad harvests were done on 6th, 9th and
12th months. Except tor one specimen from the
skin of a lepromatous patient all inoculations
showed no growth of bacteria in the mouse foot
pad. Skin histopathology showed a BIG of 1+ to
4+ and a granuloma fraction which varied from
10% to 80%. The nasal mucosal tissue demon-
strated atrophy, focal ulceration and stromal
collogenization with a BIG of 1+ to 4+. The
extent of cellular infiltration varied.

The study strengthens the belief that
persistent M.Leprae are not viable after 241
doses of MDT and demonstrates that the nasal
mucosa of these patients do not harbour viable
bacteria.

CH25

RELAPSED LEPROSY AFTER MULTI DRUG THERAPY

IN A HISTOID FORM.

Gigi J and Ajit Barkataki

Schiettelin Leprosy Rescarch Centre, India.

Abstracts of Congress Papers

Histoid leprosy, an unusual variant ot lepro-
matous leprosy, has been known to occur in
untreated patients and in patients relapsi
after dapsone mono-therapy. The unique occ
rence of histoid leprosy in a leprosy patient
who had completed treatment with anti-leprosy
multidrug therapy is beinq reported.

A 9-year old boy diagnosed as having border-
line tuberculoid leprosy had treatment with
dapsone mono-therapy for 3 years followed by
51 pulses of multi drug therapy. After being
skin smear neqgative for 7 years he presented
with multiple discrete nodules in the upper
and lower limbs and diffuse infiltration ot
the face. The nodules were non-tender, i
and firm. Histopathology of one of the skin
nodules displayed dense compact granulomatous
intlammation composed of spindle shaped
macrophages arranged in a whorled pattern in
the dermis with numerous clumps of acid fast
bacilli that were long and solidly staining.
The bacillary index was 5+. The clinical
diagnos of histoid leprosy was authenti-
cated histologically.

This is the tirst report of leprosy relapsing
as a histoid variety after being treated with
multi drug therapy. Viability and drug re-
sistance studies on the Mycobacterium Leprae
obtained from this patient are being carried
out using the mouse foot pad.

CH26

RELAPSE AND RECURRENCE OF LESIONS AFTER MDT IN
LEPROSY : CLINICAL, BACTERIOLOGICAL AND
HISTOPATHOLOGICAL INVESTIGATIONS OF 56 CASES.

Shetty V.P., Dighe .LR.. Uplekar M.W. Antia N.H.. Pai V.V.*
and Ganapati R.*

The Foundation for Medical Research. Mumbai, India.
*Bombay Leprosy Project. Mumbai. India.

Fifty six cases of leprosy treated with WHO-recommended Multi
Drug Therapy iMDT) were investigated for recurrence of skin lesions
The study included 36 multibacillary (ME) and 20 paucibacillary (PB)
cases

Twenty seven MB cases (73%) and 10 PB cases (50P) were
canfirmed as relapses. While in all MB cases except 3 the relapse
manifested in the form of borderhine lepromatous (BL) lesions. All
except 2 PB cases relapsed with appearance of borderline tuberculoid
(BT) lesions. The precise cause of recurrence of lesions could not be:
deternuned in 9 MB and 10 PB cases Three MB and 4 PB cases had
received two full course of WHO-MDT.

The average incubation period for recurrence of lesions was
significantly lower among patients who had received fixed duration
treatment 6 months for PB and 24 months for MB) as compared to
those who had received longer treatment. Forty four percent MB and
55% PB cases had received steroid during and or after MDT  The MB
cases who had received cortico steroid had shorter incubation penad
for relapse and among PB cases, there was a strong association
between steroid intake and presence of viable bacteria. Other
interesting observations will be presented and discussed.

CH27

RELAPSES IN MULTIBACILLARY LEPROSY AFTER 2 YE
TREATMENT WITH WHO-MDT REGIMEN.

Balagon, M.F. Cellona, R
Dela Cruz, E.C.. Tan, E.V

/., Fajardo, T.T.. Villahermosa, L.G..
. Abalos, R.M. and Walsh. G.P.

Leonard Wood Memonal Leprosy Research Center, Cebu, Philippines

The objectives of this study are to determine the frequency of
relapses in MB leprosy patients compleung the 2 years WHO-MDT
regimen and 1o determine whether the relapses that occur are due o
drug-n:slsunl or o persister orgamsms.

500 MB patients who completed 2 years WHO-MDT were recruited.
They had no previous anti-leprosy treatment, fimished the regimen
within 24 to 30 months and no leprosy fter.
Duration of surveillance now range 4 1o 11 years which include yearly
clinical exanunaions and skin smears.

TA
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Critenia for probable relapse are the appearance of new/active lesions
and an increase in B at least 2+ at any site. Those found with probable
relapse were biopsied and tested in mouse footpads or armadillo 1o
rm relapse. Drug-resistant studies were also done. So far, 6
patients were found to have a probable relapse ranging from 6 1/2 to 10
years after the end of their WHO-MDT treatment.

The clinical and bacteriological characteristics of the patients in the
study - their skin smears before and after treatment and during the
surveillance period - the clinical, bacteriological, histopathological
characteristics as well as the mouse footpad results and the response of
the relapse patients to alicrnative anti-leprosy treatment - will be
discussed.

This study is funded by the Pacific Leprosy Foundation, New
Zealand and the Sasakawa Memorial Health Foundation of Japan.

CH28

AN ANALYSIS OF RELAPSES AFTER STOPPING MUL NTDRUG THIERAPY

Lu-tang Hu. Jiu-st Luo, Yiepng Zheng and Da-ming Jiang

Sichun Provincial Institute of Dermatology, Chengdu City, Sichuan Province, China
Zune Latand Gui-tang Zhang

Liangshan Y1 Autonomous Pretectural Epidemic Prevention Station, Nichang City, Sichuan

Province, China

Three thousand seven hundred and thiny four leprosy patients (2 76X MB and 960 PH) were
treated with MDT. Two thousand tour hundred and fourts MB and mine hundred 1ity tour PB had
completed the prescnbed course of the treatment. Sy cured persons aflected by leprosy previously
diagnosed as LL were identified as relapses chimcally, bactenologicalls and pathologically in the
surverllance peniod, 2 of them were contimmed by mouse footpad noculation Among & relapses,
were early relapses and 4 were late ones The overall relapse rate was 0 23% and the inculauion penod
of the occurrence of relapse was 45, 38, 52, 60 and 80 months respectinels. Among 954 PB patients
who completed FD WHO MDIL 1 previous PB case was diagnosed as relupse clinically,
bactenologically and pathologically 107 months alter completion of the treatment With an overall
relapse rate of 0.1% and an incubation penod of relapse of 107 months The authors suggested that
FD WHO MDT has been proved etlective with a low relapse rate, sale and teasible to use in the ficld

CH29

AGRANULOSYTOSIS AND DERMATITIS DURING THE SECOND
MONTH OF MDT IN LEPROSY
Jukka P, Knuuttila

Green Pastures Hospital, P.O. Box 28, Pokhara, Nepal

Agranulocytosis is a d side effect of dapsone. There are many

CH30

EVALUATION OF MDT DURING PREGNANCY

Dr. Sulekha Mishra, Dr. P. K. Roy, Prof. Dr. A. K. Jha Amar
Patna Medical College, Patna.

Worsening of the disease, intercurrent infections and increased
incidence of lepra reactions are the main effects of pregnancy on the women
with leprosy. Antileprotic drugs are not contraindicated during pregnancy.
Eftect of MDT during pregnancy is evaluated.

Total 37 cases of MB leprosy associated with pregnancy were
randomized in two groups.

Group A - 21 cases - MDT was given throughout the pregnancy.

1998

Group B - 16 cases - Placebo was given during pregnancy.

In both groups patients were evaluated.

Evaluation Group A Group B
1. Disease status Stable in majoity Worsen in majonty
of cases. of cases
2. Incidence of Less - 2 had serve More-5 showed
Lepra reaction ENLin Ist trimester type Il reaction in
leading tointrauterine 3rd trimester.
death of foetus.
MTP was done
3. Intercurrent Infection Less More
4. Outcomof More favourable Less favourable
pregnancy i) Al low birth baby i) All low birth baby
ii) 2foetus showed ii) 3 patients
brown colouration developed type
of skin which | lepra-reaction
9 y disapp during puerperi

Incidence of lepra reaction, intercurrent infection were more in
group B. Disease status and outcome of pregnancy of group B is less
favourable than group A.So MDT should be continued in leprosy during
pregnancy.

CH31

HYPERSENSITIVITY SYNDROME TO
EPIDEMIOLOGOCAL REVIEW

Gottfned Wozel, Katrin Gobel, Chnistian Blasum. Department of
Dermatology, University Hospital Carl Gustav Carus, Technical
University, Dresden, Germany

DAPSONE - AN

Dap (4.4 Diami ylsulfone), cc y used for the
treatment of leprosy and cerain chronic inflammatory dermatoses, IS now
appled ly in HIV- g from opportunistic infections.
In the literature the varnous adverse effects of dapsone are well
documented. A rather rare side effect of the sulfone is the hypersensitivy
syndrome (so-called sulfone-syndrome (HS)) which is potentally life-
threatening. However, the real frequency of the HS has long been a
subject of controversial speculations. Therefore, in order to ascertain
exact data, published cases with HS in the world literature from 1949 —
the beginning of epoch-making sulfone treatment — to the end of 1995
were analyzed.

The results reveal a total number of 103 patients with HS, aged 7-76
years (44 female, 45 male, in 14 cases data are lacking). Concerning the
global distribution of HS, Asia is most predominant (51 patients) whereas

¢ A 3 the occurence in the other is ly lower (Australia: 21,

Mor. ytosis due to dap th_" "s'f‘d for malaria Africa: 1, North-America : 12, Europe: § p ). The most f
prophylaxis or of d herp mis. There are only few i for dap was ieprosy (80 patients) with chronic
reports of ag; ytosis during of leprosy. , other inf or prophyl; use in the
g cases. Multipl evidence argues against the
In of d itis herp granulocytosis has been esti d y of a applied doses of dapsone and

to develop in 1 of 240 to 425 patients treated and in malaria profylaxis in |
of 10 000 to 20 000 persons. In spite of the large number of people treated
for leprosy with dapsone the number of reported cases of agranulocytosis is
very small. The agranulocytosis develaps usually during the first three
months of treatment.

Three patients who developed dermatitis and agranulocytosis during
treatment with MDT for leprosy are reported. They developed
agranulocytosis between 3 and 8 weeks after starting the treatment. One of
them had exfoliative dermatitis like dermatitis, but affecting mainly the sun
exposed areas of face, arms and ankles. Second had itching rashes all over
the body with some scaling. Third had a full-blown exfoliative dermatitis.

The first one had total white blood cell count of 3 000/mm3 of which 10%
were phils. His phil p g lised in 6 days. The
second one had WBC of 8 500/mm3 of which 3% neutrophils. His blood
count normalised in 6 weeks. The third one had WBC of only 1000/mm3
and no neutrophils were seen in peripheral blood. He fulfilled also the
criteria for dapsone syndrome with enlarged liver, lympadenopathy and
exfoliative dermatitis. He died two days later.

occurence or severity of HS. The median of latency (time intervall from
commencement of therapy to manifestation of the HS) was 4 to 7 weeks.
Nearly all patients had exanthema, fever and/or lymphadenopathy. Most

d hapatic disft of varying severity (from
of y values and hepato(spleno)megaly to jaundice). In
compari to this, h gical ges were dly rare
( 20,4%., i ia 12,6%, i y 9.7%).
After withdrawl of dapsone and therapy with glucocorticosteroids 79
cases recovered, whereas 16 showed fatal outcome. It could be
demonstrated that hepatic coma was the most frequent cause of death.
Considering the millionfold use of dapsone all over the world, the HS to
dapsone has to be estimated as an extremely rare side effect with
recovery in nearly 85% and a mortality of about 15%.

CH32

EVALUATION OF PLASMA CLOFAZIMINE LEVELS IN LERROSY
PATIENTS

K.Venkatesan, A.Mathur, A.Girdhar and B.K.Girdhar
Central JAIMA Institute for leprosy, Agra, India
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Slow absorption, relatively much slower
distribution and longer retention in selective
tissues are peculiar features of clofazimine
metabolism. Clinical and experimental studies
conducted elsewhere have reported that the plasma
levels of the drug are not correlated to the dose
and length of treatment. There have, however, been
no reports on plasma levels of the drug in relation
to the present dosage of 50mng daily., A study is,
therefore, being made at CJIlL, Agra to evaluate
plasma clofazimine levels in relation to cumulative
intake of the drug mostly as SUmg daily by leprosy
patients. With the cumulative drug intake ranging
from 1.5 to 26.5g during the period of 1-18 months
plasma levels ranged from 0.8-1.0 ug/ml. The mean
plasma drug levels were 0.3 and 0.4 ug/ml after
8 and 14 daily doses of 50mng respectively. The
plasma drug levels seem to be directly related to
cumulative drug intake although the relationship
is not so linear. The steady state appears to be
reached after about 30-60 daily doses of 50 mg as
reflected by plasma drug levels. Our findings on
clofazimine pharmacokinetics will be discussed in
the light of the relevance of optimising drug
administration in the current scenario of
chemotherapy.

CH33

Evolution of the leprosy problem in Anjouan (Comores) after 17 years
of intensive treatment

S. Grillone, S R_Pattyn, Leprosy Control Programme Comores
Institute Tropical Medicine, Antwerpen, Belgium

From 1981 to 1989 leprosy patients were treated with intensive
treatment regimens: PB cases receiving 10 weekly doses of 600 mg
RMP and MB cases 2 months daily RMP, ETH, DDS followed by 10
months RMP 1/7 + ETH, DDS 7/7. Cure rate for PB was > 95%. MB
patients represent more than 4000 patients-years of FU. Ten relapses
(0 25%) were observed after 71, 98, 120, 129, 132, 144, 153, 176 and
190 months respectively

From 1989 on PB treatment was R600 C1200M 200 in a single dose.
MB: R600, Oflo 400, Clo 100 7/7 + Mino 1/7 for 6 weeks - cure rate
of PB is over 85%. MB represents 535 PYrs of FU (mean duration
4.05 yrs). No relapses were observed.

The yearly detection rate of cases from 1981 to 1997 for PB has
remained remarkably stable, but the proportion of patients with < 3
lesions increased. PB patients also presented earlier after the first
symptoms of disease, the detection of MB diminished slightly during
the last 3 years.

Diagnostic skin biopsies revealed 5% MB, 58% PB and 37% no
leprosy.

Conclusion:

1. Short term combined treatment of both PB and MB with excellent
results is realizable.

2. Some treatment regimens applied in the past give rise to relapses
after 10 years and more.

3. Although i ive ch herapy was given during 17 years, the
detection rates show some improvement only during the last 3 years,
and PB patients show up at an earlier stage.

CH34

LONG TERM FOLLOW UP STUDY OF 140 LEPROTICS
TREATED BY M.D.T.

Roshdy W. Mohareb, Former Director , Lep, Cont. Dep. M.O.H
of Egypt . Clinic , Ramsis Sq. Cairo.

Since the recommendation of the W.H.O. to use the M.D.T.
for Leprosy control in 1982, it was applied to a group of Leprosy
cases collected from a Skin & Leprosy clinic situated down-town
Cairo.

Methods: All cases were examined clinically & bacteriologically,
routine lab. Exams done. Colored slides were taken to all cases
during the follow up.

The ages ranged between 5 & 75 years, with about 75% of the
cases occurring in the age group between 5 & 40. The cases were

classified according to the Riddly Jopling scale as follows: TT
12, BT 50, BL 29, LL 47. 76 cases (54.2 %) were multibacillary.

Reactions: 48 cases of which 29 were EIN.L. & 19 reversal
reaction cases.

E.N.L.: was recurrent in all the cases inspite of regular M.D.T. 19
of the cases were followed for more than 2 years, while 9 cases
were followed for more than 5 years. In 5 cases new crops of
small red tender nodules continued to appear for more than 4
years after starting treatment.

Reversal Reactions: 9 out of the 19 cases were followed for more
than 2 years. Recurrence of reaction occurred only in 2 cases.

In one case of L.L., the disease relapsed 2 times during the
observation period of 15 years. The second relapse occurred
shortly after sudden death of his wife.

CH35

CLINICO-BACTERIOLOGICAL FOLLOw UP OF SMEAR +VE
MUT OEFAULTFRRS

N.S.Bhatki
Acworth Municioal Hospital for Leprosy

We have earlier observed bacteriological
response in smear +ve M3 cases defaulted after
6-12 months of MDT, similar to that in the
comparable pts having taken 2 years MOT.

In the present study, we tried to follow
up 182 smear +ve leprosy patients who were
registered from 1986 to 1990 and defaulted at
variable period before completion of MDT for
24 months.

On repeated visiting in 1997, it was re-
vealed that out of 182 cases, 15 were found
expired, 17 had taken treatment elsewhere, 236
left area permanently, 81 could not be traced
due to incomplete address, while remaining 33
(18%) could be examined clinically and bacte-
riolocically.

Out of these 33 cases, 12(37%) and 20(60C%)
had initial BI up to 2+ and 2.1 to 4+ respec-
tively. 19( 27%) took MOT up to 6 months,8(24%)
for 7-12 months and 6 for 13-23 months.Their
initial skin lesions varied from patchy infil-
trations to disseminated nodular lesions.

Clinico-bacteriological check uo carried
out of all these cases revealed complete re-
gression of all skin lesions and bacteriolo-
gical negativity examined in three skin smears.

CH36

OUR EXPERIENCE WITH ANOTHER MULTIDRUG
THERAPY REGIMEN FOR LEPROSY

Robert Gelber
San Francisco Ambulatory, Hansens Disease Program, San Francisco, USA

In San Francisco between 1979 and 1994, 125 new lepromatous
leprosy patients (51 BL and 74 LL) were treated with a regimen
of 100 mg dapsone and 600 rifampin daily. Patients ranged in
age from 9 to 77 (mean 37) and included 44 Mexicans, 44

Filipinos, 23 Southeast Asians, 7 Pacific Islanders, 3 Indians, 2
Chinese, 1 Korean, and South American. Rifampin was
maintained for at least a year and often until skin smear
negativity (average 5 years, range 1-15 years), while dapsone
was ‘continued indefinitely. Prior to therapy patients were
highly bacilliforms with a Bl of generally 4+-6+. Significantly
M. leprae from pretreatment skin biopsies were found uniformly
fully sensitive to dapsone (0.0001% in mouse diet) and sensitive
to rifampin (0.01%). Patients were seen initially six times
annually and no less than twice annually with skin smears from
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the 6 disparate sites being performed generally every two years
On this regimen all patients improved clinically with rapid
resolution of leprous infiltrates.  Skin smears also improved
with most becoming negative in 2-5 years and all eventually
attaining smear negativity. The total duration of follow-up of
these patients ranged from $-15 years (averaging 9 4 years) and
patients were followed an average of 4.1 years (range 1-15
years) following smear negativity. Adverse events were not
problematic and occurred at anticipated frequencies. No patient
during the course of follow-up was observed to develop new
leprous infiltrates, a rising BI, or become skin smear positive
after once being rendered negative. Thus this regimen was
found to be reliably effective in treating BL and LL leprosy
patients.

CH37

FIXED DURATION MULTI-DRUG THERAPY IN LEPROSY
- A PRELIMINARY FOLLOW UP REPORT

R.Ganapati, CR.Revankar, VV.Pai and D.Girja

Bombay Leprosy Project, Sion-Chunabhatti, Bombay - 400 022 *

di heth

The main q ion currently g an is
the freq y of relap in Itibacillary leprosy will be more
after fixed duration multi-drug therapy for 24 months (FDT - 24),
and after the currently recommended (WHO, 1997) duration of 12
months (FOT - 12). This question assumes importance because of
a few relap reported ] with an initial Bl of >4.0
after FDT - 24 (Jamet et al, 1995).

We report our observati on 50 with Bl z :! 0, 36
of whom had Bl 2 4.0 who were
period of 5 years after release from FDT - 24 and FDT 12. None
of the patients were clinically active and their skin smears were

negative. In other words none of them relapsed.

Treatment Number of patents Duraton of foilow-up after RFT
growp. 58yrs 9-12yrs 13-16 y1s
FDT-24 28 9 17 2
FOT- 12° 2 2 2 [}
TOTAL 50 29 19 2
'nnwwesmmvassmedm 1930 These patents will be undergoing long-term follow-up
If we lude to this le, the study of

(1) 41 patients (Ganapati et al, 1992) and (2) 33 patients reported
recently by Bhatki (1997) whose Bl was ranging between 1+ and
5+, consolidated observations on relapse in Bombay sample alone
extend up to a total of 124 patients, out of whom none has
relapsed till today. All the pati haver i [}

Recent questionnaire study (WHO,1997) of 761 patients
also indicates that patients dropping out of treatment after 24
of MDT beh ina parable to those who
have taken try for 12 hs or less in P of reachi
skin smear negativity. Such observations do not however rule ou(
the possibility of stray relapses.

CH38
EVALUATION OF WHO MDT IN TRIBALS OF BIHAR - A STUDY IN
18000 LEPROSY CASES

ProfaDr, A, K. Jha Amar, Prof. Dr. Mathura Prasad
Patna Medical College, Patna.

Total Cases - 18,000

Completing treatment - 16, 620 (Drop - outs - 1200

Died - 30, Asked
Transfer - 150).
PB/MB 7840/8780
Male/Female 9830/6790
ChildrernVAdult 1:3
Highets no. in 20 - 30 age group
Incidence of deformity 12%
Incidence of trophic ulcer 5%

Treatment schedule WHO MDT : PB 2 drugs (6 months) MB 3

drug (24 months) Follow - up : 6 monthly PB (2 years), MB (5 years).

Cure rate PB - 98%
MB - 94%

Regularity of treatment PB -95%
MB - 90%

Relapse rate PB-5%
MB - 4%

Incidence of Type - 1 reaction 8%
Type - Il reaction 6%

WHO MDT is most effective even in leprosy of tribals.

CH39

COMPARISON OF 1 & 2 YEARS MULTIDRUG THERAPY (WHO)
IN MB LEPROSY - A STUDY OF 3740 CASES.

Prof, Dr, Amar Kant Jha Amar, Dr. S. K. Tripathi,
Dr. R. N. Mishra, Prof. Dr. Mathura Prasad

Patna Medical College, Patna.

The morphological index becomes 0 within one year of MB
MDT in majority of leprosy cases. The Bacteriological index
(accounting for all living, dying & dead bacilli) may remain positive
even after 2 years of continuous MDT, but becomes negative with out
any further treatment. Old approach of treatment till bacterial negativity
was changed to a fixed duration chemotherapy of 2 years. It has
been observed that if MDT is stopped at 1 year and cases kept in
regular follow-up, the cure-rate is comparable with the series on 2
years treatment. A comparison between 1 year and 2 year MDT
regimens in MB leprosy cases is being made.

3740 MB cases age range (15-70 years), 2700 males 1040
females) were randomized in 2 groups.

Group A-2800 cases (2190 males 610 females)
GroupB- 940 Cases (510 males 430 females)

Cases lost during treatment & follow-up were A-110 & B-20.
Cases completing the evaluation A-2690 & B- 920.

Cases were evaluated monthly for clinical activities and BI,
MI, SFG. Follow-up was done 6 monthly for 5 years in group A & 6
years in group B. At the end of 2 years and 5 years there was no
significant difference between the 2 groups. Relapse rate was equal
in 2 groups (2.5%) side effects (Ichthyosis, Lipofuschinosis) were less
in group B. WHO MB MDT fixed duration Chemotherapy can be
recommended for one year.

THE FFFLCT OF MDTFOR 27 MONTHS AND POS T TREATMENT SURVEILEANCE
FOR 11 YEARS IN MIFLEPROSY CASES

Wen-brao Huang et ab

Yunnan Provincial Institute of Demnatologs. Kanmang City, Y unnan Prosise. China

Since February of 1983, 47 sctive MB patients have been regularly treated with RFP, Boa3 and
DDS for 27 months with satistactory chnical. bactenological and histopathological improvements and
with mild side effects MDT was also etfective i controlling type 1 lepross reaction. Aller stopping
MDT. the chinical symptoms contineousls subsided and BI steadily tell down In the sinth vear atter
stopping MDT. il cases hevame ki smear negatne, and the histopathological inflammators
wnfiltration also gradually subsided 1n the 11-vear penod of sunvellance. Except 4 cases who died of
non-leprosy cause, all the remaining 43 cascs met the China’s cntena of linical cure and no relapse
occurred. It indicated that MB leprosy paticnts could be definitely cured with short-term MDT
regimen. Extensive implementation of FD WHO MDT has been proved very important in reaching
the goal of basic cradication of leprosy in China by the end of year 2000

CH41

A LONG-TERM OBSFRVATION OF THE FFHLC T OF MULTIDRUG THERAPY IN LEPROSY
IN LIANGSHAN AND PANGZIIHUA

2 Yiepne Zh wd Lan,

Dacining Juan, - o L uo. Yong N

Sichuan Provincial Institute of Dermatologs, Chengedu Ciny | Sichuan Provine
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From 1984 10 14971 229 MB and "7 PH L atients were teated with 1D WHO MDT in

. China fwo hundard

Liangshan Y1 Autoromous Pretecture and Fanshitia Gy, Sichuan prov

and twenty eight out of 775 P patients, together with 1229 M cases were treated with 1D WHO
MDT - MB regunen and tollowed up 1or a mimmum of S vears. S37 PR patients wre treated with FD

WHO MDT - PB regunen and tollowed up for a mimnum o 2 vears Among 1 06n MB patients
)

completed treatment with MD T 108V (9% ™) patients remarkedhs improved and 1V (1

inproved Cimcails with an overall cluencs ot of 160% T s penod ol 3 vears atler stopping

MDI, the cumulative skin smear negatiity rate of MU patients previousls sntreated with DDS

monotherapy and those treated previoushs was 9% V% and 9% 28% repactivels Ninets nine and

Point one per cent of those patients with a B ol = 11 and %1 X% ol those with a Blol 2 V0 betore
cnts with skn lesions betore MDT and

MDT bevame <hin smear negative Among "5 P pa
completed MDT, skin lesions completely subsided 69 32% of patients treated with MDT PH
regimen and in 7S 9%% with MDT MB regumen There was s close comrelation between the number
of skin lesions and the therapeutine ettect of MDT (p<0 01) And among P patients with B positive
betore MDT, the skin smear negativity rate alter completion of treatiment was 93% and 97 ™%
respectively in patients completed treatment with MDT MB regimen and MDT PB regimen. Among
205 patients with reactions (Type 1 138, Tape 1 70) dunng MDT and sunveillance. resctions
occurred 1n 112 patients (54 63) in the tirst year of MD T Four patients ( borderling tuberculod 1 and
lepromatous 3) were diagnosed as relapses with 4 incubation penod of relapse of 45, 48, 52 and 107
months The relapse rates of MBand PB were 0 7171000 py and 0 28/1000 py respectivels The results
showed that FD WHO MDT regimens have been proved eflective with a low relapse rate, sate and

feanible to use in the field

CH42

Evolution sous poly
h i 1

erapic du statut neurologique des malades

P

LMANE., S. BOULY. M.M. DIOP, J-L. CARTEL, J-P. LEPERS, J-H. GROSSET

Institut de Leprologie Appliquée de Dakar, BP 11023 CD annexe, Dakar,
Sénégal

Les auteurs présentent les resultats, 3 30 mois, d"un suivi longitudinal, par
des bilans neurologiques standardisés et répétes, de cohortes de malades nouveaux
cas de lépre mis en traitement polychimiothérapie (PCT). Les résultats concernent
87 de 121 malades dépistes et traités.

Le facteur déterminant dans I'évolution du statut neurologique des
malades en traitement PCT est la survenue ou non d’une réaction lepreuse.

Chez 55 malades n'ayant jamais présenté une complication lépreuse
(Réaction Reverse (RR) ou Erythéme Noueux Lépreux (ENL)), I'évolution du
statut neurologique est favorable dans 98% des cas : la polychimiotherapie stabilise
et méme améliore certaines lésions nerveuses (probablement les plus rectmcs)

Abstracts of Congress Papers

The large percentage of self healing raises the issuc of the
relevance of treatment but the study highhights the sigmiticant
percentage who did not sclf heal. As there are no definite
indicators to which Iesions self heal and which do not. the paper
proposes that all single lesion PB Icprosy patients be gnen
treatment.

CH44

SURVEILLANCE OF 954 CURES BY DDS MONOTHERAPY
RE-TREATED WITH MDT

De-ma Ba, Cheng-y1 Wang, Wan-jiang Huang, Lai-ti Ju and Ri-ge Wu
Xinjrang Autonomous Regional Insttute for Endemic Diseases Control, Wulumugu City, Chuna

In Xunjiang Autonomous Region , Y94 cures by DDS monotherspy (MB 581, PB 413, male
596, lemale 19%) have completed re-treatment by MDT for one year with a surveillance penod of -
11 vears trom 15%6 10 1992 and no relapse occurred.

One hundred and ninety five relapsed cases were detected from 1978 to 1986 among those cures
who did not receive re-treatment with a relapse rate of 11.14%, but from 1987 to 1995 there were
only 68 relapses with a relapse rate of 0.72% There was a significant difference between relapse
rates in two groups.

Dunng the penod of re-treatment with MDT, side effects occurred in varying degrees, but
disappeared spontancously or only with general treatment not having influence to complete the course
of MDT

CH45

EFFICACY  OF  SING DOSE ROM FOR THE
TREATMENT OF SINGLE LESION PB LEPROSY
-24 months tollow up from the date of intake

RAJAN BABU G, Nanda N K

A multicentric double-blind controlled chimcal trail was carned
out to compare the ctficacy of a combination of nfampicin
himmb plus otloxacin 400 myg plus mmocychne 100mg (ROM)
i as smgle dose with that of standard six-month

Cette constatation souligne I'intérét d'un dépi et d'un trai de
la lépre et dans ces conditions, le role certain de la PCT dans la pre\muon des
invalidités.

Chez 32 malades ayant presenté une complication lépreuse severe.
I'évolution du statut neurologique est surtout fonction du délai écoule entre
I'installation des troubles - qu'elle soit brutale ou progressive - et I'institution d’un
traitement par corticostéroides. Le délai « idéal » est inférieur ou égal a 90 jours.
Dans cette ition, 1'¢ ion du statut i des malades est favorable
dans 80% des cas. Par contre, pour un délai supérieur a 90 jours, I"évolution du
statut neurologique n'est favorable que dans 42% des cas. Cette constatation pose
le probléme de la mise en ceuvre d'une stratégie efficiente pour le dépistage
précoce et la prise en charge adéquate des névrites lépreuses qu'elles
accompagnent ou non une réaction lépreuse cliniquement évidente. Dans cette
optique, I'une des activités essentielles de cette stratégie serait la pratique
systématique chez tous les malades dépistés d’un bilan neurologique trimestriel,
notamment pendant la premiére année de suivi au cours de laquelle survient la
majorité (74%) des épisodes réactionnels.

CH43

A CASE FOR TREATING ALL SINGLE LESION PB
LEPROSY PATIENTS

Suml_Anand. W Kerketta. G Rajan Babu. C S Walter
The Leprosy Mission. CNI Bhawan. 16 Pandit Pant Marg.
New Delhi-100001, INDIA

Thus paper preseats evolution of single lesion PB leprosy without
treatment trom a retrospective study of 144 untreated single
lesion PB cases detected dunng the AMPLE programme n
Muzatfarpur distnict of Bihar between Scptember 1992 and
Januany 1993 The study was done as no treatment was started
after detection for vanious ons cven after 18 months

Sclf healing was scen in 63 8% of these cases. The age and sex
corrclation was not sigmificant though lesions on the upper and
lower limbs healed more than those on the trunk and face. Of the
remaming 36 2%, 22.4% remaned stationany while  13.8%
deteniorated. 0 7% of the patients who did not self heal developed
deformuty

WHO MDT/PB regimen: The duration of study from the day of
mtahe was I8 month The trail has been carned out by single
lesion Mulucentre: Trail Group. Action Programme for the
Elmination ot Leprosy . World Health Orgamisation

103 cases who have completed treatment under the above traul at
Ieprosy control arca of The Leprosy Mission. Champa. India.
were further followed up for another six month. The follow up
assessment atter 24 months trom day intake has shown that ROM
15 almost as cffectne as the standard WHO/MDT/PB in
treatment of single lesion PB cases

CH46

MINOCYCLINE USED IN LEPROSY CAUSES LONGTERM
MARKED BLUE PIGMENTATION IN SKIN LESIONS

R.SiC.Bametson. Professor of Dermatology, University of Sydney.
NSW 2006, Australia.

Two patients from S, a with borderline leprosy were
treated with minocycline as multidrug therapy. Both quickly
(within two months) developed marked blue pigmentation in their
skin lesions which continued in both cases for over two years
despite cessation of the drug.

The first patient was treated with minocycline in conjunction
with rifampicin and clofazimine, because she had glucose 6
phosphate dehydrogenase deficiency precluding the use of dapsone.
When the minocycline was stopped, she was continued on dual
therapy of rifampicin and clofazimine.

The second patient was treated with standard multidrug therapy
(rifampicin, clofazimine, dapsone), and developed marked red
pigmentation due to clofazimine, which worried him. He was
therefore switched from clofazimine to minocycline whereupon his

11A
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skin lesions became dark blue. This blue pigmentation had not
completely faded even after two years,

This marked pigmentation due to minocycline may preclude
extensive use of this drug in leprosy, particularly in fair-skinned
races.

CH47

EIGHT-YEAR SURVEILLANCE OF 481 PB LEPROSY CASES WITH DDS AFTER
COMPLETION OF WHO MDT REGIMEN

Ning Chen. Fu-lei Dui®, Xin-hua Zhang# and Bao-kang Qi+

$ Jiangsu Provincial Institute of Dermatology, Nanjing City, Jiangsu Province, China
* Xinyi City Station for Skin Discases Control, Jiangsu Province

# Yanzhou City Station for Skin Diseases Control, Jiangsu Province

+ Suzhou City Station for Skin Diseases Control, Jiangsu Province

This article reported the effect of MDT in 481 paucibacillary leprosy cases. All cases have
completed fined Juration of regunen of 6 months, 44 (9 15%) of them were released from treatment,
437 (90 85%) cases continued DDS monotherspy after MDT untl all active skin lesions completely
disappeared or skin smear became negative. Twenty cight cases of them even continuously treated
with DDS monotherupy for as long as 36 months. The surveillance period ranged from 7 to 10 years
with an average of ¥ years, no relapse and reversal reaction occurred. The results showed that it is
necessary for PB leprosy cases 1o have a continuous treatment with DDS after completion of FD
WHO MDT of 6 months.

CH48

FIELD TRIAL OF OFLOXACIN DRUG REGIMENS IN
MULTIBACILLARY AND PAUCIBACILLARY LEPROSY.
PRELIMINARY RESULTS.

M* da Graca Souza Cunha, Antonio Pedro M. Schettini,

Paula Bessa Rebello, Silmara Navarro Pennini.

Instituto de Der logia Tropical ¢ Vi logia “Alfredo da Maua®
Rua Codajis, 24 - Cachocirinha
Manaus - Amazonas - Brasil - 69065-130

From Scptember 1992 10 July 1994, 100 MB and 142 PB leprosy
patients have bib included in the trial. A | month regimen of daily
Rifampicina and Ofloxacin is compared with the standard WHO/MDT
regimens in a multicenter double blind study. 98 MB and 136 PB patients
have already completed the first 4 weeks of treatment. 94 MB and 133 PB
patients have completed the prescribed course of treatment and are under
surveillance. The clinical results are good and the incidence of side effects
were low. 3 patients were decoded and dropped from the study because of
severe side effects. Only one of these patients was receiving ofloxacin.

The PB cases will be follow for at least 5 years and the MB patients for
at least 7 years. During surveillance period three patients, 1 MB and 2 PB,
were clinically diagnosed as relapse cases. Mouse foot inoculation was
performed with specimen from skin biopy of the MB patient. These 3 cases
started adequate MDT and are progressing.

This investigation received financial support from UNDP / World Bank /
WHO Spevial program for Research and training in Tropical Discases
(TDR)YDAHW.

CH49

LEPROSY REACTION IN MULTIBACILLARY LEPROSY
PATIENTS AFTER 2 - YEAR MULTIDRUG THERAPY .

Maria da Graga S_Cunha, Paula Bessa Rebello, Silmara Navarro Pennini,
Megumi Sadahiro, Antonio Pedro M. Schettini.

Instituto de Dermatologia Tropical ¢ Venercologia “Alfredo da Matta™
Rua Codajas, 24 - Cachoeirinha
Manaus - Amazonas - Brasil - 69065-130

In this prospective study 337 multibacillary (MB) leprosy patients treated
with the standard 2- year multidrug therapy (MDT) had been followed for 7

years (o establish the frequency timing, and clinical features of leprosy
reactions, mainly after treatment,

Patients from 1987 to 1992 where included in the study, all of them
without previous specific treatment.  Clinical and skin smear examination
were done once a year and histopathological examination was performed in
selected cases .

During surveillance period 102 (33%) patients  developed  leprosy
reactions of whom 68 (67%) have already had reaction episodes during
treatment. All reactions cases were treated only with steroid or talidomide
and had showed satisfactory clinical and laboratory results.

Relapse cases have not been detected among the group of patients who
developed reactions but within the group without reaction, 1 patient had
relapsed after 6 years treatment. Mouse foot inoculation with specimen from
skin biopsy of this patient was performed for evaluation of organisms
viability and for drug sensitivity. Immediately after that the patient were
retreated with the standard MDT and is improving.

CHS50

ANTI PGL-1 LEVELS IN MULTIBACILLARY LEPROSY
PATIENTS TREATED WITH OFLOXACIN COMBINED DRUG
REGIMENS

Mana da_Graga Souza Cunha*, Antonio Pedro M. Schettini®, Willian
Antunes Ferreira*®, Vanmia L. D. Bonato**, Norma T. Foss**
Faculdade de Medicina de Ribeirdo Preto - USP**

Instituto de Dermatologia Tropical ¢ Venereologia “Alfredo da Matta™
Rua Codajis, 24 - Cachoeirinha
Manaus - Amazonas - Brasil - 69065-130

In this double blind study IgM antibodies against phenolic glycolipid-1
(PGL-1) were measured in the serum of 100 multibacillary (MB) leprosy
patients, receiving ofloxacin containing combined drug regimen or the
standard multidrugtherapy (MDT). The patients were included in the trial
from September 1992 to July 1994 and all of whom had not previously been
treated. IgM anti PGL-1 antibodies were determined by ELISA method.

Before treatment ,100% of the patients were reactive to antigen PGL-1.
During trcatment the IgM antibodics levels decreased significantly but
slowly. There was a decline in IgM anti PGL-1  of about 37% from the
starting level to the end of treatment.  After 3 years follow up there were no
significantly difference on antibodies titers detected in both groups .

During follow up period 1 patient were clinically diagnosed as relapsed
case and the code was broke. Mouse foot inoculation with specimen from
skin biopsy of this patient was performed for evaluation of organisms
viability and for drug sensitivity. Immediately after that, the patient started
the standard MDT and is improving.

CHS51

AN ANALYSIS OF 1 313 CURED LEPROSY CASES WITH MODIFIED WHO MDT
REGIMEN IN JIANGSU PROVINCE

Fu-les Dai®, Ning Chen®® and Lian-hua Zhang*®
*  Xinyi City Stauon for Skin Diseases Control, Jiangsu Province, China
** Jiangsu Provincial Insutute of Dermatology, Nanjing City, Jiangsu Province

This article reported the results of 1 313 MB cases cured with MDT regimen (RFP 1200mg,
B563 300mg once monthly surpervised and B663 SOmg , DDS 100mg daily seif administered) untl
acuve skin lesions completely disappeared and skin smefir became negative two tmes with an
interval of 3 months. Patches and plaques dissppeared by 85.97% and 76.64% respectvely afler two
year's trentment, nodules and difuse infiltration slower. There was a significant difference of BI
values before and during MDT. Bl during MDT gradually reduced and became skin smear negative
ailer 72 months’ treatment (Cox-Stuart test p<0.05). Reactions occurred in 18.82% and $ 60%
(p<0 03) and desability rate was 57.88% and 4.70% before and during MDT respectively (p<0 05).
This MDT regimen has been proved effective for cvery case. The shortest durstion of treatment was
24 months and the longest was 74 months with an average of 41 months. The surveillance was
conducted by leprosy stafl. One hundred and seventy seven cases have been monitored for 8 years
and 16 cases for 10 years with an average follow-up period of 65 months. No relapse case was
detected dunng surveillance peried. This study revealed that it would be better to release MB cases
from MDT treatment until the skin smear became negative and active skin lesions entirely
disappeared
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CHS2

MULTIPLE DRUG RESISTANCE IN LEPROMATOUS
LEPROSY -A CASE REPORT

R.Ganapati, V.V.Pai, SK.Verma and G.Jayashree

Bombay Leprosy Project, Sion-Chunabhatti, Bombay - 400 022, India

We report on what we believe to be the first documented
case of iple drug resi in a lepr leprosy patient
treated with WHO-MB-MDT in combination with daily ofloxacin for 28
days. The following diagram ises the events relating to a 45
year old male patient with initial Bl of 6.00 who had received
dapsone for many years and had florid lesions of LL on
examination in January 1991. He was treated with WHO-MB-MDT
from 17 January 1991 to 27 March 1993 along with ofloxacin 400 mg
daily for 28 days during the initial period. Bl showed gradual
decline accompanied by clinical regression marked by a few
episodes of type Il reaction.

In Vitro tests -
Tests| ® A

Bl 6.00 4.00 -ve
Ofloxacin -
Rifampicin |
Clofazimine
Dapsone

1991 ] 1992 | 1993 | 1994 | 1995 | 1596 | 1997

© Viability(+~++):17.1. 91; M RFP&DDS resistance:17.1. 91; A OFL resistance: 27.1.92
Studies r d Itiple drug i (MDR) to dap

rifampicin and ofloxacin by ln vitro investigations using FDA, Fc
r ., EA i q as well as by mouse foot pad
tests as reported by collaboranng laboratory specialising in these
tests. H i of these drugs as per
current recommendations resulted in bacterial decline and clinical
regression. Patient continues to show smear negativity and has
shown no signs of clinical relapse for the past 6 years, revealing
lack of co-relation between viability, drug sensitivity and clinical
behaviour. We believe that the laboratory evidence of MDR alone
need not be idered as an indicati for switching over to
alternative drugs, unless there is definite clinical worsening of the
disease and rise in Bl.

CHS3

REGRESSION OF CLINICALLY ACTIVE LESIONS AFTER
SHORT COURSE CHEMOTHERAPY IN LEPROSY

R Ganapati, CR Revankar, V V Par and RG Chavan

Bombay Leprosy Project, Sion- Chunabhatti, Bombay-<400022, Incia

With the advent of short course chemotherapy (SCC), clinical
pr with residual skin lesions are assuming
importance. The i ion of ant-b ial ch y beyond
the recommended periods is often pracnsed by physicians and
leprosy programme managers. Though this may have only a placebo
effect, patients are made to believe that therapy is neeced for

i clinical reg 1. The ideal method of management of
such patients through counselling techniques is still a subject
matter of research. This problem is more keenly felt in the era of SCC
with newer drugs, than with WHO-MDT. An attempt was made to
assess the magnitude of the problem posed by patients left with
symptoms after being released from treatment (RFT) in various
research trials based on rifampicin (R), ofloxacin (O) and
minocycline (M). g

Clinical status at RFT and at sixth month follow up was
assessed in 122 patients who received different regimens viz. ROM
single dose{ROM-1) and RO-28 days treatment and ROM intermittent
tr 3,6 and12 ).

No. of CLINICAL STATUS
REGIMEN patients RFT After 6 months
[ _Actve | Inactve | Achve nachve
RO - 28 days 2 8(40%) 12(60%) 6(30%) 14(70%)
RCM- 1 AT | A391%) [ 4@%) | 807%W | 39(83%)
ROM-3-6-12 55 18(33%) 37(67%) 4(7%) 51(93%)
Total (%) 122 69(56.5%) | 53(43.5%) | 13(14.8%) | 104(85.2%)

It is seen that chinical regression continues irrespective of
regimens followed. This indicates the imperative need for devising
suitable counselling techmques, 1o avoid currently practised
advocacy of chemotherapy beyond RFT on emprrical Iines.

CH54

IS THERE A NEED TO RETREAT PB LEPROSY WITH MDT
AFTER ROM? - A CASE REPORT

R.Ganapati, Kalpana Chavan, Sachin Salunkhe and V.V.Pai

Bombay Leprosy Project, Sion-Chunabhatti, Bombay - 400 022, India

Ci of py in leprosy have recently
undergone a phenomenal change. Trials on intermittent therapy
using rifampicin, ofloxacin, and minocycline (ROM) are underway in
many parts of the world. Such drug regimens generally do not
consider the clinical parameters lor deciding the duration of

h herapy. H many cli often resort to different
regimens or re-i introduce the same tr for the g
reasons:

a) Pati are not satisfied unless all clinical signs disapp

b) Lesions persist for a long time even after adequate m:atmen!.

We present, the details of an adult male patient who reported
to us with 5 skin lesions. He was diagnosed as PB and was treated
with ROM intermi regi for 3 Patient was released
from treatment (RFT) after 3 months and kept under surveillance.
On a visit to his native place in Uttar Pradesh 19 months after RFT,
he was started on WHO-PB MDT by a private practitioner as he did
not find any improvement in the skin lesions. Having taken three
months MDT, he came to us with persisting skin lesions which were
stlll lhere when last seen in February 1998. No new lesion or any

9 ges were when he reported.
Treatment y
Dapsone
Rifampicin | * | = [ * “lele
Ofloxacin o M
Minocyclin ol i G
S |[O [N |D Ju|A[S|O|N|DlJa|Fe
1995 96 1997 1998
We lude that the i ion of tr t with other

regimens had no effect on the clinical regression and it is necessary
to counsel the patients and reassure them against over treatment.

CHSS

GRANULOMA REGRESSION AFTER ‘FDT’ IN LEPROSY
- ALITERATURE REVIEW

R.Ganapati, S.R. Salunkhe and V.V.Pai
Bombay Leprosy Project,Sion-Chunabhatti, Bombay - 400 022, India

The basic misconception about the Fixed Duration Therapy
(FDT) in paucibacillary leprosy is that the persistence of
granuloma, which takes its own time to regress indicates
continuation of treatment. To allay the fears of those who are
concerned about the withd | of py after a fixed

of 6 hs in PB leprosy in the face of persisting
g | we ise sel d observati arising from two
icati on histop ical (HP) in BT leprosy.
JOB et al (1997)[EBENEZER et al ( 1997)
No. of PB p 30 37
HP confirmed as BT 22 24
Active_after 6 _months 11 8
Active after 1 year 4 No follow up
Active after 18 months 3 No follow up

JOB etal (1997) EBENEZER et al ( 1997)
1.To identify the high risk groups at | 1.Emphasise for HP
the onset i.e. patients with multiple | examination on patients
and large lesions, tender nerves & | undergoing research
obviously active lesions at Release | studies for confirmation
from treatment (RFT) . and proper classification.
2.To follow up these patients for | 2.Need for sequential HP
longer periods like 2 - 5 years . and longer follow up in

3.Intervene  with ti Y with active
drugs or py if necessary. lesions at RFT.
* These patients are showing gl of the g without
further o { s B )

Except in a small proportion of cases, the granuloma
continues to regress pointing out that beyond the optimum
period for which ch apy is ed to achieve
bacterial kill , the i of I is triggered mainly
by the presence of antigens . How this stimulus can be

overcome is a subject matter for basic research.
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CH56
CLINICAL TRIAL OF SPARFLOXACIN IN LEPROSY PATIENTS

Norihisa Ishii, Yasuyuki Sugita, Hiroshi Nakajima, and

Yoshiyuki Kusakabe*

Department of Dermatology, Yokohama City University
School of Medicine, Yokohama, Japan *Kusakabe Skin Clinic,
Odawara, Japan

Seven male patients (age range 20-33 years) with leprosy
took mainly 100 mg or 200 mg of sparfloxacin(SPFX) in the
evening. Therapeutic effects were determined by clinical,
bacterial, or histopathological findings. The study patients
took SPFX from a few months to one year. 100 mg SPFX daily
obtained excellent clinical, bactericidal and pathological
improvement in a few weeks. We did experience reversal
lepra reaction in one case.  No other side effects of SPFX
were observed. It seems that a few months of SPFX therapy
is enough to treat leprosy, and combined therapy with
clofazimine and DDS should be considered as lepra reaction
and resistant bacterias arc indicated.  We followed the
patients for only a few years, and a long term follow-up
study of the patients will be necessary for complete
eradication of the disease.

New anti-leprosy drugs such as SPFX must be required in
the treatment of MDT-resistant bacilli for the eradication of
leprosy. Furthermore, SPFX should be examined for
inclusion in a MDT regimen for the treatment of leprosy.

SPFX is a strong bactericidal agent against M. leprae, and a
promising drug to treat leprosy. Skin involvement of all
patients decreased or disappeared within a few months. The
bacterial index of skin smears also decreased.

CH57

ACTIVITY OF MINOCYCLINE AGAINST M.LEPRAE IN MICE
AND ITS EFFECTS ON LEPROMATOUS PATIENTS

Ye Ganyun, Xu Yuankun, Huang Wenbiao, Liu Fengwu,
Ran Shunpeng and Yang Fugui

Inlﬂmofl)‘rmwlqy Peking Union Medical College,
Chinese Medical Sci , Nanjing, P. R.

China 210042

The paper reported the activity of minocycline against
M.leprae in mice and its effects on multibacillary leprosy
cases in the short-term clinical trial.The results showed
that using the ki hod,the growth delay of M.leprae
in the foot-pads of infected mice was 144 days after
treated with 25mg/kg minocycline daily by gavage 5 times
weekly over a period of 60 days. Fourteen m\dﬂb‘dlhry

leprosy pati were d | with 100mg/day

for 3 hs. The clinical pr mchnn{tanln(
and fl ing of the nodules and pl in the pati
was found as early as 1 week after treatment. At the end of
the trial, significantly clinical improvement was found in
all p The ag hological index d d
from 8.20+3.20% before therapy to 0% at the end of the
trial, and the average ba index, from 4.48-

cteriological

before therapy to 4.18+0.60 at the end of the trial.
Of 8 cases detected by mouse foot-pads test, no viable M.
leprae were found in 4 cases after one month’s treatment
and in all cases after 2 months’ treatment. Two cases
developed mild ENL and one developed mild skin reversal
mudanduﬂn‘tbotﬂd All the patients had silght

tion on the d skin lesions, but the
p-dcna tolonnddndm'wauduﬂn(tb-trnlm

that 1 is effective and safe
for treatment ofleprosy and it can be used in leprosy
chemotherapy.

CHSS8

TREATMENT OF PB LEPRGSY USING A MDT RECIIEN
CONTAINING CLOFAZIMINE

K.Katoch, M.Natrajan, A.S.Bhatia, V.M.Katoch and
U.Sengupta

Central JAIMA Inst. for leprosy( ICR),
Taj Ganj, Agra-282 001 (UP)India

While WHD MDT for paucibacillary (PB) leprosy
has been generally effective, there have been
problems of residual activity, late reactions and
relapses. Clofazimine (CLF) is a proven anti-leprosy
drug which is well accepted in Indian population.
This study is aimed at investigating the therapeutic
efficacy of addition of clofazimine to current MDT
in PB patients. In this study, 300 smear negative
(99 TT, 173 BT and 28 Indeterminate) patients were
randomely allocated to 2 regimens :(i) Regimen I
was the WHO advocated therapy for PB patients (ii)
Regimen II was the above regimen plus 5Qmgs of
clofazimine daily. Treatment was stopped in both
the regimens after 6 months. The CLF containing
regimen (Regimen II) was well tolerated and there
was no adverse reaction. There was lesser residual
activity in the CLF containing regimen at the time
of stopage of therapy which was more apparent after
2 years of post treatment follow-up. Two patients
from the WHO regimen have relapsed whereas there
have been no relapses in the CLF containing regimen
in the follow-up period. late reactions were observed
in 8 cases in control group and in 1 case in CLF
containing regimen.

CHS59
AN ANALYSIS OF 119 RELAPSED LEPROSY PATIENTS IN CHAOHOU CITY

Zuo-guw Lin and Shu-fen Wang
Chaozhou City Station for Chronic Diseases Control , Guangdong Province, China
Instructor: Xi-ding Zhao, China Leprosy Control and Research Centre

From 1956 10 1995, in Chaozhou City with a population of 1.4 million (1995), a total of 2 728
Ieprosy patients (MB 558 and P8 2 170) has been found. Of whom 1 998 cases (MB 418, PB 1580)
cured with DDS monotherapy and 119 relapses, including 51 MB (2.2%) and 68 PB (4.3%), occurred
with an overall relapse rete of 6%. Four cases relapsed twice and one case three times, actually there
were 125 relapses with a relapse rate of 6.3%. Among 11 MB and 246 PB with DDS monotherspy for
110 3 years, 2 (18%) and 30 (12%) relapses were diagnosed respectively, out of 92 MB and 219 PB
with 3-5 year treatment $ (5 4%) and 9 (4.1%), and of 315 MB and 1115 PB with 5-10 year treatment
44 (14%) and 29 (2.6%) relapses occurred respectively. Among the 119 relapsed cases, 20 (16.8%)
occurred less than 2 years after cure, 24 (20%) in 2 to § years, 35 (29.4%) in $ 10 10 years and 40
(33.6%) more than 10 years. In other words, one third or more of relapses occurred 10 or more than
10 years after cure. Thirty elghl MB (75%) and 56 PB (82%) relapses have been cured once again
with DDS New disabilities or of existing di loped in 13
cases (10.9%). Four and 18 of original T relapsed cases became lepromatous type and borderline
group respectively, and two of original Iepromatous type relapsed cases became borderline group.
Since 1985, WHO MDT has been introduced and implemented, 108 cases have been cured with it and

no relapse occurred up 1o now.

CH60

SINGLE DOSE MULTI DRUG THERAPY FOR THE
TREATMENT OF SINGLE LESION PB LEPROSY

Manimozhi N.. Vijayakumaran.P_, Jesudasan K., Selvasekar. A
and Samuel P

Schieffelin Leprosy Research & Training Centre,
Karigiri, India. PIN 632 106

A double blind controlled clinical trial was done with the
objective of determining etficacy of single dose (Rifampicin,
Otloxacin and Minocycline - ROM) regimen with standard regimen
WHO-PB MDT. Untreated PB leprosy patients with single skin
lesion only were included. They were followed up for 18 menths
after completion of prescribed MDT - including placebo. 108
patients completed the treatment. Clinical status was assessed with
scoring system for individual clinical aspects like size, appearance,
infiltration, sensory deficit, etc.

Lesion had completely disappeared in 38% of those who
received WHO-PB MDT and it was 45% in those who received
ROM regimen. Overall improvement observed was 75% in WHO
regimen whereas in ROM regimen it was 84%. None of the patients
developed lepra reactions. Three patients developed drug related
side effects in WHO regimen. None of the patients deteriorated in
both the groups. Single dose regimen seems to be equally effective
in comparison to standard WHO regimen of 6 months duration in
single lesion PB leprosy.
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CHeol1

EPIDEMIOLOGICAL SURVEY AND GENETIC IMPACT OF
MULTIDRUG THERAPY IN LEPROSY PATIENTS AT
COIMBATORE

Kalaiselvi.K' , P.Rajaguru’ ,S.Murugan * H.Vinod kumar’,
N.Elangeswaran®, Thomas Abraham®, T. Jeyaraj devadoss’.
M. llangovan?, M.V.Usha Rani*

1. Dept. of Environmental Science, PSG College of Arts & Science.
Coimbatore, India

2. CULES, Coimbatore, India.

3. CLT&RI, Thirumani,Chengalpattu,India

4. Dept.of Environmental Science,Bharathiar University, Coimbatore.Ind

The clostogenic effect of the antileprotic drug correlated with the physi-
cal condition and environmental factors. Epidemiological data was col-
lected from 150 patients undergoing multidrug therapy, at CULES. MB
cases are more than the PB cases. Thirty patients (22 MB & 8 PB) were
selected for chromosomal study. The peripheral blood lymphocyte cul-
ture showed higher frequency of chromosomal aberration. The PB cases
showed maximum chromosomal abnormalities. In both PB and MB cases
the large chromosome was involved in the chromosomal aberrations.
Among the 30 patients, 24 of them are from consengunous family and 22
of them belong to MBcases and 2 belong to PB cases. They come under
the age group of 10-60 years, 24 of them are male patients and most of
them are chain smokers and alcoholics. The occupation of many of the
patients were agriculture. The genetic disorder seen in the patients may
also be influenced by environmental factors.

CH62

COMPARATIVE STUDY OF TWO DRUG REGIMEN AND
THREE DRUG REGIMEN IN PAUCIBACILLARY
LEPROSY.

Sixty two paucibacillary cases were randomly
selected within the age group of 8-80 years, and
put on two different multidrug regimen for 6
months. Regimen I was according to WHO (1982)
recamendations consisting of Dapsone daily and six
once a month rifampicin. In regimen II in addition
to above two constituents, clofazamine was added
50mg per day in adults and doses according to body
weight in children. The efficacy, acceptability
and side effects of MDT were observed for a period
of one year. Clinical and histopathological
assessment was done, on campletion of MDT and there
after every 3 months up to end of one year in all
cases. A carparative evaluation of effects of two
multidrug regimen in paucibacillary leprosy
patients is reported. Addition of clofazamine over
WHO (1982) recommended regimen appears to have
marginal benefit with regard to period of
inactivation, disease regression and incidence of
reactions.

DR. S.B, MURUGESH. DR. Y.K. GURUPRASAD
PROF. & HEAD OF THE DEPT. OF

DERMATOLOGY & VENEREOLOGY

J.J.M. MEDICAL COLLEGE: DAVANGERE-577004
KARNATAKA STATE, INDIA.

CH63

AMINOGLYCOSIDES AS AN EFFECTIVE THERAPY
FOR MYOBACTERIAL SPECIES.

SAWSAN H.M EL TAYEB. EZZAT M. NASR AND YOUSRI Z.
ELZOHIRI

BOYS & GIRLS FACULTIES OF MEDICINE ALAZHAR
UNIVERSITY . EGYPT

A study performed on tuberculous patients previously treated with
several courses of chemotherapy but remain sputum positive, draw
the attention of using other drugs.

In vitro suscepuibility testing using ofloxacin (0.5 -1 microg/ml)
Norfloxacin ( 0.5 - 1 microg/ml) Kanamycin 2-4 microy/ml and
Amukacin (0.5-2 microg/ml ). Mycobacterium tuberculosis shows
marked sensitivity to these drugs. Marked

improvement (in vivo) of many of the chronic cases was noticed and
some became sputum negative

Trials are now going on using the floroquinolones and
aminoglycosides after being mixed with Microbacter leprea and
injecting in laboratory animals.

The significance of the results and effects of the aminoglycosides
on Mycoba. Leprea will be reported and discussed.

CH64

COHORT RESULTS OF 383 RELEASED LEPROSY PATIENTS (MB).
Oliverra, MLW, Gomes HM. Gallo M Neny JAC. Cunha MGS. Rebello PFB and
Mergon M. Leprosy Unit. FIOCRUZ RIS, PHD Unit of Dermatology/UFRJ
IDTVAM-Brazil

In order to evaluate the magnitude of relapses and their risk factors associated. 3 study
both current and retrospective was undertaken. In a total of 383 MB patients with Bl
> 2+ and never treated betore, released atter 3 recent national treatment schemes
(MDT.OMS 1, fixed duration MDT2 and previous national scheme-DNDS) were
submitted to clinic and laboratory exams.

The average of treatment term under DNDS scheme was § times higher than fived
duration MDT which was 26.43 month longer.  Although the fall in Bl average
showed some differences according to high B clinic form. and treatment scheme. the
follow-up evaluation (49,62 to 38.17 months) didn’t show any sigmificant ditferences
A group composed by the 3 schemes still presents positive smears (14%0)

The relapse result was 0.33 in the MDT and 1.187100 patients years observation in
DNDS. The results of ELISA test applied to 155 patients and 182 health controls
detected 12% of positivity in the control group and 52.25% in patients zroups (6.2%
MDTI, 76,52 MDT2 17.5% DNDS).

Two risk group for surveillance were defined: one with positive smears and positive
ELISA (32 patients)and another one composed by patients with ELISA levels
(>0.800) and also positive smears (7 LL and | BL). Both groups present less reactions
during and after treatment. A prospective study is need in order to contirm this
association.

CH65

TITLE: Effect of Hydnocarpus on wound healing
AUTHORS: DrTom Qommen & Dr C Mallickarjun Rao

PLACE: Kasturba Medical College, Manipal, India

INTRODUCTION: Hydnocarpus has been replaced by other
chemotherapeutic agents which have a better mycobactericidal
effect. However none of the currently used antileprosy drugs have
been reported to have a positive effect in would healing
Anecdotal reports claim that leprosy patients who have been given
hydnocarpus capsules orally have shown more rapid wound
healing.

In view of these reports a pilot experimental study has been
undertaken to demonstrate the effect of hydnocarpus in
experimentally inflicted wounds on male Wistar rats. The wound
healing effect of hydnocarpus is studied with reference to the
collagenation. wound contraction and epithelialisation phases of
healing. The results of this pilot study will be elaborated and the
possible mechanism/s of the action highlighted.

Hydnocarpus could be a useful adjunct in the chemotherapy of
leprosy.

CH66

SIGNIFICANCE OF “VIABLE” M.LEPRAE IN TREATED MB
LEPROSY PATIENTS

VV Pai and R Ganapati
Bombay Leprosy Project, Sion-Chunabhatti, Bombay - 400 022, India

Detection of viable M.Leprae by sensitive laboratory
techniques in patients who have completed MDT is generally
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interpreted as an indication for re-treatment with MDT or
administration of even newer drugs. We present case reports of two
mulhbaullary (smear + ve) patients under observation since 1990-91
as p id. for relap

30 in 88 cases and BI<30 in 319 cases. The average time needed to reach the negativity of skin
smear was 465 + 20 8 months for newly diagnosed and 45.1 + 26.2 months for relapsed cases in
group A, while that needed for becoming negative of skin smear was 44.7 £ 22.2 months for newly
disgnosed and 439 t 266 months for relapsed cases in group B. There was no statistical

the ime needed 10 reach skin smear negativity among mentioned 4 categones

o

Case I: Patient DS diagnosed as LL (BI: 3.75) in 1979, r
absent from 1980 to June 1988, In 1988, (BI: 4.8) he received WHO -
MB - MDT from July 1988 to June 1990. Biopsy of skin and nerve in
April 1990 showed regressing LL. Bl of 4.3 at release from treatment
(RFT) reached zero over 5 years. Skin and nerve biopsies at RFT
revealed growth of M.Leprae in the mouse foot pad. Patient has not
relapsed so far.

Case 2:Patient CS diagnosed as LL with pulmonary tuberculosis
(B1 : 5.2) in January 1980 was incompletely treated with anti-
tuberculosis treatment. In 1988 after 8 years absence Bl was 4.0 and
patient received WHO -MB - MDT for 2 years from March 1983. At
RFT Bl was 3.0. Biopsy of skin and nerve at this stage showed
regressing BL. Bl was negative in 1994 and growth of M.Leprae was
reported in the mouse foot pad. Patient has not relapsed so far.

Conclusion:
In both these cases, we are presumably dealmg wnh
dormant “persisters” which have not i leading to |

and bacteriological relapse. However, in v1ew of stray reports of late
relapses in patients with high Bl, we advocate observation of such
patients for a longer period.

CHe67

RELAPSES AFTER MULTIDRUG THERAPY IN LEPROSY
RESPOND TO RETREATMENT

VV.Pai, HO.Bulchand, CR.Revankar and R.Ganapati
Bombay Leprosy Project, Sion-Chunabhatti, Bombay - 400 022

Leprosy like any other myco-bacterial disease cannot be
devoid of relapses. We report our observations on a profile of
leprosy relapses after WHO-MB-MDT encountered over a period of
15 years since MDT was introduced.

15 MB (+ve) cases treated with WHO - MB - MDT have so far
relapsed (MB»ve - MB+ve). 11 cases had received extended MDT
] i.e. beyond 24 hs and 12 had also received dapsone
monotherapy prior to receiving MDT. Initial Bl of relapsed cases
was 1 t0 4.6 (>3.0 in 10). Skin smears were negative at RFT except
one case. All the cases remained clinically inactive and
bacteriologically negative during surveillance . Relapses were
observed after a period of 4 to 13 years after RFT.

Relapses were cnnfrmed by clinical, bacteriological and
g All were HIV negative. In 6 cases
mouse foot pad studies showed growth of viable bacilli. On re-
treatment with WHO - MB - MDT, all the cases responded well.
These relapses, we consider, are due to the ‘persister’ bacilli rather
than to development of drug resistant strains to all the drugs
employed, which is a very rare phenomenon.

Relapse in leprosy is generally considered to be due to

iple drug resi: and cli often resort to newer drugs

or arbitrary regi We beli that the relap after MDT
should be managed with the same course of treatment.

CH68

AN ASSESSMENT OF EFFICACY ON MULTIDRUG THERAFY AMONG 795
MULTIBACILLARY LEPROSY PATIENTS IN SHANDONG PRVINCE, CHINA

Yu-lin Pan, Shu-min Chen and Lin Zhang
Shandong Provincial Institute of Dermatology, Jinan City, Shandong Province

Multidrug therspy ( MDT ) for leprosy was started in Shandong Province, in 1986 and the

durstion of trestment required before 1991 was as long as untl all active sin lesions

of patients.

A further analysis showed a close correlation between the time needed to reach skin smear
negauvity and BI before starting MDT, more than 50 months were needed for patients with Bl > 3,
while less than 48 months for the patients with BI<3 before MDT. The higher the Bl value before
MDT. the more time needed to reach negativity of skin smear would be. When these patients were
divided into groups by an increase of BI value in an order of 1+, the difference of time needed to
reach skin smear negativity was very significant among these groups. Relapses were also momitored
annually afler completion of MDT and no relapse was detected in a total of 5233 person years of
follow up. The authors belicved that the regimen were very effective in treatment of MB cases with a
very low relapse rate, although they understand that not all MB cases should be treated unul skin

smear became negative

CH69

DELAYED CLINICAL PROBLEMS IN SINGLE LESION PB
LEPROSY AFTER SINGLE DOSE ROM TREATMENT

CR Revankar, VV Pai, HO Bulchand and R Ganapati

Bombay Leprosy Project, Sion- Chunabhatti, Bombay-400022,India

Smglc dosu treatment of single lesion PB leprosy with a

of rif: icin(R), in (O) and ycline (M) is
being practised gradually by the lep Yy pr D
of pr like new I I relapse have nol

yet been documented.

We report here a patient who was treated with ROM single
dose(ROM-1) for a single lesion PB leprosy in November 1994. The
ing table ises the events ing to a 45 years old
female patient with a raised single lesion PB leprosy on left
forearm.

ROM-1 Surveillane | One new Steroid No change
completed lesion 40mg in new
appeared + lesion
old lesion
inTypel
30.11.94 30.5.96 24.12.96 19.11.97 16.2.98

In December 1996, she reported with reaction of old lesion
along with a erythematous and raised new lesion on dorsum of left
foot. She was treated with chloroquine. Skin biopsy of both lesions
showed tuberculoid granuloma negative for AFB. In November
1997, 40 mg steroid was started to differentiate between type-l
reaction and relapse. The old lesion on h d regressi
However, the new lesion did not show any change except slight
change in erythema. The patient is under steroid to decide about
possible relapse.

Very rarely such clinical pi are also d after
WHO -PB treatment.

CH70

OFLOXACIN CONTAINING COMBINED DRUG REGIMENS IN THE

TREATMENT OF MULTIBACILLARY LEPROSY

) :
Pruert_Ssmpoonachor’. Chuwwt Bundit', Somchai Peerspakom . Kowit Kampirspep
Sicisavapa Tiasiri . Somchui Surmsondh, Sakchai Supanwanit . and

Srisunthon Wiciyawipart

: »
Phraprad Hospital, Samutprakam 10130; ~ Bangkok skin chnic;  Bangkhaen

disappeared and/or skin smear became negative. [n this paper the authors analysed the efficacy of the
regimen with which 795 MB caces were treated.

Out of the 795 leprosy cases, 388 were newly diagnosed or relspsed cases without previous
treatment or only treated less than 6 months before MDT(group A), and 407 cases were same cases
mentioned but previously treated with DDS monotherapy for a certain period of time before MDT
(group B). The average Bl value in group A was 2.9 before MDT, among them, BI > 3.0 in 206 cases
and BI< 3.0 in 182 cases. The average B value in group B was 2.2 before MDT, among them, Bl >

in clinic, Bangkok; ~ Leprosy zonal center 6, Khon Kaen, Depatment of

Communicable Discase Control, Ministry of Public Health, Thailand.

The results of Ofloxacin contaiming combined  drug regimens in  the
teatment of 60 multibacillary leprosy cases from January 19%9 to February 1998

are reporied. The obective of the tnal is 1o compare the antileprotic property of

1998
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ofloxacin and nfumpicin in multubacillary leprosy patients and 1o study the illing
rate of M. leprac by ofloxawin and  nfumpicin betore  mass  treatment  can be
recommanded.

The complications and side<ttects of ofloxacin and rifampicin were of s
mild nature and both drugs were well toloruted. Moderate to maked climcal
improvement was poticed in a short period with Ofloxacin  containing  regimens in
multibacillary Leprosy paticnts. No persisiers were  detected in any of the 13
specumens  (of mouse footpads) that had been obtaned after treatment for ¢
months. Otloxacin if added 10 the curenily used WHO recommended MB-MD1
regimen may shorten the duration of treatment. Ofloxacin, therefore, may be
{f in Rif.

considered s 4 suitable resistant  case

and where Rifampicin is contraindicared.
The results were cvalusted on the basis of the clinical conditions

mycobactericidal etfectiveness, signs of drug toxicity and side effects.

CH71

ACTIVITY OF MINOCYCLINE AGAINST M.LEPRAE IN MICE AND ITS EFFECTS
ON LEPROMATOUS PATIENTS

Jian-ping Shen , Wen-zhnog Li , He-ying Wang, et al.
Insttute of Dermatology, CAMS and PUMC, Nanjing City, Jiangsu Province, China

The paper reported the nctivity of minocycline against M, leprac in mice and the effects of
minocycline on multibacillary leprosy cases in a short-term clinical tnal. The results showed that
using the hinetic method, the growth delay of M. leprae in the foot-pads of infected mice was 144
days afler & treatment with 2Smg/kg minocycline daily by gavage $ times weekly over a penod of 60
days. Fourteen mulubacillary leprosy patierts were treated with 100mg/day minocycline for 3
months. The clilical improvements such as soitening and flattening of the nodules and plaques in the
patients were found as carly as | week after starting treatment. At the end of trial, significant clinical
improvement was found in all patients. The average MI decreased from 8.29 + 3.29% before therapy
10 0% at the end of trial, and the average Bl from 4.48 £ 0.5210 4.18 £ 0.60. Of 8 cases tested by
mouse foot-pad one month alter starting treatment, viabie M. leprac was not detected in 4 cases, but
aller 2 months’ treatment, viable M. leprae were not detected in all cases. Mild ENL and one mild
skin reversal reaction developed in 2 and | cases respectively during the trial. All patients had slight
brownish pigimentation on exposed skin lesions, but the patients tolerated the drug well during the
trial. The results suggested that minocycline was proved effective and safe against leprosy and could
be used in leprosy chemotherapy.

CH72

REACTION TO RIFAMPIN IN THE TREATMENT OF LEPROSY
(MDT/WHO) RECORDED IN THE RIBEIRAO PRETO REGION

Cacilda S. Souza & Norma T. Foss

Department of Internal Medicine, Faculty of Medicine of Ribeirdo Preto,
University of Sdo Paulo, Brazil

The objective of the present report was to ibe the ad I i
attnbuted to the use of nfampin at the dose of 600
mg for the treatment of leprosy (MDT/WHO), recorded from 1992 to 1996 in

the Ribeirdo Preto region.

Fourteen cases, 7 men and 7 women aged 16 to 64 years, nine of them
i y and five bacillary, were observed. Fifty percent of these
patients, all of them multibacillary, had been previously. submitted to
(600 mg rifampin/day/3 months and 100 mg sulfone/day/5 years).
i y started 35 to 3.5 hours after the
ingestion of the supervised nfampin dose. We observed more than one
organ or system were frequently involved. Among the adverse reactions,
acute renal failure (ARF) and hepatitis predominated: 5 cases of ARF, 2 of

them i and 3 with 5 and 3 suspected
cases of hepatitis; one case of i gulati
associated with hepatitis; one case of purpuric thrombocytopenia with
possible hemolytic anemia; and 3 cases of flu-like syndrome. Eleven
patients were cured, two developed mild to moderate chronic renal failure,
and one patient died.

We ize the fi y of the ined i of various
organs and the importance of the early gnition of i to
rifampin.

CH73

POTENTIAL APPLICATION OF MOLECULAR BIOLOGY
IN FIELD TRIALS OF ANTI-LEPROSY VACCINES.

Dr. Ajeet Sodhi, Dr. M. M. Chaturvedi, Dr. A.K.Mishra, Miss. Anchal,

Dr. K. D, Srivastava, Dr.T. Garg.

Dr. Hering Homoeopathic Hospital, Varanasi, Vidya Knshna Homoeo-

pathic Anushandhan Akai, Varanasi.

Abstracts of Congress Papers

Leprosy is a Chronic granulomatous disease caused by Mycobactrium
leprac. " A unique hip exists b bgy and central nerv-
ous system that governs the principle of clinical application in Homoceopa-
thy. The immune system is not confined to single site in the body : rather
governed by central motor nervous system, immunocytes and their secreted
molecules traffic within and among lymphoid organs and various body
compartments. Hence a highly complex system of communication has de-
veloped among the various cell types in the immune system. Homoeo-
pathic medicines determine the pattern of chemical transformation in bio-
logical system, catalysed by specific proteinaceous macromolecules called
‘enzymes’. The antigen combining regions of most of the high affinity anti-
bodies are encoded by immunoglobulin genes which acquire somatic mu-
tations. Serum levels of the immunoglobulins generally are normal in
tuberculoid leprosy patient, wh polyclonal hyperg: linemi
isace feature of lef leprosy. The pathic medicines
like Hura braziliensis and Hepersulf have been found to cause reduction
in lymphoid swelling and levels of gamma globulins. These medicines
irreversebly bind to collagens and are, therefore, are targeted to the in-
fected cells.

Hura braziliensis and Hepersulf proposed to be new antileprae
drugs, having recently met first phase of clinical trials. The initial results
are promising, however, further studies are still awaited.

CH74

RELAPSES AFTER MDT (ISOPRODIAN-RMP)
Dr_Carlos Wiens

Hospital Mennonita Km 81 - Ruta 2, C.d.c. 166 Asuncion,
Paraguay

Of 2,743 Hansens patients being treated with MDT
(Isoprodian-RMP) at Km 81 during Jan 1/87 through Dec
31/95, we have detected four relapses by MB patients and
one by a PB patient. The control period, after the MB
patient was released from treatment, was 5 years; and for
the PB patient, 2-3 years. The observation is that the
relapses by MB is presented between 7-10 years after
release of MDT, and none during the conventional control
period. The relapse rate in this period is, therefore, globally
1.8/1000.

CH75

RELATIONSHIP BETWEEN THE LEVEL OF PGL-IgM ANTIBODY AND RELAPSE IN
CURED LEPROSY PATIENTS

Xiu-lu Yu, Huan-ming Cheng, Bing Li , Wei-li Du and Gui-lan Li
Shandong Provincial Institute of Dermatology, Jinan City, China

In 1 515 cured leprosy patents (MB 917.PB 598) from 20 countis in Shandong Province, the
level of PGL-IgM anubody was momtored for five years. The patients with posiuve PGL-IgM
untibody were randomly diveded into two groups. First group was purely followed (group A) and the
second group (group B) was treated with MDT for one year. The patients with negative PGL-1gM
antibody were followed as group C. All the patients were clinically and b
once a year for live years. At the end of the study, relapse rates in three groups were compared.

The results showed that in the first year of monitoring, the positive rate of PGL-IgM antibody
gradually increased in patients at the pole of tuberculoid leprosy towards the pole of lepromatous
leprosy, and the shorter the time after cure , the higher the positive rate was. In the period of $ years,
20 relapsed cases were detected: 16 (11.4%) in group A, 1 (0.71%) in group B and 3 (0.24%) in group
C. The relapse rate was higher in those with positive PGL-IgM antibody than those with negative.
(p<0.001). Trestment with MDT had significant impact on the relapse in this study (p<0.001).

The authors concluded that: 1) there was a tendency in leprosy patients with positive PGL-IgM
antibody to develop relapse afler termination of DDS monotherapy; 2) blood spot method for
monitoring of PGL-1gM anubody was feasible for use in the field; 3) treatment with MDT was very
effecuve to prevent those with positive PGL-IgM antibody from relapse.

CH76

IWELVE -YLAR SURVHILLANCE OF 657 CURLD PIERSONS AFTECTED BY 1EPRONY
RE-TREATTD WINIMDT

Dao-har Zhou, Jia-hin Zhang, Ren-bao Zheng, Nian-grang Feng and Jia-kun Chen

Shangha Zunvt Hospital, Shanghar, China

17A
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From 193 through 1988, 637 MH patients chmncally cured with DDS monotherapy together with

Bl ol 2 or more at any site smeared previoushy were re-treated with RFP, Bond and DDS in
combination Four hundred and cighty seven of them were males and 170 were temales Their age
runged trom 17 10 70 years and thair disease duration canged trom 1 month 39 vears Cured
ndividuals not re-treated were used s control or this il

All patients were administered REP and Bond 1200 me cach once monthly with supen ision and
DDS 100 mg daly self-admimistered This treatiment was continued 1or 12 months and was completed

within & peniod of 15 months. Six hundred and twenty cases (94 17%) of them completed regularly

the prescnibed course but 37 did not due 1o the occurrence of side ettects or complications Exclusive
of 2 who died and | migrated out of Shangha atter completion of' re-treatment, the remaining 654
were followed up for a penod of 7-12 years (494 cases tor more than 12 years) and the total follow up
penod was 8 926 person years, no relapses oveurred. But there were 23 1denttied as relapses among
the 137 control individuals, giving an overall relapse rate of 16 79% and an average annual relapse
rate of 1 29% The authors suggested that tor a more reliable conclusion, these cases should and will

be followed up until 20 years atter completion of re-treatment

CLINICAL

CL01

MARKERS FOR REACTION

WR Faber, T vd Pool. PK Das.

Academic Medical Center, Amsterdam. The Netherlands.

Serum samples were taken before reaction, at reaction and during
antireactional treatment in a prospective study.
The tollowing markers were studied: TNFa, produced predominant-
ly by macrophages (normal value < 40 pg/ml); IFNY, produced by
activated T cells (normal value < 15 pg/ml); neopterin, produced by
macrophages activated by IFNY (normal value < 10 nmol/ml) and
soluble TNFa receptor (= sTNFar normal value <1.5 ng/ml).
Four patients with reversal reaction (RR) and one patient with sever-
al episodes of ENL and one episode of neuritis were studied.
TNFa , IFNY and neopterin were simultaneously increased in two
and TNFa , IFNY in the other two RR. Levels decreased or normali-
zed during antireactional treatment with prednisone.
Only TNFa was increased at ENL on two occasions; on the third
occasion i.e. an exacerbation of ENL during prednisone treatment
given for a neuritis TNFa level was normal.
sTNFar levels varied but were increased in nearly all samples.
In general, patients in reaction showed eclevation of markers
investigated. Laboratory markers may be helpful to support the
diagnosis of reaction in leprosy patients.

CL02

NEUROLOGICAL ASSESSMENT OF A COHORT OF CHILDREN BORN
TO MOTHERS WITH LEPROSY AND HEALTHY CONTROLS (A9
STUDY) - 1. CLINICAL AND CONVENTIONAL TESTS

(1, 2), M. Hungnaw (3), H. S. H/Mariam (3), L. Selassie
(Z) ZMclzku (4), R. Kazen (3), A. Challis (5)

(1) Dept Medical Microbiology, University of Edinburgh; (2) Armauer

Hansen Research Institute, Addis Ababa, Ethiopia; (3) All Africa Leprosy &
Rehabilitation Training Centre, Addis Ababa; (4) Dept Neurology,

Faculty of Medicine, Addis Ababa University; (5) Loch Fyne Services, Strachur,
Argyll.

In a prospective (1975-1997) study (A9) of mothers with leprosy and
healthy controls, and their children, 15/99 of children were found to have very
early leprosy at puberty (1990). Despite MDT 13/15 showed new nerve damage
(1993). In 1993, 40% of the A9 cohort who had easily palpable/slightly enluged
nerves without suspicious skin lesion showed carly neurodysfunction. The aim of
this study was to investigate if early nerve enlargement was a prodromal sign of
leprosy.

Subjects: A9 cohort children: 85 (51 females and 34 males); distribution
according to leprosy status of the mother multibacillary leprosy (MBK:47),
paucibacillary leprosy (PBK:22) and non-leprosy (NLK:16). [K=kids!]. Control
group: no known family or household leprosy contact (NKLCK:18).

Nerve enlargement: The A9 cohort had 45% with early/definite nerve
enlargement (MBK 55%, PBK 36%, NLK 54%) compared with 25% NKLCK.
Male:female ratio for nerve enlargement was 25:17, except in MBK (11:12). The
ulnar nerve was the most frequently enlarged.

Sensory and motor nerve impairment (graded sensory testing (STG) and
voluntary muscle testing (VMT)): A9 cohort had i) 32% sensory nerve

impairment (MBK 40%, PBK 29%, NLK 14%) compared with NKLCK 13%,
and ii) 12% motor nerve impairment (MBK 12%, PBK 14%, NLK 7%) compared
with NKLCK 7%.

Nerve Conduction Velocity: in 30 children who had
evidence of neurodysfunction were all within limits of normal for the reference

laboratory.

CL03

NEUROLOGICAL ASSESSMENT OF A COHORT OF CHILDREN BORN
TO MOTHERS WITH LEPROSY AND HEALTHY CONTROLS (A9
STUDY) - 2. TESTS OF SMALL NERVE DYSFUNCTION

M. E. Duncan (1, 2), M. Hungnaw (3), H. S. H/Mariam (3), L. Selassie
(2), Z.Melaku (4), R. Kazen (3), S. Hansen (5), G. A. Jamal (5), P. O. O.
Julu (5), G.Ward (6), A. Challis (7)

(1) Dept Medical Microbiology, University of Edinburgh; (2) Armauer
Hansen Research Institute, Addis Ababa, Ethiopia; (3) All Africa Leprosy &
Rehabilitation Training Centre, Addis Ababa; (4) Dept Neurology,

Faculty of Medicine, Addis Ababa University; (5) Peripheral Nerve and
Autonomic Unit, Institute of Neurological Sciences, Southern General Hospital
NHS Trust, Glasgow; (6) Oxford Optronix, Oxford: (7) Loch Fyne Services,
Strachur, Argyll.

The aim of this study was to see whether neurodysfunction could be
detected before irreversible nerve damage had occurred in the A9 cohort and
healthy controls. The Thermal Threshold Tester (Triple-T: Medelec Lid (see
poster)) detects small nerve dysfunction in thinly myelinated A (cold) and
unmyelinated C (heat) fibres. The Laser Doppler blood flow meter (MicroFlo
DSP: Oxford Optronix (sce poster)) assesses function in autonomic (vasomotor)
unmyelinated C fibres by recording skin blood flow response to inspiratory gasp
(LD-IG) and cold challenge (LD-CC) in tips of index and fifth fingers.

Triple-T: The A9 group had significantly increased hot and cold thermal
thresholds (MBK 70%, PBK 70%, NLK 75%) indicating small fibre damage
compared with NKLCK (18%).

LD-IG and LD-CC: LD-IG showed abnormal traces with established and
subclinical nerve damage. The fall from resting blood flow (baseline) to the lowest
point of the curve in response to LD-IG and LD-CC is expressed as % of the
baseline. The mean LD-IG and LD-CC % fall in index and fifth fingers showed
no differences between A9 and control groups. The percentage of children having
i) abnormal LD-IG were MBK 22%, PBK 19%, NLK 17%, NKLCK 37%; ii)
abnormal LD-CC were MBK 38%, PBK 33%, NLK 36%, NKLCK 33%.

CL04

ASSESSMENT OF THE A9 STUDY NERVE FUNCTION TESTS,
HYPOTHESIS AND APPLICATIONS FOR LEPROSY ERADICATION

M. E. Duncan (1, 2), M. Hungnaw (3), H. S. H/Mariam (3), L. Selassie
(2), Z. Melaku (4), R. Kazen (3), S. Hansen (5), G. A. Jamal (5), P. 0. O.
Julu (5), A. Challis (6)

(1) Dept Medical Microbiology, Uni of Edi (2) Armauer

Hansen Research Institute, Addis Ababa, Exhlopu (3) All Africa Leprosy &

Rchabnhulm Training Centre, Addis Ababa; (4) Dept Neurology, Faculty of
dicine, Addis Ababa Uni : (5) Peripheral Nerve and Autonomic Unit,

Institute of Neurological Scnences Southern General Hospital NHS

Trust, Glasgow; (6) Loch Fyne Services, Strachur, Argyll.

The prospective (1975-1997) study (A9) of mothers with leprosy and
healthy controls, and their children, showed 15/99 of children with very carly
leprosy at puberty (1990). Despite MDT 13/15 showed new nerve damage (1993),
while 40% of the A9 cohort with easily palpable/slightly enlarged nerves without
suspicious skin lesion showed early neurodysfunction. In 1997 70% of the cohort
had abnormal thermal thresholds, 32% had sensory :mpau-mem and 12% motor

. These findings from a well d cohort are indicative of a
ifi Ievel of as yet und: belinical leprosy among teenagers and
young adults in the 'lquy villages®, p i plosive and crippling i

event of widespread immunosuppression.
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