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CHEMOTHERAPY

CHO1
ACTIVITY AGAINST LEPROSY BACILLUS CF A SINGLE DOSE
COMBINATION OF OI'LOXACIN PLUS MINOCYCLINE, WITI I OR
WITIIOUT RIFAMPIN, IN MICE AND IN PATIENTS
Jacqus Crosset' • Samba Sow,' Evelyne 1'erani; Christian Lienhardl.1
Virnala Diderol,' and Baohong li'
Faculté de Meslatine I'iGí_Salpèlriere, Paris, Franco' and Institut
Marchoux, Bamako, Nfafi'

As steps for developing a fully sup•rvtable, monthly administered
multidrug regimen for leprosy, bactericidal efttt agalnst .M hprae of a
single dose combinatíon o0uxacm-mmekvcline (ONU, and nfampin-
ofloxacin-minocycline (RON1) was evaluated in mous• footpads and in
patients.  In mous• experiments, results of propsrtonal htcleriadal
rnethad demonstratad that the activity ol a single dose OM was ■usage
relalad; larger dosage, i.e.. 310 mg O p5.» 50 nig N1 per kg b dv weight,
displayed bactericidal dfatt, whercas sina ller do-age, ie., 1511 nig O pios
25 mg N1 per kg, was not bactericidal. The acunty of a single dose of
larger dosage 05.1 was significantly inferior to that of a single dom: R, and
the addition o( cuher dosage 010N1 netlher enhanced nor antagonizes]
the activity of R. In lerms of bactericida' eifat, the consa p icnce ei exclu-
ding clarithromycin irem drug combinanuns is only marginal. In clinicai
trial, 20 previously untre.ned Iepromatous patients were randonily alio-
catei] to 2 groups with 10 each, and Ireald, res peclively, with a single
doseai 60) nig R pios 401 nig O and 100 nig N1 (120NB, ora single dose o( 40)
mg O plus 1(13) nig N1 (ONI). Adverse events, mainly gastrointestinal com-
plaints, were mild and transitory, did not accompany by significam lind-
ings ore physicai examination, indicating lhat folh combinauons were
well tolerated. Seven days after the single dose, slight clinicai insprov,
ment was obsrved in almost ali patients in fsuh groups; the mran values
of bacterial iodes were virtually unchanged from pretreatment values;
the mavn value of morphological index was significantly reduced in
patenas treated with ROM bua not in those wilh 05.1. Bacterícidal efttt
was monitored by titntng, through mouse (ootpad inoculation, the pro-
portion of viable M.1eprue in skin biopsies taken before and 7 days after a
single dose of treatment. A single dose of RON1 display d ptwerful bacte-
ricidal effecl that the bacilli from 9 of I0 patients lost'heir infectivily
for normal mico inoculatd with 5000 organisms per hsotpad; a single dose
OM ais, cxhibit d definite bactericidal activity in 7 u( 10 patients, al-
Ihough it was significantly less bactericidal Ihan that of RON1, as only ire
one patient whose organisms lost their mtxtivity for normal mire. il
cause of Ihese promising results, a test of the ef(icacy of multiple doses o(
ROM in a largar clinicai mal appears justified.

C1102

WHY MULTIDRUC THERAPY FOR MULTIBACILLARY LEPROSY
CAN BE SHORTENED TO 12 NIONTHS
Baohong li and Jacqu s Cross-t
Faculte de Mhletine PitiOSalpAari2re, Paru, France

The 23-month MDT for MB leprosy is sldi too lung and becomes an
obslacle in implementing MDT. It wouid facilitate Implementation if
duration could be shortenad withoul significantly compromising efficacy.
Following infornution nuv be us•tul to define the appropriate duration.
First of ali, doe toa senos mudifícations, definition of N11) has betome
much broader, nsuitmg ire classdying mane cases that would otherwise
be PB leprosy as MB, and, unlike in early 19805 when ali newly detectes]
MB cases were skm snsear positive, the proportion of positive cases in
1996 was less Ihan half. Betausc bacterial loads of majority of MB cases
currently classdied are significantly smalier Ihan in the past, overall
requirensenis o( chemotherapv for MB may aluí be lss. Secondly, relapso
rale after MDT is very low, abou, 0.2% annually among MB cases, indica-
tmg that there is enough roem for (urther shortening lhe duration ta less
than 24 months. Despite the possibilite that relapso rate could be signi•
ficantly higher among MB cases with high inicial BI, such cases betume
reiauvely (ew in the lields, hence, 101a1 number o f relapsos causei by
,hem in a control program will be small. Thirdlv, major role o( dapsone
(DDS) - clofazimme (CLO) compment in MDT rs%lmen in to ensure elo-
minalion of spontaneously cxcurring rifampin (RMP)-rasislant muunls,

estima) d to be no greater Ihan 104 in an untreat d Iepromatous case. Re-
cens findings indicate that 3.monlh treatment with the compment alone
killed 299.9991„ of viablc M.leprae, suggestutg that ali RNIP-resistanl
mutants are likely to be eliminatd by 3-6 months of treatment with
DDS-CLO compmenl in mar. Fuurthly, in a TI IENIYC mulbcentre anal,
net a single relapso has htn delecled amora); groups o( 500 N111 cases
(inilial BI 22) trava d, respecuvely, with 23- or 12-month MDT, and
(ollowed-up for 3-5 years atter stoppmg treatment, suggesling that 12-
month NMDT is as eft•ctive as 24-month. A clinicai trial in Malawi also
concludsd that IS-month MDT may be sufficient for MB leprosy. Finally,
clinica) and bacteriological progresso( deiaulted MB cases also su}p;est
that treatment with less Ihan 12 months MDT eshibited promising
theraputic effctts ansong majonty of cases. Basd uo th•se• information,
the 1500 Expert Committe ore Lepos,' concludasl, a  ias latest mes•tng of
1997, that it is p ssible that the duration of the NI DT regimen for 5.113
leprosy could be (urther shortenad to 12 months.

C1103

71V0 NEW DRUG CONIBINATIONS IN 771E TREATN1ENT OF
LEPROSY

Gertrude P Chan, E.M.Gontaga, M.F. De lis Santos, L.M. Reges and
S.G. FlanzbLw

Research Instaure for Tropical Medicine. Dept. of I lealth. Munnnlup,
City, Phihppmes

Our shon-term duucal amais uo darithmmycm monntherapy and
fusidie actd monodlerapy showad that the forme•( to Fe rapídly
bactericida' and the 'ater to have activity roughly equivalem to that of
dapsone or clolazunme. 0ther data sug)gsl that tusídíe acíd may have
reacnon-suppressíve activity and sie took the pntion that the future of
this drug m leprosy was dependem upon the clinicai demonstranon of
suei, activity . Tua new multrdmg regunen acre lormuiatcd consutmg
of (A) dadv clanthromvcm 50)mg and m utkyclme 101.1mg plus
monthly ntampan o0Omg and (13) dady clanthromycm SOOmg and
fustdte uai 750mg plus monthly nlampcm M)Omg. Bois regimens
were taken fbr a total of six months. These reghnens were evaluated
agamst the curtem recommended 2-year W110-MDT regunen (C) w nh
regará to dmical and 1, ktemolufpcal mtpruvement, Icprae reactron.
tola•rance, adverse eltects and panem accepaahíbtV and compliance .
Filty untre.ued mulubaallary leprosy paucrus per regimen siete
recruítad .

The clinicai ettic.ty of regimens A and B as determinad by rate al i

Iswn resoluuon has bern escrpiioni compared to C with a somewhat
more rapid trsptil0e• obserced with regimen A. The overall frequency
of reacnon among the three regimens is noa significantly ditlerent. Ir
appears however, that regimen B may be superior to regimen A and C
with respact to moderate to severo reversa) reaction. A0 the regimens
were• tolerated. The acceptabrbty and comphance is better among
patienrs ore regimen A and B. Significam[ number of patient with pre-
treatmenr bactllarc index of 3* and above reactwated with clinicai and
bacdlary index detenoration severa) months alter completon of
treatment with regímen A and B. With Chis Tmdiogs, it can lie suggestd
that regímen A .ind B is circense and safe bua l,eallnenl should be
estended to a minununm of 12 months among mulnhacilIary p iuoon.

C1104
ROM SINGLE DOSE FOR PB LEPROSY WITH 1 TO 3

LESIONS.

VV Pai CR Revankar, RR Pai, Mary Das and R Ganapati

o
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6ombay Leprosy Project, Sion-Chuva bhatti, Bombay - 400022,
In dia

Chemotherapy (MDT) as a strategy is the only too1
avadable to ellminate leprosy. However recent research on short
course chemotherapy indicares possibdíties of savmg
considerable manpower and resources. Single dose ol rifampicin,
ofloxacin and minocychne (ROM-1) is reported to be as effective
as six months paunbanllary multidrug therapy for single skin
lesion case of leprosy (W110 1997). We present our observations
on the use of single dose of ROM in 531 cases of 1-3 skin lesions
in P8 leprosy.

On conhrmation ol diagnoss, patients were given a
single dose of nlampinn 600mg, ofloxacin 400mg and minocyclne
100mg [half dose for chddren]. Patients under 5 years or over 65
years o1 age or those with pregnancy were excluded. Patients
were assessed by sconng on the tines of WHO protocol inlhally
and at 6 months and 1 year. Efficiency of treatment was evaluated
on the rate ol clinicai regression and occurrence of reac5on /
relapses during follow up. The lollowing rabie shows the
occurrence of reactions over a penod o11 year.

Regímen I No. ol Pabents Reactions

ROM - 1 :SINGLE LESION 438^I 4 [ 0.8 °S
ROM - 1 : 2 - 3 LESIONS 93^1 5 (5.3 °.S ]

No toxic or adverse effects of the drugs were noted. The
main problem was type 1 reactions which were easily manageable.
Treatment compliance was excellent Results demonstrate that a
fully supervised regimen of single dose of ROM is efficacious,
cost effective and well accepted by the patients.

CH05

ROM VS CROM IN MONOLESION HANSEN'S DISEASE

Prof Qr A K. Jha Alar, Dr. P. K. Roy
Paina Medical College, Paina

Combinalion ol Rifampicim, 011oxacin & Minocycline is quite
effective in Hansen's Monolesion cases. Adding Clarithromycin has
additional advantage in terms o! 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)p, single dose empty stomach.

Criteria for Cure : (1) Reduction in i) Size ii) Colour ci) 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-our^-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%) 6- 2 (2.5%)

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

CH06

EVALUATION OF NEWER DRUGS IN LEPROSY

Prof. Dr. A. K. Jha Amar, Dr. S. K. Tripathi,

Dr. Devesh Sinha, Dr. R. N. Mishra

Ouinolones 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 0.D. for 8 weeks. Evaluaticn was done as per WHO

guidelines.

Cure rate in 3 groups were 85%, 86% & 90 %. Sido

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.

C1107

SINGLE DOSE (ROM) IN MONOLESION PB LEPROSY CASES

(-- o )r- A. K..Iha  Amar, Dr. S. K. Tripathi, Dr. R. N. Mishra,

Skin Instituto, Makhania Kuan, Patna - 800 004.

Monolesion 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, (emale 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) Reduction in^i) size^ii) Colorir^iii) Infiltralion

2) Disappearance

3) improvement in sensation

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

Drop-out 93 cases (12.4%) (DOM 48 (6.4%), MDT 45 (6.00%)).
Of 657 cases completing evaluation 639 cases [ROM 303 (97.10%),
MDT 336 (97.40%)] showed clinica) improvement. Replase & sido effects
in both tne groups were comparable.

Single dose 01600 mg Rifampicin, 400 mg 011oxacin & 100 mg
Minocycline (ROM) is as effective as 6 monthsWHO PB MDT in the
treatment of negative skin smear, normal nerve, monolesion leprosy
cases.

CH08

EFFICACY OF 7, 14 AND 30 DAYS DAILY DOSES OF
CONIBINED RIFANIPICIN AND M[NOCYCLINE IN SINGLE
LESION PACCIBACILLARY LEPROSY

H.K.Kar and Raj Naravan

•

4
^

Department uf Skin, STD & Leprosy, Dr. R.N1 L Hospital, New
Paina Medical College, Patna

^
Delhi - 110 Ob7, INDIA
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:Ajm -
To evaluate the etlicacy of 7, 14 and 30 days daily treatment of
rifampicin 600 mg plus minocycline 100 mg in single lesion
paucibacillary leprosy.
Materiais & Methods -
A total 52 patients were included in this study. Ali were
bacteriologically negative and had histopathologically contirm d
indetermìnate, tuberculoid or borderline tuberculoid leprosy. They
were randomly put finto group A, B and C. Group A (17 patients)
received 7 days, Group 13 (16 patients) received 14 days and Group C
(19 patients) received 30 days treatment of rifampicin 600 mg daily
plus minocycline 100 mg daily. Ali patients were followed monthly for
6 months and then 3 monthly for 24 months.
Residis -
In Group A, 2 of the 17 patients showed treatment failure in the forro
of increase in the size of lesion whereas in Group 13 and C no
treatment failure was observed within 2 years of follow-up_
Conclusion -
A minimum 14 days daily treatment of the above rcgimen is essencial
to treat a single lesion paucibacillary leprosy.

C E109
STUDY OF SINGLE DOSE CIIEMOTIIERAPY IN

PAUCIIIACILLARY LEPROSY PATIENTS WITII TWO TO

TIIREE LESIONS

2-3 Lesion Multicentrjc Trial Group, India

The comparativa study on Single dose of Rifampicin, ofloxacin and

Minocycline (ROM), and the sjx-month WHO/MDT/PB regimen
(Standard) in the treatment of single lesion paucibacillary (P11) leprosy.
was extended to cover P13 leprosy with 2 to 3 skin lesions. From tive
centres, 236 patients were allocated randomly to either of the two
regimens. Information on clinicai scores is recorded at admission and at
6. 12 and 18 months after admissjon. Follow - up at 6 and 12 months is
completed and the 18 - month follow -up will be completed shorrly.

At admissjon, the mean clinicai 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. Clinicai
improvement was seen in most of the patients for both the regimens.
Complete clinicai cure (i.e., disappearance of ali 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. nus.
in the study patients, over a period of 12 months, ROM administered as a
single dose, compared well with the Standard regimen in the treatment of

PB leprosy with 2 to 3 lesions. Final results upto IS months, will bc

presented.

C1-110

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 bactericida) among ali anti-leprotic
drugs. Among newer drugs, clarithromycin, ofloxacin and
minocycline are most promising and ali bactericida). Synergism
of these drugs jn 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 BI 8, MI changes.
Side effects noted with follow-up monthly for 6 months then 6
monthly for 2 years.

Ali cases showed significant clinicai improvement with zero
MI after 4 weeks. BI reduced gradually during follow-up, No case
showed relapsa.

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 cosi of therapy limiting its universal
acceptance.

C1111
RECOMBINANT INTERFERON ALPHA 2b 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-100 022, Incha

The dehciency of the macrophage regulation system in
lepromatous leprosy tias been well documented. Role of
cytokmes like interteron in macrophage stimulation has not been
evaluated though chis has been described. We report our
observations on the Uinical efhcacy of alpha interteron in
mulhbacillary leprosy.

Forry mulhbacillary patients (BL,LL) were randomised finto
two groups. First group received standard WHO-MB-MDT (MDT)
whde group II received WHO-MB-MDT (MDT + I) with Inj. Alpha 2b
Interferon given subcutaneously for 6 weeks, initjally. Clinicai
features, nerve status, histopathology, lepromjn reactiviry and
photographs were documented inihally and atter 3 months.

Out of 30 patients (10 in group I & 20 in group II) who were
evaluated for hjstology, the fali in mean histopathologjcal score
was signihcantly hjgher (p=0.029) in group II. In 37 patients
evaluated for BI (18 in group I & 19 in group II), the mean fali in
group II was also significant (p=0.001). Cijnjcal regression also
showed significant djfference in Group II. No ditference was
observed in lepromin reactjvjry and ferve function jmpairment

From these preljminary observations, jt appears that a
short course of alpha 2b jnterferon in addjtjon to conventional
mulbdrug therapy wjll enhance fali of 131 and result in
improvement of hjstology favourably. Long teres follow-up
patients in of both these study groups may reveal a demite
picture on the alterations of the natural history of the disease
based on the above parameters.

CH12
TREAI7-L9T OF M8 LEPROSY USINO CC3VE.4TIONAL AND NEWER

DRUOS

K.Katoch,^H.Natrajan,^V.N.Katuch,^V,D.Sharma,
II.D.Singh, C.T.9tivannavar and U.D.Oapta

Central JAL`IA Inst. for leprosy(
 Canj, Agra-282 001 (UP) India

Multlbacillary (MB) leprosy cases require
a minimum of 2 years or more of convencional 8110
MDT for the cure of disease. This study has becn
carried out to see Sf the addition of newer
antimicrobial drugs could help in further reducing
the duration of treatment. One hundr d prevfously
untreated smear positive (50 1313, 35 81. and 15 LL)
patients were included in this study. A detailed
history sus taken, skjn lesions and verve thickening
charted and smear examined and recorded. These
patients were treated with a regimen comprising
of rifampicin 6IX]ng, minocycline 1O3ng and ofloxacin
400ng given as a monthly supervised dose combined
with clofazimine SClag and dapsone 100ng
(unsupervised) daily. Treatment sus stopped at ove
pear and patients were f,.11owed-up on a placebo.
Skin biopsies at che start and at the end of one
year of t reutment 1n each case ocre taken and
viability was assessed by cou.e fout pui, ATP and
molecular methods. The patients tolerated the drugs
vcll and there sus no treatment tailure. Thcre vens
no increase 1n the incidente of reactions in the
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pacienta. 011nically the lesions rcgressed and there
vos complete loss of viability at the end of onc
year. Follow-up is continuing to monitor the progress
o f patients.

The clinicai 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.
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C1113
SHORT COURSE CHEMOTHERAPY TO HASTEN THE

PROCESS OF LEPROSY ELIMINATION

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

Bombay Leprosy Project, Sion-Chunabhatti, Bombay-100022. India

Reduction in registered prevalence rate(PR) in leprosy is
direclly related to the duration of treatment and the treatment
completion rate. Currently practised MDT regimens have shown
promising resulto in reducing the PR in ali the endemic arcas.
Based on rifampicin (R), olionacin (0) and minocyclute (M)
combination, trials with monthly intermrttent doses of ROM( 24
and 12 for MB leprosy and 3 and 6 for PB leprosy) and RO-23 days
for MB and PB leprosy are underway in ddferent 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 population) started investigations in 1984 with
the aim of rationalising the duration of treatrnent. MDT-12 months
to MB leprosy patients was inibated in 1991. Subsequently short
eourse chemotherapy(SCC) regimens based on newer drugs were
introduced for both MB and PB Ieprosy and treatment completion
rate was increased.

An anaiysrs was made to calculate the PR with WHO-MDT and
the figures compared with the PR following SCC regimens, strictly
applying trial duration as recommended by WHO. In 1982 when
MDT was introduced the PR was 18 per 10 000 population. • After
practising SCC, the PR deciined rapidly to 0.01 per 10 000
population by the end of December 1997, thus achieving the
prescribed leveis of elimination of leprosy. Had we persisted with
the standard WHO-MDT regímen for the prescrlbed duration in
respect of ali the patients, the PR would have been 1.4 per 10 000
population in December 1997.

This anaiysis shows that SCC dould hasten the process of
leprosy elimination.

01114

CONTROLLED CLINICAL T1IAL CO.v'PARI.`:G 111E EFFECT OF 1.110-MDT
WITII INTELNIITET 0600 REGIME` IS 111E TREVnENT OF
LEPROFWTOIS (BL-1_,L) LEPROSY

Villahornosa, Lr„ Fajardo, Jr., TT, Cellona, RV,
Balagon, 00, Abalos, RM, Dela Cruz, EC, Tan, IV, and
Wa1sh, CP

Leonard Wood Menorial Center for leprosy Research
Cebu, Philippines

The objective of chis study is to compare the effect
of intermittent treatment using Rifampicin 600 rng.,
Minocycline 100 mg. and Ofloxacin 400 mg. given once a
month for 24 months with the standard WI10-0DT on
bacterial clearance in treating lepromatous leprosy.

A total of 20 patients diagnosed with lepranatous
leprosy were sequentially admittod 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: Rif:nnpicin 600 mg., 6663 300 mg.,

DDS 100 mg. given monthly supervised, then B663 50 mg.,
DDS 100 mg. daily for 24 months.

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

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

C1115
I'OST SURVEILL,LNCE FOLLOW U1' OF MULTI BACELLAR'!.
P:\TIENTS TREATED WITII \1 D T.

AThomas, S Chandra, 51. Nagaralan. tainha Man and Saragrsmasundan
Tuberculosis Research Centre (Indian Council of Medial Research)
Chennam - 600 031. L\DG\

V K. Ramosh, R \Iam
Leprosy Control L'mt, Poonamallee
Tamal Nada Realth Services

.Mvent of M D T has made at possible to shorten the duration of
ann leprosy treatment, Though now mi is the era of Ftxed Duration
Therapy, Inmally the drugs were gvcn till hactenal negauvtry and were
foliuwed up for a further penod of 5 years In a study conducted by tos m
138 Nluln !Lacdlary pauents, 6 had rclapsed atter 6 years or more ei
fullo'v up atter remaamng negativo for varymg penais. Ilence, we
conducted a study m collaborauon with Tamd Nado lfealth Services m
Poonarnalle Leprosy Control final to do ene time assessment of ali the
panem pui on MDT durmg 1986-87 and had completed 5 years of
survedbmce after being released from treatment Of the 156 patients
registered 129 patients were available for asscssment. AI! of them were
found to h: c!anieally inactive and bactenologially negativo .

CH16
REL,U'SFS DLRLVG LONG TER.\i FOLLOW' file 11Y A.\IONG
MULTI IIACILLARY PATIENTS TREATED WIT1I \I D T
REG LMEN.

.\ Thómps , Ni Nagarajan and Lalrtha Ilan.
Tuberculosas Research Centre (Indian Council of Medial Res archl
Chennai - 600 031 LNDLA

210 patients classttied as Lepromatous and Near Lepromaous with
a BI of 2.5 ur more 'vete admnted toa controlled chincai trai! mittated

an 1977. The patients were randomly allocated to cither a i drug rrgnten
(Rd, L\1f, Clof and Dapsone) or a 2 drug regtmrn (Clof and Dapsone)
for 5 vetas followed by either Clof and Dapsone ur Dapsone alonc for a
further penod of 2 years and subsequently cont:nued with Dapsone ur
Placebo hll 12 years II was proposed to follow them up til! they
complete 20 years from the start of treatment. Trll date 6 [amena uut of
138 have relapsed atter remauung nelgtive for varying penais The
month uf relapse vaned from 156 to 209 months ater siam of treatment.
AlI of thre, were retreated with Nauonal Leprosy Eradicauon
Progrunme regmen for \fula Bacmllary Leprosy (2 discontinued) and
they showed goda response. The detaals wtll be presentes..

CI117
Leprosy Relapsos afier Fixes Duration 511)1

Li Iluatt-Yma^Beijing Tropical Medicine Rezar im Institute
Yuan I.ian-Chato^"^.'^..^..^.•

IIU !,u-Fana^Suchuan Pruv melai Instituto of UCrnmatohogt'
Nina Yong^"^..^..^..

I luaue OVen-Iliao Yunnan Provincial Insulam: o( Dcrmatology
Zhou Yu-Xiang^"^"

1'e Fu-Chang^Guithou 1'ruv incial Institute at Dcrmatulogy
Li Jin-Lan

lletwcen 1986 and 1995, 8307 leprosy panelas 1\111 5981, PB
223 226) Bons 7 prefectures in the [lace s-w prime inces of China have
enmpktcd rD -m1)r and the relapse rate is 0.19/1000 py for \til
and 0.55/1000 py for 011. further.survetllance till end of 1997 in
6 prefectures of 8790 paticnts (5111 6439, 1'II 222351), the relapse
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rate remains at 0.19/I000py ter \III within the limit of II) years

surveillance. In 2351 P11. 4 relapsed within the limit of 5 gear
suoeillance. the relance rate is reduced to 0.4 22/100(1 py . In the 7
MB relapses. 3 relapsed beyond the W110 specilied period eis
years ( mean 5.71 )rs, range 4-8 yrs) and in the 15 P11 relapses.

ali relapses occurred beyond 2 years ( mean 7.13 ),rs, range 4-1(1

yrs). Additional data of 320 patients from Kunmirg Prefecture

mil) he added and the signilicance of late relapses discussed.

C1118

SURVIEILLANCE ()Ir LEPROSY RI(L.\I'SE AF lER

RIF:A\IPI\ PLUS D:\I 'SO\li FITEM.\I'Y

Lilluan-Ying
^

Beijing Tropical Medicine Research Institute

\Aeng Xiao-Nlan
Li Eu-Tian

^
Shanghai Zun-Yi Leprosy I lospital

Ran Shun-Peng
^

\1'enshan Pretectural Instituto of .

Dermatology. Yunnan Pros ince

Eight hundred fony-six leprosy patients were follossed ler

sarsing periods (mean 34. rance I-168 months) atter heing curei'

with rifampin plus dapsone (R(I)), 43 relapses more noticed (MI1
30/531, P11 13/315). Increasing significam ditÏerence in relapse

rates were noticed in \111 rocei ving <12 and >12 months R+D in
the 4 diliereot groups with increased duration of dapsone

monutherapy prior to R (-D. In P13, no such difference c n he seco
in groups receicing 60-12(1 and >120 months dapsone hefore

R+D. AII diagnosis of relapses were supplemented hy lahoratory

tests and were successfully retreated with FD \1DT. The

relationship between dapsone and R+D therapy in curing leprosy

mil) bcdiscussed.

El estude retrospecoso do Ias reeidisas en pacientes tratados . n
nuludroga esquenta OMS. da lugar a cifras que concuerdan cnn los .alotes
observados en erras puhlicaciones Sobre un total de 6,614 pacientes en
vatamiento .1 temuno, se han presentado II r ecidnas por un O Ib.'. De estos.
Ires pertencem a formas multibaciares v ocho a paucibacilares Se selala el
tiompo promede que transcurrio desde la termmacion dei tratamiento hasta la
apancion de la rec,disa y arcas de piei donde se locallran las nuesas lemones

01=121
RELAPSE IN MB LEPROSY AFTER RIFAMPICIN AND

OFLOXAC;N FOR 28 DAYS - A CASE REPORT

R.Ganapati, V.V.Pai, CR.Revankar and HO.Bulchand

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

iVe report on what we believe to be the frst case of relapsc
in multibacillary (.'.1B) leprosy lollowing short course chemothorapy
for 28 days with daily doses of rifampicin (R) 600 mg and onoxacin
(0) 400 mg .

The follo•.ving alegram summarises the events relating to a
previously untreated 30 year old mate BL-LL patient with initial
bacteriological índex (BI) or. 4.6 who received treatment with RO
regímen from 27 December 1990 to 22 January 1991. BI showed
gradual decline accompanied by clinicai regression. The patient
remained negative and sign troe from 11 September 1995 (Ganapati
1996;Ganapati et 01,1997). Relapso 01 BL/LL lesions were noticed
on 21 February 1997 with a mean BI of 1.3. The case is under
investigation for M.Leprae viability by mouco foot pad and drug
sensitivity etc., the outcome of which is awaited. The patient was

HIV negativo.

R0-28 da,

1

CH19
LNTERVALS BETWEEN STOPI'LNG R1FAMPICI.N-
CONTAINING REGIMENS AND OCCURRENCE OF
RELAPSE L\ MULTIBACILLARY LEPROSY
Samba Sow, Baohong Ji, and the \larchoux Chemotherapy
Study Group
Institut Marchoux, Bamako, Mali, and Faculte de \tédecine
Pitié-Salpetrière, Paris, France

Between 1970 and 1992, 1421 multibacillary (MB) leprosy
patients were treated with 20 different rifampicin (RN1P)-
containing regimens; 1325 (932%) of tirem completed the
scheduled treatment and had been follotved-up for relapse,
i.e., seen at least once after stopping treatment. By the end of
1997, 195 relapsos, or 14.7% of patients being followed-up,
had been diagnosed. Relapso soas defined as: i) occurrence of
definite new skin lesion(s); and ii) an increase of BI ?2+
over the previous value at any sito. A significant propor-
tion of these relapsos were confirmed by alouse footpad
inoculation through demonstration of viable M.leprae.
Mean value of the initial BI, i.e., the BI before treatment
with R\1P-containing regimen, of tire relapsed cases toas
4.16±1.09, suggesting that relapso in MB leprosy mau be asso-
ciated with higher initial BI of the patient. Mean interval of
relapso, i.e., period of time between stopping treatment and
occurrence of relapse (the latter was defined as lhe mid-
point between date of last examination tvithout relapse and
first examination with evidence of relapse) was 70±31
months. The information is useful for design the duration
of follow-up for relapse after stopping treatment in clinicai
inalo.

01120
RECIDIVAS E:A' ENFERMOS DE LEPRA QUE. 11.AA

COMPLETADO El. 7R.Ch.AMIE N.E0 CO\ \I11.I JOROG.A

Elvèsrtc l oyarrt D . Feris!: Alcanura S

Programa Control de la Lepra, Instituto Dermatologico y Cirutua de P:el,
Republica Dominicana

'97 197 '491 "597 '597 7,57'65? 497 ^/5
YEARS
^

(.10511 IS

he patient was treate with t le serre regunen ot • o 28
days under supervision and the relapsed clinica) lesions are
regressing. Currently the BI is 0.8. The satisfactory response to
the same regimen so far indicates the possibility of "persisters" as
the cause o1 relapso and not resistanco to the drugs employed.
The patient is under eontinuous obscrvation.

Ali the remaining 55 MB patients with mean BI of e 3
included in the RO Ural have reached a state of skm smear

negativily over a period of 6 years. None of these have relapsed.

C1122
8sC'TERIOLtGICAL CIIa.SCES 4.D (ELIPSE I9 157 ,ILLTIBACILLARY
LEPRCSY aiTR 51011 eI LOAD 6FTER +RO>YDT.

L. u.n_h.ng. Shen l , anp , ng• liana Cheng. 'fan Ltangb,n and

lr Ganytm

Inat,tuta .,f Derualal.,gy• Pel,ng un.

o 

n !{..tical C.tll.ga .

Ch,nese Acedem,. of Med,cal Sc,ences.Sanring,P.R. China

210042

In order Ilesa luate the Iate relapse rate of oultiba-

0,llary leprosy treat.d s.th .Tio,1101. the authors

vestigared the bacter,olog,cal changes and relapse rate

,n 157 9B cases eith an ayerage of BI 3.4-3.75 before 901.

Amng 157a es. 65 , 41.47.)) cases ntes have stopp, treatment

0o e than 7 ryen s.The rate of s- ar neaat,u,ty In 151 cases

• s 75.16: at the end of 4 ,ears after start,no 4DTand

97.45% at the end of 5 years. The BI aio, agely decreased

by 0.89 each mear. The total of 948 patient/years have been

follos.d up 

,n
 135 cases with an .sverage of 6.02 patient ,

years.There vero 22 relapsed with a relapse rata of

1.3n or 2.1 casca per 1000 patient/years.^Ths 2

crelapsed at the end ,.f 3 and 4.5 voara atter st..pping NOT.

resp.'etively. The data shosed that the relapse rate or `lB
cases emth,gh BI I'ad after co,plet,:m ..f 40T s.us not

sermous s,tual,on. Sul tt i^

c

r s ary to strenathen the

vem trance for g8 cases atter stopping 901 for collect,ng

the saluable data on relapse. i
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VIABILITY OF M.leprue ISOLATED FROM MB PATIENTS
TREATED WITH WHO/MDT.

Haile-selassie Habte-marinrn Paul Saunderson

Ilistu id leprosy, ais anu:;uai variam ot lepro -

mateu:; leprosy, h,::; been known lo ,cctur in
untreated patients and in pa t. ic'nt:; relap:;iml
atter dap:;one mono-therapy. The unigue occur-
t'once ot hi:;to id leprosy in a leprosy palicnt
who had completed treatment with anti-Leprosy
mult idruq ther,py i:; be iuq reported.

dr:A/Wt, P.O.Box 165, Addis Ababa, Ethiopia

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

Subjecte: 41 patients who had completed WHO MDT and

►
 

who had improved clinically, bui whose bacteriological index
(BI) decreased by lesa 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.

Resulta: M.leprae was isolated from 11 patients. In 2 cases,
drug sensitivity could be assessed and the organisms were
found to be fully sensitive to ali three droga used in the MDT
regímen.

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

Concluzion: Viable bacilli can be isolated from some
patients afler completion of WHO MDT, bui mos: patients
can eliminate theee bacilli without further chemotherapy and
do not soem to be at great risk of relapse.

CH24
e-

VIABILI'1) Ol M.LEPRAI•: IV THE NASAL MUCOSA :\NI)
2EIN OP PER 11STI:N'r ;:MEAR POSITIVE Llil'ROMA1'OUS
PATIENTS AF'rER 2 YEARS OP MDT.

.\nana Job, l:igi J Eb,n,zor, Sanita .\br;rtt, un,

Sc lva:;ekar Abraham and Arunthathi Si romani.

'I'.C., Karigiri, 'l'amilnadu, Inata.

MDT tias played a sitinit icant rol, in the treat -

ment ot l epro:;y. F',w sUU!i,:; have i caves[ iqa t,d
the vidbi lity ot por:;i:;t. inq M.L,prae in the
nasal mucosa ot Mil pati ,.'nt:; who had completed 2
years ot MDT, u:;inq the moas, too[ pad. II
can soeu  ive 1 e romat ou:; pai ient.:; who demo n-
strated positive sk in ::mear5 with varYinq
:naclerial indicos ot 2+ to 4+ atter completion
o( a regular cour se ot 24 doses ot MDT had
the ir skin and 11.15.111 muco:;d biop:;ied. 1301.1,
b iop:;ied ti:;sues und , •r'went. mous,' L ool pad
inoculados into 'I'900r mico and were celso
studi,d hìslopat-hological ly.

Foot. pad harvests were done on 6th, 9t.h and
121h monihs. l'xcept tor one specimen from the
:;k in of a lepromatous patient ali imacula1 ion:;
showed no growth of bocter ia in lho.: moas,• Coai

5. pad. Skin h istopal.hology showed a Bf0 o1 1+ lo
4+ and a gr,mu lama tract ion vil ich varicd from
10% to 110%. The nasal muco sal 1. i:;sue demon-
strated atrnphy, focal ulcerat ion and stromal
,,ollogen i zat ion with a BIC of IS to 41. The
extent ot cel lu lar ìnlilt. ra1 ion var ied.

The stu,:y :;trengthen:; the b,liet that
per:;istent M-Leprae ar, not. viable atter 24
doses of MDT and demonstra les tha1 the na,;a1
mucosa of these patients do not harbour viable
bacter ia.

CH25
RF:LAI'SPD 12 'lEOS1' .511'1:6 MULTI IRDG 'I'IIF:RAI'V

1'RF:SFN'rING 1N .\ 1111:1'OID FORM.

G i,i ,1 I;benez,r anil A lit Barkataka
•

Scti1011,1 In L,prosy Res, ircl, rent.:'e, ltul ia.

A 9 - year old boy di agnosed ar; hav inq border -

1ine tuberculo id 1 eprusy had treatment with
dapsone mono-t h,rapy for 3 years lolluwed by
51 pulses at multi druq thcrapy. Atter boina
:;kin smear negative tor '/ years he presented
with multipl,• diner'e te nodules in the upper
ani l lower linha; and dittu,;e inf ilt rat . ion ot
the face- Th, nodule:; ver,. non-tender, :;hiny
orna f inn. II motopathology ol one o( the skin
nodule:; disp layed denso compact granulomatou:;
int l,rmmat ion composcd ot t;pistilo shaped
macrophoges arranged in a whor ied pai t_ern in
the dormi:; with numerou:; slumils of aciil last.
bocilli lha t. were lona and sul id1y ::t.ain inq.

'1'h, bac:i1la ry ìrulox was 5+. The clini cai
d iagnon;i:; oi hist oiti leprosy was authent.i-
catei! 1l is lu l oq irai ly.

'1'his is lhe tirst repor[ ot leprosy rc lapa; inq
a:: a hi:;toid varicty atter beinq trcated with
multi druq therapy. Viability and druq re-
, istance :;toai es on the My,'obacterivar Leprae
obtained from lhis patient are be inq ca rr icei
out. usina the mouse foot pad.

CH26
RF:LAPSE A.V D REt'U IIRFNCF: OF LESIONS AFTER Nua
LEPROSY: ('I.INICA4 I1ACFERI0L0(:ICAL A.\I)
IIISTOPATHOLOGICAI. INVFSTIGATIONS 01543 CASES.

Stretty^Dighe A.R., Uplekar M.W. Anda V.H .. Pai V,V.•
asd Ganapati R.•

'1'\e Foundation for Medical Research. Mumbai, India.
• Bombay Leprosy Project, Alombai. !adia.

FiSy se( cases of Leprosy treat,•d with Wl li , recommended \lula
Drug Therapy MDT, were tnvesngated for n',vrrence of skm lesiona.
The sn:dy mcluded 36 mini tboctllarv tMl.;) and 20 pauetbacnllary ^PHi
cases

Tw••nty seven 5111 case, c" Pol and 10 PB Caies ■Tapo) 'ore
confirmed as relapsos. \Vh tle m ali 51G cases except 3 the relapso
mutdested u: the form of 1,rderltne Iepron atous i 6L1 lesions .VI
exept 2 PB rases relapsed with appearance o: bonierline tuberculo,d
iBT) leciono. The precise cause of recurrence of lesions mal, not  be
determtned u: 9 51V and 10 PR cases Three 61B and 4 PB cases had
re•etved twn fali co , coe of \VFI,5 , \IDT.

The average mcubaoon pertod for recurrence of lesions was
signttican(ly !viver among patients who had recetved rasei dunuou
trratmcnt 6 n•mtha for PR and 2.1 months for 51BI as cowpared io
ouse who had rece,ved longer treatm,•nt. Porto four pereci[ 51D and
5511 PB cases had received steronl dunng andor atter MDT The 511+
sues who had recetved corisco sterotd had shorter incubauon per,od
for relapse and antong PB cases. there was a strono asso...mon
between stercid intake and presence of viable bactena. Other
ú¢eresting obsen•at,ons ia II be presented and dtsc ossed .

CH27
RF:L:05 F:S IN 5n1'I,rul\CII.LARV 1.F:PROiY .5F1IR 2 YEARS
TREAFAIENT WITH 11110-A1uT REGIMEN,

Ild,o"on 11.1 Ccllona, R.V., Fajardo, T .. V,llahernw.a, L.G.,
Dela Cruz. E.C., Tan. E.V., Abalos. R.M. and Walsh. G.P.

Leonard \Noivo! MemonaI Leprosy Rescarch Center. Cebo, Phibppmes

The oh)ccu,es of thts smdy are to determine the hequcncy eI
relapsos in MB leprosy panem: cumpleung lhe 2 )cais WI10-AI DT
regunen anil e, determine whrther the relapses that occur are due  to
druq-resnsunt or to persuicr orgmusnts.

5IX) MB paticnls who completed 2 )can W110-MDT were rccruued.
They had no previous anu-Icprosy trcatntent, lìnuhed lhe regmun
wnhin 24 to 30 inoculo. and no antn-leprosy trem:netat lherca ler.
Durauun of sunrdlance nuw range 4 lo I 1 years whith mclude ■ eady
clinica) eaanutuions and .1.1.1 smears.



8A
^

1Jal trl-1 1r1 iOlnl1.10 1111 1(11 Of Lc/,rn .v_1 i

^ 1998

Crueria ler prohable relapso are lhe aplxaram:e o( new/anive lesions

and an mcreare in 111 ar least 2 ^az :!ny sue. Thuse reuni( with prehable
relapse were imporei( and resled in moune h+np.irls or rrinadnno lo
conluio rel:gse. 1)rue-resialanr errei os were Aso done. Se lar, h
pancnls were leunsl te Ihave a pnih:lhle relapso rangrnv tuim h 1/2 nr iii
years aher Lhe end ui their WHO..M I)r soassem.

The clinicai and haetenological eine:Aternucs et the patients In the
study - there skin snu':us be fere and atier ueatrncnt and durng the
surveillance perrod - lhe clinicai, haeterioloçical, histep:nhnloyical
characterrsucs as weil as the muuSC hwlpad resumi and the response et
lhe relapso p:u çuns te abernaúve anu-leprosy irem:nein - wdl Inc
ducussed.

This study is fundes bv the Paellic Leprosy Found: tion. New
-Lealand and lhe Sasakawa Memunal Ileallh Foundation et . Japan.
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AGRANULOSYTOSIS AND DERMATITIS DURING THE SECOND
MONTII OF MDT IN LEPROSY

Jukka P Knuuttila

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

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

reporte of agranulocytosis due to dapsone when used for malacia

pmphylaxis or treatment of dermatitis herpetifomis. There are only few
reporte of agranulocytosis during treatment of leprosy.

In treatment of dermatitis herpetiformis agranulocytosis has been estimated

to develop in 1 of 240 to 425 patients treated and in inalaria profylaxis in 1
of 10 000 to 20 000 persons. In spitc of the lerge number of people treated

for leprosy with dapsone the number of reponed cases of agranulocytosis is
very smali. The agranulocytosis develops usually during the first thrce

months of treatment.

Three patients who developed dcmlalitis and agranulocytosis during

treatment with MDT for leprosy are reponcd. Thcy developed
agranulocytosis between 3 and 8 weeks after starting the treatment. One of

them had exfoliative dermatitis like dermatitis, bui affecting mainly the sun
exposed arcas of face, armo and ankles. Second had itching rashes ali over

lhe body with some scaling. Third had a full-blown exfoliative dermatitis.

The first one had total white blood temi count of 3 000/mm3 of which 10%

ocre neutrophils. file ncutrophil percentage nomalised in 6 days. The

secand one had WBC of 8 500/mm3 of which 3% neutrophils. Ihs blood

count nomalised in 6 weeks. The third one had WBC of only 1000/mm3
and no neutrophils were seen in peripheral blood. He fulhlled also the

criteria for dapsone syndrome with enlarged tiver, lyrnpadenopathy and

exfoliative dermatitis. He died isso days tater.

C113O
EVALUATION OF MDT DURING PREGNANCY

Qr $ulekha_Mihhr,'t. Dr. P K. Roy, Prof. Dr. A. K. Jha Amar
Paina Medical College, Paina.

Worsening of the disease. Intercurrent infections and increased
incidente of lepra reactions are the mais elfects si pregnancy on lhe women
with leprosy. Antileprolic drugs are nol contraindicaied during pregnancy.
Eifect of MDT during pregnancy is evaluated.

Total 37 casos of MB loprosy associated with pregnancy were
randamized in iwo groups.

Group A - 21 cases - MDT was grven ihroughout the pregnancy.

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

In both groups patients wore nvaluated.

Eraivahel Group A Group B

1 ^Disease slatus Stade in maloity
of cases

Worsen In malonly
ol cases

2. Inüdence ol
Lepra reaction

Less - 2 had serve
ENL in Ist Irimester
leading lo iniraulenne
death ol loetus.
MTP was done

More-5 showed
type II reaclion in
3rd irimesler.

3. Intercurrent lnlection Less More

4.^Outconiol
pregnancy

More lavoumde
1)^Ali lowbirth baby
r) 2 loetus showed

brown celouration
of slun which
gradually disappeared

Less favourable
i)^All Ice birth baby
i) 3 patients

developed lype
I lepra-reaclion
during puerperium.

Incidente of lep a reaction s intercurrent infection were more in
group B. Disease slatus 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 DAPSONE — AN
EPIDEMIOLOGOCAL REVIEW
Gottlned Wozel, Katnn Gobel, Christian Blasum. Department of
Dermatology, University Hospital Carl Gustav Caros, Technical
Unrversity, Dresden, Germany

Dapsone (4,4' Diaminodiphenylsulfone), commonly used for the
treatment of leprosy and cerato chronic Inflammatory dermatoses, is now
apphed extensively In HIV-patients suffenng from opportunistic infections.
In the literature the vanous adverse effecis of dapsone are well
documented. A rather rale sede effect of lhe sumisse is lhe hypersensihvy
syndrome (so-calted sulfone-syndrome (HS)) which is potenhally IJe-
threatening. However, lhe real frequency of the HS ias long been a
subject of controverslal speculations. Therefore, in order to ascertain
exact data, publlshed cases with HS in lhe world literature from 1949 —
the beginning of epoch-making sulfone treatment — to lhe end of 1995
were analyzed.
The resulto reveal a total number of 103 patients with TIS, aged 7-76
years (44 (emale, 45 male. In 14 cases data are lacking). Concerning the
global distnbunon of HS. Asia is mas! predominam (51 patients) whereas
the occucence te the o/her continents Is disttnctly lower (Australia: 21.
Afica. 1, North-Amenca : 12, Europe. 5 patienis). The most frequent
Indicanon for dapsone treatment was leprosy (80 patients) with chronic
dermatoses. Iubercutosis, other infections or prophylacbc use in the
remaining cases. Multipte statistical evidente ergues agamst the
possibility of a correlation between applied doses of dapsone and
occurence or soverny of HS. The median of latency (time intervall from
commencement of therapy to manilestation of the HS) was 4 to 7 weeks.
Nearly ali patients had exanthema, fever andor lymphadenopathy. Most
patients adddionally showed hapalic disfunclions of varying seventy (from
elevation of laboratory vatues and hepato(spleno)megaly to jaundice). In
comparison to this, hematotogical changes were unexpectedly rale
(leukocytoses 20.4%, eosinophilia 12.6%, atyp)cal lymphocytes 9.7%).
Atter withdrawl o( dapsone and therapy wdh glucocorticosteroids 79
cases recovered, whereas 16 showed fatal outcome. Il could be
demonstrated that hepatic coma was the most frequent cause of death.
Consideving the millionfold use of dapsone ali over lhe world, lhe HS lo
dapsone has to be eslimated as an extremety vare side effect with
recovery in nearly 85% and a mortahty of about 15%.

C1-132
EVALUATION OF PI ASMA CIOFALIMINE 1 EVI-TS IN LEI-KlSì Y
PATIE.TS

K- Venkatesan, A.ilathur, A.Girdhar and B.K.Gi rd liar

Central JAIMA Institute for leprosy, ostra, India
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Sim ^absorption,^relatively^much^s 
d istribut fon and 1 onger retention ln selective
t issues^are^peculiar^features^of^c lofazimine
metabol ism. (a inical and experimental studics
conducted elsevhere have reportei' that the plasma
lcvels of the drug are not correlated to the dose
and lengt h of treatment, 'there have, howver, becn
no reports on plasma leveis of the drug in relation
to the present dosage of 5tmg daily, A study is,
therefore, being made at CJI1, Agra to evaluate
plasma clofazimine leveis in relation to cumulat ive
i ntake of the drug mostly as 5ling da lly by leprosy
patients. With the cumulat ive drug intake ranging
f rum 1.5 to 26.5g during the period of 1-18 months
plasma leveis ranged from 0.8-1.0 ug/ml. The mean
plasma drug leveis vere 0.3 and 0.4 ug/ml after
8 and 14 daily doses of 50vg respect ively, 'lhe
plasma drug leveis senil to be directly related to
cumulat ive drug intake although the relationship
Ls not so linear. The steady state appears to be
reached after about 30-60 daily doses of 50 mg as
reflected by plasma drug leveis. Our tindings on
clofazimine pharmacokinetics vil  be discussed in
the light of the relevance of optlmising drug
admtnistration in the current scenario of
c hemotherepy.

CH33
Esolution ufthe leprosy prohlem in Anjouan (Comutes) atter 17 years
of intensive treatment
S. Grillone, S R Partvn Leprosy Control Programme Comores
Institute Tropical Medicine, Antwerpen, Belgium

From 1981 to 1939 leprosy patients 'sere Ireated with intensive
treatment regimens 011 cases receiving 10 sseekly doses of 600 mg
12510 and Mil cases 2 months daily R.\I0, ETH, DDS followcd by 10
months R511' 1/7 + ET11, DDS 7/7. Cure rate for PB was > 95%. MB
patients represem more Ihan 4000 patients-years of OU. Ten relapsos
(O 25°i,) were obsers ed after 71, 98, 120, 129, 132, 144, 153, 176 and
190 months respeclively.

From 1989 on PB treatment was R600 C 1200M 200 in a single dose.
MB. R600, Otto 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 relapsos were obscrved.
The yearly detection rate of cases from 1981 to 1997 for 1'B has
remained remarkably stable, but the proportion of patients with s 3
lesions increased. 1'B patients also presented earlier after the tirst
symptoms of disease, the detection of MB diminished sliehtly during
the last 3 years.
Diagnostic skin biopsies reveakd 5% MB, 53% 013 and 37% no
Icprosy.

Conclusiony
1. Short term combined treatment of both PB and NIB with excellent

results is realizable.
2. Some treatment regimens applied in the past give riso to relapses

after 10 years and more.
3. Although intensive chemotherapy was given during 17 years, the

detection rates show some improvement only during the last 3 years,
and P13 patients show up at an earlier stage.

CH34
LONG TERN1 FOLLOW UP STUI)Y OF 140 LEPROTICS

TREATED BY

Roshdv W. Mohareh, Fomier Director , Lept Cont. Dep. h1.0.11
of Egypt . Clinic , Ramsis Sq. Cairo.

Since the recommcndation of the W.11.O. to use the M.D.T.
for Leprosy control in 1982, it was applied toa group of Leprosy
cases collecled from a Skin & Leprosy clinic situated dosvn-town

Cairo.

Methods: AU cases were examined clinically & hacteriologically,
routine lab. Exmns done. Colored slides wcre taken to ali 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 wcre

classitìed according to the Riddly Jopling scale as follows: TT
12, IIT 50, 13L 29, LL 47. 76 cases (54.2 %) were multibacillalu.

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

E.N.L.: was recurrent in ali the cases inspire of regular M.D.T. 19
of the cases were followcd for more Ihan 2 years, syhile 9 cases
were followcd for more Ihan 5 years. In 5 cases new crops of
small red tender nodules continued to appear for more than 4
ycars atler starting treaunent.

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

In one case of L.L., the disease rclapsed 2 times during the
observation period of 15 years. The sccond relapso occurred

shortly after sudden death of his wifc.

CH35

CLINICO-GACTERIOLOOIC.IL FOLLU.e UP OF SMESR ^/E
y.1 T -jEFAULTERS

N,5,Bhatkl

Acworth Municipal Hospital for Leprosy

de have earlier observed bacteriologlcal
response Sn smear ove M3 cases defaulted after
6-12 months of MDT, similar to that in the
comparable pts having taken 2 years M3T.

In the present study, we triod to follow
up 182 smear rve leprosy patients who were
regtstered from 1086 to 1000 and defaulted at
variable period before completlon of MDT for
24 months.

On ropeated visiting in 1097, it mas re-
vealed that out of 182 cases, 15 were found
explred, 17 had taken treatment elsewhore, ?6
left ares permanently, 81 could not be traces
duo to incompleto address, while remaininq 33
(1BK) could be examined clinically and bacte-
rioleçically.

Out of these 33 cases, 12(3' ) and 20(60)
had initial BI up to 2r and 2.1 to 4+ respec-
tively. 19(=7%) took MDT up to 6 months,8(2 X)
for 7-12 months and 6 for 13-23 months.Their
initial skin lesions varied from patchy inf11-
trations to disseminatod nodular lesions.

Clinico-bacteriological cheek up carrie.f
out of ali theso cases revealed complete re-
gression of ali skin lesions and bacterlolo-
gical negativity examined in three skin smears.

CH36

OUR FXPF RIENCE 5%101  .SNOT11FR NIULTIDRUG
TIILR.NPN' RF(:IN11:N FOR I.F:PROSY

Robert GrIber

San Francisco Ambulatory, Hansens Discas° Program, San Francisco, USA

In San Francisco between 1979 and 1994, 125 nem lepromatous

leprosy patients (51 BL and 74 LL) wcre treated ssith a regímen
of 100 mg dapsone and 600 rifampin daily. Patienls ranged m

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. Riaampin was
maintained for at least a year and otten anui skin smear
negativity (average 5 years, range 1-15 years), sibile dapsone
was .continued indetìnitely. Prior to iherapy patients surre
highly bacilliforms with a III of generally 4+-6+. Sigalfioanuy
M. leprae from pretreatment skin biopsies wcre found uniformly
fully sensitivo to dapsone (O 0001% in mouse diet) and sensitwe
to rifampin (O.01%). patients wcre seen initially six times
annually and no less Ihan twice annually with skin smears from



Prof.s0r, A. K. ,lha Amar, Prof. Dr. Mathura Prasad
Paina Medical College, Patroa.

Total Cases - 18,000

Completing treatment -

PB/MB

Male/Female

Children/Adult

Highets no. in

Incidence of deformity

Incidence til trophic ulcer

16, 620 (Drop - outs - 1200
Died - 30, Asked
Transfer - 150).

7840/8780

9830/6790

1:3

20 - 30 age group

12%

5%

1 OA^ Internrftioncfl Journrfl o/' Lep os_v^ 1998

the 6 disparate sitos being perfornled generally every two years
On this regimen ali patients inlproved clinically with rapid
resolution of leprous intiltratcs Skin smears alvo inlproved
with most beconling negative in 22.5 years and a)) eventually
attaining vincar negativity. The total duration of follow-up of
these patients ranged fronl 5-15 years (averaging 9 4 years) and
patients wcre followed an average of 4.1 years (range 1-15
years) following vincar negativity. Adverse events acre not
problenlatic and occurred at anticipated Gequencies tio patiest
during the course of follow-up was observed to develop new
leprous intiltratcs, a rising 131, or beconle skin smear positive
atter unte being rendered negative T'hus this regirnen was
lound to be rellably effective in treating Ri. 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.Girija

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

The main question currently needing an answer is whether
the frequency of relapses in mulbbacillary leprosy wlll be more
atter Dzed duration multi-drug therapy for 24 months (FDT - 24),
and atter the currently recommended (W)1O, 1997) duration of 12
months (FDT - 12). This question assumes importante because of
a few relapses reported amongst patients with an imtial BI of >4.0
atter FDT - 24 (Jamet et al, 1995).

We report our observations on 50 patients with BI a 3.0, 36
of whom had BI 2 4.0 who were ezamined beyond a mimmum
period of 5 years atter release dom FDT - 24 and FDT - 12. None
of the patients were clinically active and their sido smears were
negative. In other words nane of them relapsed.

Trealmenl
grani

Num er cf poisas Duraoon of follow-up atter RFT
58 vos^9-12 vos^13-15 yrs

FDT-24 25 9 17^) 2
FDT- 12' 22 20

1^
2 9

TOTAL^1 50 29 19^I 2
'Tha evesbgaten .ras 5.1ed .n fios Obeso panela 0.1 Se t.ndergo.ng Ionglerm 1_.uww

If we include to this sample, the detaulter study sample of
(1) 41 patients (Ganapati et al , 1992) and (2) 33 patients reported
recently by Bhatki (1997) whose BI was ranging between 1* and
S*, consolidated observations on relapse in Bombay sample alone
eztend up to a total of 124 patients, out of whom none has
relapsed 141 today. Ali the patients have remained negative.

Recent questionnaire study (WHO,1997) of 761 patients
also indicates that patients dropping out of treatment atter 24
months of MDT behave in a manner comparable to those who
have taken treatment for 12 months or less in respect of reaching
skin smear negativity. Such observations do not however rule out
the possibility of stray relapses.

CH38
EVALUATION OF WHO MDT IN TRIBALS OF BIHAR - A STUDY IN

18000 LEPROSY CASES

Cure rate^ PB - 98%
MB - 94%

Regularity of treatment^PB • 95%
MB- 90%

Relapse rate^ PB - 5%

MB - 4%

Incidence ol Type - 1 reaction^8 y6

Type - II reaction^6%

WHO MDT is mos) effective even in leprosy of tribais.

CH39
COMPARISON OF 1 8 2 YEARS MULTIDRUG THERAPY (WHO)

IN MB LEPROSY - A STUDY OF 3740 CASES.

F'roLD Amar KanLJraL+_mar, Dr. S. K. Tripathi,
Dr. R. N. Mishra, Prof. Dr. Mathura Prasad

Patna Medical College, Patna.

The morphological index becomes O within one year ol MB
MDT in majority of leprosy cases. The Bacteriological index
(accounling for ali living, dying 8 dead bac111i) may rernain positive
even alter2 years of continuous MDT, bui becornes negativo with out
any further treatment. Old approach of treatment (ill bacterial negativity
was changed to a fixed duration chemotherapy ol 2 years. It has
been observed that if MDT is stopped at 1 year and cases kept in
regular follow-up, lhe 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 mode.

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

Group A - 2800 cases (2190 males 610 females)

Group B - 940 Cases ( 510 males 430 (emales)

Cases lost during treatment 8 follow-up were A-110 8 13-20.

Cases completing the evaluation A-2690 8 0- 920.

Cases were evaluated monthly for clinica) activities and BI,
MI, SFG. Follow-up was done 6 monthly for 5 years in group A 8 6
years in group B. At the end o( 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, Lipo(uschinosis) were less
in group B. WHO MB MDT fixed duration Chemotherapy can be
recommended for one year.
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eopp,ng 5101. ali :ages h,.enc 4 ,, .me., neyn.e. and ,ho h„topeholonc,.i inn.umneon

■liitnnon ai,n - raJwll , ,uh„ J,J ,e the 11-, ear renoJ o1 oun e,Il.m.e. i:\e.p1 .1 Co.,,, alo .1+0 o1

non-Iepn,., cause, ali lhe remain g dl .a.., mel the t hm,'..nn stea til .hnn,l .gare and no rclap
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A 11191:11 RM 0I1M kV.\ tlliN oF 111E 1 I111'r lir MI;I I111k1'1: 1111 kn1'Y IN I.ri`ktiSy

Is 1 UN1:511AN \.n 1'.\su/1111114\

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

Da-mole lon. l 0.i.mg Ilu. 1.11.,, I u,. l'ong .0:. 1'1.nne /het.g.n 4I ,ne..h.m, yu

^drug (24 months) Follow - up : 6 monthly PB (2 years), MB (5 years).^S> huar1 1'ro. m,.al Inoeuie til l lcrmo.,.l..^1 hen: do 1 .n , S,.hue, I',o, o.c. Chin.
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Es oluiion soussou. pn l, oh intiotherapie dia smtut neurologique Jen malades

Iu.tnseniens nousrllentent depisles

L?.L1.NL. S. BOULY, M.M. DIOP, J.L. CARTEL.1•1'. LEPERS.1•11. GROSSLT

Institut de Leproiogie Appliquee de Datar. III' 11023 CD annesa. D4kar.

Senegal

Les auteurs prescnlont les noultals. à 30 mois, J'un suivi longoudmal, par

dos bilans neurologiques slandardisis et repeles. de cohortcs de malades nous meus

cas de leprr mis en traitemenl p)lychimlolhcrapie II'Ci). Les resultais concernem

117 de 121 melados dlpislcs et nanes.

Lr fac u Jolerminnl dans I'evolulion du >luul neurutogique ,.os

malades en traio:me u PCr OI la  ^ou non d'une reaetiun lepra
Chez 55 melados n'eyenl jantais prosamo 

u% 

cempIioahu0 liprct

IRdaction Reverse (RR/ ou Enlhenle Noueus Capeio lE:NLU, I'esolulion dia
slatul neurologique est (asorable dans 9N"o dos cas : ls pVychimio1harapie stabilise

et mente arneliure certames lesions nenruses lprobablenlenl les plus recentes/.

Cens oun6hna1ien souligne I'interct d'un dèpistage et d'un uaimment precoces de

la lepre 01 dans em conditions, le rale certame de la PCT dans la pres enlion dos

invalidites.
Chez 32 melados ayant presente une complicalion lépreuse sescre.

l'evolution du sumi nrurulogique es) surtoul foncliun ,fia dela; icnule entre

l'inslallation das troubles - qu • elle sois bintele ou progressivo - et ISnstuution d'un
Ireitemenl par corlicosteroÍdes. Le delai . ideal „ est inferieor ou egal à 90 jours.

Dans cone condilion. l'éuolution do sumi neurologique dos matados est favorable

dans Mn des cas. Par centre, pour un ,félai superieur à 90 jours. u'ev01ution du

matai neurologique n'esl fasorable que dans 42 0̂ des cas. Cone consutalion pose

le probleme de la ml c oure d'une stralegie efficienle pour le dépisuge

precoce et la prise 
s

 e •11ncharge adcquate des entes lépreuses qu'elles
accompegnenl ou non une reaciion lépreuse cliniquemem evidente. Dans orne

optique, 1'une des acrivitis esscnticltes de Orne slratégie semi) la pratique

systcmtique chez tons les malades depisies d • un bilan neurologique trimrsuicl,

notammorM pendam la prrmiere annie de suivi eu cours de laquelle survient la

majorilé 174g) Jrs cpisodcs reectionnels.

CH43
\ CASE FOR TRE.1Tf'G .\Ll, SINGLE LESION PB
LEPROSA P.\TIENTS

61111 'n,nd. \V Kedwtta, G Rala» Babo. C S U'alter

The Lepros. \fusione CNI Bha,san. Ih Piuldn Pant \larg.
Ne%v D01hi-1 OU1d)1. IN DIA

This paper p1050110 cyolulion of sltlgle Ieson PB Icpross usuhcut

1taa1Vleel from a retrnspeclit e sutil. of 111 uotrealed single

Iesion 1'II cases detected durutg the :\\IPLE progranlme m
Nl11affar}rvr distnet of Bilt.0 bebseen Septenlber 1 1,02 and
Januan 1''"3 The stud. 1010 done s no Ire:11nlent lias slarted

aller deteeion for 1110011% reasons et ou alter IN m nnh s.

SUf healmg Is es seco in 1r3 9 5 ,, of these cases The age and ses
correlation Isso not sigehicanl though lesions ao the upper and

lunar Ihnbs heelod more than lhos, 00 the truné and face Of the
renauung 36 2 '',,. 22.1"6 rcmaioed stallonan 011110 IS 0"o

JctcnOrated 0 7". 01' the pauents %tilo dii nau self icei descloped
Jefornut5 .

The largo pereenlaec of self healing raises the issue of the

reles coce of treatntent boi the sind. hl_ghlIghts the significam

paecnlage %tilo JIJ not self leal As Ihere are no dofinite

indicators to 11111011 lesmes self ),cal and oluch do not. the paper
preposcs that :111 single Iesion PB leprosy pauents be gn tal

treatlllelll.
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SORVI II. LANCE 0F 055 CLR1:S RY IDS M0NOTIERAPY

RE-TRCATTD NTT116mT

De•m. lia. Cheng•yt Wulg, N'anytang Iluocs, lwnl4 lu and Ri-ge lyu

\mlung .wtonomou. Regtunal Imulute torrado/11c 10,,,..es Contrai. u'ulwmup Cdy, Clwu

In \un,uht Autonomous Reglon , 994 cure. hy 01)5 monolherapy (MD 551, Po 413', 61414

arei, Irm.le '"II have ,ompleted Ir•brulmem M 110T for onr Irar .110 a survedlence penal nt 5.

II I ova Irem 10 th to 1 94: anJ nu reb,p.e o,te,ee.

lhtc 5.1,L61 and natal) live relap104 ceves acre detestes from 1971 tu 1956 slnnng Ciou cures

xho J61 0111 tesene re•tre.unenl 11210 • relapve rale of 11.14 ., bu, from 1957 to 1995 here urre

anly bg ret.p.e. x,15 • rel.p.e rae of o 7'% There alo • .iemdc.0O d21Terence benvecn re:q,ve

neles ene too group.

Durmg lhe penal ol m/l:e.Mmt unh MUT, vide rlTceu occumd m arvmg degme. bui

~and -pcmoocnu.b ar arde x210 general eeatment nau buring me00nee to compile •de louro

ei MDT

CH45
EFFI(' 1(5 Or SINGLE DOSE RO\I FOR THE

TIO:.', l\uf NT OF SINGLE LESION P13 LEPROSA
-21 nl,nths lillioo up 11010 lhe date 01 . imake

R_I\\_I3\ Eli! G, Nanda N K

A lu'11tice:Une d,uhle-blmd conlrolled dmlcal mui 11115 cerned

out to compare the cih0a06 of a cOnlhulatIOn of nlanlpteul

6011118 paus ollosaan 4011 nlg plus n inou elmo 101101g 1RO311

adnunlstered ,s single Jose Itn') that of standard sts -monto

66110 \ IDT P11 reg nn,n 11,0 durauon o( sluJ1 from the dal of
unakc Ices IS 01001), The trad lias beco carrted oui b% single
lesion \hducentre Trai! Group. .\cion Progranune for the

Ehnnnanon el I.epnvsy. 11'orld 1 lealih Organuaion .

105 cases ,1110 late com(11eted Ireatr0e0l under lhe abuse trai' al

Iepros control ares of The Lepros' \lisslon. Chalupa. In41:1.

lucre filrther Iollot,ed up ler another srs nlonth lhe 10)10m up
assessntenl alter 21 e1ontli6 from dai u0ake has sho,tn that RO\I
Is alnwst as cltccUsc as the standard 61110\IOL P13 m

Ireatnlenl of single Iesion PB cases

C1146
NIINO('YCLINE 1'SF:D IN LEPROSA CAUSES LONGTF:RNI

M.ARRED Itl.l'E PIGMIENT,rrION IN SKIN Li•:SIONS

R.St('.Ilamolsin. Professor of Demlatology, University of Sydney .

NSW 20(16. c611.lralia.^ `.^ .

T6,0 parients from S.Ii.Asia ssith bordcrline Ieprosy ss'cre

treated 55ith mi0%xyclina as multidrug therapy. Bolh quickly

(suiuIli Isso months) de.eloped marked blue pigmenlation in their

skin lesions sshich csi)lim10 in buth cases for over liso 6 e11r5

despitc c0swni%0 of the drug.

The lint pmicnt lias treated Svilb luimaie1inc in conjunetion

ssith rifampicin and chifaiimine, because SIle 1111(1 glicose 6

phosphate doh, drogenase 110liciencv precluding the use of dapsone.

When the nlinocyclìne suas stopped. she vias continued one dual

thertpy oÌ ri f:mlpicin and clof:¢imine.

'Lhe second paticnt sias treated eilh standard 0lubl1drug uhcrapy

1rifaelpicin n cI0laiiminc. d11psene), and de5eloped marked rei]

pigmentation doe to clularinline, slhich ssorried hinl. 1 te suas

therelì)re sss itched from clohrzimine to nlinoC5clìne tshcr cupim lis
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skin lesions became dark blue. This blue pigmentation had nut

completely tiided esen altcr Isso years.

This marked pigmentation duo Io mino ycline may preclude

extensive use o( Chis dnig in leprosy, particularly in 0tir-skinned

rales.

CH47

El, arr.YL SR SURVFIIUNCE OF ali PB LEPROSY CASES W171I DDS AFTER

COMPLE ION OF wT IO MDT RFGIMFN

Nmg Cheni. rude, Dat.. Xirehua Tlunga and D•o-W,g q.•

1 burgau Roa tn<id Instilem of Ilrmnology, Nanung Cnv, frangos Prova.,. Chola

• Xinai Co-. Siauon for ska Disc.. Control. hangsu Provam,

Y000hon Co, Siauon for St.n Duessn Control. pangm i' ovince

• Suehou Co, Station for Skin Doesses Control, fungou Pn smce

Thu anule reportei Ne elre<t ui MDT in 433 pxumibrillary leprosy casas. All case-a have

compin.d Datil Jwauon of regunen ui 6 mun,hs. qe (0 15%) ui Nem were nl,axd from treatment

437 3m) 35•%'.) •saca cuuununl DDS monoNenpy .tter MDT anui dl acure ata lesiona completely

duappeannd or ,\in ,amar betam, negativo Turnty eight casca of Ihem cem conwuomly trote.]

x101 DDS munotherap. I r as lung ase 16 munes The surveillance penai magoai Ima 7 to 10 tear,

xiN an average 03 3 amues. no telapae and te-acne' reatbo,, ne<urreJ. 111e resulta .ho.N Nat .t ia

neaevaam tur PB leprory <a.ea to have a .onunuous treatment xin DDS eller completron of 3D

WIIOEIDro) 6 monda.

CH48
FIE:LD TRIAL OF OFLOXACIN DRUG REGIMENS IN
MULTIBACILLARI' AND PAUCIBACILLxRI' LEPROSY.
PRELI\IINARI' RESULTS.

\I' da Graça Souza Cunha Antonio Pedro M. Schatini,
Paula Bessa Rebello. Silmara Navarro Pennini.

Intitulo de Dermatologia Tropical e Venereologia "Alfredo da Malta
Rua Codaj;is, 24 - Cachoririnha
Manaus - .Amazonas - Brasil - 69065-130

From S ptrnh r 1992 to July 1994, 100 MB and 142 PB leprosy
patients have hib includ ei in lhe Dial. A 1 mo nth regim n of daily
Rifampicina and Otioxacin is compared with the standard WHO. MDT
regimens in a multicentr double blind study. 93 MB and 136 PB patients
nave already complete) the frst 4 wevks of treatment. 94 MB and 133 PB
patino have complete.] the prsribed course of treatment and are undr
surveillance. The Cllmcal resulis are good and the incidnce of side elTeets
were low. 3 patients were decoded and dropped from the study beeause of
severo side arais. Only one of these patients was raciving olloxaein.

The PB cases will he follow for at least 5 years and the MB patients for
at least 7 years. During surveillance p aiod three patients, I MB and 2 P13,
were clinically diagnose.] as relapse cases. Mouse feri inoculation was
paformed with specimen from skin biopy of the MB paticnt. These 3 cases
started adeyuate MDT and are progressing.

This investigation received financial support from UNDP / World Bank /
WHO Special proc}am ror Research and training in Tropical Discasse
(TDRyDAHW.

C 1-149
LEPROS\' REACTIOS IN NIULTIBACILLAR• LEPROS\'
PATIENTS AFTER 2 - YEAR NIULTIDRUG TIIERAPY

dana da Graça S Cunha Paula Dessa Rebello, Silmara Navarro Pennini,
Megtuni Sadahiro, Antonio Pedro \I. Schatini.

Instituto de Dermatologia Tropical e Venr n)Iogia"Alfredo  da Mata'
Rua Codajás, 24 - Cacham vinha
Manaus -.Amazonas - Brasil - 69065-130

In Chis prose ative study 337 multihacillary 1MB) Icprosy patients treated
with lhe standard 2- year multidrug therapy (MDT) had been fbllossed for 7

years h) establish lhe frequency ,liming, and clinica) (calores of leprosy
reactions, mainly att r treatment.

Patienls from 1957 to 1992 sshre includcd in lhe study, ali o( thcm
without preeious specilic treatment. Clinica) and skin smear cxamination
sare dome once a year and hislopathological cxamination was prfonn d in
selai d casa .

During surveillance paiod 102 (33%) patients deseioped leprosy
reactions o( mhom 6N (67%) have already had reaction episodes during
treatment. Ali reactions casa were treatcd only with stroid ar talid omide
and had shonwed saci factory clinica) and laboratory results.

Relapse casos have not ban daated among the group of patients ano
deveioped reactions hut within the group with)ut reaction, I paliem had
relapsed alta 6 years treatment. Xloue foot inoculalion with spaimen from
skin biopsy of this patient was prli.rmed for ewaluation o( organismo
viability and for drug .seRttivity. linmrdialely afta that lhe palinl )sere
avental with the standard MDT and is impruving.

C 1-150
ANTI PGL-I LEVELS IN NIULTIBACILLARY LEPROSY
PATIENTS TREATED SEITI1 OFLOXACIN CO\IBINED DRUG
REGIMENS

Mana da Graça Soara Cunha• Antonio Palro M. Schatini•, Willian
Antunes Ferreira•, Vidra L. D. Bonato••, Norma T. Foss••
Faculdade de Medicina de Ribeirão Preto - USP••

Irmtitwo de Dermatologia Tropical e Venereologia "Alfredo  da Maus'
Rua Codajas, 24 - Cacho eirinha
Manaus - Amaionas - Brasil - 69()65-130

In Chis double blind study IgM antibodia againt phenolic glycolipid-I
(PGL-I) were measured in the saum of 100 multihacillary (MB) leprosy
patients, raciving ollosacin eontaining combine.] drug regime or lhe
standard multidrugthrapy (MDT). The patients ocre includ d in the Iria)
from S Ttemb r 1992 m July 1994 and ali of whom had rim previously heen
Beated IgM anti PGL-I antibodia ,sere  demmined by ELISA mcthod.

BeMre treatment ,100°0 of lhe patients wre reactive to antigcn PGL-1.
During treatment the IgM antibedies leveis deereased slgnibicamly hut
slowly. There was a decline in IgN1 anti PGL-I of about 37% from the
starting Ievel to the end of treatment. Attr 3 years li)Ilow up there were no
signilicantly dilTerence on antibodia nas detecd  in hoth groups .

During IUlluw up period I paticnt were clinically diagmosed as relapsed
case and the co de was broke. Mouse fool inoculation with spaimen from
skin biopsy of this pari mt was prforme d for evaluation of organisms
viability and for drug sensitivily. Immediately ali r that, the paticnt started
the standard MDT and is impruving.

CH51

AN ANALYS1S OF 1 313 CURED LEPROSY CASES WITI3 MODIETLD WIIO MDT

RE:GIMIN IS IIANGSU PROVINCE

Feda [Lu . , Nmg Chen•• and Lian-Eus ?)tang••

• Xaoi Cit, Stauon ler Sim Doesses Control. longsu Proviesse. China

•• Desisti Provincial lnsutute of Dermatology. Nenlmg Cay. l Ssu Pmvince

This anule repuned Ne resulta cif 1 313 MB cases cereal váth MDT regunen (RET )lOChng.

5663 )tghng ume monihly ~vacai and 11663 50mg , DDS Immg sW1y se:I Wmuusterrd) 10,11)

active ,\a )n.,ons oomp1loIr Ji.sepp,seN and .ka anele peou, nega.. txo tones *uh rn

mtemd of 3 montha Pat.hes and plaques duepprnml by 35.97% and 76 64% relpecuvtiv afia no

year'l umenent, nadada., and ditos, innitntion slower. There xu a signsf<ant dillermtee et BI

vagues ba.lore and dunng MDT. BI during MDT gradudly reduoN and betam, skin smcar negauve

dlc 72 month,' treatment )Co,-Stuart tese p•D 05). Rea.úons o<cinro. 1n Is 3261 and 5 60

Ip•005) and deeibihty rate was 57 88% and a 70% bolor. and durog MDT rmfnblIvely (p`n 05).

7TU MDT rmgimcn 1., hem provei ,lyalve ror cvery case. The shortcut Junuon o( premuni was

2) months .ad the longeet soas 74 mondas 1,11h an nvernge of ll monihs. The surveillance oas

.orducied M hluo.y atai!" Cm< hundred and .eventy soem taco nave boro monilored ror 3 a can

and Is taxe lo, 10 acara x101 .0 avente follow-up period of 65 moinha. No rrlepc use wu

detectei dunng sun',tllance penei. 11us shdy revede.] that it would be ba.iter to relea e MB laxa

Dom MDT tne.unent untd lar. skin smcar baame ncgsIir, and active skin )nona entoo'' ,

dsnpprvr
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CH52
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 multiple drug resistance in a lepromatous Ieprosy patient
treated with WHO-MB-MDT in combinabon with daily oflpxacin for 28
days. The following diagram summarises the events relating to a 45
year old mate patient with initial BI of 6.00 who had received
dapsone for many years and had florid lesions of LL on
examination in January 1991. fie 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 iniba] period. BI showed gradual
decline accompanied by clinica) regression marked by a few
ep isodes of Npe II reaction .

In Vitro tests •

Resistance Tests • A
BI 6.00 4.00 - ve
OOOxacin -
Rdamprcin
Clofazimme
Dapsone

1991^1 1992 1 1993 1994 1995 1996 1997

• Uadlity(-»).17.1. 91;1 RFPLDOS reei; ance.17.1. 91; À 0F1_ ravvsce 27.1.92
Studies revealed multiple drug resistance (MOR) to dapsone,

rifampicin and ofloxacin by In vitro investigations using FDA, Fc
receptor, EA resetting techniques as welt as by mouse foot pad
tests as reported by collaborating laboratory specialising in Mese
tests. However continued administration of there drugs as per
current recommendations resulted in bacterial decline and clinicai
regression. Patient continues to show smear negauviry and tias
shown no signs of clinica! relapso for the past 6 years, revealing
lack of co-relation between viability, drug sensitivity and clinicai
behaviour. We believe that the laboratory evidente of MOR aluno
need not be considered as an indication for switching over to
alternativo drugs, unless there is definite clinica) worsening of the
disease and riso in BI.

CH53

REGRESSION OF CLINICALLY ACTIVE LESIONS AFTER

SHORT COURSE CtIEMOTHERAPY IN LEPROSY

R Gana ah, CR Revankar. V V Par and RG Chavan

Bombay Leprosy Project, Slon- Chunabhath, Bombay-400522, India

With the advent ol short course chemotherapy (SCC), clinica)
problems associated with residual skin lesions are assuming
importante. The continuation o1 anb•bacteral chemotherapy beyond
Jle recommended periods is often pracnsed by physicrans and
leproso programme rnanagers. Though Chis may base only a placebo
etfect, patients are made to believe that therapy is needed for
conhnued clinica) regression. The ideal method of management of
suei patients Ihrough counselling techniques is still a subject
matter of research. This problem is more keenly felt ri the era o1 SCC
with newer drugs, man with WHO-MOT. An attempt mas made to
assess the magnitude o( the problem posed by patients lett wnh
symptoms atter being released from treatrnent (RFT) in various
research diais based on nlampicin (R), otloxacin (0) and
minocycline (MI.

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

Concepts o( chemotherapy in Ieprosy have recently
undergone a phenomenal change. Trials on intermittent therapy
using rifampicin, o8pxacin, and minocycline (ROM) are underway in
many paris of the world. Such drug regimens generally do not
consider the clinica) parameters for deciding the duration of
chemotherapy. However many clinicians otten resort to ditferent
regimens or re-introduce the same treatment for the following

reasons:
a) Patients are not satistiied unless ali clinica) signs disappear.
b) Lesions persist for a long time even atter adequate treatrnent.

We present, the details of an adult mate patient who reported
to us with 5 skin lesions. He was diagnosed as PB and was treated
with ROM intermittent regimen for 3 months. Patient was released
from treatment (RFT) atter 3 months and kept under surveillance.

On a visit to his nctive place in Uttar Pradesh 19 months atter 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, 9e came to us with persisting skin lesions which were

still there when last seen in February 1998. No new Iesion or any
significant clinica) changes were detected when he reported.

Treatment Summary

Dapsone
Rifampicin
Ottoxacin

Minocyclin^•

o N
^

D
^

Ju A S O NID Ja Fe

1995
^

96
^

1997^1998

We conclude that the continuation of treatment with other
regimens had no effect on the clinica) regression and it is necessary
to counsel the patients and reassure them against over treatrnent.

CH55

GRANULOMA REGRESSION AFTER 'FDT' IN LEPROSY
- A LITERATURE 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 Ieprosy is that the persistente of
granuloma, which takes its own time to regress indioates
continuation of treatment. To altay the lears o! those who are
concerned about the withdrawal of chemotherapy atter a f)xed
duration of 6 mentis in PB Ieprosy in the face o! persisting
granuloma, we summarise selected observations arising from two

P
 ubiications on histopathological (HP) studies in BT leprosy. 

JOB et al (1997) EBENEZER et al ( 1997)
No. of PB patients
HP confimled as BT
Active atter 6 months
Aclive atter 1 year

30 37
22 24
1 1 8 •
4 No follow up
3 No follow uoAclive atter 19 months

Clinica) status at RFT and al sixm monlh follow up was
assessed in 122 patients who received different regimens viz. ROM
single dose(ROM-t) and RO-28 days treatment and ROM intermittent
treabncnt( 3,6 and12 months).

No. of CLINICAL STATUS
9E018 EN patienó RFT Atter6 me nets

Actue Inacuve Active^inxive

RO.28 days 20 5140%) I^12160%) 6)30%)^I^14(0X)

908• 1 47  43(91%) I^415i4j 8(17141^I^39113151

ROM • 3 - 6. 12 55 18133361 37167:) 4(7%) .I_

Total (X) 122 69156.5%1^53{43.5',:) 14111514) 1104185.2.1

It is seen that clinica/ regression continues irrespective 01
regimens followod. This indicates the imperatrve need for devising
suilable counselling techniques, to avoid currently practised

advocacy 01 chemotherapy beyond RFT on empincal Ienes .

Recommendations

EBENEZER et al ( 1997)
1.Emphasise for HP
examination on patients
undergoing research
studies for confirmation
and proper ciassification.

2.Need for sequencial HP
and longer follow up in
patients with aclive
lesions at RFT

These pauents are showmg continued regression of the granuloma wnbout

further treatment . ( Ebenezer, personal commumcaton )
Except in a small proportiort of cases , the granuloma

continues to regress pointing out that beyond the optimum
period for which chemotherapy is administered to achieve
bacterial kill , the maintenance of granuloma is triggered mainly
by the presente of antigens . How this stimulus can be
overcome is a subject matter for basic research .

1 To idenuly the high risk groups at
the onset i.e. patients with multiple
and largo lesions, tender nerves &
obviously active lesions at Release
from treatment (RFT) .

2.To follow up Mese patients for
longer periods like 2 - 5 years .

3.Intervene^with^anti-inflammatory
drugs or chemotherapy it necessary. 

JOB et al (1997)
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CH56
CIJNICAL TI1IAL OF SPARPLOXACIN IN LIPROSY I'ATIFNTS

Norihisa Ishü, Yasuyuki Sugira, Iliroshi 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 spar(losacin(SI'FX) 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 reg SPFX daily
obtained excellent clinical, bactericidal and pathological
improvement in a few weeks. We dir.) experience reversa)
lepra reaction in une case. No other lide effects of SPFX
were observed. It scems that a few months of SPFX therapy
is enough to treat leprosy, and combined therapy with

clofazimine and DOS should be considered as lepra reaction
and resistant hacterias are indicated. We follure cd the

patients for only a few years, and a long tcrm fnllow-up

study of the patients will be necessary for complete
eradication of the disease.

New anui-leprosy drugs such as 51 1-9 must he required in
the treatment of MDT-resistant hacilli for the eradication of
leprosy. Furthermore, SPFX should he esamined for
inclusion in a MDT regimen for the treatment of leprosy.

SPFX is a strong bactericida) agent against 91. leprae, and a
promising drug to trem leprosy. Skin invols ement of all
patients decreascd or disappeared within a few months. The

bacterial index of skin smears alto decreased.

CH57
ACTIVITY OF MINOCYCLLNE AGALNSr M.LEPRAE IN MICE

AND IT9 EFFECT9 ON LEPROMATOUS PATIENTS

hhen Jianping, L Wenahong, Wang Ileying, Wel Wanhui,
Ye Ganyun, Eu Yc•aah , a, Huang Wenbfao, Lu Fengwu,
Rara Shunpeng and Yang Fugul

Imcitw of Dermatology, Pe41ng Union Medical College,
Chinesa Acedemy of Medical Sciencele , Nan jing, P. R.
China 21•042

The papar reported the activity of minocycllne egainet
M.lepree In mlce and ita effects ora mult£barillwry leprosy
casas in the ebort-term clinical trW.The resulta ebowed
that vaing the kinetic method,the growtb delay of M.leprae
In the foot-pada of hlfected mico uru 144 days atter
treated with Ssmgfkg minocycline dally by arraie 5 tisnes
weekly over e period of 80 days. Fourteen multibecillary
leprosy patients were treated with 100mg¡day minocycline
for 3 months. The clinicai improvement such e. eofteaing
and flatteaing of the nodule. and plaque. In the patients
uras fome! ara early era 1 week atter treatment. At the end of
tlae trela), dgnlficently reli ie- 1 improvement uru found ln
411 patients. The average morpbological ledes deer.ued
from 8.29-3.W/,, bafore therapy to 0% at the end of the
orai, and the everage becteriologlcal indea, from 4.48_
0.52 balare therapy to 4.18-0.60 at the end of the mal.
Of 8 canele detected by momo foot-pode test, no vlable M.
leprae were found ia 4 ca... aflore one mooth'. treatment
and In ali caem atter 2 months' treatment. Two coa
developed mild ENL and one developed mild eido revereal
reaction durleeg the mal. Ali the patients had ailght
brownish pigmentation ou the eapo.ed oiro ledona, but the
patients tolerated the drug well durtng the mal. The
authora auggeet that mmocycllee ia effective and Bafe
for treatment ofleprosy and it can be ueed ln leprosy
chemotherapy.

CH58
TRESCIENT OF PB L URUS Y USING A MDT RECUI7N
C(NTAINIMC CIOFAZIMINE

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

Central JAEIA Inst. for Leprosy(IQR),
Taj Qinj, Agra-282 001 (UP)India

While WID MDT for paucibacillary (PB) leprosy
has been generally effective, there have been
problems of residual activity, late reactions and
relapses. Cl ofazimine (CLF) is a proven antl-leprosy
drug vhich is icil accepted S n Indian population.
This study is ained at investigating the therapeutic
efflcacy of addition of clofazimine to current Mn

Sn P8 patients. In Chis study, 300 sm(ar negativo
(99 TT, 173 til and 28 Indeterminato) patients sere
randomely allocated to 2 regimens :(i) Reginen I
u4 s the WI10 advocated therapy for PB patients (ii)
Regimen II ias the above regimen plus 5Rngs of
clofazimine dail y. Treatment vos stopped in both
the regimens a  ter 6 months. The CLF c ontaining
regímen (Pegimen II) vos ve11 tolerated and there
vos no adverse react íon. lhere vos lesser residual
activity in the CIF containing regímen at the time
of stopage of therapy vhich uras more apparent af ter
2 years of post treatment follovwp. Two patients
from the WID regimen have relapsed vhereas there
have been no relapses in the CLF containing regímen
in the follov-up period. late reactions sere observed
in 8 cases in control group and in 1 case In Cl F
containing regimen.

CH59
A4 ANALYSIS OF 119 RiLOtOU) LEP!It SY PATltNIS 14 CIIAO)IOU CITY

Z.-tu Lm and Shu-rei Weng

Chaothou Co Strnnn for Chrumc Oirascs Conwl . ('nsangdong Provmce, China

10uuctor Xi-thng 7.0w . Chora leprosy Control and Research Centre

From 1956 to 1995, in Chaothou City w j th e population of 1.4 million (1995), a total ore 2 728

Ieproey patients (MB 558 and PB 2 170) has bem found. Of whom 1 993 caaef (MB 418, PB 1580)

cum' wtth BUS monothe-opv end 119 relapses, includusg 51 Mn (2.2%) and 68 PB (4.754), octana)

unh dl) oc erall rclepse reze of 0%. Four cari relapsed twice and one case tler, times, actudly there

were 125 relapses unha relapce rate eI6. 1%. Among I 1010 and 246 PB wah Dos monothcrwy for

1 to 1 ,cus. 2 (18°4) and 10 (12%) relapsa were diagnose.' respecuvely, out of 92 Mn and 219 PB

with 1-5) eu treatment 5 (5 4%) and 9 (4 I%), andor 115 SUi and 1115 PI) with 5.10 , en sneatment

44 (I4%) and 29 (2 h%) rel.rpees octana respectively. Among the 119 relapsed cara. 20)1 65%)

Decorem' Iess thin 2 seara eller cure, 24 (20•:) in 2 to 5 mear, 35 (29A .) m 5 to 10 )en and 40

(116%) mure than 10 Seara. In other wnnb, one NiN or more ore relapses occuned 10 ir more Man

10 seara Olor cure. Thtnv ctght MB (75%) and 56 PB (82.) releprs have tem curei coce agem

with DDS munothcrapy. New disab,l'tuer o, ecaccrbason of eústmg disebilitiea developed tn 11

.ara (10.9%). Fou and 18 ore ongiwl T relapsed cures became Iepromemua type and honlerline

group renpeenvcly, and No of onguw) lepromntous Impe relapsed cases became bonierline group.

Sinee 1985, W110 MDT has been inuo,luced and implemented, 108 cases have been cured wath o and

no relapse occurred up to naw.

CH60
SINGLE DOSE MULTI DRL:G TIIERAPY FOR THE

TREAT\IENT OF SINGLE LESION PIO LLI'ROSY

\lánimozhi N., \'ijayakumaraaP.. lesudasan.K.. Salvasekar.A.
and Samuel P

SchietTelin Leprosy Research fi Training Centre,
Karigiri. Ilidia . PIN o32 106.

A double blind controlled clinical irial uras done with the
objective of determining eticacy of single dose (Rifampicin,
0Hosacin and \linocycline - RO\t) regímen oith standard regimen
0'110-PIO \1DT. Untreated PIO leprosy patients sith single skin
lesion only ocre included. Thcv were followed up for 18 months
atler completion of prescribed \IDT - including placebo 108
patients complete(' the treatment. Clinica) status uras assessed with
scoring system for indaidual clinical aspects like size, appearance,
infiltration, sensorv deficit, etc.

Lesion had completely disappeared in 38% of those who
received 0'HO-PB \IDT and it soas 45% in those solto received
ROt regimen Overall improvement observed soas 759'0 in 0'110
regimen ohereas ira RO\I regimen it uras R4°.' None of the patients
developed lepra reactions. Three patients developed drug related
lide etTects in W110 regimen. None of the patients deteriorated in
both the groups. Single dose rcgimen seems to be equally etTectise
in comparison to standard 0'110 regimen of 6 months duration in
single lesion PIO leprosy.

w.

1

•
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CH61
EPIDEMIOLOGICAL SURVEY AND GENETIC IMPACT OF

MULTIDRUG THERAPY IN LEPROSY PATIENTS AT
COIMBATORE

Kalaiselvt. K' , P.Raiaguru' .S. Mururtan ' H. Vinod kumar'.
N. Elangeswaran', Thomas Abraham', T Jeyara) devadoss'.
M Ilangovan', M V. Usha Rani'

1 Dept. of Enwironmental Science. PSG College of Arts & Science.
Coimbatore, índia
2 CULES, Coimbatore. India.
3 CLTBRI.Thuumani.Chengalpattu,lndia

`I►'^4. Dept of Environmental Science,Bharathiar Untversity,Colmbatore. Ind

The clostogenic effect of lhe anbleprotic drug correlated with the phy si-
calconddion 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 S. 8 PB) were
selected for chromosomal study. The penpheral blood lymphocyte cul-
lure showed higher frequency of chromosomal aberration. The PB cases
showed maximum chromosomal abnormaibes. In both PB and MB cases
the large chromosome was involved In the chromosomal aberrations.
Among the 30 patients, 24 of [hem are from consengunous family and 22
of [hem belong to MBcases and 2 belong to PB cases. They come under
the age group of 10-60 years, 24 of [hem are mate patients and most of
[hem are chain smokers and atcohohcs. 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 randanly
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)
recamleEdatiaa cor>_sisting of Dapscne daily and six
once a month rifatpicin. In regimen II in addition
to above two constituents, clofazamine was added
5Omg per day in adults and doses according to body

s weight in chi ldren. The efficacy, acceptability
and side effects of MDT were observed for a pericd
of one year. Clinical and histopathological
assessment was dane, an conpletian of MDT and there
after every 3 nlmths up to end of ecoe year in ali
cases. A carparative evaluation of effects of two
multidrug regimen in paucibacillary leprosy
patients is reported. Additiar of clofazamine over
WHO (1982) recamtended regimen appears to have
marginal benefit with regard to period of
inactivation, disease regression and incidente of
reactions.

)X. S.B. MURUGESH.^DR. Y.K. QRd1PRASAD
PROF. & READ OP THE DFPP. OF
DERHATOtOGY & VIIERDDLOGY
J.J.M. Mt•DICAL COLLEGE: DAVANGERE-577004
KTid4ATAKA STATE, IRIA.

l

CH63

ANIIN'OGLYCOSIDES AS .01 EFFECTIVE THERAPY
t^FOR Ml'OBAC1 ERIAL SPECIES.

SAWSAN H. NI EL TAN'EB, EZZAT M. NASR AND 1'OUSRI Z.
ELZOIIIRI
UOYS % GIRLS FACULTIES OF MEDICINE ALAZH.AR
UNIVERSITY, EGYPT.

.5 smdy perfomted on tuberculous patients pres [ousia treated with
sescral courses of chemotherapy bui remain sputum posais e, draw
the attenuon of using achar drugs.

In saro suscepubility testing usmg otloxacin (0.5 -1 mtcrog/ml)
Nortloxacin ( 11.5 - 1 microg/ml) Kanan15 cio 2-4 microg ml and
Amtkacin (0.5-2 mtcrog/ml ). 5.1scobacterium tuberculoso shows
marked sensms dy to these drugs. Marked

improvcment (in viso) of mona of the chronic cases was noticed and
some becaue sputum negatne .

Trials are noa going on usmg the Iloroquinolones and
atunogl■cosides after being mixed with Microbacter kprca and
injecting in laboralory animais.

The significanee of the results and etrects of the aminoglycosidcs
on \■coba. Leprea will be reported and discussed.

CH64

COIIORT RESULTS OF 383 RF.LEASED LEPROSY PATIENTS (51111.

Olrseua. \11.N'. Granes HM, Gallo MEN. Nen )AC. Cunha SIGS. ReSello i'FB and
St er5on S1. Leprn■ 1'nit. IIOCRCZ RJ. PHD Lett of Dennawlug■/l'FR.I.

ID FVANI-llnnl

In arder to es :dilate the magnitude ot relapsas and their risk Iacnun .0 soci.ued, a sad+

both current and reuo,pecrne iras uni1crI.Aea. In.111,11511351 6111 panem, srnh RI

and anel r l treated 'ci i re. relcased .11101 3 eent nacional In:aunen ,eheme+

(SIDF OMS 1 lised duratlun SIUC and pressas nahonal schente-D\US) hera
submitted lu dum: and taburaton e

The^ei treau^ mnent lerei under r DN DA ,ehee rr, 5 tines higher Ihan 17sed

duration SlDT rsh MI was 226.43 munth longer. Altlwugh lhe tal) in 111 .werage
showed some difterences aceording ar high BI. chnic furco, and treaunent scheme lhe

fulluw-up e,aluat iar (40,6 22 tu 58.17 muntlu) didn't shuw any significam dnferences

A group compused h) lhe 3 schetnes still presents positise smear (14"0) .
The relapsa result rr as 0.33 in the \tU r and 1.18'1011 patients tear obsen auor, in

UNOS, lhe results of ELISA test applied tu 155 pauems and 102 he.dth controls

detected 122 aí pusitts 0s la the control group and 5125% us p.ments groups I6.
MDTI, 75,5', SIU1 .2 17.3".1»1131•11

Tara risk group ter surrelllance acre denned: une with positise• ,mear and posaria

ELISA (32 patienu)and another una omposcd ba patients ruth ELISA leseis

(•0.800) and also posais,: sme:us (7 LL and 1 III.). Both groups present less reacuuns

during and after ueatment. A pruspenise stud) o need ie arder w curtirei lhts

assoe lati..

CH65
TITLE:
^

Efiect of Hydnocarpus on wound healing

AUTIIORS flr Tom Onmmen  & Dr C Ntallickarjun Rao

PLACE.^Kasturba Ntedical College, Nlanipal, India

INTRODL'CTION•Hydnocarpus has beco replaced by other

chemotherapeutic agents which have a better mycobactericidal

etTect 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 pilo[ experimental study has beco

undertaken to demonstrate the effect of hydnocarpus in

experimentalia inllicted wounds on inale 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 chis pilo) study will be elaborated and the

possible mechanism/s of the action highlighted.

Hydnocarpus could be a useful adjunct in the chemotherapy aí

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, índia

Detection of viable M.Leprae by sensitive Iaboratory
techniques in patients who have completed MDT is generallyf

•
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anterpreted as an indication for re-treatment with MDT or
administrabon o( even newer drugs. We present case reports of two
mulbbacdlary (.mear + ve) patients under observation since 1990-91
as potential candidates for relapse.

Case I: Patient DS diagnosed as LL (8I: 3.75) ice 1979, remained
absent from 1980 to June 1988. In 1988, (BI: 4.8) Se received WHO -
MB - MDT from July 1988 to -lune 1990. Biopsy of skin and nervo in
Apnl 1990 showed regressing LL. BI 014.3 at release frorn treatment
(RFT) reached zero over 5 years. Skin and nervo biopsies at RFT
revealed growth of M.Leprae in the mouse foot pada Patient has not
relapsed so lar.

Case 2:Patient CS diagnosed as LL with pulmonary tuberculosas
(81 : 5.2) in January 1980 was incompletely treated with anti-
tuberculosis treatment. In 1988 atter 8 years absence BI was 4.0 and
patient received WHO -MB - MDT for 2 years from March 1988. At
RFT BI was 3.0. Biopsy of skin and nervo at chis stage showed
regressing BL. 131 was negativo in 1994 and growth of M.Leprae was

reported in the mouse foot pad. Patient has not relapsed so lar.

Conclusion:
In both these cases, we are presumably dealing with

dormant "persisters" which have not multaplaed leading to clinicai
and bacteriological relapso. However, in view of stray reports of Iate
relapses an patients with high BI, we advocate observation of such

patients for a longer period.

CH67
RELAPSES AFTER MULTIDRUG THERAPY IN LEPROSY

RESPOND TO RETREATMENT

VV. Pai HO.Bulchand, CR.Revankar and R.Ganapati

Bombay Leprosy Project, Saon-Chunabhatta, Bornbay - 400 022

Leprosy like any other myco-bacterial disease cannot be
devoid of relapsos. We report our observations on a proble of
leprosy relapsos atter WHO-MB-MDT encountered over a period of
15 years since MDT was antroduced.

15 MB (+ve) cases treated with WHO - MB - MDT have so lar
relapsed (MBuve — MB+ve). 11 cases had received extended MDT
regimen a.e. beyond 24 months and 12 had also received dapsone
monotherapy prior to receiving MDT. In icial BI of relapsed cases
was 1 to 4.6 (>3.0 in 10). Skin smears were negabve at RFT except
one case. Ali the cases remained clinically inactive and
bacteraologacally negatave during surveillance . Relapses were
observed atter a peraod of 4 to 13 years atter RFT.

Relapsos were confirmed by clinicai, bacteriological and
histopathological i nvestagataons. AII were HIV negatave. In 6 cases
mouse foot pad studies showed growth of viable bacalla. On re-
treatment with WHO - MB - MDT, ali the cases responded well.
These relapses, we consider, are duo to the 'persister' bacilla talher

than to development of drug resistant strains to all the drugs
employed, which is a very raro phenomenon.

Relapse in leprosy is generally consadered to be duo to
multiple drug resistance and clinicians often report to newer drugs
or arbitrary regimens. We believe that the relapses atter MDT
should be managed with the same course of treatment.

1 0 ,n (4 rasca and /31 , 30 in 119 rases. lhe .verse umc nr.rlrl to rena lhe neg.uray or dm

.mear ou 44 5 e 20 8 mono, for newly dugnueed and 45.1 a 26 2 months for rrlapsod case, In

groses A. ,ande that needed for hecmnmg ()efetive of saia .mear ou 44.7 a 222 monta for novly

au.gno,ed .rd 41.9 t 166 months ror relapsed r.rs ,n group li. TMre oras no staunscal

signdic•nce regerdong Ne tone needed to reach skin .mear negettvtly emong menuoned 4 relego. er

of panents .

A forther murhru showed • cose correlatou bcrweerl Ne ume needed to reath skin arcar

negatmty and cal Feiura sten.), MD r. more than 50 mon.. orne needed for patient, 0116 DI > 1.

ohrle loas Qun 48 munth• for Ne panem with 0109 br(ore MOT. The highn Ne 111 ralar before

SIDO, Ne more ume needed to resch ncg.uvity of ralar anca, sacola' he. When Nele par aia orno

dlv,Jol mto grotp. hy ao mrrtase o( D1 relute on ao orlo. of 14. Ne ,uf onrrane of ume ncalnl to

reach skin .orar nrg.tn,ly wu veras rgnifcent among Ihese poupa. Rrlqun orce elos mondored

v.u.11y mer somplo6on of MD r anal no relapse wu deteetal in a total o( 5271 paste, / car, of

folho ,p lhe eumnn hrhenN that lhe regímen orce sery elrrrttve i0 treatment  0( 010 cure, w■ •

very too relapse rate. aWwugh Ney ,mJenlud Nat not .II MD ruce should tira oo.leJ ,mal skin

unto lnvame negatave

CH69

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

CR Rovankar, VV Pai, HO Bulchand and R Ganapati

Bombay Leprosy Project, Saon- Chunabhatti, Bombay-100022,1ndia

Single dose treatment cif single lesion PB leprosy with a
combination of rdampacin ( R ), o0oxacan (0) and minocyclane (M) as
beang practised gradually by the leprosy programmes. Delayed
occurrence of clinicai problems libe new lesaons / relapse have not
yet been documented.

We report hera a patient who was treated with ROM single
dose(ROM-1) for a single lesaon PB leprosy in November 1994. The
followang table summarises the events relatang to a 45 years old
(emale patient with a raased single lesion PB leprosy oca lett
forearm.

ROM-1 Survelllane One new Steroid No change
completed lesion

appeared *
old lesion

40mg an new
lesion

In Type I
reaction

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 raased new lesion on dorsum of lett
foot She was treated with chloroquine. Skin biopsy of both lesaons
showed tubercuload granuloma negatave for AFB. In November
1997, 40 mg steroid was started to dafferenbate between type-1
reaction and relapse. The old lesion on forearm showed regressaon.
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 rareio/ such clinical problems are also encountered atter

WHO -PB treatment

CH70
CH68

AN ASSESSMENT OF EFFICACY 054 MULTIDRUG THERAPY AMONG 795

MI.'LTIBACII.LARY LEPROSY PATINS L4 SIIANDONG PRVINCE. CI@1A

Yu-hn Pana Shu-mm Chen and L. Lhmg

Shandong 1lovintn l Insutute of Drnnetoloey, louca City, Shendong Novmre

Muluahug Nmapy ( MDT ) for leprosy was suned . Shandong Provens, m 1916 and Ne

duruuon of tre.Imenl renutres/ hefore 1991 wu v 10118 u unul all acuar s. lecione completcly

d,s.ppeared andor skm onero heceme negatave. In 0u, papar Ne authon analyse, lhe cllicacy of Ne

reg,mrn wth whoh 795 MD rege, were vn,lra .

Out of Ne 795 leprosy cases. 3118 were neoly diagnosed or relapo J gases wluiout prenota

trcalmcnt or only treated leu N.0 6 monN• fatore MDTIgrvup Al, and 407 tare une .ore ter,

mentuned h. porarously veated wN DOS monotherapy fora cena. peraod of ume bolor. bmT

(gramo 11) The avnegelllral. gro,p Aou 29befar. MDT,amnng Nem, DI > 10.206 case,

and 1110 39 in 182 gare. lhe everege 131 valas rn gro,p D ou 2.2 bafore MDT. a,nong Nana 01 >

OFLOXAU'IN CONTAININ(i l'tlSIBINF.D URU'(: REGIMENS IV THE

TREATMENT OF MMELTIBACILL:raRY LEPROSO'

ltaxat Sarnyaron.bot ' . (lutou Bc ti • • Snn.lsu Peerapakorm. A•w,1 f:.unp,r.,p.ap

sú,vvalu Tiasara ' . &solva Suaar.lha - . Sak.ho Svp.mw.ml 1 . and

Srisa.Ilan Woryaw,p.an

PMapr..Lrng Iloap,W. Sonosprakun 101101^IS.a,gkok skin .hme: ' Ba 1Alsrn

skin clíeúe. Rangkok; a Leprawy casal lenter 6. l:hon /:.ao. Department tal

Comrnw,.abk Diss one Control. 8hmury ot Publ.: lkahh, Tha,l.ud.

The mod. ol (Monas. .a.aauung aornb,rrd ,Wg regamens 00 the

Inaurcm ot r0 moinhaedlny leprosy ouso. lroan January 1919 to Februoy 1011

ore nporred. The oUKau.e tal the u,.d ía to .ampare the ooa,tepnwc estugam ol
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onna.cin .ml uhunpain In molnbaoilluy kpro.y panem, .uai m srtdy the Inlllne

In< ol sl. temais by onna.e,n and n(Lnpu,n beto. mss. te.nm0m 0.01 le

rn onvnsrckd.

The amnpbcanon, .nl selo lies % 01 onua.an and n(0,, ,in *0e 01 a

0001,1 nina and bons dsugo *ele 0,11 tolo,atest Moderai lo m.uled clm,eal

nsprose ent 50..0 tonel .n a dane premi with 011os.em sontalrung Ieguncns

mult..riu.uy Lesmo y patena No pen.nerx oco 0kencd Jr, oey of the 31

alce0Km tal mouse haep.d.) duo 1001 beca ohraned ater trtatment lo1 e

menti.. Ullna.rin d wIded ts 0e 0,sremly n.cd 501x) m.o,e eidM '1B-MDI

egmen mas. .Ixolen the ,Iu1.0,10 o/ teaunenr. Otlox.,c,n, 0emler. sun be

tnwidred a, a .unahle alternasse m suepestedaplosen Rdampitm re.nbsn1 0000

and sele. Rdampi0io i, 0000odnated.

lhe result., wee evalu.ned on the Mis o( the alongai soninho,

"nu
^tem. dal cllest00,e.,. 11100, ot drug 10010113 and .ide el(nrs.

C1171
ACTI VITY OF MINOCYCLLNE AGAPIST M.LEPRAE M ROCE AND ITS C FECIS

ON LEPROMATOL'S PATI1NTS

lt.m•pmg Shen , SVOn-rhnog Is . I le-0ing Wang, et el a

Insulule nt Drrmemingy. CANIS and PI151C, Nemiing Cily, liengsu 'mvmce. China

The papes reponed the amvity of minoc5tline estam.. M. lepra< in mico and lhe rlTmo of

musocschne on multbacdlery lepron gases m a .hon-Ierm dwc01 mal. The resulte sio*ed that

usina the linche mnhod, Ne growth dclay of M. teprae in the (oomped± o( l,cted mico was 144

daye a11er • 00 01001 w5N 25001 R mm0cyclme duly by gessa, 5 uno weekly over. period o( 60

days. Founeen mulubu'illery leprosy perante siem uealat wl0h IOnmg/da; minocycIsne for 3

momhs. The cilhes) improsements neh u sutlening and nattening of the modules and plaque m the

p.urnu were lound m emly as 1 week 01101 111000g treatment Al lhe end o(h at. 1gruncent chincai

improvement sies found in 011 (00(0nt,. The averege MI desmamai from 8.29 1 3.29% heras< th01epy

to 0% et the cnd o( mel. and the nvcrege 111 1rom 4.48 1012104111001. O(g cases testei by

moas. toot.ped on< month eller sterong ue etment, vtebe M. Ieprae was nol detesto m4 case , bui

taer 2 months' treatment, vtoble NI ^siei. nntI0^deteticd in ±11 casos. Mild LNL and une mdd

.lm reversa) r00tuon developed tn 2 and 1 teus espmeuvcly during the Ind. Ali Rodeou had sltght

hrownssh pigmenu0on on eoposed .lan lesiono, bui Ne petlenla mlereted Ne drug well durma the

0001. The resulte sugg<shd that minnychne was provei circense and safe againx Iepmes. and .01110

be asnt in leprosy themotherepy.

C 1-172
REACTION TO RIFAMPIN IN THE TREATMENT OF LEPROSY
(MDT/WHO) RECORDED IN THE RIBEIRÃO PRETO REGION

Cacilda S Souza & Norma T. Foss

Department of Intemal Medicine, Facuity of Medicine of Ribeirão Preto,
University of São Paulo, Brazil

The objective of the present report was to descnbe the adverse reactions
attnbuted to the use of nfampin at the recommended monthly dose of 600
mg for the treatment of leprosy (MDTAWHO), recorded from 1992 to 1996 in
the Ribeirão Preto region.
Founeen cases, 7 men and 7 women aged 16 to 64 years, nine of them
ruldbaclllary and tive pauclbacillary, were observed. Fifty percent of these
patients, ali of them multibacillary, had been previously. submined to
treatment (600 mg nfampin/day/3 months and 100 mg sulfone/day/5 years).
Symptoms characteristically started 35 minutes to 3.5 hours after the
ingestion o1 the supervised nfampin dose. We observed more than one
organ or system were frequently involved. Among the adverse reactions,
acure renal lailure (ARF) and hepatitis predominated: 5 cases of ARF, 2 of
toem isolated and 3 assoclated with hepatites; 5 conlirmed and 3 suspected
cases of hepatitis; one case of disseminated intravascular coagulation
associated with hepatitis; one case of purpunc thrombocytopenia with
posslble hemolytic anemia; and 3 cases of flu-like syndrome. Eleven
patients were cured, two developed mild to moderate ctironic renal lailure,
and one patient died.
We emphasize the frequency cif the combined involvement of vanous
organs and the importance of the early recognition of adverse reactions to
nfampin.

C1-173
POTENTIAL APPLICATION OF MOLECULAR BIOLOGY

IN FIELD TRIALS OF ANTI-LEPROSY VACCINES.

Dr. Ajeel Stxlht, Dr. 51. M. Cllalunedi, IN. A.K.Misllra, Miss. Anchal.

Dr. K. t3±_Srh:ataca. Dr.T. (iarg.

Dr. Henng HomteupalhlC hospital, Varanasi, Vidva Knstina Ilumleu-
pathlc Anushandhan Alo:, Varanasi.

I-eprllsy is a C hnlnic granulumai0010 disease causell hy ,Nyrobartrium

lepras. "A unique relauomoNp existo letw eo immunology and central Ixrv-
uus system that governo the principie of Clinicai application in Humleopa-

thy. The inm1Dne system is 001 confinei to single sue in lhe lxxly : rather

goveroed hy central motor n rvous system, inumunocytes and tMv secreted

mulecuies tratlic within and among lynlphold organs and ruiuus Ixxly

cunlparinlentS. Ilence a highly cllnlples system 01 communicauun ias de-

veloped :unong lhe vatiuus ccli topos in lhe inm1000 system. flonueo-

patine medicines determine the panem of chenucal transfomluion in boo-

lugical syslem, catalvsed hy specitic proleinaceous macronlulecules called

'eneymes'. The antigen conlhining regions of most uf the high ail'nity anti-

htxlies are enctxled hy i muro noglollulin genes which acquire s0nlauc mu-

Ialiuns. Serunl leveis of the inlmunoglolrulins generally are normal In

tuhercoloid leprosy palleno. wherea9 ptllycional hypergammaglohulineolla

is a comllllln feaiure of lepraioatous leprosy. The hom(eopadlic medicines

like /bua braziliensis and llepersulf have teco found to cause reduction

in lymphoid swelling and leveis of grima gluhuüns. These medicines

irevcaehly bino) to cullagens and are, lherefore, are targeled tu lhe in-

fected cells.

Ilura braziliensic and lfepersulf proposed to he new antileprae

dmgs, having recenlly met first phase of clinicai trials. The initia1 resulls

are pronlising, however, funber surdia are slill awaited.

CH74
RELAI'SES AFTER MDT (ISOPRODIAN-KMP)

Dr Carlos Wieng

Hospital Mennonita Km 81 — Ruta 2, C.d.c. 166 Asuncilin,
Paraguay

Of 2,743 Hansens patients being treated with \1DT
(Isoprodian-RMP) at Km 81 during lan 1/87 through Dec
31/95, me have detected four relapses by MI3 patients and
one by a PB patient. The control period, afìer the MB
paliem sias released from treatment, mas 5 years; and for
the PB patient, 2-3 years. The observation is that the
relapses by MB is presented between 7-10 years afìer
release of MDT, and none during the convencional control
period. The rclapse rate in this period is, therefore, globaily
1.8/1000.

CH75
REL1T IOSSIBP DETWF.EN 1101 LIVEL OF PGLIg-M AN IBODY AND RELIPSE pl

CUREI) LEPROSY PATINTS

%tu-Ias Yu. 11uon.mmg Cheng, 11tng Li . Wes-li Das and Cai-len Li

Shandong Provmc tal Imntue of D01m±10104y, linen Cito, China

In 1515 curo Iepmsy Rebente (MB 917.98 598) (mm 20 000010, in Shandong 14ovne, the

Inel of PGL-IgM nbbody seu momtoml for Ove Sun. The Rebenta wnh ponnse PGL-IgM

.ntbtdy ocre randnmly divoo roto two grop,. Fax group seu puneiy 1o1bwed (group A) and the

seoond gmup (gmup O) was entes, with MDT (or one yen. The pateou with negebse Prd..IgN4

.n0lvdy ocre lo1101.ed as group C. AII Ne pateou were exammo1od golcslly and becteriologtcflly

orce ar for tive Seus At the e,dottheatudy, elapse rates three grossos were c mpamt

 The resulta ahowed thet tn Ne tini . o(momto0ng, the (0±05±0 nte o(1'GL-IgM en0bodv

grWmlly 010 roso m penem, et Ne polo oh mMeulosd Iepmey toweeds lhe polo o( Iepmmatom

hemos. uai me shon01 the toe eller cure , the higher the posá., rase was. In the period o(5 yeen,

20 rei.pned te-Moa were devctel. 16 (11.4%) in g0DuR A, 1 (0.71%)m grose il and 3 (0.24X) ire gmup

C. The relvou rate 0.0 htgher m lho% moi ponvve PGL-IgM antibnly 0an Noz wtth nega0ve.

(9010011. Tet0ocn wnh MDT had sognf.ant impus on the ram11%oe chi, xsdy (peD 001).

M aolhon concluded 0ae 1) there ova cct01ctcy in leprosy patena with pontoe PG1.104

.nuhody to develop elepse .ter termmolon of DDS monothenpy; 2) bloed ,Rot method (or

montonng o! PGL-IgM en06odv was (natble for use m the Ocld; 3) treatment 0.00, MDT 011± 000

elfee00±to preveni lhos< with positive PG1-104 anvbody fmm elelue.

CH76
1501 LVI'. .YI.oR SI S VI 0.1 ,1NCL^ 51711:0011011 PI RS0NS 5000 (31 10003111(1000101,'
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CLO1

CLINICAL
impairment (MBK 40%. PBK 29%, NLK 14%) compared with NKLCK 17%,
and ü) 12% motor nerve impairment (MOO 12%, PBK 14%, NLK 7%) compared
with NKLCK 7%.

NIARKERS FOR RLACTION

\VR Eabor. '1' vd Fool. 1'h Das.

Academie N1edical Center, Amsterdam. The Netherlands.

Seriam sampks ocre taken before rcaction, at reaction and during

:uuireactional treatment in a prospective study.

lhe l(rllosving markers mero studicd: •INFa, produced predominant-

ly by macrophages (normal value < 40 pg,ml): 11'Ny, produced by

activated T eells (normal salue < 15 pg/ml): neopterin, produced by

macrophages activated by IFNy (normal salve^10 nmoliml) and

soluble TNFce receptor (= sTNFar normal value •:1.5 ny'ml).

Four patients with reversal reaction (RR) and one patient scith sever-

a] episodes of ENI- and one episode of neuritis wcre studicd.

TNFa , IFNy and neopterin were sinmltaneously increased in too

and TNFa , IFNy in the other tsvo RR. Levels decreased or normali-

zed during antireactional treatment with prednisone.

Only TNFa mas increased at ENL on Isso oecasions; on the third

occasion i.e. an exacerbation of ENL during prednisone treatment

civen fora neuritis TNFa levei mas normal.

sTNFar leveis varied but wcre increased in nearly ali samples.

In general, patients in reaction showed elevation of markcrs

insestigated. Laboratorv markers may be helpful to support the

diagnosis of reaction in leprosy patients.

Nerve Conduction Velocity: measurements in 30 children who had
evidente of neurodysfunction were ali within limits of normal for the referente
laboratory.

CLO3
NEUROLOGICAL ASSESSMENT OF A COHORT OF CHILDREN BORN
TO MOTHERS WITH LEPROSY AND HEALTHY CONTROLS (A9
STUDY) - 2. TESTS OF SMALL NERVE DYSFUNCT1ON

M- F. Dlmc.ap (I ') NI Ilungnaw (3), H. S. H/Mariam (3), L. Selassie
(2), Z.Melaku (4), R. Kazcn (3), S. Hansen (5), G. A. lamal (5), P. O. 0.
Julu (5), G.Ward (6), A. Challis (7)

(I) Dept Medical Microbiology, Universiry of Edinburgh; (2) Armaucr
Hansen Research Institwe, Addis Ababa. Ethiopia; (3) Ali Africa leprosy &
Rehabilitation Training Centre, Addis Ababa; (4) Dept Neurology,
Faculry of Medicine, Addis Ababa Universiry: (5) Peripheral Nene and
Autonomic Unir, Instinto of Ncurological Sclences, Southem General Hospital
NHS Trust. Glugow; (6) Oxford Optronix, Oxford: (7) Loch Fyme Services,
Strachur, Argyll.

The aim of chis study was to soe whether neuoodysfunction could be
detecte' bafore ireeversible nervo damage had occurred in lhe A9 cohon and
healthy controls. The Therrnal Threshold Tester (Tripte-T: Medelec Ltd (soe
postcr)) detecta small nerve dysfunction in thinly myelinatcd A (cold) and
unmyelinated C (hem) libres. The Laser Doppler bloca tlow meter (MicroFlo
DSP: Oxford Optronix (ice poster)) usasses function in autonomic (vasornotor)
unmyelinated C fibras by rccording skin blood Ilow response roa inspiratory gup
(LD-1G) and cold challenge (LD-CC) in tios of iodes and fi(th fingers.

Triplo-T: The A9 group had significantty increued hot and cold thermal
thresholds (MBK 70%, PBK 70%, NLK 75%) indicating sisal libre damage
compared with NKLCK (18%).

LD-1G and LD-CC: LD-IG showed abnormal traces with established and
subclinical nerve damage. The fali from resting blood now (bueline) to the lowesl
point of the curve in response to LD-IG and 1D-CC is expressed u % of the
baseline. The mcan LD-1G and LD-CC % fali in indeu and fifth fingem showed

C L02^ no differences berween A9 and control groups. The percentage of children having
i) abnormal LD-1G were MOO 22%, PBK 19%, NLK 17%, NKLCK 37%; ü)
abnormal LD-CC wcre MBK 38%, PBK 33%, NLK 36%, NKLCK 33%.

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

M. E. Duncart (1 2) M. Hungnaw (3), H. S. 11/Marfam (3), L. Selusie
(2), Z.Melaku (4), R. Kaaen (3), A. Challis (5)

(1) Dept Medical Microbiology, Universiry of Edinburgh; (2) Armauer
Hansen Research Institnte, Addis Ababa, Ethiopia; (3) ALI Africa Leprosy &
Rehabilitation Training Centre. Addis Ababa; (4) Dept Neurology,
Faculry of Medicine, Addis Ababa Universiry; (5) Loch Fyne Services, Strachur,
Argyll.

In a prospective (1975-1997) study (A9) of mothers with leprosy and
hcallhy controls, and their children, 15/99 of children were found to have very
early leprosy at pubeny (1990). Despite MDT 13/15 showed new neve damage
(1993). In 1993, 40% of the A9 cohon who had euily palpable/slightly enlarged
nervo wilhout suspicious skin lesion showed carly ncurodysfunction. The aim or
Lhas study was to investigate if carly serve enlargement was a prodrornal sign of
leprosy.

Subjects: A9 cohon children: 85 (S1 (emales and 34 males); distributian
according to leprosy .tatus of the mother multibacillary leprosy (MBK:47),
paucibacillary leprosy (PBK:22) and non-leprosy (NLK:16). IK=kids!l. Control
group: no known (amily or household leprosy contact (NKLCK:18).

Nerve enlargemenr. The A9 cohon had 45% with early/defudte serve
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
ulrur nerve was the most frequently enlarged.

Scnsory and motor nerve impairment (graded scnsory tesring (STG) and
vo)untary muscle testing (VMT)): A9 cohon had i) 32% scnsory nenc

CLO4
ASSESSMENT OF THE A9 STUDY NERVE FUNCTION TESTS,
HYPOTHESIS AND APPLICATIONS FOR LEPROSY ERADICATION

M F Duncan (I ') V Hungnaw (3), II. S. H/Marfam (3). L. Selassic
(2), Z. Melaku (4), R. Kazen (3). 5. Ilansen (5), G. A. Jornal (5), P. O. O.
lula (5), A. Challis (6)

(I) Dept Medical Microbiology, Universiry of Edinburgh; (2) Armauer
Hansen Rescarch Instituto, Addis Ababa. Ethiopia: (3) All Africa leprosy &
Rehabdiulion Training Centre, Addis Ababa; (4) Dept Neurology, Faculty of
Medicine, Addis Ababa Universit: (5) Peripheral Nene and Autonomic Unit,
Instante of Ncurological Sciences, Southern General Hospital NUS
Truz, Glugow; (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 early
leprosy at pubeny (1990). Despite MDT 13/15 showed now serve damage (1993),
while 40% of the A9 cohon with easily palpable/slightly enlarged nencs without
suspicious skin lesion showed early neurodysfuncrion. In 1997 70% of the cohon
had abnormal thermal thresholds, 32% had scnsory impairment and 12% motor
impairment. Theee ftndings from a well documemed cohon are indicative of a
significam levei of u yer unlagnosed subclinical leprosy among tecnagcrs and
young adules in the - leprosy villages', pomntially explosive and crippling in the
ovem of widespread immunosuppression.
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