
of long d u rat ion such as  l eprosy, shou ld  be s t ud ied .  
The problem o f  t h e  poor a t t endance to  treat men t  and o f  t h e  very h igh 

rate  of drop-ou t  should be s t ud ied on a large scale .  There seems to be 
d ifferen t  patterns of drop-ou t ;  t hey shou ld  be iden t i f ied , t he i r  cause 
found ,  and remedies proposed . 

The re la t ionship bet ween the me thods e m ployed for giv i ng  t he  drugs 
and t he co-operation of t he pat i en t s ,  shou ld  be s t ressed . 

The met hods for t rai n i ng of paramedica l  personne l  req u i re spec ia l  
cons iderat ion , i n  order  to  deve lop t each i ng  methods t o  s t imu la t e  the i r 
i n teres t ,  promote  t hei r i  n i  t i a t ive ,  and prepare t h em i n a prac t i cal way 
for the  t ask t ha t  faces t hem . 

The choice of the best s t rategy for t he  de t ec t ion of the m ax i m u m  
n u m ber  o f  cases with t he resources avai la ble, a s  wel l a s  t he organ iza t ion 
of the  ou t- pat i e n t trea tmen t ,  i nc lud ing al l ocat ion of t ime ,  budget and 
personnel ,  location of t he cl i n i cs ,  de t erm ination of areas of p riori ty ,  and 
f ixa t ion of mobi le  t eams' i t i n erar ies and sched u l es ,  cou ld  benefit  by 
met hods developed in  t he f i e ld  of opera t iona l  research and sys tem 
analysis. 

Leprosy con t ro l  shou ld  take advan t age of the col l aborat ion of specia l 
i s t s  from other  disci pl i n es no t  on ly  epidemio logists ,  bios t a t is t i c ians  and 
health educators ,  but also psychologists, cu l tural  an thropologis ts ,  econ
omists ,  managemen t scien t i s t s  and research ana lys t s .  

I t  is hoped t hat  researches on these problems wi l l  be cond uc ted d ur i n g  
t he next few years, even tual l y  u nder t he  auspices o f  W HO, a n d  resu l t s  
made avai l ab le  for t h e  9 th  I n t erna t ional  Congress . 

* 

At present ,  the whole body of measures recommended against leprosy 
is ma in ly  d i rected at the recognised patien t s .  Wi th  the progress of know
l edge in microbiology and epidemiology lead ing  to a better under
standing of the ecology of M. leprae and i t s  transmission among popu
la tions, also w i th  the progress i n  therapy and the possible development of 
immunising agents ,  it is hoped that a more rational  and better con tro l  
of  l eprosy wil l  be achieved . 

Report of the Panel 
on Therapy 

Chairman : S .  G. Browne (Nigeria) ; Secretary : M. F. R .  
Waters (UK) ; 
Members : A. M.  Alonso ( Brazil) ; A. Baccareda Boy ( I taly) ; 
.T . Barba Rubio (Mexico) ; T. F .  Davey ( U K) ; K .  F.  
Schaller (E thiopia) ; S .  Schuj man (Argentina) ; Gloria 
Perez-Suarez (Mexico) ; .T . Aguiar Pu po ( Brazil)  ; 
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Rodolphe A .  Brechet (Angola) ; J. Langui l lon (France) ; 
W. O.  Opromol la ( Brazi l ) ; Rene Roil ier ( Marrocos) ; 
Manuel S .  Si lva ( Portugal) ; A .  T. Roy ( I ndia) ; J .  Carlos 
Gatti (Argent ina) . 
The fol lowing members of the Panel contributed by 
correspondence t o  i ts del iberat ions, but  were not presen t  
a t  the meetings o f  the Panel : 
P. Laviron (France) ; H .  Floch (France) ; Latif K .  Hanna 
(Egypt ) ; Y. Hayashi (Japan ) ; K. Ramanujal l i  ( I ndia) . 

I n  presenting this Report of the Panel on  Therapy, we must s tate a t  the 
outset that in  spite of much good work at various centres on several new 
drugs,  there is  no spectacular progress to record in  the therapy of leprosy 
since the last Congress . No one d rug  seems to be outstand.ing in  i ts action ,  
or l ikely to supplant dapsone on the  grounds of  thereapeutic efficaci ty or 
cost or ease of administration . 

I .  SULPHONE THERAPY. We consider that dapsone (DDS) is s t i l l  the 
drug of choice for general use in  active leprosy. I ts wel l -known advantages 
and disadvantages have been stated i n  previous reports . We wish, how
ever, to draw atten tion to the fol lowing poin ts : 

(a)  The main shortcoming of dapsone is i ts stow effect  (cl inical ,  bacterio
logical and histologica l )  in the seriol 1 s  forms of leprosy. This is probably 
related to such fac tors as the essen tia l  chronicity of the infect ion and the 
long generation time of M. leprae. While dapsone may produce bacterial 
negativity and clinical arrest in lepromatous leprosy in from three to 
six years, up to 50 per cent of patients in some countries may s t i l l  be 
bacteriological ly posi tive at the end of that time . Whatever their pro
portion to the total number of patients who respond satisfactorily, these 
'persisten t  positive cases' consti tute a therapeutic chal lenge. Poor absorp
sion from the in testi ne for one reason of another is a possible explanation ,  
but  bacterial resistance may occur .  Further i nvestiga tion is required . 
Moreover, the removal of non-viable acid-fast debris may be ahnormal ly 
protracted i n  some patients ,  and the tissues i n  others may be persistently 
hypersensti tive to acid-fast materia l . 

(b)  The duration oj treatment. Previous Congresses have given general 
guidance, and there has been no great departure from former practice. 
There is now, however, a greater readiness to advise that treatment 
should continue for l ife after cl inical and bacteriological arrest of lepro
matous or borderl ine disease, with half the standard thereapeutic dose . 
After arrest of the disease, regular bacteriological examinations are 
advocated as the best and earliest means of detecting relapse . 

(c)  Dosage. I n  an attempt to reduce the incidence of neuri tis and of al l  
types of react ion,  many workers have been using a smaller in i tia l  oral 
dose,  and a lower maximum dose than has been recommended in the past .  
Although we consider that each area must individually decide its own 
optimum dosage schedu le ,  we note that many workers have obtained 
excellent resu l ts with 25  mg. twice weekly in i t ia l ly ,  rising to a maximum of 
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200 mg. twice weekly. For mass treatment by medical auxiliaries, we do 
not recommend di fferent dosage schedules for the different types of 
leprosy, though we would add that the i ni t ial dose should be small and 
the increments made slowly. 

(d) Injectable repository dapsone. Various preparations which give adequate 
blood levels for two weeks are in  general use,  but  as yet no suspension of 
dapsone for injection once every four  weeks has been forthcoming. 

(e )  Prophylaxis. There is insufficient evidence to enable us at  this stage 
to advise either on the efficacity of the prophylactic use of sulphones or on 
the advisabi l i ty  of giving sulphones prophylactical ly .  

2 .  T H I A M BUTOSI N E  (DPT,  
'
C I B A  1 906) has won widespread acceptance as 

a useful al ternative drug to dapsone,  though the development of resistance 
after  two years has been reported from many cou ntries . It has in particular 
proved usefu l  in  patients intolerant to dapsone .  An injectable preparation 
of thiambutosine is under investigation .  

3 .  DITOPHAL (ETISUL) continues to  evoke contradictory comments. The 
consensus of opinion would,  however ,  seem to be that while d i tophal has 
an undoubted action in leprosy when given alone ( though resistance may 
develop) , i ts addition to standard dapsone therapy for a longer or shorter 
t ime,  in  an untreated or in  a treated patient  in  a stationary condit ion,  
does not generally resu l t  either in  a more rapid cl inical or bacteriological 
improvement than with dapsone alone, or in a material shortening of the 
total length of treatment required.  Notwi thstanding good reports from 
some centres, ditophal has not received consistent acclaim .  I ts odour is a 
disadvantage i n  most countries, and i ts cost makes i t  an uneconomic drug 
when i ts use is  not followed by a definite shortening of the period of 
treatment .  Local dermatitis or a generalised cutaneous hypersensti tivity 
precipitated by i ts use varies in incidence from negligible to very high . 
Where the clinical forms of leprosy are most severe, the opinions con
cerning the drug are least commendatory. I ts fu ture sphere of usefulness 
may well be l imited . 

4. THE LONG-ACTING SULPHONAMIDES have been studied now for five 
years . Early reports i ndicated that sulphamethoxypyrazine (a lso known 
as sulphamethoxypyridazine) sulphadimethoine gave u niformly good 
results in small series of patients with tuberculoid leprosy, but that the 
bacteriological i mprovement in patients with lepromatous leprosy was 
not consistently good . 

More recently, other long-acting sulphonamides have been tried at a 
few centres, and prel iminary reports covering up  to two years suggest 
that these compounds may have a definite place in anti-leprosy therapy. 
Mention may be made of acetylsulphamethoxypyrazine (acetyl-Kelfizine, 
or 1 1 ,589 R.P. ) ,  and Ro 4-4393 . In lepromatous leprosy, their action seems 
to be comparable to that of the sulphones. No adverse side-effects have 
been report,ed to date, and the incidence of drug-induced reaction is not 
greater than with the sulphones. According to some workers, but not to 
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others, the act ion of these drugs in t u bercu loid  leprosy may be more rapid 
than that of the sulphones. Expanded tria l s  are i ndicated in this promis i ng 
series of drugs .  While t hose at present under trial ca nno t be expected to 
replace dapsone i n  mass therapy, the  advantages of a d ru g that  i s  g iven 
orally, once a week, are eviden t .  

5 .  OTHER D R U GS 

(a)  Diaminodephenyl sulphoxide (DDSO) has been found too nephotoxic for 
general use .  

(b)  Thiacetazone ( thiosemicarbazone, TB- I ) .  I n  certain hands thi aceta
zone continues to give satisfactory resu l ts ,  although the em erge n ce of d rug 
resistance must be borne in mind . 

(c )  Streptomycin and Isioniazed ( I N H , isonicot i n i c  hydraz i d e ) . I n 
s ufficien t  new informat ion has been gai ned d u ri ng the past  f i ve yea rs for 
any addi t ion to be made to the last Congress report . 

(d )  B663 , a rimino-compound (aposafranin) , has given good resu l ts both 
alone and i n  combination with dapsone i n  a s m a l l  series of patients .  
Further trials are indicated . 

(e )  Rifamycin . This drug has been studied in only a very few patients. 
Further reports are required before it can be eval u a ted . 

(f) Vadrine, cycloserine, kanamycin ,  and many other compounds 
reported on by different cen tres may, for various  reasons, have a l imited 
sphere of usefulness, but  none appears to be s ufficien t l y  promising for 
widespread use to be recommended . 

6 .  GENERAL CONSIDE R ATIONS . A therapeutic agent capable of sever�i 
diverse actions is  required in leprosy. This ideal agent should  be rapidly 
bactericidal, it should faci l i tate the clearance and removal from the body 
of bacterial debris, and it should minimise or abolish the pathological 
effects of the presence of l iving or dead acid-fast material in the t issues .  
Several d rugs are either bactericidal to M. leprae in nine months or so, o r  
prevent  their  multip l ication ,  but  al l  workers are agreed that this desirable 
resul t  i s  not equivalent to cl inical  cur e of It';prosy. The main kinds of 
leprosy for which such an agent i s  urgen tly required are the long-standing 
lepromatous, the severe and rapidly-advancing lepromatous, the reaction
al tuberculoid, the reactional borderl ine,  and all  kinds ofleprosy character
ised by severe neuritis .  Perhaps the concurrent use of more than one 
agent wil l  eventual ly be the answer to the problem .  

7 .  BACTERIOLOGY. The Panel considers that uniformity in  expressing 
the Bacterial Index is desirable i n  all reports of thereapeutic tr ials .  Some 
members were of opinion that a logari thmic scale such as Ridley's 
should be studied with a view to i ts even tual adoption .  Meanwhile, we 
are strongly of opinion that al l  reports should include information con
cerning the morphology of M. leprae as seen i n  smear preparations made 
according to. standard techniques, expressing as percentages 'normal 
solid-staining rods' and ' non-solid forms' of al l  kinds. 




