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The wid cspread succesl-; of thc sulfoncl-; in lepro::;y ha s overshadowed 
ea rlicr trial s r eporting good rel-;uJts with ce rtain sulfonamidcs C' R). 
'11 hc suspccted tendellcy of sulfonamides administcrcd for intercurrent 
diseases in lepromatou s patients to precipitat0 lq)J"a r eaction s (1 ,2) 
has also been a factor in discouraging f mther trial s ,,"ith compounds 
of this class in the treatment of leprosy. ,]~he advent of sevcral long
actinO' sulfonamides, howc\'cr , ha s r evivcd a cc rtain illtCJ" C:-:t in tho 
J)oss ihility of their usc in the therapy of the di l-;ca se. 

"While th ere may he Oldy s light differenccl-; in th e in ci tro anti
bacterial activity of the various n ew sulfonamide d rugs now Oll the 
market C), it is not impossibl e that a sulfonamid e d erivative may one 
da y hc s?nthesized which ha s a definit e lethal action on M. Zepra e and 
which is free from undesil'a ble side-effects . 

Schneider et aZ. (8) have reported some cons iderabl e success in a 
preliminary trial with sulfam ethox.ypyrazin e (also known as sulfa
m ethoxy py ridazine, SultirEme, L ederkyn, ::\fedicel, or K yncx), in 6 pa
ticnts with t uberculoid leprosy. ~l'hey note r eduction in clini ca l activit~" 
with rcp igmentation of the Ie ions and improvement in ncuritic symJ)
toms, associated with diminution of the enlargcm cnt and tendel"ll0ss 
of the ll erve trunks. 1n 4 leproma tous pati ents thc clinica l improvcm ent 
i l-; sa id to have hcen definite, although no prccise hactcriologic data ar e 
given. 

The present paper reports a small pilot trial conducted at the 
"Czuakoli L eprosy Settlement with sulfaphenazole (Orisul, eiba). Ade
quate preliminary pharmacologic and toxicologic invcstigation s of this 
compound were made by N eipp et aZ. e'), Rentchnick (7), and ~ussl e 
(H) b0fol'e th e drug was marketed, and man~' reports on its clinica l 
valuc in va rious bacterial infection s have since a ppear ed in the lit er
ature. 1 t has a sustain ed hut relatively low blood concentration, and i s 
very active in experimental s treptococcal infectioll S alld in such clinical 
condition s as pyuria and chronic bl'Ol1Chitis. The highes t blood concen
tration is attaincd in 3-4 hours : no dl'ug remains aftcr 24 hoUl's ; the 
"half-li fe" is 9-10 hours. 

MATERfAL AX!) ?lIETHOD 

S election of patients.- All unt"reated patients newly admittcd to the Uzuakoli Settlc
ment ove r n ("f' rtai n period weI"(' ill\"ited to participate in th e trifll. The total of ,-10 was 

502 



29, <I Bl'o wne: '1'r ia/, of S lIlfaph enazole (Ol'isnl ) 503 

made up as f ollows : 2 lepromatous, 6 borderline (4 of them bacteriologically posi
til'e), and ± tuberculoid, together with 2 lepromatous patients who had received treatulent 
with a yari ety of drugs over prolonged periods (49 and 100 months r espectil'ely) but 
wh ose smea rs were still positive for bacilli. 

J) osage.- A loading dose of sulfaphenazole of 2 x 1.0 g ill. was given da il y for three 
days ; this was fo ll owed by 2 x 0.5 gm. daily for the rest of the trial. The 13 adults 
weighed on the average 116 Ibs. (52.7 kgm.) . The one child in the se ries rcceive(] half 
the loa ding dose and half the maintenance dose. . 

J)UI'ation of the tria l was 26 weeks, admitted ly too short a period fo r cOIl<:lusive 
l'es u1t~ but su1'fieicntly long to show if there had been any dec isive ba cteri cidal clfed. 

R1<JSU LTS 

Ulillicu l fin(l-ings.-L epromatous patients : rrhere wa s no obvious 
change in 3 of these patients, and no arrest of the process of deteriora
tion in the fou rth (who was the patient who had been under treatment 
for 100 months) . 

Borderline patients : Slight improvement was noticed in 4 pa
tient-s, with some flattening of the papular, centrally-raised les ions, re
duction in erythema, and some r epigmentation. ]n the remaining 2 
patients, who wer e un stable immunologically, there was deterioration 
in the general condition and fre sh lesions appeared in one of them. 

rruberculoid patients : Ther e was marked improvement in 2, and 
less marked improvement in the other 2. The improvement consist ed 
in r eduction of the erythema and eleva tion of the lesions, and r epigmen
tat ion and flattening of their central ar eas. 

1': leven patients suffering from some degTee of neuritis of the main 
peripheral nerve trunks in their superfl cial course, all reported im
provement during therapy. In 3, the nerve trunks remained tender on 
palpation : no change was noted in the degr ee of hardness or enlarge
ment. No all cillar y treatment or physiotherapy had , purpo ely, been 
given to these patients. 

15 net eriologic. findings .- From all of the bacteriologically positive 
patients smea r s wer e made from eight sites at monthly intervals, and 
the numbers of M. lepme in each site were expressed according to 
Dha l'm E'lldra 's notation. The morphologic condition of the bacilli in 
typical flold s was a.lso recorded. 

'rhere wer e no appreciable changes in the bacteriologic indices or 
in the proportions of degenerate forms between the flrst examination 
and the last one, s ix: months later . Tn one case th ere wa s a rise in the 
index: during the fourth month of treatment, and an incr ease in the pro
portion of bacilli of normal morphology. In another ca.se, normal bacilli 
reappeared in the smea r s during the third month of therapy, after being 
absent fo r nine months. In a third case, notwithstanding the flnal satis
factory index, an interm ediate examination ~was the worst for twelve 
months. 

The four borderline patients who were bacteriologically positive 
all showed improvement during the period of treatment. 

T ox ic eff ects.- Tn all cases monthly examination s of blood and ur ine 
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wer e made. No changes of note \\"t' re seen in the bl ood. 
fl1 the urin e, traces of albumin were found on three occasion s ill :2 

patients : in 1, epithelial cells f rom the secreto ry epithelium were found. 
The albuminuria cleared rapid ly and spontaneously, without treatment. 
No macroscopic hematuria "wa s reporteo; crystalluria (tripl e phos
phate, oxalate) was noted tw ice. In one female patient, a s li ght micro
scopic hematuria wa, assoc iated with a T ri(' lt011Io'l1oS uO/Jina,lis in 
fection . 

G~.'ll e r a l tox ic e ffeCts: One patient complain ed of nau s('a, vom itin g' 
and hea llache; albuminuria was present. ~\f edication was tempol'lll'ily 
s topped, and cautiously ), es umed, without untoward r rs ults. No case 
of dermatitis or psychos is was seen. 

No case of genera lized lepra r eact ioll developed HHlOllg' thr Jrpro
matou s patients. A mild Hlld t ra ns i0nt attack of 0ry thema lloclosun 
leprosum OCCU lTed once. Suppression of Ori sul and symptomatic treat
ment coincided with the disappea ran ce of the lesion s, and l'0sumpt ioll 
of the t1'0atment did not occas ion th eir r0appear all C0. 

CONCLUSIONS 

'Yhil e the !lumber of patien ts in this pilot t ria l was too small, and 
the duration of the tJ'ial wa s too short, to permi t the drawing of definite 
conclusions, the fo llowing tentative inferences may be 'submittrd: 

Sul faphenozole may eff ect improvement in the bacteriologic condi
tion in borderline leprosy, but within the limits imposed had no action 
on massive lepromatous infections . 

Sulfaphenazole probably has a modera te effect on the resorpt ion of 
the bacteriologically negative infiltrate in tuberculoid and borderline 
leprosy, causing partial r epigm0ntation of the hypopigmented lesions . 
'rhe drug had no effect on lepromatous infil t ration, localized 0 1' diffuse. 

The clinical improvement noted in the tuberculoid lesions is 'in con
formity with the more striking obse rvations-suppor ted by photo
graphic evidence-of Schneider et oZ. (8), but the mechani sm of the 
repig:mentation is obscure in the absence of noteworthy hacteriologic 
ameliora tion of the 10promatous pa tien ts. 

CO~CLUSJO~ES 

A unque el nlllll e ro de enfel'llios en rste enijayo exp lorado r f ue deilla siado pcque lio y 
la duracio (lei cnsayo dcmnsindo brc\"e, para pode!' ~aca r conclusioncs bi en dcfi nidas, 
p uedpn ofrf'('rrse las sig uipntes inferencia s tentativ3s: 

EI sulfafenazol pude lograr mejorfa del estado bacteriologico en la lepra limftrofe, 
pero dentro de los limites impuestos, no ejer cio efecto sobre las iesio lles leproruatosas 
lIlaSI \·as. 

EI sulfafenazol ejerce probablel1lcntc pfecto sobre In rCllbsol'cion del iufiltrado 
hn cteriolog ica mente negativen la lept'a tuberculoidea y l im itrofe, produciendo repig
rnentar ion partial de las lesiones hi pop igmcntadas. La droga no most1'o efecto alguno 
sob!'p la infil t rac ion lep roma tmw, ya loca lizalla 0 difusa. 

La mejorfa cllnica notada en las lesiones tuberculoideas se CO li forma a las obser
vae·iones 11H1S nota bles- apoyadas pOl' prueba fotogratica--de Scheide r et al. (8), pero el 
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l1leran iSlllO de la repigmentflc ioll pel'lllallPte o~(' uro a fnltn dp illl pnrtfl ntp lIlejoria hnc
trriolog·ir·n pn los pnferlllOS jpprolllntosos. 

CONCLUSIONS 

EIl ('ol'l' qu e ret essa i (·Iiniquc pn"lilllinail'e ait rompol-te un n01l1br(> tl'OP peu eleve 
de Illl.lllldes, pt qu ' il nit ete trop rourt, que pour pel'lllettre (l 'e lll ettre des conclusions sans 
nppel, les npprecia ti ons p l'ovisoirps qui suivent peuY(~nt etre rllPPol'tees: 

Le sul fnphenllzol e pent ngir r! ' u I H.' fn <;on favornb le sur la ba cteriologie dans In Icp re 
hnnl('l'-lilH', lIlai s- dnll s Ips lilllitps illlpO.·C('s- -n· /l pas nct ion sur It's in fprt ioll s lep ro
mnteuses massives. 

Dans la. lep l'e tuberculo'idp et hord er-line, Ie sul faphennzole n probablplllcnt un e 
uction llloder ec sur In reso rption dps infiltrats hn cte riolog iclIll'rnl'llt negati fs, entralnHJ1t 
une r epig1l1cntation partielll' des lesions h~·pop ig lll l' lltc(,s. I.r III Cdi c-fl ll lpllt n'n pns (l' flct ion 
sut' l'infl ltl'flti on leprolllllteusr, que tl'ttt'-t i soit locll li see 011 diJfuse. 

L 'n meli ol'ation e1iniqul' constntce dans II's lesions tuberculoi'des co ncorde flvec les 
observations plus f rnppnntes rarpOl'tees, photogrl1phies it I'appoint, pal' Schneider et 111. 
(8), Illais Ie n\(~cfl nis ll1 e de la repig lll entnti on reste obscur en I'ahsence d'un e amelioration 
baderiolog iqul' not<lhl c ell'S Illnlail rs Icp rolllateux. 

A 1' I' 1I 0 1l )l edfjl'/I1. /"nl".- "M y tha nks nre due to Messrs Ciba S. A., Basel, for their 
generollS suppli es of Orisul and thrir adl' ice and help. Thanks are expressed to Dr. 
S. E. Onll'lI, )I.Y.O., O.B .E., direc-tor of IlH' (licn l services a nd permanent :;ecr etfl I'Y, 
)Enist ry of' Jl ea lth , Ea stern :;\ige l'i ll, for pel'lllission to publish. 
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