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The widespread suceess of the sulfones in leprosy has overshadowed
earlier trials reporting good results with certain sulfonamides (%),
The suspeeted tendeney of sulfonamides administered for intercurrent
diseases in lepromatous patients to precipitate lepra reactions (' 2)
has also been a factor in disconraging further trials with compounds
of this class in the treatment of leprosy. The advent of several long-
acting sulfonamides, however, has revived a certain interest in the
possihility of their use in the therapy of the discase.

While there may be only slight differences in the in vitro anti-
baeterial activity of the various new sulfonamide drugs now on the
market (%), it is not impossible that a sulfonamide derivative may one
day be synthesized which has a definite lethal action on M. leprae and
which is free from undesirable side-effeets.

Schneider ef al. (*) have reported some considerable suecess in a
preliminary trial with sulfamethoxypyrazine (also known as sulfa-
methoxypyridazine, Sultiréne, Lederkyn, Medicel, or Kynex), in 6 pa-
tients with tuberculoid leprosy. They note reduetion in clinical activity,
with repigmentation of the lesions and improvement in neuritic symp-
toms, associated with diminution of the enlargement and tenderness
of the nerve trunks. In 4 lepromatous patients the elinical improvement
is said to have been definite, although no precise bacteriologic data are
oiven.

The present paper reports a small pilot trial condueted at the
Uznakoli Leprosy Settlement with sulfaphenazole (Orisul, Ciba). Ade-
quate preliminary pharmacologic and toxicologic investigations of this
compound were made by Neipp ef al. (), Rentehnick (7), and Nusslé
(") before the drug was marketed, and many reports on its elinical
value in various bacterial infections have since appeared in the liter-
ature. It has a sustained but relatively low blood concentration, and is
very active in experimental streptocoecal infections and in such elinical
conditions as pyuria and chronie bronchitis. The highest blood concen-
fration is attained in 3-4 hours; no drug remains after 24 hours: the
“half-life"" is 9-10 hours.

MATERIAL AND METHOD

Selection of patients—All untreated patients newly admitted to the Uznakoli Settle-
ment over a certain period were invited to participate in the trial. The total of 14 was
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made up as follows: 2 lepromatous, 6 borderline (4 of them bacteriologically posi-
tive), and 4 tuberculoid, together with 2 lepromatous patients who had received treatment
with a variety of drugs over prolonged periods (49 and 100 months respectively) but
whose smears were still positive for bacilli.

Dosage—A loading dose of sulfaphenazole of 2 x 1.0 gm. was given daily for three
days; this was followed by 2 x 0.5 gm. daily for the rest of the trial. The 13 adults
weighed on the average 116 Ihs. (52.7 kgm.). The one child in the series veceived half
the loading dose and half the maintenance dose.

Duration of the trial was 26 weeks, admittedly too short a period for conclusive
results but sufficiently long to show if there had been any decisive baectericidal effect.
RESULTS

Clinical findings.—Lepromatous patients: There was no obvious
change in 3 of these patients, and no arrest of the process of deteriora-
tion in the fourth (who was the patient who had been under treatment
for 100 months).

Borderline patients: Slight improvement was noticed in 4 pa-
tients, with some flattening of the papular, centrally-raised lesions, re-
duction in ervthema, and some repigmentation. In the remaining 2
patients, who were unstable immunologically, there was deterioration
in the general condition and fresh lesions appeared in one of them.

Tubereuloid patients: There was marked improvement in 2, and
less marked improvement in the other 2. The improvement consisted
in reduction of the erythema and elevation of the lesions, and repigmen-
tation and flattening of their central arcas.

Illeven patients suffering from some degree of neuritis of the main
peripheral nerve trunks in their superficial course, all reported im-
provement during therapy. In 3, the nerve trunks remained tender on
palpation: no change was noted in the degree of hardness or enlarge-
ment. No ancillary treatment or physiotherapy had, purposely, been
given to these patients.

Bacteriologic_findings—From all of the bacteriologically positive
patients smears were made from eight sites at monthly intervals, and
the numbers of M. leprae in each site were expressed according to
Dharmendra’s notation. The morphologic condition of the bacilli in
typical fields was also recorded.

There were no appreciable changes in the bacteriologie indices or
in the proportions of degenerate forms between the first examination
and the last one, six months later. In one case there was a rise in the
index during the fourth month of treatment, and an inerease in the pro-
portion of bacilli of normal morphology. In another case, normal bacilli
reappeared in the smears during the third month of therapy, after being
absent for nine months. In a third case, notwithstanding the final satis-
factory index, an intermediate examination was the worst for twelve
months,

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

Toxic eff ects.—In all cases monthly examinations of blood and urine
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were made. No ehanges of note were seen in the blood.

In the urine, traces of albumin were found on three occasions in 2
patients: in 1, epithelial cells from the seeretory epithelinm were found.
The albuminuria cleared rapidly and spontancously, without treatment.
No macroscopic hematuria was reported; erystalluria (tfriple phos-
phate, oxalate) was noted twice. In one female patient, a slight micro-
scopic hematuria was associated with a Trichomonas vaginalis in-
feetion.

General toxice effeets: One patient complained of nausca, vomiting
and headache; albuminuria was present. Medication was temporarily
stopped, and cautiously resumed, without untoward results. No case
of dermatitis or psychosis was seen.

No case of generalized lepra reaction developed among the lepro-
matous patients. A mild and transient attack of erythema nodosun
leprosum oceurred once. Suppression of Orisul and symptomatie treat-
ment coincided with the disappearance of the lesions, and resumption
of the treatment did not occasion their reappearance.

CONCLUSIONS

While the number of patients in this pilot trial was too small, and
the duration of the trial was too short, to permit the drawing of definite
conclusions, the following tentative inferences may be submitted:

Sulfaphenozole may effect 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 moderate effect on the resorption of
the bacteriologically negative infiltrate in tubereuloid and borderline
leprosy, causing partial repigmentation of the hypopigmented lesions.
The drug had no effeet on lepromatous infiltration, localized or diffuse.

The elinical improvement noted in the tuberculoid lesions is in con-
formity with the more striking observations—supported by photo-
graphic evidence—of Schneider ef al. (), but the mechanism of the
repigmentation is obseure in the absence of noteworthy baecteriologie
amelioration of the lepromatous patients.

CONCLUSIONES

Aungue el niimero de enfermos en este ensayo explorador fué demasiado pequeiio y
la duracié del ensayo demasiado breve, para poder sacar conclusiones bien definidas,
pueden ofrecerse las siguientes inferencias tentativas:

El sulfafenazol pude lograr mejoria del estado baeteriolégico en la lepra limitrofe,
pero dentro de los limites impuestos, no ejercié efecto sobre las lesiones lepromatosas
masivas.

El sulfafenazol ejerce probablemente efecto sobre la reabsorcion del infiltrado
bacteriolégicamente negativen la lepra tuberculoidea y limitrofe, produciendo repig-
mentacion parcial de las lesiones hipopigmentadas. La droga no mostré efecto alguno
sobre la infiltracion lepromatosa, va localizada o difusa.

La mejoria cliniea notada en las lesiones tuberculoideas se eonforma a las obser-
vaciones mds notables—apoyadas por prueba fotogrifica—de Scheider et al. (8), pero ol
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meeanisma de la repigmentacion permanece oscuro a talta de importante mejoria bac-
terioldgien en los enfermos lepromatosos,

CONCLUSIONS

Eneore que eet essai elinique préliminaive ait comporté un nombre trop pen élevé
de malades, et qu'il ait été trop court, que pour permettre d'émettre des conclusions sans
appel, les appréeiations provisoires qui snivent peuvent étre rapportées:

Le sulfaphénazole peut agir d'une facon favorable sur la baetériologie dans la lépre
border-line, mais—dans les lmites nmposées—n'a pas aetion sur les infections lepro-
mateuses massives,

Dans la lépre tuberculoide et border-line, le sultaphénazole a probablement une
netion modérée sur la résorption des infiltrats bacteriologiquement négatifs, entrainant
une repigmentation partielle des lésions hypopigmentées. Le médicament n'a pas d'action
sur Pinfiltration lépromateuse, que celle-ci soit loealisée on diffuse,

L'amélioration elinique constatée dans les lésions tubereuloides concorde avee les
observations plus frappantes rapportées, photographies a I'appoint, par Schneider et al.
(%), mais le mécanisme de la repigmentation reste obsenr en I'nbsence d'une amelioration
bacteriologique notable des malades [épromateux.,
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