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SULFATHIAZOLE THERAPY OF GONORRH(EA
By C. H. Grsig, J. L. UREN axp D, R, MiTcHELL

Departments of Surgery and Urology, Torento General Hospital, Toronto

HE various sulfanilamide eompounds used

in the treatment of gonorrheea have been
highly effective in clearing up active symptoms
of the disease. Not long after the discovery of
the anti-bacterial properties of sulfanilamide,
numerous related sulfanilamide compounds
made their appearance. Each compound under-
went exhaustive laboratory and elinieal tests,
and most were east aside as not measuring up
to the present day clinjcal standards.

Out of this vast array of compounds first
came sulfapyridine, which iz known all over
the world for its therapeutic value in pneumo-
coecal and gonoeoeeal infeetions. The search
for a chemotherapeuntic apent of greater effec-
tiveness and less toxicity than those now avail-
able continued, The most recent addition to
this list is sulfathiazele, a sulfanilamide deriva-
tive, which appears to possess advantages over
sulfapyridine.

Sulfathiazole iz the thiazele analogue of
sulfapyridine. It has the following structural

formula,
ARt
.

-\

Bulfathiazole was firgt Jeseribed by Fos-
binder and Water? in 193%9. Long, Haviland,
Edwards and EBEliss® enumerated the elinical
applications of sulfanilamide, sulfapyridine and
sulfathiazole in Mareh, 1940, They stated that
sulfathiazole was effeetive against the strepto-

coeens, pneumococcus, staphylococeus and colon
bacillus infections.

The pharmacology of sulfathiazole has been
carefully investigated by Van Dyke, Greep,
Rake, and McEee' by Long, Haviland and
Edwards'™ and by Barlow and Homburger®
These investigators often used sulfanilamide or
gulfapyridine for comparizson. Its chief ad-
vantages ecompared to sulfapyridine are be-
lieved to be: (1) more uniform absorption; (2)
less conjugation after absorption so that a
higher proportion of the total drug in the body-
fluids iz chemotherapeutically active; (3) less
tendeney to cause seriovs nausea or vomiting;
and (4) greater effectiveness against the
staphylocoeens.

Pool and Cook,*® in their paper on urinary
traet infeetions, presented one case of gonor-
rhaa which was eured by the administration of
sulfathiazole. Reeent clinical reports indicate
that snlfathiazole iz partienlarly effective in the
treatment of this dizease. BExeellent results
have been presented by Siirling'; by Llowd
and Erskine®; by Mahoney, Woleott and Van
Blyke**; by Culp*; by Ballengsr, MeDonald and
Coleman’; by DBurkholder and Bang®; by
Enight, Uhle and Latowsky"; and by Mitehell,
Greig and Uren.®

The object of thiz report 18 to deseribe the
experiences and results with sulfathiazole oh-
tained in the treatment of gomorrhoen at the
Torontc General Hospital, One hundred and
twenty eases of gonorrheeal urethritis in the
male are the basig for this report. In addition,
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38 eases of non-specific urethritis eases in the
male are presented.

The 120 male cases of gonorrhma treated
with sulfathiazole were obtained from routine
admissions to the out-patient clinic. No selee-
tion of patients was made in this series. Cases
of both acute and chronic gonorrhea were in.
cluded in the group. The duration of the
urethral discharge varied from 1 day to 4
months, with 85 per cent eonfined to T days or
less, The average ape of the 120 cases was 25
vears, but their ages varied from 14 to 65
Fears.

Of the 120 cases 96 had had no previous
treatment with any chemotherapeutic agent.
Twenty-four cases had previously failed to
respond to one or more eourses of sulfanilamide
or sulfapyridine.

A positive diagnosis of gonorrhceca was ob-
tained before solfathiazole was started, A
positive smear or eulture of the urethral exn-
date was obtained in every case. (Gonococel
were demonstrated in the smears of those cases
failing to have positive cultures.

Each patient in the early stages of treatiment
was seen at intervals of 2 days, and later at
weekly intervals. On each return visit a eare-
ful wvrological examination was made, and
urethral smears and cultures were obtained at
appropriate intervals.

The patients were instructed to aveid al-
eohol, fatigue, heavy work, and abstain from
gexnal aetivity. The fluid intake was not
limited,

The criteria of cure required that there be s
complete absence of clinieal evidence of the
digeage, that repeated smear and eulture ex-
aminations be negative, and that the two-glass
test of urine be free of pus and shreds. Pa-
tients were observed for a period of 6 weeks
Tollowing eessation of chemotherapy.

Dosage—The routine consisted of : st day—
1 gram, 3 times a day after meals; 2nd and 3rd
days—1 gram, 3 times a day after meals, and
1 gram on retiring; 4th and 5th days—1 gram,
3 times a day after meals,

It was decided to keep the dosage uniform,
and not to administer the drug beyond the 5-
day period if possible. The dosage can be
prolonged, if so desired, although thiz iz un-
necessary in most instances. The reasons for
not extending the drug beyond the S-day
period were: (1) it was apparent that if sulfa-
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thiazole was to bhe effective the patient was
usnally gonococeus-negative in an average of
3 days. (2) As we were dealing with ambula-
tory patients it was decided to give a dosage
of the drug compatible with the normal aetivi-
ty of the patient, (3) Toxic reactions are rare
before 5 days.

Of the 120 cases treated with sulfathiazole
the majority reeceived a total dosage of 17
grams in all. In some cases the amount ad-
ministered wvaried econsiderably. In resistant
cases the above course of treatment was either
repeated or supplemented by the addition of
1.5 grams per day for an additional 7 to 10
days. The maximum amount given any patient
was 51 grams.

Resvurs

The results of treatment of gonorrheal
urethritis in the male with sulfathiazole are
summarized in Table I. Cures were obtained
in 111 of 120 eases, indicating a gross cure rate
of 92.5 per cent. Of this group of 120 cases,
24 had previously failed to respond to courses
of sulfanilamide or sulfapyridine, and 22 (90.6
per eent) were cured with sulfathiazole. The
remaining 96 cases had not been treated previ-
ously with any chemotherapeutic agent, and
B9 (92.7 per eent) responded favourably,

Tasre L.

BErMMARY OF TREATMENT oF 120 CazEs oF GONORRAEAL
UrerHRITIS 10 THE MALE TREATED WITH SULFATHIAZOLE.

=

Cured cazes Failures
Tupe aof Mumher |—————| e f—
Cilse of eases | Wao. |Percentoge) No. |Percentage
Totel cases, . .| 120 111 092.5 o 78
Freviously un-
treated cases. o6 it 027 7 7.3
Previgous sul-
fanilamide or
sulfapyridine
failures. . ... . 24 22 90.6 2 O.4

Nine cases were failures. In 3 of these there
was evidenee that fallure was due to re-infec-
tion, as they indulged in eoitus during the
early period of treatment. In 3 other cases the
discharge recurred after an asymptomatic
gtage of the infection which lasted from 4 to
10 days after the drug was discontinuned. Some
of the failures were encountered in individuals
who failed to co-operate in their treatment, or
in those who indulged in exeessive manual
labour during the treatment.
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In the eured caszes the time-interval between
the beginning of sulfathiarele therapy and the
disappearance of discharge averaged 3 days
and ranged from 1 to 7 days. No complications
such as prostatitis or epididymitis developed
in any of the cases during the period of treat-
ment.

Toxic MANIFESTATIONS

In 110 of the total number of 120 patients
who were given a full course of sulfathiazole
there were no symptoms of toxieity. In the
remaming 10 patients, 3 complained of slight
headache, 3 experienced vertigo, 2 suffered
nansca, and 2 noticed slight drowsiness. The
ineidence of toxie reactions was 8.0 per cent.
These symptoms were invariably mild, and did
not in any way interfere with the normal daily
activities of the patient.

Other toxic manifestations, sometimes men-
tioned, such as fever, rash, hematuria, injee-
tion of selerm and conjunetive, anuria with
agotemia, leukopenia, granuloeytopenia, and
painful joints were not encountered in the
present series,

Now-spEciFic URETHRITIS

The results of treatment of non-specifie
urethritizs cases in the male with sulfathiazole
are summarized in Table II. The dosage
roufine in these cases was the same ag for the
gonorrheeal cases, except that the above course
was supplemented by the continued administra-
tion of 1.5 grams per day for a variable period
of time. Of the 38 cases treated with sulfa-
thiazole, the majority received a total dosage
of 30 grams.

Tarre II.

Summary oF TREATMENT oF 38 Cases oF Now-srecirc
UrerEriTis 1 THE MALE TREATED WITH SULPATHIAZOLE,

Number of| Cured | Improved
coges

{(IREL; AND OTHERS: SULFATHIAZOLE THERAPY OF (QUNORRH(EA

af easey coses Failures
Type of case Per- Per- Per- Per-
Ne.[cendage| No.|centage| No. endage N 0. |contage
Non-apecific i
urcthritia. [ 38 21| 563 |9 | 237 |8 2.0

Cures were obtained in 21 of 38 cases, in-
dieating a gross cure rate of 55.3 per eent.
Tmprovement was noticed in 9 cases, or 28.7
per cent. Eight cases (21.0 per cent) were
failures.
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In the eured cases the time-interval between
the beginning of sulfathiazole therapy and the
disappearanee of discharge averaged 3 days.

TarLe III.
Bmuanf oF THE RESULTS OF TREATMENT OF GONORRHES
BY CHEMOTHERAPEUTIC AGENTS AT THE
TorowTo GeveRal Hosriral

Cured eases
Drug Tolal pazes (perceninge)
Sulfanilamide. . ........ 500 36
(77 % improved)
Suliapyridine. . ........ 252 LT

Sulfamethylthiazole, ... . it B4
Bulfathiazole. .. ........ 120 92.5

SUMMARY AND CONCLUSIONS

1. The results in the treatment of 120 cases
of gonorrhaal urethritis in the male treated
with sulfathiazole are presented. The gross
cure rate was 925 per eent. In the patients
who had had no previous form of therapy the
cure rate was 92.7 per cent. The group that
had failed to respond to previous forms of
chemotherapy did not show an appreciable fall
in the cure rate.

The majority received an average of 17
grams of sulfathiazole and were eured within
3 days.

2. The use of sulfathiazole 15 associated with
an unusual freedom from complications, so
frequently encountered with gonorrhoea.

3. The oeeurrence of foxie reactions to sulfa-
thiazole in the dosages recommended is slight.

4. Sulfathiazole appears to be a most efficient
drug in the treatment of gonorrhea. Its use
is aeeompanied by a higher percentage of
cures and a lower incidence of toxie effects
than with any other chemotherapeutic agent.

B, A summary of the treatment of 38 cases
of non-gpeeific urethritis in the male treated
with sulfathiazole is also presented. The cure
rate in this group was lowered to 55.7 per cent,
but an additional 23.7 per cent were greatly
improved.

Fulfathiazole for preliminary investigation was kindly
supplied by E. B. Squibb & Sons of Cannds Ltd.
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