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Abstract. One-hundred-and-four patienh, 67 men and 37 
women, with non-complicated gonorrhoea were trcated 
with lW0 do�agcs of 2 g sulphamethaxozole and 400 mg 
of trimeth.>prim with an e1ght-h:Jur intcrval. I rimctboprim 
is a potent inhibitor of bacterial dihydrofolic acid rc­
ducta�c. The curc rate of thi� one-day treatmclll was 98 ••. 
One patient devcloped a rash 24 hour, afler treatmenl. 
Otbern isc no sidc-effect, were �een. Sen,itivit> deter­
mination, on 91 culture� of gonococci showed only onc 
strain "hich was rcsistant to ,ulphonamides ;,, ,•irro. The 
patient from "hich this ,tr:iin w:is isolated rc,ponded 10 
the treatment. 

Trimethoprim (2.4-diamino-5-(3.4.5-trimcthoxyben­

zyl)pyrimidine). a potent inhibitor of bacterial di­

hydrofolic aci<.l reductase (6) and sulphamethoxa­
zole arc the active compounds of the antibacterial 
combination Eusaprim R (Burroughs Wellcome & 
Co .. London. England). The syncrgistic cffect o( 
this combination on . gonorrhoea has b�cn 
demonsrrated by Darrell et al. in 1968 (6), and 
good results in treatment of gonorrhoea have becn 

reportcd (3. 4, 14). Csonka (3) found high cure 
rates aftcr a four-day course with a daily dosagc 
of 2 400 mg sulphamcthoxazolc and 480 mg tri­

methoprim. The present paper rcports on the 
results of a one-day trcatment. 

MATERIAL AND METHODS 

One-hundred-and-four patients, 67 men and 37 women. 
with nun-c:>mplicated gonorrhoea "ere treatcd with two 
dosages of 2 g wlphamethoxazole and 400 mg trimetho­
prim with an eight-hour interval, totalling ten tablet5. The 
patients were scen nt two university dinics of ,kin and 
venercal diseases. Copenha{ICn and Arhu,. Pregnant womcn 
and patients with a history of drug reaction, to ,ulphona­
mides wcre cxcluded from the tri,11. The diagnosis of 
gonorrhoea was confirmed by smear and culture. Prc­
liminary se115i1ivi1y determinations were performed on 91 
culture,. The re,ults were graded as 0. I. 2. and 3. De-
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gree 3 mean, full sensi11vi1y to sulphonamide,, in thi, 
case \ulphathiuolc, whilc grade O is considcred rcsblant. 
Thb preliminary inve,11ga1ion w a, carried out al the 
Nei,seria Departmcnt. Statens Seruminstitute, Copenhagen 
by mcnns of a disc diffu,ion mcthod. The strains wc, c 
lyophilized with a view co a more lhorough examination 
by means of a plate dilution procedure. It i, intended to 
re-eM1mine the swsitivity of the strains on cJifferent media 
and 10 use morc than onc sulphonamide. The sensi1ivi1y 
to trimethoprim, atone und 1oge1hcr with ,ulphonamides, 
"ill al,o be �tudied as pan of th1s future more exten,ivc 
study. 

TI1c patient, were controlled al weekly intervats and 
comidcrcd cured if t\\O consecutive cuhure, were ne11a­
tivc. Blood leukocytc counts were perforrned in Tl p�­
tient, before treatmcnt and during control. 

RESULTS 

The rcsults of thc trcatmcnt arc shown in Tablc I. 
Two of the I 00 patients. who returned after thc 
initial visit. had positive cultures. Onc of these 
admittcd having hall intercourse during the ob­
servation period. and was probably rcinfected. B> 
mistake. trimcthoprim-sulphamcthoxazolc was not 
repeated. The patient received penicillin. The other 

"failure·· denied the possibility of reinfection. 
However, as gonococci isolatet! from the patient 
showcd high sensitivity (degrec 3) to sulphona­
mides. treatment with trimethoprim-sulphameth­
oxazolc was readminbtcred, and the patient was 
cured. 

One of thc strains isolated was resistant 10 
sulphonamidcs, and two other strains showed a 
dccreascd sensitivity in the prcliminary testings. 
All 3 patients. howcver. were cured aftcr the onc­

day treatmen1 with 1rimethoprim-sulphamethoxa­
zole. 

Onc patient developcd a rash 24 hours af1er 
treatment. Forty-seven patients had a lowcr Jeuko-
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Table T. Patients treored with trimethoprim-su/pha­

methoxazole ( Eusaprin "' ) 

No. of No. of 
patients patients No. of 
treated followed failures 

0 67 64 2a 
� 37 36 

a One admitted reinfection, one denied reinfection. 

cyte count l week following treatment, while 25 
had a higher count. The average lcukocyte count 
was 6 478 cells per ,ul before treatment, 5 649 
cells per .ul after treat.ment. Initial high counts 
tended to fall, while normal counts tcnded to stay 
normal. No patient found any difficulty in taking 
the tablets, nor were any subjcctive side-effects 
recorded. 

DlSCUSSTON 

Treatmcnt with trimethoprim-sulphamethoxazole 

seems to be highly effective in non-complicated 
gonorrhoea. The results of the present study are 
similar to the best of those observed with !arge 
doses of penicillin (7, 8) or combined treatment 
with penicillin or ampicillin and probenicid (7, 
9, 11 ). The results of this one-day treatment are 
equal to those obtained by Csonka (3) and Scho­
field et al. (4). who gave trimethoprim-sulpha­
mcthoxazole for 2 to 5 days. 

ln venereology it may be desirable to have a 
one-close treatment. However, the onc-dosc treat­
ment with 500 mg trimethoprim and 2 500 mg 
sulphamethoxazole as used by Kvorning (JO) gavc 
only a 73 % cure rate. We therefore rccommend 
the present two-dosage schedule with an eight-hour 
interval as a simple and reliablc treatment in non­
complicated gonorrhoea. 

The results of our study confirm that at pres­
ent the incidence of strains of gonococci resistant 
in vitro to sulphonamides is low (1 ). The in­
cidcnce of strains resistant to sulphonamicles de­
creascd rapidly after the introduction of penicillin 
in the treatment of gonorrhoea. Already in 1954 
and 1962 the sensitivity leve! was found to be 
about the same as that observcd before sulphona­
mides were introduced into therapy (12, 13). Un­
til 1942, w.hen sulphonamide-resistant strains ap­
peared, sulphonamides gave acceptable results in 

thc treatment of gonorrhoea (2). Whether tri­
methoprim in combination with sulphonamides 

will stay potent remains to be seen. Some bac­
teria can fairly easily be trained to resist trimetho­
prim, but this change is arrested at an early stage 
by the presence of sulphonamide, if the organism 
is sensitive to both. In the few instances reported 
wherc resistance developed during treatment, the 
organism was originally sul pbonamide-resistant 

(6). It is noteworthy that in our only case with a 
sulphonamide-resistant strain of gonococci, treat­

ment with trimethoprim-sulphamethoxazole was 

successful. 
In our one-day treatment there was a remark­

able absence of side effects. Furthermore, in Jong­
term treatment, side effects seem to be few (5). 
The lack of hematologic, .hepatic and rena! toxi­
city is to be noted, espccially in vicw of the anti­
folie acid activity of trimethoprim. Whether the 
drug can be used safely in pregnancy is beyond 
thc scope of this article. Teratogenic effccts have 
been found in rats following !arge doses of tri­
methoprim (15). Williams et al. (16), however, in 
a study on trimethoprim-sulphamethoxazole in 
trcatment of bacteriurea in pregnant women. have 
so far found no evidence of teratogcnicity. Never­
theless, they conclude that further studies with 
careful supervision are desirablc. 
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