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Absrract. One-hundred-and-eight patients with uncompli­

<:ated non-gonococcal urethritis have been treated with 

trimethoprim-sulphoxazole (Cotrimoxazole) given as two 

tablets twice daily for 6 days. The immediate response was 

good-there were only 7 failures of 90 followed (7.8 %) 

aftcr one week. However. subsequem recurrenc.es provided 
a total of 22 within 3 post-treatment months (24.4 %). Since 

there are no criteria to distinguish relapse from reinfection, 

all recurrences within 3 months were classified as failures. 

Although these results are not as good as obtained with a 

6-day course of tetracyclines, and additional data are pro­
vided that oxytetracycline has not in any way lost its powers

in non-gonococcal urethritis, they are markedly superior to 

those achieved with sulphonamides alone or streptomycin 

alone and arc equivalent to those previously experienced 

with these two drugs given in combination. 
Cotrimoxazole is thus a useful addition to the armamen­

tarium against non-specific urethritis and especially in cases 

(e.g. with concurrent sores) in which syphilis is under suspi­

cion awaiting diagnosis and in those patients known to be 

allergic to tetracycline but not to the sulpbonamides. 

HISTORICAL BACKGROUND 

Prior io 1937 and the introduction of the sulphon­
amide.s the treatment of non-gonococcal urethritis 
was the same as for gonorrhoea, i.e. urethral irriga­
tion. Once the sulphonamides became available and 
provided dramatic results against the gonococcus 
they came to be universally used for both conditions 
but as they were appreciably less effective in non­

gonococcal urethritis than in gonorrhoea-their 

effectiveness being estimated as between 55-65 % 

(l 0, 16, 17) or less (3)-irrigations were still often
necessary.

The condition of non-gonococcal (or "non­
specific") urethritis only gained widespread general 
acceptance <luring World War Il when the early 
morning urethral smears of large numbers of Allied 
soldiery were examined, without success, for the 

gonococcus. The introduction of penicillin further 

emphasized its identity as this antibiotic proved 
strikingly effective in gonorrhoea for which the 

sulphonamides, on account of resistance, were by 
now losing their usefulness but was usually conspic­
uously not so in non-gonococcal uretbritis, for 
which therefore the sulphonamides remained the 

drugs of choice. 

After the war, streptomycin was discovered. 
Although this then new antibiotic could by itself 
apparently cure only 40-60 % or fewer of cases (3, 16, 

17) it was soon found that a combination of one
gramme of streptomycin by injection with the tradi•
tional sulphonamide course by mouth gave results
superior to those generally achieved with either drug
alone and cure rates varying between 70-85 % could
thus be obtained (6, 9, 12, 16, 17).

During the ensuing few years the broad spectrum 
antibiotics were introduced and a 5-6 day course of 
the early conventional tetracyclines raised the cure 
rates to 80-85% (16, 17). However, on account of 
the relatively much greater expense of !hese newer 
antibiotics the use of the combination of streptomycin 
and sulphonamides was continued for many years 
especially in the larger clinics, only finally being 
replaced by the tetracyclines once their price began to 
fall and widespread resistance of the gonococcus to 

sulphonamides and later to streptomycin had led to 
their discontinuance in the treatment of gonorrhoea. 

INTRODUCTION OF COTRIMOXAZOLE 

The sulphonamides act on the biochemical pathway 
concerned with the synthesis and utilization of the 
bacterial folates required for the synthesis of nucleic 
acid precursors and some essential amino-acids. It 
was found that trimethoprim interferes with an 

enzyme at an adjacent point on this pathway and 
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Table I. Fol/m,·-up a11d results 

Follow-up Satisfac1ory Rccurrence 

0 108 
7 days 90 18 7 

8-14 ll,l)S 65 5 J 
J 5-21 da)S 57 8 4" 
22-28 da)s 45 I 2 
1-2 months 42 13 '.! 
2 3 mon1hs 27 Il 4 
Over 3 months 12 10 2 

Totals 90 66 '.!4 

4 One "1th Reiter"s S) ndrome. 

conscquently if combined with sulphonamides would 

provide a synergistic effect (S). This led to the 

introduction of cotrimoxazolc ··Scptrin··. ··aactrim"') 

each 1ablc1 of which contains 80 mg of lrimelhoprim 

and 400 mg or �ulphamethoxa,ole, which �ulphon­

amide was chosen as the t\\0 substances have a 

similar half-life (I). 

The sulphonamidcs then reccived a new lcase of 

life and, in gonorrhoea, providcd that at lcasl a 4-day 

course was given. 86 96 °

0 of cures werc rcponed in 

men (2) and 98.5 °
0, when using a 5-day course, by 

Schofield et al. ( 14) in women. The drug proved 

very uscful in cascs of gonorrhoca in which accom­

panying syphilis \\ as suspect awaitmg diagnosis since. 

like thc sulphonamides, it is inac1ive againsl T.

pallidum (2). 

Fcw published reports arc available of cases or 

non-gonococcal urelhritis treatcd with lhis prepara­

tion, although Csonka (2) had 12 failures in a small 

series of 23 patients who wcrc given three table1s 

twicc daily for 4 days. 

It has been shown that chlamyclial organisms can 

be cultured from approximately 40 °0 of cases or 

non-gonococcal urethritis (4, 11, 13). These organisms 

belong ro sub-group A, i.e. with glycogen-con1aining 

inclusions (7) and which are sensitive to sulphona­

mides (8). Sulphonamides are well knO\\ n to be 

effecthe in lymphogranuloma venereum due 10 an 

organism of this group (l 5). It was fclt worth­

while. therefore, to assess the cffect of combined 

trimcthoprim and sulpharnetho ... aLole in a larger 

serie� of cases of non-gonococcal urethrit1�. using a 
6-day course. 

CASE MATERIAL 

One-hundred-and-eight male patients \lllh uncomplicated 
non-g.onococca_l urcthrius have bccn 1reated \\ ith cotrimo,a-
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zolc. No less thnn 90 were bom in the Unitcd Kingdom and 
18 were immigrants, 9 bcing Negroes 18 from thc Wcst 
lndies and one from West Arrico) and 9 other immigrants 
(2 from Tunis and one each from Bahrein. Eire. Ken) a, 
Morocco, Pa,istan, the USA and Yugoslav,a). Twenty-six 
\\Crc married. 5 others werc ,criarated, one was a widowcr 
an<.! 76 were �inglc. Their avcrugc age '""'ilS 27.J )ears (rangc 

16 57). 

Sc,em}-t"o patients had had no pre,iou< ,enereal incident. 
The remaindcr had experienccd 65 pre\ iou, auacks of non­
gonococcal urc1hrllis, 20 of gonorrhoea. 2 or s)philis and 3 
of othcr conditions (one of "art,, one of balani1is, and one or 
an�ietv concerning venereal di�ea<el-a toral of 90 incident<. 

Of the 18 immigrant patient< onl� 3 (t\\0 \\ est Indians 
and one West Afncan) had had no pre,ious incident " hile 1he 
rcmaindcr accou111cd for no less than 26 previous anacks of 
non-gonococcal urethritis, 14 of gonorrhoc.i and I of syphilis. 
Thcse 41 pre, iou, incidents pro,ided an a,crage of :?.3 ror 
the immigrants compared "llh 0.5 for tho,e bom in the 
t nited Kingdom. Although 11 of the 18 ,mmigranlS had 
prcviously been 1rcated for non-gonoeoccal urc1hritis. as had 
20 of 1hose bom in the Unitcd Kingdom, no patient was 
included in the stud) "ho had been treated for the condition 
dunng 1he pre, 1ous 3 month,. 

The dischargc had been prc,cnt before trea I ment for I 3 
llays in 25 patients, for 4 7 days in 47. 8 14 days in 17, 
15 -21 days in 6. 22-28 days in 2. for over 1his 1ime in 7: its 
duration was un�nown in 4 cases. Se,elll)-cigh1 patients 
complaincd of some d) suria and 30 did not. 

The diseasc had apparentl> been contractcd from a friend 
m 72 ins1ances, a s1rangcr 111 25, ,he \\1fe 111 10 while onc 
pa1ien1 denicll sc�ual in1crcoursc. The apparcn1 incuba1ion 
period was 1-3 days in 20 cascs, 4-7 da)S in 23. 8 14 da)S 
in 18, 15-21 da)s in 9. 22 28 da)s in 6. more 1han :?8 da)S 
in 12 and was un�nown in 20 (u\ually becau\e a regular part­
ner was invol,cd). 

The Wa�scrn,ann and VDRL serum ll!�t'i for :s.yphili, 
beforc 1reatmen1 wcrc both negative in 105 cases, thc Wasscr­
mann was negathe and thc VORL posithe in one and both 
te,t'> v.ere posita,c in::? case:�: of the posi1hc rcactors one "a� 
a West Indian, one an other immigrant and one "as born 
in thc united Kingdom. 

CASE MANAGEMENT 

In all cases a Gram-stained urethral smear and a cullure 
for 1he gonococcus using a charcoal impregna1cd s" ab brokcn 
in10 Stuart's transport medium (for later trunsfcr to Thaycr­
Martin medium) \\ere made bcfore treatment and serological 
tests for syphilis \,erc also pcrformed. 

T\\enty-four cotrimo,aLole tablets C'Sep1rin') each con­
iaining 80 mg of trimethroprim and 400 mg of sulpha­
mc1haLole "crc given 10 the pa1ien1s "ith i1mructions for 
two to be ta�cn l"ice dail} for 6 da)s and 1hc> \\Cre ad, ised 
to refrain from ,e,ual intercour�c or alcohol ,H least dunng 
thc first 3 \\Cel,. They were in-iructed lo re1urn al appro�i­
ma1cly J. 3. 7. �,nd I� weekf> from thc trcarn1c11t date, \,hcn thc 
urethra was examined for discharge and thc urine for haLc 
and 1hreads. Retrca1ment ""s undertaken 1f thc patient had 
, isihle pus-containing discharge or a haz} unne, or com­
pta,nts of urethral discharge al other times (c.g. in the morn­
ings) or of d> stma with pus cells demonstrahlc in 1he ure1hr,1l 
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smear. Rctreatmem was discouraged for lhe existence of 
continuing albeit lessening dysuria by itself or for small 
amounts of threads if no pus was found and a potassium 
citra!e mixture was sometimes given lo anxious patients for 
I week as a holding procedure. 

IL was planned also 10 make nt leust one examination of 
the prostatic fluid during survcillancc and to perforn1 a final 

serum test for syphilis after 3 months. 

FOLLOW-UP AND RESULTS 

By no means all patients attended at the limes 

Table 11 I. Results according ro previous history of

no11-go11ococcal urethritis 

Previous Followetl Recurrencc 
history 
of N.G.U. Trea1ed No. n 

.o l'"o. 

Yes 31 29 93.5 9 31.3 
No 77 61 79.2 l.l 21.3 

Total 108 90 83.3 22 24.4 

requested but surficient lime elapsed for all patients It is noteworthy that only 7 failures ( 7.8 % 
to have been able to have done so for 3 months, had of those followed) occurred during the first week, 
they cooperated ful ly. The follow-up and results thus indicating a good general initial response. 
achieved are shown in Table l. 

As the venereal diseases clinic al which the patients 
were treated is the only one in a \arge area, and was 
a\rcady known to a considerable number, it is felt 
highly probable that the usual reason that defaulters 
did not return was because they were free from 
symptoms. 

However, of 108 patients treated 90 were followed 
up, whom the status at last visit was satisfactory in 
66 and 24 had a recurrence, 22 (22.4% of those 
followed) within the period of 3 months. One of the 
failures developed Reiter's syndrome. 

With goaorrhoea it is extremely difficull to 
distinguish relapse from reinfection and the criteria 
usually applied are either a history or otherwise of 
further sexual exposure or the grouping as failures of 
all recurrences in the first one or two wecks regard­
less of history, and those arising after this time as 
recurrences. With the often loDger and extremcly 
variable incubation period of non-gonococcal ure­
thritis even these criteria cannot be satisfactorily 
relied upon and thcrefore in this study both suspected 
relapses and reinfections bave been grouped together 
as recurrences. However, all recurrences known to 
have occurred after 3 months from treatment are 
assumed lo be reinfections. 

Table IT. Resu/ts in immigrants and 11011-immigrants 

Group 

Immigrants 
Non-immigrants 

To1at 

Recurrences 
within 
3 months 

Trcaled Followed No. 

18 13 3 
90 77 19 

108 90 22 

0 
0 

23.1 
24.7 

24.4 

Results in immigrants and 11011-immigrants 

No significant differences in the results were noted 
bctween immigrants and those born in the Vnitcd 
Kingdom (Table IT). 

Results according 10 a previous hisrory oj 11011-

go11ococcal urerhritis 

The results in patients with and without a previous 
history of non-gonococcal urethritis are shown in 
Table Jlf. It is noted that those who had suffered 
from the condition before were more likely to have 
a recurrence than those who had not. Such recurrcn­
ces contributed to an apparently better follow-up. 

Comparison with other treatme111s 

The results are compared with those of a nurnber 
of schedules involving different drugs on earlier 
occasions (16, 17) in Table TY. 

Table IV. Comparison oj results with those earlier 

obtained by other methods 

Drug Dosage 

Oxytetra-
cycline 5-6 g 

Cotrimoxa-

zo/e 20 1abs. 
Strepcomycin 
plus 1.0 g+ 
sulphona-
mides 8-12 g 

Sulphonamides 
8-28 g

Strep10mycin 1-4 g 
Placebo 

Treated 

85 

106 

150 

215 
164 
29 

Retreated 
within 
3 mon1hs 

Followed No. 

82 13 15.9 

90 22 24.4 

113 31 27.4 

195 73 37.4 
141 65 46.1 
22 15 68.2 
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Table V. Oxytetracycline in non-gonococcal urethritis 

Year 
Dose 
(g) 

J 950-55 5-6

1971 6 

Dura• 

1ion Fol-
(days) Trealed lowed 

5-6
6 

85 
106 

82 
96 

Recurrcnces 
within 
3 months 

No. 

13 
14 

15.9 
14.6 

The current results with cotrimoxazole were not 

as good as those previously obtained with oxytetra­

cycline (and indeed other tetracyclines) but are 

better than previously achieved with sulphonamides 

and approximately equal to those of the combina­

tion of 1.0 g streptomycin plus sulphonamides. 

As the tetracycline series recorded in Table IV 

was undertaken more than J5 years ago it was 

considered desirable to compare these earlier results 

with those obtained in the same clinic immediately 

prior to the present study. The two series are com­

pared in Table V. 

No suggestion is forthcoming from this data that 

the clinical effectiveness of the tetracyclines in non­

gonococcal urethritis has in any way diminished. 
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