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COMPARATIVE EVALUATION OF AMPICILLIN AND
TRIMETHOPRIM-SULFAMOXOLE COMBINATION
IN GONORRHOEA
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Summary

Fifty men suffering from uncomplicated gonococcal urethritis were
treated alternatively either with 1,280 mg of trimethoprim (TMP) and 6,400
mg of Sulfamoxole (SDMO) (SUPRISTOL, 16 tablets) orally in two equally

divided doses

taken at a 12-houf interval, or with a single dose of

3.5 gm of ampicillin with 1 gm of probenecid (AMP-PBD). The curc rate
in TMP-SDMO regimen was 799, while that in AMP-PBD regimen was

95.7%,.

Sensitivity of the organism was tested to penicillin, ampicillin and

TMP-SDMO. Toxic effects of the drugs were studied.

Introduction

Penicillin remains the most popular
drug in the treatment of gonorrhoea
since its discovery. Betalactamase
producing gonococci pose a real threat
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to the treatment in the future, even
with increasing doses of penicillin or
with its derivatives. Thereis an urgent
neced to find out an alternative anti-
biotic/chemotherapy to cope up with
the situation. Many workers have
tried trimethoprim-sulfamethoxazole
combination in various dose schedules
in gonorrhoea patients with encoura-
ging results. They have given the
treatment for more than one day,
which carries an inherent drawback of
patient default and consequent failure,
One day regimen is advisable in STDs
clinics. So we conducted oae day
treatment schedule of TMP-SDMO
(SUPRISTOLR) and compared it with
the ampicillin plus probenecid regimen
recommended by the U.S. Public Health
Servicel, :

Male patients suffering from uncom-
plicated gonococcal urethritisattending
the skin and V.D, Clinic of the Univer-
sity Hospital, Banaras Hindu Univer-
sity, Varanasi, were admitted to the
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study. In every case urethral smear
was made and stained by Gram’s
technique. The discharge was cultured
on Chacko-Nair Medium?
incubated for 48 hours at 36°C in a
candle jar. Blood VDRL was done
for every paticnt.

Patients were given alternatively
either TMP-SDMO or AMP-PBD, In
the case of TMP-SDMO regimen, |8
tablets were given to the patient with

the instruction to take all of them at

9.00 p.m. at his residence and to attend
the Out-patieni Department on the
following morning at 9.00 a.m. for the
second similar dose. 1In the case of
AMP.PBD regimen, 1 gm of probenecid
and 3.5 gm of ampicillin was adminis-
tered orally as a single dose in the
hospital. Patients were advised not to
consume alcohol and to refrain from
sexual intercourse. They were asked
to attend the hospital for follow up on
third and seventh day. In the case of
TMP-SDMO regimen, total and differ-
ential white cell count, Hbo/, ESR,
serum proteins, serum alkaline phos-
phatase, SGOT and SGPT were done.
On each follow up visit, patients were
questioned about the progress and
were clinically examined, Urethral
smears were taken and Gram stained
on each visit and culture was done on
seventh day. Any case which showed
smear or culture positivity on any
follow up visit was classified as treat-
ment failure. Those patients who had
failed to return even once within seven

and

“hours of

days of registration were excluded from
statistical analysis. Post-gonococcal
urethritis was diagnosed if a urethral
discharge showed atleast 10 Jeukocytes

_iper field of microscopy using a x 100

objective.

The culture plates were examined
for oxidase positive colonies after 48
 incubation. The typical
oxidase positive colonies were taken
out with platinum loop and spread out
uniformly over the fresh Chacko-Nair
culture medium. The sensitivity discs
of penicillin in the strengths of 0.1,
0.5, 1.0 and 10 units/ml, ampicillin
discs in the -strengths of 0.1, 0.5, 1.0
and 10 #g/ml and TMP.SDMO discs
supplied by the manufacturers of the
drug were planted over the media. The
plates were incubated as before and
examined after 48 hours for the zone
of inhibition. A zone of inhibition of
more than 20 mm was considered
as criteria for. the sensitivity of the
organism to the penicillin and ampicil-
lin and a zone of more than 16 mm
was considered as sensitive in case of
TMP-SDMO.

Results

Of the 25 patients treated with
TMP-SDMO, 24 had follow up, out of
them 19 were cured (799,). In the
case of AMP-PBD regimen, 23 out of
235 patients were followed up. In this
group 22 were cured (95.79%). The
results are shown in Table-1. Five
patients who failed in the TMP-SDMO

TABLE 1

Results of Treatment

No. Success
. No., No. of
Regimen . Followed ; S PGU
Treated up Failures No. o,
TMP-SDMO 25 24 5 19 79.0
AMP-PBD 25 23 1 22 95.7 2
P>0.9 P valuc was calculated by the X2 tests.
PGU - Post gonococcal urethritis.
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TABLE 2
Sensitivity of Gonococci In Vitro
No. of Percentage
MIC Strains of
Sensitive Strains

Penicillin in units / ml

0.1 14 35.0

0.5 30 75.0

1.0 34 85.0
Ampicillin in ug [ ml

0.1 17 42,8

0.5 32 80.0

1.0 ) 37 92.5
TMP-SDMO 7.5 mcg/ml (1.25 mcg TMP and 6.25 mcg SDMO) 34 85.0

Total number of strains tested 40.

All strains were highly sensitive to 10 units/ml of penicillin and 10 ug/ml of ampicillin.

regimen were later successfully treated
with AMP-PBD regimen. The patient
who failed to AMP-PBD regimen was
successfully treated with TMP-SDMO
regimen. One in the former and two
in the latter regimen developed post-
gonococcal urethritis, Both regimens
were well tolerated by the patients.
TMP-SDMO did not exhibit any
adverse effect on hemopoiesis or hepa-
tic functions. As regards the sensiti-
vity of the organism to penicillin,
ampiciilin and TMP-SDMO, 14 strains
(359,) were sensitive to 0.1 unit per
ml of penicillin and 30 strains (759,)
were sensitive to 0.5 unit per ml of
penicillin.  Six strains required more
than 1.0 unit per ml of penicillin for
the inhibition of the growth. As
regards sensitivity to ampicillin, 17
strains (42.59%,) were sensitive to 0.1
ug per ml., 32 strains (80%) were
sensitive to 1.0 ug per ml of ampicillin
for inhibition of their growth 1n vitro,
In case of TMP-SDMO 34 strains
(859,) were sensitive to standard disc
of TMP-SDMO supplied. The sensiti-

vity of the organisms is shown in
Table-2.
Discussion

In the present study though TMP-
SDMO regimen apparently cured less
number of patients (799/) as compared

to that of AMP-PBD regimen (95.5%),
the difference was not significant stati-
stically (P>0.9). Arya et ald in
Uganda got 659, of success in their
patients treated with 4 tablets of
trimethoprim-sulfamethoxazole (TMP-
SMZ) twice a day for one day. Elliot
et al4 compared TMP-SMZ treatment
with 2 doses of 6 tablets 12 hourly
with U.S. Public Health recommended
regimen of penicillin plus probenecid,
and found that TMP-SMZ was signi-
ficantly less effective (199, failure)
than penicillin plus probenecid (49,
failure). The lack of significance in

‘our study may be due to small number

of cases we treated. But the multiple
dose regimen of TMP-SMZ given over
two to five days by some workers yield-
ed better results than single day regi-
men. Csonka?® treated 180 men with
gonorrhoea with various doses of TMP-
SMZ. The highest cure rate (95.6%)
was found after a 4 days course of the
drug with a daily dose of 3 tablets
twice a day. Carroll and WNicols
with a single dose regimen of 4 tablets
daily for 5 days obtained a cure rate
of 95.5%,. Rodin and Seth” used 4
tablets one a day for 5 days and achi-
eved 1009, cure. Above results suggest
that certain concentrations of TMP-
SDMQ in serum must be achieved and
maintained for a eritical period of
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time to eradicate gonococcal infection.
The minimal duration of time that
such levels need to be maintained in
the blood is yet to de determined. It
is quite possible that by increasing the
duration of treatment we may get a

better response with the same dosage.

As regards the in vitro sensitivity,
all of 40 strains were sensitive to 10
“units per ml of penicillin and 10 ug/ml
of ampicillin, indicating the absence
of betalactamase producing gonococci
(W.H.O.Report)®.  There was no
significant- difference between peni-
cillin and ampicillin in regards to
sensitivity of the organism in vitro
except in the cases of 0.1 unitjm]l of
penicillin and 0.1 ug/ml of ampicillin,
where ampicillin inhibited more num-
ber of strains (P« 0.01). In case of
TMP-SDMO the number of strains
inhibited was equal to the number of
strains inhibited by 1.0 wunit/ml of
penicillin. One patient who had a
insensitive strain in vitro to TMP-
SDMO responded successfully to the
TMP-SDMO regimen in vivo. One
strain which failed to AMP-PBD regi-
men whose MIC was more than 1.0
ug/ml of ampicillin was sensitive to
TMP-SDMO disc. Patient harbouring
this strain responded to TMP-SDMO
regimen.

In view of the larger number of
treatment failures with TMP-SDMO
regimen, it is not advisable to use this
as routine treatment for gonorrhoea.
This regimen may give better results
if the same dosage is given over a
longer period than one day. Further
studies of such regimen is necessary
so thatan alternative to penicillin regi-
men can be advised to patients liable
to hypersensitivity reactions to peni-
cillin and those infected with resistant
strains of gonococci.
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