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A CLINICAL TRIAL OF MINOCYCLINE IN
UNCOMPLICATED GONOCOCCAL URETHRITIS

HK Kar, Raj Narayan, RK Jain, RK Guatam,
AK Gupla, PK Sharma, C Hang, N Duggal, VB Sovani

In this open randomized comparative study, either 200 mg or 300 mg minocycline
was administered in a single supervised oral dose 1o 45 adult male patients of
acute gonoccecol yrethritis. Diagnosis was made clinically as well as on smear
and culture for . gonorhoea. Pallent was assessed again on days 3and 7. In the
37 evaluable cases a cure rate of 63% was achieved with a 200 mg dose, and 67
with a 300 mg dose. Tweniy one patienis had a positive culture at the beginning
of therapy, 12 of these were subjected to sensitivity by Kirby Baver mefhod. Three
pafients showed resistance fo minocycline but only one of them failed the study.
Both the doses were welf tolerated, Single dose of minocycling can be considered
as one more alternative therapy for uncomplicated gonorrhoea in males.
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Infroduction

The treatment failure for the control of gonor-
rhoea Is increasing because of ¢ number of
factors, The most important factor is frectment
resistance to available antibiotics i.e. Penicil-
lin, tetracycline, erythromycin, fucidic acid,
and rifampicin.! Minocycling is the most effec-
tive te?rdcyclirze against Neisseria gonorrthoea.?
This is given in a dose of 100 mg twice dalily for
seven days for uncomplicated acute urethyi-
tis.

The presant approach for the manage-
ment of STD is singie dose oral supervised
therapy. The efficacy of single dose therapy
with minccycline has also been documented
garfier,®s with variable sensitivity. In this present
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study, the sensitivity, efficacy and safety of sin-
gle oral dose of 200 mg and 300 mg
minocycline was evaivated in patients of un-
compiicated acute gonococcatl urethritis, re-
siding in Delhi metropolis.

Moterial and Methods

The tricl was carried out in the STD Clinic
of Dr. Ram Manohar Lohig Hospital, New Delhi,
A total of 45 healthy young adult males were
included in this study. The diagnosis was made
on the basis of clinical signs and symptoms sug-
gestive of gonorthoea, gram stained smear of
the discharge showing grom-negative intrac-
efuiar diplococci on microscopy and positive
cuiture for Neisseric gonorrhoea. The patients
were randomly assigned o one of two treat-
ment groups. Group A patients received su-
pervised 200 mg minocycline orally as « single
dose and group B patients received supervised
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300 mg minocycline orally in a single dose. The
clinical signs and symptoms i.e. pus discharge
per urethra, inflamed meatus, burmning micturi-
tion were recorded in the proformas on day
0.3.7.

Two glass test, gram staining for intrac-
ellular diplococci, culture for Neisseria gonor-
rhoea were done af every visit. Side effects, if
any., were recorded at each visit. All the pa-

tients were subjected to VDRL and ELISA test

for HIV 1and 2. The patient was considered
cured when there was absence of pus dis-
charge per urethra, clear two glass test and
bacteriological negativity both on gram-stain
preparation and on culture.

Resulis

A total of 45 male patients of uncompl'i-
cated gonococcal urethritis were included in
this study. The minimum age was 16 years and
maximum was 46 years. Out of 45 patients, 22
{49%) were in the sexually active group of 15
to 25 years, 18 {40%] were in the age group of
26 to 35 years and 5 (11%) were in the age
group of 36 1o 45 vears. Of the 45 patients, 37
{82%) turned up for complete follow up. 19

Table [ - Results of minocycline therapy In 2 groups

Minocycline | Minocycline
200mg [Group A} | 300mg (Group B)
Bacteriological cure 13 12
Clinical cure 12 - 12
Failure 6 6
Defaulters 5 3
Total 24 21

patients were in the group A and 18 were in
the group B. {Table l). All cases had positive
gram staining for gram negative intracellular
diplococci in urethral smear preparation at
day 0. A total clinical and bacteriological cure
was achieved in 24 (65%) patients, 12 (63%) in

“group A and 12 (6%} in group B.

Serological tests for HIV 1 and 2 were
negative in all . The culture for Nejsseria gon-
orrhoea from the pretreatment urethrol
specimen was positive in 21 (47%) patients.,
Sensitivity of the isolated
minocycline was tested in 12 patients and
three were found resistant to minocycline in
vitro. Qut of these three cases, one was cured
both clinically and bacteriologicaily (micro-
scopic and culture), one patient after initial
improvement was lost for follow-up and the
third case did not improve both clinically and
bacteriologically. Minocyclineg was well fol-
erated by all palients. No side effects were
reporfed by any patient.

strain for

Dlscussion

Since N. gonorrhoea shows a variable
response to freatment from year to year and
at fimes may develop relative or absolute re-
sistance to formerly effective antibiofics,
there is a constant need to evaluate the effi-
cacy of different antibiotics as well as differ-
ent schedules of the same antibiotics.
Minacycline (an alkylated amino-tetracy-
cline} is a potent, stable, less toxic drug and
has a broad spectrum of activity. The drug
was infroduced by Lederle Laboratories in
1967 4 Efficacy of a single dose therapy of
gonorrhoea with minocycline has been
tested before. Thatcher et al,?® obtained a
cure rate of 92.2% with ¢ single dose of 200
mg and 95.5% with 300 mg as well as 400 mg.
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Jog et al,’ obtained a cure rate of 92% with
a single dose of 300 mg minocycline.
Masterton et al,’ used 300 and 400 mg of
minocycline to achieve a success rate of 97%
and 95% respectively. Baytch’ noted only 62%
results with 300 mg single dose. Duncan et dl
tried 300 and 400 mg single dose and their
results varied from 25% to 75%.% In the present
series, a single dose of 200 mg and 300 mg
minocycline achieved a cure rate of 63% and
67% respectively, thus confirming earlier re-
sults.

Qut of 21 cases where N.gonorrhoea
could be cultured only 12 cases were sub-
. jected to a sensitivity test using the Kerby
Bauer method. Of these 21 cases, 3 showed

resistance. However, of these three cases

one patient showed cure, another showed
significant improvement before being lost for
follow up and only one failed, indicating that
there was no cormrelation between in vivo and
in vitro findings. Jog et al.® have made simi-
jar observations in their study. '

Although it is an accepted fact that
resistance to an antibiofic increases over the
years due fo indiscriminate use and cross re-
sistance, the same may not be the case with
minocycline.

Concomitant, undiagnosed non-gono-
coccal urethritis may account for a few of
the 35% failure in our study. One case that
showed bacteriological but not clinical cure
was later on treafed with azithromycin for
' NGU. Two of the eight defaulters who were
followed up until day 3 showed bacteriologi-
cal cure but only slight improvement in clini-
cal signs and symptoms. Re-exposure and
loss of many patients to follow-up could be
other confounding variables.

It is worth noting that even a single’
dose of 300 mg of minocycline was well tol-
prated by the patients.

in conclusion, we tend to agree with
Brogden et al,'® that mihocycline can only
be considered a possible alternative to oral
and semi-synthetic penicillin with probene-
cid in case of uncomplicated gonorrhoea in
persons allergic to the penicillins and when
the organism is sensitive to minocycline.
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