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Abstract

From May 1995 to May 1996, thirty-six females with chlamydial cervicitis were enrolled
at Bangrak Hospital's Venereal Disease Clinic in an open study to assess the efficacy and safety of
a single, 1-gram oral dose of azithromycin. Thirty-five had positive C. trachomatis and one had a
positive Gen-probe test. Twenty-two returned for their first and second follow-ups and 18 came
back for their final follow-up (visit 4). Eradication rate was 100 per cent on all visits, Fourteen patients
were excluded from the final analysis- three had dropped out from the beginning, ten had sexual
intercourse without a condom and one had a positive Gen-probe test but negative C. trachomatis
culture. U. urealyticum was isolated from the vaginal wall of 15 of the 36 cases and eradication rate
was O per cent at visit 2 and visit 4. In conclusion, this study shows that a single, 1-gram oral dose of
azithromycin is an effective and well-tolerated alternative therapy for chlamydial cervicitis.

Chlamydia trachomatis and Ureaplasma
urealyticum are the main demonstrable causes of
non-gonococcal urethritis in men. C. trachomatis is
known to be present in 30-50 per cent of the
cases(]). In women, where the majority of infec-
tions are asymptomatic, C. trachomatis infection
can cause mucopurulent cervicitis, urethral syn-
drome, pelvic inflammatory disease (PID), ectopic
pregnancy and infertility 2,3), Infected pregnant

women can transmit the infection to their infants,
resulting in neonatal conjunctivitis and pneumo-
nia(3). Human and animal inoculation studies
provide indisputable evidence of a causal role for
U. urealyticum in nonchlamydial, nongonococcal
urethritis(1-4). U. urealyticum is probably com-
mensal in female genital tracts. Only in a subpopu-
lation of individuals infected in the lower genital
tract do the organisms reach the upper tract and
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only in some of these individuals does a disease
ensue. This disease is chorioamnionitis. U. urea-
Ivticum is a significant cause of respiratory tract
and central nervous system infections in premature
infants(®).

Although present treatment regimens
appear effective in most patients with chlamydial
infections, the length of the recommended treat-
ment (at least 7 days), the inconvenient multiple-
dose therapy, and the drug's side-effects may cause
the patient to stop therapy prematurely. Single-
dose therapy with minimal or no side effects is
expected to minimize these compliances and
adverse drug problems. Index patients and their
sexual partners could be easily treated, thereby
eliminating disease recurrences resulting from
non-compliance and reinfection(3,5:0),

Azithromycin is a novel acid-stable aza-
lide antibiotic which rapidly enters tissues and cells
and sustains high tissue levels. It is released slowly
with a half-life of 68 hours. The minimum inhi-
bitory concentration (MIC) for C. trachomatis
ranges from 0.032 mg/l to 1.02 mg/l. For U. urealy-
ticum_the MIC ; ranges from 0.062 mg/l to 2
mg/l(7}.' Recent clinical studies have reported that
a single, 1-g oral dose of azithromycin is effective
in the treatment of genital chlamydial infections
(6,8-11)_and eradication of U. urealyticum(ll). This
study was designed to further evaluate the efficacy
and safety of a single, 1-g dose of orally adminis-
tered azithromycin in the treatment of chlamydial
cervicitis and eradication of U. wurealyticum from
female lower genital tracts.

MATERIAL AND METHOD
Patient population and study design
Thirty-six women aged between 18 and 45

with positive C. trachomatis cervicitis treated at

Bangrak Hospital's Venereal Disease Clinic from

May 1995 to May 1996 were enrolled in an open,

non-comparative study. The criteria for inclusion

in the study were :

1. Negative culture for N. gonorrheoa from cer-
vical discharge

2. No evidence of pregnancy or lactation

3. No treatment with antibiotics (within two
weeks) or investigational drug (within one
month) prior to the visit

4. No clinical evidence of terminal illness, hepatic
or renal disease, or history of allergy to macro-
lides
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5. Patients had given their informed consent
All patients were given a single, 1-g

oral dose of azithromycin at the clinic in the form

of four 250-mg capsules on an empty stomach.

Efficacy analysis

Clinical investigations including culturable
samples for C. trachomatis (Cyclohexamide-treated
McCoy cell), U. urealyticum (U9B plate A7) and
N. gonorrhoea (modified Thayer Martin media),
were performed on day O (visit 0), 742 (Visit 1),
14+2 (visit 2) and 2842 (visit 4).

At each visit the patients were asked about
the frequency of intercourse, number of partners
and condom usage. The patients at risk of acquiring
a new infection were excluded from the analysis.
The microbiological efficacy was assessed as
follows : eradication, relapse and persistence. At
each visit the drug's possible side-effects were
recorded.

RESULTS

Of the 36 women with chlamydial cervi-
citis enrolled in this study, 14 were excluded from
the analysis -three did not come back for follow-
ups, ten had sexual intercourse without a condom,
and one tested posttive for Gen-probe (DNA hybri-
dization) but was not cultured. Of the 22 evaluable
patients, their age ranged from 18-45 years (mean
age 26.64 years). Their weight ranged from 42-75
kilograms (kg). All but one (divorced) were
married. Their signs and symptoms at each visit
are shown in Table 1. C. trachomatis was not reco-
vered from the cervix of any of these patients at
visit 1 and visit 2. Eighteen patients were evalu-
able at visit 4 and C. trachomatis was not isolated
from any of them. U. urealyticum was isolated
from the vaginal wall of 15 of the 22 evaluable
patients, U. urealyticum was still isolated from all
of these patients at visit 2 and from all 12 patients
who returned for visit 4 (Table 2).

Of the ten patients who had sexual inter-
course without a condom, nine returned for visit 2
and eight returned for visit 4. Only one case
yielded a positive chlamydial culture at visit 4.
This patient said that her husband had been treated
but this is questionable. U. urealyticum was era-
dicated in one case at visit 2 and four cases at visit
4. There was a superinfection of U. urealyticum in
one case at visit 1 and 2.



Vol. 80 No. 6

No side-effect was reported by all 22
patients who were evaluable and by the ten
patients who were excluded because of sexual
intercourse without a condom. We lost complete
contact with the other three patients.

The MIC of azithromycin for C. tracho-
matis in our study ranged from 0.012 mg/l to 0.25
mg/l.

Table 1. Clinical characteristic for each follow-up
visit.
Visitl  Visit2  Visit3  Visit4
None 4 12 15 10
Discharge
(Character of discharge)
Clear 3 1 1 1
White 4 2 1 3
Purulent 8 4
Dysuria 2
Abdominal pain 5 2 2
Itching 2 1 I
Hematuria 1
DISCUSSION

As shown in this study, a single, 1-g
oral dose of azithromycin is highly effective in
the treatment of chlamydial cervicitis. Bacteriolo-
gical eradication was 100 per cent. The drug was
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well tolerated. There was only 1 intend-to-treat
case having mild nausea. These findings are in
line with those reported in the controlled multi-
center study by Martin DH et al®). In our study
the cumulative eradication rate after four weeks
(100%) was slightly higher than in the larger
(185 evaluable patients) multicenter study in which
the eradication rate was 97 per cent for azithro-
mycin and 98 per cent for doxycycline. The side-
effect in the Martin DH et al(8) was 17 per cent for
azithromycin and 20 per cent for doxycycline
while our study reported none. Our study's cumu-
lative eradication rate after two weeks (100%) was
comparable to that reported by two smaller studies
(15 and 9 evaluable chlamydial cervicitis Satiems)
done by Bush MR et al® and Lassus A(10). None
of the patients in the three studies showed any side
effects. In our study, the MIC of azithromycin for
C. trachomatis was also similar to those previously
reported(7).

In this study, a single, 1-g oral dose of
azithromycin failed to eradicate U. urealyticum
from the lower genital tract. There are three possi-
ble causes for this failure:

1). U. wrealyticum is commensal in the
female lower genital tract®) so it is resistant to
most antibiotics;

2). quantitative culture method is pre-
ferred for U. urealyticum to the ordinary culture
method used in this study(lz);

Table 2. Bacteriological effect of a single 1-gram dose of azithromycin in female urethritis caused by
C. trachomatis or U. urealyticum
Total Eradication Persistence Eradication with Superinfection
recurrence
Visit 1
C. trachomatis 22
U. urealyticum 15
Visit 2
C. trachomatis 22 22 (100%) 0 0 0
U. urealyticum 15 1
Visit 3
C. trachomatis 22 22 (100%) 0 0 0
U. urealyticum 15 0 15 (100%) 0 0
Visit 4
C. trachomatis 18 18 (100%) 0 0 0
U. urealyticum 12 0 12 (100%) 0 0
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3). culturable specimens for U. urealy-
ticum from the vaginal wall are more likely to
contain mycoplasma than those obtained from the
endocervical canal, posterior fornix and periure-
thral area{13). We do not know whether the results
would have been different if we had collected the
specimens from the endocervix. Hence, we sent
culturable specimens from both the vaginal wall
and the endocervix in six cases and we found that
out of six positive U. urealyticum cases from the
endocervical specimen, only one was eradicated at
visit 2 and 4 (data is not presented).

In conclusion, a single, 1-g oral dose of
azithromycin is effective and safe for the treat-
ment of chlamydial cervicitis. It would be parti-
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cularly useful in patients who suffer from gastro-
intestinal side effects or do not strictly follow the
current standard regimen. Because of its conve-
nient, well-tolerated, and efficacious single-dose
therapy, azithromycin is expected to provide sig-
nificant benefits in epidemiologic treatments and
should be offered to those patients within the chain
of infections who are reluctant or unable to come
for chlamydial infection tests.
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