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ABSTRACT

Background

Chlamydia trachomatis is a sexually transmitted infection. Mother-to-child transmission can occur at the time of birth and may result in
ophthalmia neonatorum or pneumonitis in the newborn.

Objectives

The objective of this review was to assess the effects of antibiotics in the treatment of genital infection with Chlamydia trachomatis during
pregnancy with respect to neonatal and maternal morbidity.

Search methods

We searched the Cochrane Pregnancy and Childbirth Group's Trials Register and added the results to Studies awaiting classification
(September 2006). We updated this search on 3 January 2012 and added one additional trial report to the awaiting classification section.

Selection criteria

Randomised trials of any antibiotic regimen compared with placebo or no treatment or alternative antibiotic regimens in pregnant women
with genital Chlamydia trachomatis infection.

Data collection and analysis

Two review authors assessed trial quality and extracted data independently. Study authors were contacted for additional information.

Main results

Eleven trials were included. Trial quality was generally good. Amoxycillin appeared to be as effective as erythromycin in achieving
microbiological cure (odds ratio 0.54, 95% confidence interval 0.28 to 1.02). Amoxycillin was better tolerated than erythromycin (odds ratio
0.16, 95% confidence interval 0.09 to 0.30). Clindamycin and azithromycin also appear to be effective, although the numbers of women
included in trials are small.

Authors' conclusions

Amoxycillin appears to be an acceptable alternative therapy for the treatment of genital chlamydial infections in pregnancy when
compared with erythromycin. Clindamycin and azithromycin may be considered if erythromycin and amoxycillin are contra-indicated or
not tolerated.
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[Note: The seven citations in the awaiting classification section of the review may alter the conclusions of the review once assessed.]

PLAIN LANGUAGE SUMMARY

Interventions for treating genital chlamydia trachomatis infection in pregnancy

Chlamydia is a sexually transmitted infection which, if a mother has it during pregnancy and labour, can cause eye or lung infections in the
newborn baby. The risk of transmission during birth varies, but is about 20% to 50% for eye infections and about 10% to 20% for infection
of the lungs. Mothers may also be at increased risk of infection of the uterus. The review looked at various antibiotics being used during
pregnancy to reduce these problems and to assess any adverse effects. Tetracyclines taken in pregnancy are known to be associated with
teeth and bone abnormalities in babies, and some women find erythromycin unpleasant to take because of feeling sick and vomiting.
The review found eleven trials, involving 1449 women, on erythromycin, amoxycillin, azithromycin and clindamycin, and the overall trial
quality was good. However, all the trials assessed 'microbiological cure' (that is they looked for an eradication of the infection) and none
assessed whether the eye or lung problems for the baby were reduced. Also, none of the trials were large enough to assess potential
adverse outcomes adequately. The review found amoxycillin was an effective alternative to erythromycin but lack of long-term assessment
of outcomes caused concern about its routine use in practice. If erythromycin is used, some women may stop taking it because of adverse
effects. Azithromycin and clindamycin are potential alternatives. More research is needed.

Interventions for treating genital chlamydia trachomatis infection in pregnancy (Review) 2
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BACKGROUND

Chlamydia trachomatis is a sexually transmitted infection. Mother-
to-child transmission can occur at the time of delivery and may
result in ophthalmia neonatorum or pneumonitis in the neonate.
Estimates of the risk of transmission at the time of delivery vary.
The risk of mother-to-child transmission resulting in moderate to
severe conjunctivitis appears to be approximately 15% to 25% and
for pneumonitis 5% to 15%. Postpartum endometritis has also
been associated with chlamydial infection, although the risk of this
occurring in women infected with chlamydia at the time of delivery
is not known.

The drugs of choice for the treatment of Chlamydia trachomatis
infection are the tetracyclines; however, as the use of tetracyclines
in pregnancy are known to be associated with teeth and bone
abnormalities, erythromycin has been recommended as the first-
line treatment. Some women find erythromycin unpleasant to
take because of nausea and vomiting and this may result in poor
compliance which may lead to persisting infection.

As a consequence other antibiotic regimens have been investigated
as alternatives to erythromycin.

OBJECTIVES

To determine whether antibiotic therapy in women infected with
genital Chlamydia trachomatis is effective in the prevention of
neonatal chlamydial infection and postpartum endometritis. In the
absence of this information, eradication of maternal infection as
determined by microbiological cure has been taken as a surrogate
outcome. The occurrence of side-effects of treatment is also
included.

If antibiotics are effective, the review will seek to determine which
antibiotics are effective and review their side-effect profile.

METHODS

Criteria for considering studies for this review
Types of studies

All randomised controlled trials comparing antibiotic therapy
with placebo or no therapy and all randomised controlled trials
comparing two different antibiotic regimens in pregnant women
with genital Chlamydia trachomatis infection (any method of
diagnosis).

Types of participants

Women identified at any stage during the antenatal period as
having genital Chlamydia trachomatis infection (symptomatic
or asymptomatic). Co-infection with other sexually transmitted
infections will not be a reason to exclude women from the review.

Types of interventions

1. Any antibiotic (any dosage and any route of administration)
versus placebo or no therapy.

2. Comparisons of any two different antibiotic regimens.
Types of outcome measures

(i) Neonatal death
(ii) Ophthalmia neonatorum

(iii) Neonatal pneumonitis

(iv) Maternal postpartum endometritis

(v) Delivery less than 37 weeks' gestation

(vi) Failure to achieve microbiological cure

(vii) Side-effects sufficient to stop treatment/change treatment
(viii) Side-effects not sufficient to stop treatment

(ix)

ix) Fetal anomalies

Search methods for identification of studies
Electronic searches

We searched the Cochrane Pregnancy and Childbirth Group’s Trials
Register by contacting the Trials Search Co-ordinator (September
2006 and 3 January 2012) and added the results to Studies awaiting
classification.

The Cochrane Pregnancy and Childbirth Group’s Trials Register is
maintained by the Trials Search Co-ordinator and contains trials
identified from:

1. quarterly searches of the Cochrane Central Register of
Controlled Trials (CENTRAL);

2. weekly searches of MEDLINE;
3. weekly searches of EMBASE;

4. handsearches of 30 journals and the proceedings of major
conferences;

5. weekly current awareness alerts for a further 44 journals plus
monthly BioMed Central email alerts.

Details of the search strategies for CENTRAL, MEDLINE and EMBASE,
the list of handsearched journals and conference proceedings, and
the list of journals reviewed via the current awareness service can
be found in the ‘Specialized Register’ section within the editorial
information about the Cochrane Pregnancy and Childbirth Group.

Trials identified through the searching activities described above
are each assigned to a review topic (or topics). The Trials Search Co-
ordinator searches the register for each review using the topic list
rather than keywords.

We did not apply any language restrictions.

Data collection and analysis

All potential trials were selected for eligibility according to the
criteria specified in the protocol. The information necessary for the
review was abstracted from the report by each of the review authors
independently and, where necessary, we requested additional
information from the authors.

All trials were assessed for methodological quality using standard
Cochrane criteria. Summary odds ratios have been calculated if
appropriate (ie if there is no evidence of significant heterogeneity)
using the Cochrane statistical software, RevMan.

RESULTS

Description of studies

For details of included studies, see table of Characteristics of
included studies. For details of excluded studies, see the table of
Characteristics of excluded studies. (Seven reports from updated
searches been added to Studies awaiting classification.)

Interventions for treating genital chlamydia trachomatis infection in pregnancy (Review) 3
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Risk of bias in included studies

We assessed the methodological quality for each included trial
using a simple checklist, which included whether the allocated
treatment was adequately concealed and the proportion of women
lost to follow up.

Overall, the quality of the trials was good. Four of the eleven
included trials were double blind and all trials reported losses to
follow up. The description of the interventions was good (with the
exception of Martin 1997) and the main outcome of all the trials was
well described in most.

The process by which the interventions were randomly assigned
was not well specified in two of the trials, although both papers
stated that the allocation was random and both of these trials were
double blind (Alger 1991; Bell 1982).

Effects of interventions

Antibiotic therapy for genital chlamydial infection in pregnancy
reduces the number of women with positive cultures following
treatment by approximately 90% when compared with placebo.

All the tested antibiotic regimens demonstrate a high level of
'microbiological cure' (with the exception of Martin 1997, which did
not report this outcome). The data suggest that amoxycillin may
even be superiorto erythromycin in achieving microbiological cure,
although this difference is not statistically significant.

When compared with erythromycin the use of amoxycillin was
associated with a lower incidence of side-effects in general, and in
particular with a lower incidence of side-effects sufficient to stop
treatment. With the relatively small amount of data presented,
azithromycin appears to be very well tolerated. Side-effects of
clindamycin appear to be no different, in frequency, from those of
erythromycin.

There is little evidence from any of the included trials that
'microbiological cure' is the same as prevention of neonatal
infection or postnatal infection in the mother. One trial (Alary 1994),
assessed neonatal infection by taking chlamydial cultures from the
neonate at one week of age. No positive cultures were found from
152 neonates tested.

DISCUSSION

The suggestion that amoxycillin is a useful treatment for genital
chlamydial infection is surprising. In vitro studies suggest that
Chlamydia trachomatis is relatively insensitive to amoxycillin (Kuo
1977). This review, however, suggests very strongly that amoxycillin
does eradicate chlamydial infection in pregnancy.

The number of women included in these trials is too small to
assess whether the newer antibiotics included in this review such
as azithromycin and clindamycin are safe for use in pregnancy,
as rare adverse outcomes are unlikely to be detected and clinical
experience with their use is limited.

'Microbiological cure' is used in these trials as an alternative
to eradication of infection. This assumption may not hold true,
however, and the extent to which it is true may vary between the
different antibiotics being tested. Thus, if two antibiotics appear to
be equally effective in terms of 'microbiological cure' there may still
be differences in their effect on more substantive outcomes such as
neonatal chlamydial infection. Unfortunately, no trial reported this
information in terms of clinical disease.

AUTHORS' CONCLUSIONS

Implications for practice

This review suggests that, in terms of microbiological 'cure),
amoxycillin is an effective alternative to erythromycin for women
with genital Chlamydia trachomatis infection in pregnancy. The
lack of suitable data on the longer-term effectiveness of amoxycillin
in terms of the risk of neonatal infection does, however, cause
concern about its routine use in clinical practice.

The decision to implement using amoxycillin as the first
line treatment for genital Chlamydia trachomatis infection in
pregnancy will depend on the extent to which clinicians are
satisfied that a negative 'test of cure' in the woman is equivalent to
prevention of neonatal infection.

If erythromycin continues to be used as the treatment of choice
in pregnancy then there seems little doubt that if women are
intolerant of erythromycin then amoxycillin seems a suitable
alternative. Clindamycin and azithromycin may be considered
further alternatives if erythromycin and amoxycillin are contra-
indicated or not tolerated.

Implications for research

Further studies are necessary to determine whether amoxicillin is
associated with true eradication of Chlamydia trachomatis from
the genital tract during pregnancy. Long-term follow up of a cohort
of mothers and neonates treated with amoxycillin for genital
chlamydial infection in pregnancy to precisely determine the risk
of neonatal infection may be enough to reassure clinicians that
the treatment is suitable for more widespread use. However, a
large randomised comparison of amoxycillin and erythromycin
which addressed their relative effectiveness in preventing neonatal
infection would be ideal.

The results obtained with clindamycin and azithromycin could
usefully be repeated in larger trials which rely more on substantive
outcome measures. If amoxycillin is adopted widely as first-line
treatment for chlamydia in pregnancy then amoxycillin would be
the appropriate control treatment for such trials.

[Note: The seven citations in Studies awaiting classification may
alter the conclusions of the review once assessed.]
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trachomatis organisms in cell culture. Antimicrobial Agents and
Chemotherapy 1977;12:80-3.

Adair 1998
Methods Random numbers generated in blocks of 20.
Allocation cards in sealed opaque envelopes.
Participants 106 pregnant women with positive cervical swabs of Chlamydia trachomatis using a direct DNA probe.
Exclusions - hypersensitivity to study drugs.
Interventions Azithromycin 1 g stat
Erythromycin 500 mg four times a day for 7 days
All partners referred for treatment.
Outcomes Test of cure using DNA probe 3 weeks after start of treatment
Side effects.
Notes Not blinded
9/54 of azithromycin and 7/52 of erythromycin lost to follow-up (no outcome data).
Risk of bias
Bias Authors' judgement Support for judgement
Allocation concealment Low risk A - Adequate

(selection bias)

Alary 1994
Methods Random allocation.
Participants 210 pregnant women with positive cervical or urethral cultures of Chlamydia trachomatis.
Exclusions - >38 weeks at diagnosis, treatment with antibiotics between the cervical culture being tak-
en and randomisation, known allergy to the study drugs.
Interventions Erythromycin 500 mg four times a day for 7 days

Amoxicillin 500 mg three times a day for 7 days

Interventions for treating genital chlamydia trachomatis infection in pregnancy (Review)
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Alary 1994 (Continued)

All partners treated with doxycycline.

Outcomes Test of cure by culture 21 days after the completion of study drug
Swabs taken from babies' eyes, nose, pharynx, rectum and genitals for culture of Chlamydia trachoma-
tis at age 1 week.

Notes Double blind. Amoxicillin recipients received a dummy dose to make both drug regimens four times a
day.
5/105 in amoxicillin group and 6/105 in erythromycin group lost to follow-up (no outcome data).

Risk of bias

Bias Authors' judgement  Support for judgement

Allocation concealment Unclear risk D - Not used

(selection bias)

Alger 1991

Methods

'Random allocation' - method not specified.

Participants

135 pregnant women with positive cervical cultures of Chlamydia trachomatis.
Exclusions - >24 weeks at diagnosis, recent antibiotic use, known allergy to study drugs, impaired he-
patic function, colitis, current use of insulin, warfarin, steroids and carbamazepine.

Interventions

Erythromycin 333 mg plus clindamycin placebo four times a day for 14 days
Clindamycin 450 mg plus erythromycin placebo four times a day for 14 days
Clindamycin placebo and erythromycin placebo four times a day for 14 days
All partners treated with doxycycline.

Outcomes Test of cure by culture 14 days after first dose of study drug
Second test of cure 4 weeks later
Final test of cure in labour.
Notes Double blind
9/135 women lost to follow-up (no outcome data).
Risk of bias
Bias Authors' judgement  Support for judgement
Allocation concealment Unclear risk D - Not used

(selection bias)

Bell 1982

Methods

'Random allocation' - method not specified.

Participants

27 pregnant women with positive cervical cultures of Chlamydia trachomatis.
Exclusions - >24 weeks at diagnosis, known allergy to study drugs.

Interventions

Amoxicillin 500 mg three times a day for 10 days
Matching placebo

Interventions for treating genital chlamydia trachomatis infection in pregnancy (Review)
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Bell 1982 (continued)

All partners treated with tetracycline or doxycycline.

Outcomes Infant infection determined by multiple culture and serology of blood and tears
Maternal post partum endometritis.
Notes Double blind
2/13 in amoxicillin group and 4/14 in placebo group lost to follow-up (no outcome data).
Risk of bias
Bias Authors' judgement Support for judgement
Allocation concealment Unclear risk B - Unclear

(selection bias)

Bush 1994

Methods

Random allocation by sealed opaque envelopes.

Participants

30 pregnant women with positive cervical swabs of Chlamydia trachomatis using DNA assay.

Interventions

Erythromycin 500 mg four times a day for 7 days
Azithromycin 1 g single dose
All partners treated with doxycycline.

Outcomes Test of cure using DNA assay 14 days after completion of study drug.
Notes Not double blind
No loss to follow-up.
Risk of bias
Bias Authors' judgement  Support for judgement
Allocation concealment Unclear risk D - Not used

(selection bias)

Edwards 1996

Methods

Random number table.

Participants

140 pregnant women with positive cervical swab for Chlamydia trachomatis using DNA hybridisation.
Exclusions - <15 years, known allergy to study drugs.

Interventions

Erythromycin 500 mg four times a day for 7 days
Azithromycin 1 g stat
All partners referred for treatment.

Outcomes Test of cure 2 weeks after starting study drugs using DNA hybridisation.
Notes Not blinded
7/72 in erythromycin group and 3/68 in azithromycin group lost to follow-up (no outcome data).
Interventions for treating genital chlamydia trachomatis infection in pregnancy (Review) 8
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Edwards 1996 (Continued)

Risk of bias
Bias Authors' judgement Support for judgement
Allocation concealment Low risk A - Adequate

(selection bias)

Magat 1993

Methods

Random allocation.

Participants

143 pregnant women with positive cervical cultures of Chlamydia trachomatis.
Exclusions - >36 weeks at diagnosis, current antibiotic use, known allergy to study drugs, gastrointesti-
nal upset, colitis.

Interventions

Erythromycin 500 mg four times a day for 7 days
Amoxicillin 500 mg three times a day for 7 days
All partners treated with doxycycline.

Outcomes Test of cure by culture 4 weeks after first dose of study drug.
Notes Not double blind
6/71 erythromycin group and 7/72 in amoxycillin group lost to follow-up (no outcome data).
Risk of bias
Bias Authors' judgement Support for judgement
Allocation concealment Unclear risk D - Not used

(selection bias)

Martin 1997

Methods

Random number generator with random block sizes of 2,4 and 6
Stratified by centre.

Participants

423 pregnant women at 23-29 weeks gestation with positive cervical Chlamydia trachomatis cultures.
Exclusions - <16 years, medical complications related to preterm delivery, antibiotics after initial cul-
ture and prior to trial entry, allergy to erythromycin, receiving theophylline, co-infection with gonor-
rhoea.

Interventions

Erythromycin base 333 mg three times a day until completion of 35th week gestation (minimum of 6
weeks)

Matching placebo

All partners referred for treatment

All women treated with doxycycline, tetracycline or erythromycin after delivery - infants either treated
empirically or followed-up.

Outcomes Test of cure with culture 2-4 weeks after enrolment (results not reported)
Low birth weight
Premature rupture of membranes
Preterm delivery.
Interventions for treating genital chlamydia trachomatis infection in pregnancy (Review) 9
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Martin 1997 (continued)

Notes Double blind
1 week run-in period to assess compliance - 180/594 (30%) excluded following run-in
3/208 in erythromycin group and 6/215 in placebo group lost to follow-up (no outcome data).
Risk of bias
Bias Authors' judgement  Support for judgement
Allocation concealment Low risk A - Adequate

(selection bias)

Rosenn 1995

Methods

Random numbers in block size 6.
Sequentially numbered sealed opaque envelopes.

Participants

48 pregnant women positive for Chlamydia trachomatis screened at their first prenatal visit by DNA
PCR.

Exclusions - 36 weeks or greater, antibiotics in 14 days prior to enrolment, co-infection with gonor-
rhoea, sensitivity to study drugs.

Interventions

Erythromycin 500 mg four times a day for 7 days
Azithromycin 1 g stat
All partners treated.

Outcomes Test of cure by DNA PCR 3 weeks after study drug finished.
Notes Not double blind
1/24 in azithromycin group and 2/24 in erythromycin group lost to follow-up (no outcome data).
Risk of bias
Bias Authors' judgement  Support for judgement
Allocation concealment Low risk A - Adequate

(selection bias)

Silverman 1994

Methods

Sequentially numbered opaque envelopes.

Participants

74 pregnant women with positive cervical cultures of Chlamydia trachomatis.
Exclusions - >36 weeks at diagnosis, recent antibiotic use (within 14 days), known allergy to study
drugs.

Interventions

Erythromycin 500 mg four times a day for 7 days
Amoxicillin 500 mg three times a day for 7 days
All partners treated with doxycycline.

Outcomes Test of cure by culture 3-4 weeks after starting study drugs.
Notes Not double blind
4/36 in erythromycin group and 4/38 in amoxicillin group lost to follow-up (no outcome data).
Interventions for treating genital chlamydia trachomatis infection in pregnancy (Review) 10
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Silverman 1994 (continued)

Risk of bias
Bias Authors' judgement Support for judgement
Allocation concealment Unclear risk D - Not used

(selection bias)

Turrentine 1995

Methods Random allocation.

Participants 113 pregnant women with positive cervical cultures of Chlamydia trachomatis.
Exclusions - >36 weeks at diagnosis, current antibiotic use, known allergy to study drugs, gastrointesti-
nal upset.

Interventions Erythromycin 500 mg four times a day for 7 days

Amoxicillin 500 mg three times a day for 7 days
Clindamycin 600 mg three times a day for 10 days
All partners treated with doxycyline.

Outcomes Test of cure by culture 4 weeks after study drug finished.

Notes Not double blind
3/56 in erythromycin group, 2/57 in amoxicillin group and 3/55 in clindamycin group lost to follow-up
(no outcome data).

Risk of bias
Bias Authors' judgement Support for judgement
Allocation concealment Unclear risk D - Not used

(selection bias)

DNA = deoxyribonucleic acid
PCR = polymerase chain reaction
stat = given once

Characteristics of excluded studies [ordered by study ID]

Study Reason for exclusion

Crombleholme 1990 Pregnant women with cervical Chlamydia trachomatis infection were 'offered' amoxycillin treat-
ment. If they declined they were given erythromycin. No element of random allocation was includ-
ed in this study.

McGregor 1990 Women were selected for trial entry on the basis of a high population risk of preterm delivery and
treated with erythromycin or placebo. Of the 229 women enrolled, 26 had a positive culture for en-
docervical Chlamydia trachomatis. No outcome data is presented by infection status at recruit-
ment.

Thomason 1990 Historical cohort study comparing standard duration of erythromycin therapy with a short course.
Not random allocation.

Interventions for treating genital chlamydia trachomatis infection in pregnancy (Review) 11
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DATA AND ANALYSES

Comparison 1. Antibiotic therapy versus placebo or no therapy

Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants

1 Neonatal death 1 405 Peto Odds Ratio (Peto, Fixed, 95%  7.43[0.15, 374.24]
d)!

2 Ophthalmia neonatorum 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0 [0.0, 0.0]
cl

3 Neonatal pneumonitis 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0 [0.0, 0.0]
Cl)

4 Maternal postpartum endometritis 1 15 Peto Odds Ratio (Peto, Fixed, 95%  0.64 [0.03, 12.03]
Cl)

5 Delivery <37 weeks 1 405 Peto Odds Ratio (Peto, Fixed, 95%  0.89[0.51, 1.56]
Cl)

6 Failure to achieve microbiological cure 1 122 Peto Odds Ratio (Peto, Fixed, 95% 0.06[0.03, 0.12]
d)!

7 Side-effects sufficient to stop treatment 2 141 Peto Odds Ratio (Peto, Fixed, 95%  4.83[0.60, 38.67]
cl

8 Side-effects not sufficient to stop treat- 3 546 Peto Odds Ratio (Peto, Fixed, 95%  1.36 [0.96, 1.94]

ment Cl)

9 Fetal anomalies 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0 [0.0, 0.0]

Cl)

Analysis 1.1. Comparison 1 Antibiotic therapy versus placebo or no therapy, Outcome 1 Neonatal death.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio

n/N n/N Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Martin 1997 1/202 0/203 . 100% 7.43[0.15,374.24]
Total (95% CI) 202 203 ————— 100% 7.43[0.15,374.24]
Total events: 1 (Treatment), 0 (Control)
Heterogeneity: Not applicable
Test for overall effect: Z=1(P=0.32)

6.1 0‘2 0‘5 1 ‘2 &"> 1(;
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Analysis 1.4. Comparison 1 Antibiotic therapy versus placebo
or no therapy, Outcome 4 Maternal postpartum endometritis.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio
n/N n/N Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl

Bell 1982 1/9 16 4 e ) 100% 0.64[0.03,12.03]

Total (95% Cl) 9 ¢ e — 100% 0.64[0.03,12.03]

Total events: 1 (Treatment), 1 (Control)
Heterogeneity: Not applicable
Test for overall effect: Z=0.3(P=0.76)

Analysis 1.5. Comparison 1 Antibiotic therapy versus placebo or no therapy, Outcome 5 Delivery < 37 weeks.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio
n/N n/N Peto, Fixed, 95% CI Peto, Fixed, 95% CI

Martin 1997 27/202 30/203 B 100% 0.89[0.51,1.56]
Total (95% CI) 202 203 * 100% 0.89[0.51,1.56]
Total events: 27 (Treatment), 30 (Control) ‘

Heterogeneity: Not applicable ‘

Test for overall effect: Z=0.41(P=0.68) ‘

L) 1 012 0‘5 1 ‘2 .;, 1(;

Analysis 1.6. Comparison 1 Antibiotic therapy versus placebo or
no therapy, Outcome 6 Failure to achieve microbiological cure.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio
n/N n/N Peto, Fixed, 95% CI Peto, Fixed, 95% CI

Alger 1991 9/78 34/44 ‘ 100% 0.06[0.03,0.12]

Total (95% Cl) 78 4 = 100% 0.06[0.03,0.12]

Total events: 9 (Treatment), 34 (Control)
Heterogeneity: Not applicable
Test for overall effect: Z=7.27(P<0.0001)

Analysis 1.7. Comparison 1 Antibiotic therapy versus placebo or
no therapy, Outcome 7 Side-effects sufficient to stop treatment.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio
n/N n/N Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Alger 1991 4/82 0/44 - B> 100% 4.83[0.6,38.67]
Bell 1982 0/9 0/6 Not estimable
Total (95% CI) 91 50 | 100% 4.83[0.6,38.67]

Interventions for treating genital chlamydia trachomatis infection in pregnancy (Review)
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Study or subgroup Treatment Control Peto Odds Ratio Weight
n/N n/N Peto, Fixed, 95% CI

Peto Odds Ratio
Peto, Fixed, 95% CI

Total events: 4 (Treatment), 0 (Control)
Heterogeneity: Not applicable
Test for overall effect: Z=1.48(P=0.14)

Analysis 1.8. Comparison 1 Antibiotic therapy versus placebo or no
therapy, Outcome 8 Side-effects not sufficient to stop treatment.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio
n/N n/N Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Alger 1991 17/82 13/44 —_— 16.98% 0.62[0.26,1.45]
Bell 1982 1/9 o6 4 —) 0.78% 5.29[0.1,289.29]
Martin 1997 109/199 89/206 —.— 82.24% 1.59[1.08,2.34]
Total (95% Cl) 290 256 o 100% 1.36[0.96,1.94]

Total events: 127 (Treatment), 102 (Control)
Heterogeneity: Tau?=0; Chi*=4.31, df=2(P=0.12); 1?=53.61%
Test for overall effect: Z=1.73(P=0.08)

0.1 0.2 0.5 1 2 5 10
Comparison 2. Amoxicillin versus erythromycin
Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants
1 Neonatal death 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0,0.0]
cl)
2 Ophthalmia neonatorum 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0,0.0]
cl)
3 Neonatal pneumonitis 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0,0.0]
Cl)
4 Maternal postpartum endometritis 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0, 0.0]
Cl)
5 Delivery <37 weeks 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0,0.0]
Cl)
6 Failure to achieve microbiological cure 3 390 Peto Odds Ratio (Peto, Fixed, 95% 0.54[0.28, 1.02]
cl)
7 Side-effects sufficient to stop treatment 4 503 Peto Odds Ratio (Peto, Fixed, 95% 0.16 [0.09, 0.30]
cl)
8 Side-effects not sufficient to stop treat- 3 304 Peto Odds Ratio (Peto, Fixed, 95% 0.25[0.13, 0.48]
ment Cl)

Interventions for treating genital chlamydia trachomatis infection in pregnancy
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Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants
9 Fetal anomalies 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0,0.0]

Cl)

Analysis 2.6. Comparison 2 Amoxicillin versus erythromycin, Outcome 6 Failure to achieve microbiological cure.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio

n/N n/N Peto, Fixed, 95% Cl Peto, Fixed, 95% ClI
Alary 1994 1/100 594 4——+—— 15.66% 0.24[0.05,1.21]
Magat 1993 10/65 18/65 —— 59.39% 0.49[0.21,1.12]
Silverman 1994 6/34 5/32 b 24.95% 1.15[0.32,4.17]
Total (95% CI) 199 191 —~a— 100% 0.54[0.28,1.02]
Total events: 17 (Treatment), 28 (Control)
Heterogeneity: Tau?=0; Chi?=2.38, df=2(P=0.3); 1>=15.95%
Test for overall effect: Z=1.89(P=0.06)

01 02 05 1 2 5 10

Analysis 2.7. Comparison 2 Amoxicillin versus erythromycin, Outcome 7 Side-effects sufficient to stop treatment.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio

n/N n/N Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Alary 1994 1/100 12/99 ‘—l— 30.4% 0.16[0.05,0.5]
Magat 1993 1/65 15/65 ".— 35.2% 0.14[0.05,0.39]
Silverman 1994 0/34 7/32 ‘7 15.8% 0.1[0.02,0.49]
Turrentine 1995 2/55 6/53 < 18.6% 0.33[0.08,1.38]
Total (95% CI) 254 249 i 100% 0.16[0.09,0.3]
Total events: 4 (Treatment), 40 (Control)
Heterogeneity: Tau?=0; Chi*=1.36, df=3(P=0.72); I*>=0%
Test for overall effect: Z=5.75(P<0.0001)

6.1 012 015 1 ‘2 ; 1(;
Analysis 2.8. Comparison 2 Amoxicillin versus erythromycin,

Outcome 8 Side-effects not sufficient to stop treatment.
Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio

n/N n/N Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Magat 1993 4/65 15/65 ‘—.— 43.62% 0.26[0.1,0.69]
Silverman 1994 5/34 12/32 ———&%— 34.16% 0.31[0.1,0.92]
Turrentine 1995 1/55 8/53 ‘—'7 22.21% 0.18[0.05,0.7]
Total (95% ClI) 154 150 —al— 100% 0.25[0.13,0.48]

6.1 012 015 1 ‘2 .;> 16
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Study or subgroup Treatment Control
n/N n/N

Peto Odds Ratio

Peto,

, Fixed, 95% Cl

Weight

Peto Odds Ratio
Peto, Fixed, 95% CI

Total events: 10 (Treatment), 35 (Control)
Heterogeneity: Tau?=0; Chi*=0.38, df=2(P=0.83); 1>=0%
Test for overall effect: Z=4.2(P<0.0001)

0.1 0.2 0.5 1 2 5 10
Comparison 3. Azithromycin versus erythromycin
Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants
1 Neonatal death 1 130 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0,0.0]
Cl)
2 Ophthalmia neonatorum 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0, 0.0]
Cl)
3 Neonatal pneumonitis 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0, 0.0]
Cl)
4 Maternal postpartum endometritis 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0,0.0]
cl)
5 Delivery <37 weeks 1 130 Peto Odds Ratio (Peto, Fixed, 95% 0.73[0.24, 2.20]
cl)
6 Failure to achieve microbiological cure 4 290 Peto Odds Ratio (Peto, Fixed, 95% 0.38[0.19,0.74]
Cl)
7 Side-effects sufficient to stop treatment 3 160 Peto Odds Ratio (Peto, Fixed, 95% 0.15[0.05, 0.45]
Cl)
8 Side-effects not sufficient to stop treat- 4 289 Peto Odds Ratio (Peto, Fixed, 95% 0.13[0.08, 0.20]
ment Cl)
9 Fetal anomalies 1 130 Peto Odds Ratio (Peto, Fixed, 95% 1.0[0.06, 16.16]

cl)

Analysis 3.1. Comparison 3 Azithromycin versus erythromycin, Outcome 1 Neonatal death.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio

n/N n/N Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
Edwards 1996 0/65 0/65 Not estimable
Total (95% Cl) 65 65 Not estimable

Total events: 0 (Treatment), 0 (Control)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Interventions for treating genital chlamydia trachomatis infection in pregnancy (Review)
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Analysis 3.5. Comparison 3 Azithromycin versus erythromycin, Outcome 5 Delivery < 37 weeks.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio

n/N n/N Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Edwards 1996 6/65 8/65 B 100% 0.73[0.24,2.2]
Total (95% CI) 65 65 —— 100% 0.73[0.24,2.2]
Total events: 6 (Treatment), 8 (Control)
Heterogeneity: Not applicable
Test for overall effect: Z=0.56(P=0.57)

o1 02 o5 2 5 1

Analysis 3.6. Comparison 3 Azithromycin versus erythromycin, Outcome 6 Failure to achieve microbiological cure.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio

n/N n/N Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Adair 1998 5/42 3/43 - 22.36% 1.77[0.42,7.53]
Bush 1994 0/15 1/15 < + 3.05% 0.14[0,6.82]
Edwards 1996 4/65 1865 4—B—— 56.17% 0.22[0.09,0.55]
Rosenn 1995 2/23 5/22 < * 18.43% 0.35[0.07,1.73]
Total (95% CI) 145 145 —~al— 100% 0.38[0.19,0.74]
Total events: 11 (Treatment), 27 (Control)
Heterogeneity: Tau?=0; Chi*=6.02, df=3(P=0.11); 1>=50.17%
Test for overall effect: Z=2.8(P=0.01)

01 02 o5 2 5 D

Analysis 3.7. Comparison 3 Azithromycin versus erythromycin, Outcome 7 Side-effects sufficient to stop treatment.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio

n/N n/N Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Adair 1998 1/42 843 41— 64.18% 0.18[0.05,0.73]
Bush 1994 0/15 0/15 Not estimable
Rosenn 1995 0/23 522 ———— 35.82% 0.11[0.02,0.66]
Total (95% CI) 80 80 NEE— 100% 0.15[0.05,0.45]
Total events: 1 (Treatment), 13 (Control)
Heterogeneity: Tau?=0; Chi>=0.23, df=1(P=0.63); 1>=0%
Test for overall effect: Z=3.37(P=0)

01 02 05 2 5 1
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Analysis 3.8. Comparison 3 Azithromycin versus erythromycin,
Outcome 8 Side-effects not sufficient to stop treatment.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio
n/N n/N Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl

Adair 1998 5/42 25/43 ‘-I— 28.51% 0.14[0.06,0.33]

Bush 1994 0/15 15/15 4 11.26% 0.02[0.01,0.09]

Edwards 1996 12/65 42/64 ".— 45.92% 0.15[0.07,0.29]

Rosenn 1995 4/23 10/22 ‘—‘7 14.31% 0.28[0.08,0.97]

Total (95% CI) 145 144 @ 100% 0.13[0.08,0.2]

Total events: 21 (Treatment), 92 (Control)

Heterogeneity: Tau?=0; Chi*=7.99, df=3(P=0.05); 1’=62.47%

Test for overall effect: Z=8.6(P<0.0001) ‘ ‘ ‘ ‘ ‘ ‘

Analysis 3.9. Comparison 3 Azithromycin versus erythromycin, Outcome 9 Fetal anomalies.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio
n/N n/N Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Edwards 1996 1/65 1/65 4 e ) 100% 1[0.06,16.16]

Total (95% Cl) 65 65 ¢ 100% 1[0.06,16.16]

Total events: 1 (Treatment), 1 (Control)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Comparison 4. Clindamycin versus erythromycin
Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants
1 Neonatal death 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0,0.0]
I
2 Ophthalmia neonatorum 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0,0.0]
cl
3 Neonatal pneumonitis 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0,0.0]
Cl)
4 Maternal postpartum endometritis 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0, 0.0]
Cl)
5 Delivery <37 weeks 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0,0.0]
o))
6 Failure to achieve microbiological cure 1 78 Peto Odds Ratio (Peto, Fixed, 95% 0.42[0.11, 1.68]
I
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Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants
7 Side effects sufficient to stop treatment 2 187 Peto Odds Ratio (Peto, Fixed, 95% 0.40[0.13,1.18]
Cl)
8 Side effects not sufficient to stop treat- 2 187 Peto Odds Ratio (Peto, Fixed, 95% 0.49[0.22,1.11]
ment Cl)
9 Fetal anomalies 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0, 0.0]

Cl)

Analysis 4.6. Comparison 4 Clindamycin versus erythromycin, Outcome 6 Failure to achieve microbiological cure.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio

n/N n/N Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Alger 1991 3/41 6/37 . 100% 0.42[0.11,1.68]
Total (95% CI) 41 37 ———ee— 100% 0.42[0.11,1.68]
Total events: 3 (Treatment), 6 (Control)
Heterogeneity: Not applicable
Test for overall effect: Z=1.22(P=0.22)

5 1 012 015 1 ‘2 é 1(;

Analysis 4.7. Comparison 4 Clindamycin versus erythromycin, Outcome 7 Side effects sufficient to stop treatment.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio

n/N n/N Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Alger 1991 0/42 440 ——— 29.65% 0.12[0.02,0.88]
Turrentine 1995 4/52 6/53 . 70.35% 0.66[0.18,2.41]
Total (95% Cl) 94 93 e 100% 0.4[0.13,1.18]
Total events: 4 (Treatment), 10 (Control)
Heterogeneity: Tau?=0; Chi*=1.98, df=1(P=0.16); 1*=49.59%
Test for overall effect: Z=1.67(P=0.1)

01 02 05 1 2 5 10

Analysis 4.8. Comparison 4 Clindamycin versus erythromycin,
Outcome 8 Side effects not sufficient to stop treatment.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio
n/N n/N Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Alger 1991 7/42 10/40 — 57.83% 0.61[0.21,1.75]
Turrentine 1995 3/52 8§53 — R—+— 42.17% 0.37[0.11,1.29]
Total (95% CI) 94 93 —~l— 100% 0.49[0.22,1.11]
6 1 0‘2 0‘5 1 ‘2 g 16
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Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio
n/N n/N Peto, Fixed, 95% CI Peto, Fixed, 95% CI

Total events: 10 (Treatment), 18 (Control)
Heterogeneity: Tau?=0; Chi*=0.34, df=1(P=0.56); 1>=0%
Test for overall effect: Z=1.71(P=0.09)

0.1 0.2 0.5 1 2 5 10
Comparison 5. Clindamycin versus amoxicillin
Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants

1 Neonatal death 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0,0.0]
Cl)

2 Ophthalmia neonatorum 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0, 0.0]
Cl)

3 Neonatal pneumonitis 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0,0.0]
Cl)

4 Maternal postpartum endometritis 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0,0.0]
cl)

5 Delivery < 37 weeks 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0,0.0]
cl)

6 Failure to achieve microbiological cure 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0,0.0]
Cl)

7 Side-effects sufficient to stop treatment 1 107 Peto Odds Ratio (Peto, Fixed, 95% 2.14[0.41,11.01]
Cl)

8 Side-effects not sufficient to stop treat- 1 107 Peto Odds Ratio (Peto, Fixed, 95% 2.97[0.41, 21.69]

ment Cl)

9 Fetal anomalies 0 0 Peto Odds Ratio (Peto, Fixed, 95% 0.0[0.0,0.0]

cl)

Analysis 5.7. Comparison 5 Clindamycin versus amoxicillin, Outcome 7 Side-effects sufficient to stop treatment.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio

n/N n/N Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
Turrentine 1995 4/52 2/55 e 2 100% 2.14[0.41,11.01]
Total (95% CI) 52 55 e — 100% 2.14[0.41,11.01]
Total events: 4 (Treatment), 2 (Control)
Heterogeneity: Not applicable
Test for overall effect: Z=0.91(P=0.36)

6.1 012 0‘5 1 ‘2 é 1(;
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Analysis 5.8. Comparison 5 Clindamycin versus amoxicillin, Outcome 8 Side-effects not sufficient to stop treatment.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio
n/N n/N Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl

Turrentine 1995 3/52 1/55 - B > 100% 2.97[0.41,21.69]

Total (95% Cl) 52 55 e — 100% 2.97[0.41,21.69]

Total events: 3 (Treatment), 1 (Control)
Heterogeneity: Not applicable
Test for overall effect: Z=1.07(P=0.28)

0.1 0.2 0.5 1 2 5 10
WHAT'S NEW
Date Event Description
29 January 2013 Amended Contact details updated.
HISTORY
Protocol first published: Issue 2, 1996
Review first published: Issue 2, 1997
Date Event Description
3 January 2012 Amended Search updated. One additional trial report added to the Studies

awaiting classification section (El-Shourbagy 2011).

Information about the updating of this review has been added to
Published notes.

12 June 2009 Amended Search updated. No new reports identified. Jacobson 2001;
Kacmar 2001; Nadafi 2005; Wehbeh 1996; Wehbeh 1998; and
Zul'karneev 1998 remain in the Studies awaiting classification

section.
11 September 2008 Amended Converted to new review format.
1 February 2007 Amended Plain language summary added.

We updated the search in September 2006. The six new re-

ports of trials identified through the updated search (Jacobson
2001; Kacmar 2001; Nadafi 2005; Wehbeh 1996; Wehbeh 1998;
Zul'karneev 1998) have been added to the Studies awaiting clas-
sification and will be assessed for the 2007 update later this year.

23 June 1998 New search has been performed Search updated. Four new trials added.
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