
EVIDENCE-BASED CLINICAL PRACTICE

Nonoxynol-9 spermicide is not recommended for
preventing sexually transmitted infections
Abstracted from:Wilkinson D,Tholandi M,Ramjee G, Rutherford G.Nonoxynol-9 spermicide for prevention of vaginally acquired HIV
and other sexually transmitted infections: systematic review andmeta-analysis of randomised controlled trials includingmore than
5000 women. Lancet, Infect Dis 2002; 2: 613^617.

BACKGROUND Female-controlled HIV preven-
tion strategies are needed. Nonoxynol-9 spermicide
(N-9) is a microbicide compound placed in the vagina
before intercourse. Aprevious systematic review, which
included observational studies, suggested that N-9 re-
duced the incidence of sexually transmitted infections.
Only one trial included HIV infection as an outcome.

OBJECTIVE To assess the e¡ectiveness of N-9 for
preventing HIV and other sexually transmitted infec-
tions among women.

METHOD Systematic review with meta-analysis,
using Cochrane Collaboration methods.

SEARCH STRATEGY The authors do not provide
details of the search strategy.

INCLUSION/EXCLUSION CRITERIA Eligible
studies were randomised controlled trials comparing
N-9 with placebo or no treatment in women free from
HIV or other sexually transmitted infections. Nine
studies were included with 5096 participants, predomi-
nantly sex workers. Five trials included HIVoutcomes
and nine included sexually transmitted infection
outcomes.

DATA EXTRACTION The abstracts of all identi-
¢ed studieswere assessed by two reviewers.The full text
of all randomised trialswas assessed for methodological
quality by one reviewer. Another reviewer checked the
results. Data on outcome measures were extracted by
one reviewer and checked by another. One study, which
used a non-standard outcome measure, was excluded.

MAIN OUTCOMES New HIV infection; new
episodes of sexually transmitted infections; genital
lesions.

MAIN RESULTS There was no signi¢cant di¡er-
ence between groups in the incidence of HIVor other
sexually transmitted infections (Table1). Genital lesions
were slightly more common in those receiving N-9 (re-
lative risk 1.2, 95% CI1.02 to 1.4).

AUTHORS’ CONCLUSIONS There is no evidence
that N-9 spermicide protects women against HIV or
other sexually transmitted infections.

Source of funding: UNDP/UNFPA/WHO /World Bank
Special Programme of Research, Development and Research
Training in Human Reproduction.
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Table 1
Relative riskof sexually transmitted infection amongwomen using

N-9 spermicide versus placebo

Infection Relative risk 95% con¢dence interval

HIV 1.1 0.9 to 1.4
Gonorrhoea 0.9 0.7 to 1.2
Chlamydia 0.9 0.8 to 1.0
Cervical infection 1.0 0.8 to 1.2
Trichomoniasis 0.8 0.7 to 1.0
Bacterial vaginosis 0.9 0.7 to 1.0
Candidiasis 1.0 0.8 to 1.1
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Commentary

This article by Wilkinson and colleagues is the last piece in the
nonoxynol-9 (N-9) puzzle. It adds to results that my colleagues
and I recently published, examining a vaginal gel containing
52.5mg N-9,1 and other previous research. In the late 1980s and
early 1990s, research suggested that N-9 protected against cer-
vical infections.2^5 In1998,Cook and Rosenberg supported these
f|ndings using ameta-analysis including clinical trials and observa-
tional data.6 Themeta-analysis results did not di¡er according to
study design or di¡erent N-9 formulations. In contrast, Roddy
and colleagues did not f|nd any protective e¡ect from two N-9
formulations, a f|lm and a gel, assessed in randomised clinical
trials.7,8 Our recent study did not f|nd any protective e¡ect for
cervical infections either.1With regard to HIV, one observational
study found that N-9 protected against HIV transmission.9 In
contrast, a randomised trial among Kenyan sex workers found a
harmful e¡ect,10 which was not signif|cant and the study was
widely criticised for methodological £aws. A randomised trial
among Cameroonian sex workers assigned to N-9 f|lm or a pla-
cebo f|lm did not f|nd any e¡ect.7 Despite these f|ndings, my col-
leagues and I continued our study of N-9.We used a gel with a
lower dose of N-9 than the f|lm.We hypothesised that the gel
might spread more rapidly within the vagina and that the lower
dose would balance potential toxicity. We found a higher HIV
incidence in the N-9 arm, however.1

Given these contrasting results,Wilkinson and colleagues’ re-
view is useful. The review includes data from randomised con-
trolled trials.Observational data, which are prone to bias, were
excluded.The results suggest that there is no place forN-9 in the
prevention of HIVand sexually transmitted infections.

InOctober 2001,WHOandCONRADconsidereddata onN-9
and issued guidelines for use.11 They recommended that N-9
should not be used or promoted as an HIV or sexually trans-
mitted infection prevention method.Women at low risk of HIV
infection may employ N-9 as a contraceptive if they use it infre-
quently, although its effectiveness as a contraceptive is modest
when used alone.Women at risk of HIV infection or unsure of
their risk should not use N-9.

Although this is not what people searching for a female-con-
trolled method for HIV prevention had hoped for, there is also
some good news.We now have clear evidence that N-9 has no
role inHIV prevention. A lothasbeen learned aboutHIVpreven-
tion trials, mainly among women at high risk in resource-
poor settings.These trials are challenging but feasible. Another
important consequence is that no further resources have

been used to assess an ineffective product.These resources are
directed to newproducts instead.The global effort to develop an
effective female controlled HIV prevention method should not
lose momentum as a result of the meta-analysis results. Indeed,
we should be furthermotivated to continue the search.

Lut Van Damme, MD,MSC

CONRAD, Arlington,USA
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