
ajog.org Letters to the Editors
Perhaps cerclage is the ideal treatment for the
cervix <1 cm
TO THE EDITORS: We wish to commend Romero et al1 on
their important meta-analysis demonstrating a dramatic
reduction in the rate of preterm birth in women with short
cervices (without a history of prior preterm birth) treated
with vaginal progesterone. This is certainly an important
advance in the quest to find methods of decreasing the rate of
preterm birth, and is certain to have major public health
implications.1 We wish to point out that in this meta-analysis,
vaginal progesterone did not appear to have a benefit when
the cervix was <1 cm in length.

Berghella et al2 recently performed a meta-analysis that
showed that while cerclage did not benefit women with
cervices <2.5 cm in length, there appeared to be a significant
reduction in preterm birth rates in the subgroup of
women with cervical lengths <1 cm. The planned subgroup
analyses revealed a significantly lower rate of preterm birth
<35 weeks in these patients with cervical lengths <1 cm
(39.5% vs 58.0%; relative risk, 0.68; 95% confidence interval,
0.47e0.98).

Putting these 2 studies together, it would appear that
cerclage might be the optimal therapy for women with
cervices <1 cm, while vaginal progesterone would be ideal in
women who have a cervical length of 1-2.5 cm. -
Yinka Oyelese, MD
Atlantic Maternal Fetal Medicine
Morristown, NJ
Yinkamd@aol.com
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There is insufficient evidence to claim that cerclage
is the treatment of choice for patients with a cervical
length <10 mm
TO THE EDITORS: We thank Dr Powel et al for their in-
terest in our report as well as in the optimal treatment of
patients with a short cervix. They raised some questions
about the prevention of preterm birth in women with a
singleton gestation and an extremely short cervix, defined as a
cervical length <10 mm.

First, we would like to reaffirm that our individual
patient data (IPD) meta-analysis clearly showed that
vaginal progesterone significantly reduced the risk of pre-
term birth <33 weeks of gestation in women with a
singleton gestation and a cervical length �25 mm,
regardless of their history of spontaneous preterm birth
(relative risk [RR], 0.65; 95% confidence interval [CI],
0.45e0.94 for women with no previous spontaneous pre-
term birth, and RR, 0.59; 95% CI, 0.40e0.88 for women
with previous spontaneous preterm birth).1 The quality of
the evidence in support of this conclusion was graded as
high, which means that the true effect lies close to that of
the estimate of the effect, and that further research is very
unlikely to change this estimate.2

Second, a subgroup analysis according to cervical length
showed that vaginal progesterone did not appear to decrease
the risk of preterm birth <33 weeks of gestation in women
with a cervical length <10 mm (RR, 0.97; 95% CI,
0.59e1.59). Given that the CI overlaps with those of women
with a cervical length between 10-20 mm (95% CI: 0.42-0.81)
and 21-25 mm (95% CI: 0.22-1.38) and that the interaction
P value for subgroup differences was nonsignificant (P ¼
0.22), it is likely that the beneficial effect of vaginal proges-
terone on the risk of preterm birth <33 weeks of gestation
does not differ significantly between patients with a cervical
length <10 mm and those with a cervical length between
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10-25 mm. This is the standard interpretation of an inter-
action P value for subgroup differences, which addresses the
likelihood that chance explains the apparent differences in
effect across subgroups and helps to avoid spuriously positive
or negative subgroup findings.3

It is important to note that the beneficial effect of vaginal
progesterone on the risk of composite neonatal morbidity and
mortality did not differ significantly between women with a
cervical length <10 mm (RR, 0.68; 95% CI, 0.33e1.41) and
those with a cervical length between 10-25 mm (RR, 0.59; 95%
CI, 0.35e0.99) (P value for interaction ¼ 0.75).

Third, the IPD meta-analysis published by Berghella et al4

reported that the rates of preterm birth <37, <35, <34, <32,
<28, and<24weeks of gestation and adverse perinatal outcomes
were not significantly different between the cerclage and no
cerclage groups in women without a history of spontaneous
preterm birth and a cervical length <25 mm. However, the
quality of evidence was graded as low, which means that the true
effectmay be substantially different from the estimate of the effect
of the study, and that further research is very likely to change this
estimate.2 A subgroup analysis found that, among womenwith a
cervical length <10 mm, cerclage was associated with a signifi-
cant decrease in the risk of preterm birth<35 weeks of gestation
(RR, 0.68; 95% CI, 0.47e0.98). The authors correctly concluded
that “cerclage seems to be possibly efficacious”4 in this subgroup
ofwomen and recommended that “well-powered trials should be
carried out in these groups of patients.”4

Fourth, subgroup analyses are known to have limitations
such as false-positive results due to multiple comparisons,
false-negative results due to inadequate power, and a limited
ability to inform individual treatment decisions because pa-
tients have multiple characteristics that vary simultaneously.3

Even when performed correctly, most differences in treatment
efficacy derived from subgroup analyses prove to be spurious
and, therefore, should be considered hypothesis-generating
rather than hypothesis-testing.3

The findings described in the subgroup analyses of the IPD
meta-analyses by Berghella et al4 and our team1 regarding the
efficacy of cerclage and vaginal progesterone in women with a
cervical length <10 mm are exploratory and hypothesis-
generating analyses, which require confirmatory research.
These exploratory analyses should be considered tentative,
until confirmed or refuted by subsequent studies.

In conclusion, we recommend that clinicians:

� continue to perform universal transvaginal cervical length
screening at 18e24 weeks of gestation in women with a
singleton gestation and to offer vaginal progesterone to those
with a cervical length �25 mm, regardless of the history of
spontaneous preterm birth, with the aim of preventing pre-
term birth and reducing neonatal morbidity and mortality.5

This strategy has proven to be cost-effective and to reduce
preterm birth rates when universally implemented;

� consider that cerclage has been shown to reduce the risk of
preterm birth and adverse perinatal outcomes in women
with a singleton gestation, history of spontaneous preterm
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birth, and a cervical length <25 mm; thus, it can also be
offered to patients with these characteristics.5 Other
factors, such as adverse events and cost-effectiveness of
interventions, and patient/physician preference, should be
taken into consideration when counseling patients;

� be aware that there is insufficient evidence to support the
use of cerclage in patients with a short cervix in the
absence of a history of preterm birth.

We believe that further randomized controlled trials to
assess the efficacy and safety of vaginal progesterone vs cerclage
in women with a cervical length <10 mm are warranted. -
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Premenstrual disorders
TO THE EDITORS: The review of the treatment of severe
premenstrual syndrome (PMS; premenstrual dysphoric
disorder) by Yonkers and Simoni1 is instructive because it
reveals the inability of psychiatrists to recognize that severe
PMS is essentially an endocrine, not a psychiatric, disorder.
The name, premenstrual dysphoric disorder, preferred by the
American Psychiatric Association containing the word
dysphoric clearly demonstrates their belief that this is a
mental health issue and should be treated accordingly.

It is odd that it occurs before every period and disappears
with pregnancy, after the menopause, and after hysterectomy
and bilateral oophorectomy. This is part of the syndrome of
reproductive depression.2 It would seem impossible for
psychiatrists to treat depression in women effectively without
knowledge of the effects of estradiol, progesterone, and
testosterone on mood in conditions such as PMS, postnatal
depression, menopausal depression, and postoophorectomy
depression in women without PMS.

Before transdermal gels were available, we performed a
long 8 month placebo-controlled study of estradiol im-
plants.3 Later a similar randomized crossover study of
estradiol patches for 6 months gave similar beneficial results.4

These are not referenced in their review, in spite of the large
number of patients in the study, the duration, and the pos-
itive results.

It is true that a Cochran review excluded these 4 papers
because the patients were self-diagnosed. The senior Cochran
reviewer is an advocate of prospective diary charts. We are of
the firm opinion that the majority of women with severe
premenstrual symptoms are intelligent enough to recognize
the cyclicity of symptoms and distressed enough not to
require a further 3 month delay.
These studies over the last 3 years, which form the basis of
our treatment, have the advantage of not being pharmaceu-
tically funded and do not have the modem randomized
controlled trial demands of washout periods, prospective
diary cards, or a third party handing out drugs or placebos in
sealed blank envelopes.

Nevertheless, these studies deserve to be taken seriously
because, as the later studies indicate, the treatment is very
effective when antidepressants have failed. -
John Studd, MD, DSc, FRCOG
London PMS and Menopause Centre

Mike Savvas, MBBS, FRCOG
Kings College Hospital

Neale Watson, MBBS, FRCOG
Hillingdon Hospital, Middlesex
nrwatson@mac.com
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Evidence-Based Treatments for Premenstrual
Disorders
TO THE EDITORS: We appreciate Dr Studd and colleagues’
interest in our review but respectfully disagree with their
conceptualization of our article.1 We did not express an
opinion as to whether premenstrual disorders are endocrine
conditions. Clearly, gonadal steroids play a role because
symptoms are not present after menopause or during preg-
nancy. However, premenstrual syndromes, unlike many
endocrine disorders, are not associated with a particular brain
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