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We thank Dr Powel et al for their interest in oeport as well as in the optimal treatment
of patients with a short cervix. The Letter to tRditor raised some questions about the
prevention of preterm birth in women with a singleigestation and an extremely short cervix,
defined as a cervical length <10 mm.

First, we would like to reaffirm that our individl patient data (IPD) meta-analysis
clearly showed that vaginal progesterone signitigareduced the risk of preterm birth <33
weeks of gestation in women with a singleton gestadnd a cervical lengt25 mm, regardless
of their history of previous spontaneous preterrthijrelative risk [RR], 0.65; 95% confidence
interval [CI], 0.45-0.94 for women with no previogpontaneous preterm birth, and RR, 0.59;
95% Cl, 0.40-0.88 for women with previous spontarsepreterm birth}. The quality of the
evidence in support of this conclusion was gradetligh, which means that the true effect lies
close to that of the estimate of the effect, arad tarther research is very unlikely to change this
estimate’

Second, a subgroup analysis according to cerviealgth showed that vaginal
progesterone did not appear to decrease the rigkatérm birth <33 weeks of gestation in
women with a cervical length <10 mm (RR, 0.97; 96%0.59-1.59). Given that the confidence
interval overlaps with those of women with a cealiength between 10-20 mm (0.42-0.81) and
21-25 mm (0.22-1.38) and that the interact®nvalue for subgroup differences was non-
significant (0.22), it is likely that the benefitiaffect of vaginal progesterone on the risk of
preterm birth <33 weeks of gestation does not diffignificantly between patients with a
cervical length <10 mm and those with a cervicagta between 10-25 mm. This is the standard

interpretation of an interactidd value for subgroup differences, which addressedikielihood



that chance explains the apparent differences fiecteicross subgroups and helps to avoid
spuriously positive or negative subgroup findifgs.

It is important to note that the beneficial effeétvaginal progesterone on the risk of
composite neonatal morbidity and mortality did ddter significantly between women with a
cervical length <10 mm (RR, 0.68; 95% CI, 0.33-}).4d4d those with a cervical length between
10-25 mm (RR, 0.59; 95% CI, 0.35-0.99)\(alue for interaction=0.75).

Third, the IPD meta-analysis published by Bergheiiaaf reported that the rates of
preterm birth<37, <35,<34, <32, <28, and<24 weeks of gestation and adverse perinatal
outcomes were not significantly different betwelea terclage and no cerclage groups in women
without a history of previous spontaneous preteinth land a cervical length <25 mm. However,
the quality of evidence was graded as low, whiclamsethat the true effect may be substantially
different from the estimate of the effect of thadst, and that further research is very likely to
change this estimafeA subgroup analysis found that, among women witeraical length <10
mm, cerclage was associated with a significantesese in the risk of preterm birth <35 weeks of
gestation (RR, 0.68; 95% CI, 0.47-0.98). The awlorrectly concluded that “cerclage seems to
be possibly efficacious” in this subgroup of wonaerd recommended that “well-powered trials
should be carried in these patients.”

Fourth, subgroup analyses are known to have limitatsuch as false-positive results
due to multiple comparisons, false-negative resiutsto inadequate power, and a limited ability
to inform individual treatment decisions becausteepés have multiple characteristics that vary
simultaneously.Even when performed correctly, most differenceséatment efficacy derived
from subgroup analyses prove to be spurious ardefitre, should be considered hypothesis-

generating rather than hypothesis-tesfing.



The findings described in the subgroup analysésefPD meta-analyses by Berghella et
al* and our teamregarding the efficacy of cerclage and vaginalgpsterone in women with a
cervical length <10 mm are exploratory and hypathigenerating analyses, which require
confirmatory research. These exploratory analyslesuld be considered tentative, until
confirmed or refuted by subsequent studies.

In conclusion, we recommend that clinicians:

e continue to perform universal transvaginal cervilgaigth screening at 18-24
weeks of gestation in women with a singleton gestaand to offer vaginal
progesterone to those with a cervical leng®® mm, regardless of the history of
previous spontaneous preterm birth, with the aimprefenting preterm birth and
reducing neonatal morbidity and mortafitffhis strategy has proven to be cost-
effective and to reduce preterm birth rates whaweusally implemented;

» consider that cerclage has been shown to reduceskef preterm birth and
adverse perinatal outcomes in women with a singlejestation, history of
previous spontaneous preterm birth, and a cenlécath <25 mm; thus, it can
also be offered to patients with these characiesistOther factors, such as
adverse events and cost-effectiveness of intemesitiand patient/physician
preference, should be taken into consideration vdoeinseling patients;

* be aware that there is insufficient evidence topsupthe use of cerclage in

patients with a short cervix in the absence ofstony of preterm birth.

We believe that further randomized controlledisri@ assess the efficacy and safety of

vaginal progesterone vs cerclage in women withreica length <10 mm are warranted.
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