on Cochrane systematic reviews on interventions for preventing

stillbirth during pregnancy.

OBJECTIVES

The objective of this overview is to summarise the evidence from
Cochrane systematic reviews regarding the effects of antenatal in-
terventions for preventing stillbirth during pregnancy.

METHODS

Criteria for considering reviews for inclusion

Types of studies

In this overview of reviews, we will include all published Cochrane
systematic reviews of randomised controlled trials of antepartum
interventions aiming to prevent stillbirth/perinatal mortality/fetal
loss/fetal death as long as stillbirth is listed as a primary or sec-
ondary outcome. Cochrane reviews are regularly updated and em-
ploy methods to minimise bias (Moher 2007; Shea 2007). We will
add to the relevant Cochrane reviews the recent primary clinical
trials, which have not yet been included in the reviews and which
include our primary and secondary outcomes.

Types of participants

We will consider reviews that include either low risk populations,
or all pregnant women (i.e. unselected populations). We will ex-
clude reviews which include only women in high-risk groups, e.g.
women at risk of imminent very preterm birth or HIV positive
pregnant women. Overview reviews of these high-risk populations
exist in the title registration which covered stillbirth as an outcome
as well, e.g. PMTCT overview review exist in the title registration
in HIV group.

Types of interventions

We will consider all types of interventions used for preventing still-
births for pregnant women. We will include the following inter-
ventions: nutritional interventions; behaviour interventions; so-
cial support; education; medical intervention; screening; vaccina-
tion; treatment; and so on.

Types of outcomes

Primary outcomes

1. Stillbirths/perinatal mortality/fetal loss/fetal death (defined
by trialist)
In the absence of stillbirth data or if there are limited numbers of
stillbirth data for an outcome, we will use perinatal mortality, fetal
loss and fetal death as outcomes.

Secondary outcomes

1. Low birthweight (less than 2500 g)
2. Small-for-gestational age (defined by trialist)
3. Neonatal intensive care unit stay

Search methods for identification of reviews

We will work with the Trials Search Co-ordinator of the Cochrane
Pregnancy and Childbirth Group in order to identify all relevant
published Cochrane systematic reviews that assess the effects of
interventions which aim to prevent stillbirth.
To capture the new trials that are not yet included in these re-
views, we will search from the Cochrane Pregnancy and Child-
birth Group’s Trials Register (via the Trials Search Co-ordinator).
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 pro-
ceedings, and the list of journals reviewed via the current aware-
ness 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 will not apply any language restrictions.

Data collection and analysis
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The methodology for data collection and analysis is based on
Chapter 22 of the Cochrane Handbook of Systematic Reviews of In-
terventions (Higgins 2011)

Selection of reviews

‘Two review authors will independently assess for inclusion all the
potential Cochrane systematic reviews we identify with the Trials
Search Co-ordinator of the Cochrane Pregnancy and Childbirth
Group in order to identify all relevant published Cochrane sys-
tematic reviews that assess the effects of antenatal interventions
which aim to prevent stillbirth during pregnancy, reviewing the
objectives and methods, including outcomes and participants. We
will resolve any disagreement through discussion or, if required,

we will consult a third person.

Data extraction and management

Two authors will independently extract data from the reviews us-
ing a predefined data extraction form, and another author will
verify the extracted data. We will resolve discrepancies through
discussion or, if needed, through arbitration by a third person. If
any information from the reviews is unclear or missing, we will
access to the published papers of the individual trials. If the in-
formation cannot be obtained from the published papers, in that
we will contact the individual review authors or authors of the

Assessment of methodological quality of included
reviews

Two authors will independently assess the quality of evidence in
included reviews and the methodological quality of the systematic
reviews. We will resolve discrepancies through discussion or, if
needed, through arbitration by a third person.

Quality of evidence in included reviews

We will examine the methods used for evaluating the quality of
the evidence using the GRADE approach in included reviews for
outcome our primary outcomes (Guyatt 2008). The GRADE ap-
proach uses four levels of quality (very low, low, moderate and
high) over several domains covering the limitations in the design
and implementation of the studies, indirectness of evidence, unex-
plained heterogencity or inconsistency in the results, imprecision

of the results and high probability of publication bias.

Quality of included reviews

We will assess the methodological quality of each systematic re-
view using the AMSTAR (A Measurement Tool to Assess Reviews)
instrument (Shea 2007). AMSTAR evaluates the methods used
in a review against 11 distinct criteria and assesses the degree to
which review methods are unbiased.

Each item on AMSTAR is rated as yes (clearly done), no (clearly
not done), cannot answer, or not applicable.

These criteria, and the way they will assess review quality, are as

original papers for further details. follows.
1.  Was an ’a priori’ design provided? (Yes: the research question and inclusion criteria were established before conducting the
review.)
2. Was there duplicate study selection and data extraction? (Yes: at least two people working independently extracted the data and

the method was reported for reaching consensus if disagreements arose.)

3. Was a comprehensive literature search performed? (Yes: at least two clectronic sources were searched; details of the databases,

years searched and search strategy were provided; the search was supplemented by searching of reference lists of included studies,

and specialised registers, and by contacting experts.)

4. Wias status of publication used as an exclusion criterion? (Yes: the authors stated that they excluded studies from the review

based on publication status. No: authors searched for reports irrespective of publication type. They did not exclude reports

based on publication from the systematic review.)

5. Was a list of studies (included and excluded provided)? (Yes: a list was provided.)

6. Were the characteristics of the included studies provided? (Yes: data on participants, interventions and outcomes were provided,

and the range of relevant characteristics reported.)
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(Continued)

7. Was the scientific quality of the included studies assessed and reported? (Yes: predetermined methods of assessing quality were

reported.)

8. Was the scientific quality of the included studies used appropriately in formulating conclusions? (Yes: the quality, and limitations,
of included studies were used in the analysis, conclusions and recommendations of the review.)

9.  Were the methods used to combine the findings of studies appropriate? (Yes: if results were pooled statistically, heterogeneity

was assessed and used to inform the decision of the statistical model to be used. If heterogeneity was present, the appropriateness

of combining studies was considered by review authors.)

10.

Was the likelihood of publication bias assessed? (Yes: publication bias was explicitly considered and assessed.)

11.  Was the conflict of interest stated? (Yes: sources of support were clearly acknowledged.)

For all items except item 4, a rating of ’yes’ is considered adequate.
For item 4, a rating of 'no’ (that is, the review did not exclude
unpublished or grey literature) is considered adequarte. A review
that adequately meets all of the 11 criteria is considered to be a
review of the highest quality. For this overview, we will consider
reviews that achieve scores of between 8 to 11 as high quality;
scores of 4 to 7 as medium quality; and scores of 0 to 3 as low

quality.

‘Two authors will independently assess the quality of the included
reviews using AMSTAR, and another author will verify this as-
sessment. We will resolve differences by discussion and consensus
and, if needed, through arbitration by a third person.

‘We will identify and discuss differences in quality between reviews,
and will use the review quality assessment to interpret the results
of reviews when synthesised in this overview.

Data synthesis

We will provide individual review narrative summaries of the rel-
evant results for the individual reviews and present these as tables
and figures using *Overview of reviews’ table’ including the char-

acteristics of included reviews, the summary of quality of evidence
within individual systematic reviews of our primary outcomes us-
ing GRADE, and for each systematic review using AMSTAR rat-
ings. Where Cochrane reviews have not been updated with recent
data available for the outcome 'stillbirth’, we will, with the authors’
permission, add our primary and secondary outcomes data to the
relevant Cochrane reviews.
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