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Appendix A

Review protocols

Review protocol for prognostic review: What is the risk of early-onset

neonatal infection at different time intervals between prelabour rupture

of membranes (PROM) and birth for singleton pregnancies at term?

The full protocol can be found at Review protocol | Neonatal infection:

antibiotics for prevention and treatment - update| Guidance | NICE

Economic review protocol

ID | Field Content
1. | Review What is the risk of early-onset neonatal infection at different
title time intervals between prelabour rupture of membranes
(PROM) and birth for singleton pregnancies at term?
2. | Objective | To identify economic studies relevant for the review question
3. | Inclusion ¢ Populations, interventions and comparators must be as
criteria specified in the effectiveness review protocol.

e Relevant comparative economic study design: cost—utility
analysis, cost—effectiveness analysis, cost—consequences
analysis, comparative cost analysis.

e Decision analytic model-based or within-trial economic
analyses.

e OECD countries (except USA).

e Healthcare and personal social services cost perspective.

¢ Non-comparative costing studies (such as econometric,
efficiency, simulation, micro-costing and resource use, and
time-series).

¢ No date limits were applied to align with the effectiveness
review.

High-quality studies in line with the NICE reference case
(recent UK NHS/PSS cost-utility analyses using the QALY as
the measure of outcome) are the most applicable to NICE
decision making. Not all studies meeting the inclusion criteria
will therefore necessarily be used in decision-making - see
Review strategy below for details.

4. Exclusion
criteria

e Conference posters or abstract only studies — these do not
provide sufficient information for quality assessment.

e Studies from non-OECD countries or the USA — these are
considered unlikely to be applicable to the UK NHS setting
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due to substantial differences in healthcare delivery and unit
costs.

¢ Non-comparative economic analyses including cost-of-
illness studies.

o Letters, editorials or commentaries, study protocols or
reviews of economic evaluations (recent reviews will be
ordered and the bibliographies will be checked for relevant
individual economic studies, which will then be ordered and
checked for eligibility).

¢ Non-English language papers.

e Studies considering exclusively intervention costs, e.g.
medicine acquisition costs, without considering wider
healthcare costs associated with the management of
ectopic pregnancy.

e Studies comparing costs of branded vs generic forms of the
same medicine.

e Studies only focussing on productivity losses or gains.

5. Search
approach

The following bibliographic databases will be searched:

e Medline ALL (Ovid platform)
e Embase (Ovid platform)
e INAHTA International HTA Database

The guideline committee or other stakeholders will be asked for
details of any additional, relevant studies they may be aware
of.

Database functionality will be used, where available, to
exclude:

* Animal studies

« Editorials, letters, news items and commentaries

» Conference abstracts and posters

* Registry entries for ongoing clinical trials or those that contain
no results

* Theses and dissertations

* Papers not published in the English language.

* Preprints

The information services team at NICE will quality assure the
principal search strategy. Any revisions or additional steps will
be agreed by the review team before being implemented.

The full search strategies for all databases will be published as
an appendix to the final evidence review.

6. | Review
strategy

e Studies meeting the inclusion and exclusion criteria will be
assessed for applicability and methodological limitations
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using the NICE economic evaluation checklist in appendix H
of Developing NICE guidelines: the manual.
The NICE economic evaluation checklist assesses:

o Applicability to the NICE guideline decision making
context with consideration of the NICE reference case
relevant to the guideline. Recent UK studies that use
the NICE reference case methods are the most
applicable when considering cost effectiveness.

o Methodological limitations.

The aim is to present the best available economic evidence
to inform committee decision-making in the context of the
guideline, the current UK NHS setting and NICE methods.
Therefore, the health economist may not present all studies
that meet inclusion criteria. If recent high quality, UK cost-
utility analyses are available for a question, it is often not
deemed informative to present studies that are less
applicable or lower quality such as older UK analyses or
analyses from other countries. A similar principle is deemed
to apply more generally when considering applicability and
methodological limitations. Some specific examples are
given below:

o If multiple versions of a model are available for the UK
and other countries it is usually reasonable to only
present the UK version.

o If multiple versions of the same UK model are
available, it is usually reasonable to present only the
most recent.

o If there has been a NICE MTA or guideline model that
informs current NHS practice it is usually reasonable
not to present older studies, unless they address a
different subpopulation or other specific issue.

o If a UK model that includes all interventions in the
decision space is available it may be reasonable not to
present studies that only include individual or fewer
interventions, if the analysis is sufficiently applicable
and of good methodological quality.

¢ Quality and relevance of effectiveness data used in the
economic analysis: the more closely the clinical
effectiveness data used in the economic analysis match
with the outcomes of the studies included in the clinical
review the more useful the analysis will be for decision-
making in the guideline.

e Hierarchy of economic evaluation evidence based on
quality assessment

o ‘Directly applicable’ and ‘Minor limitations’ (only recent
UK CUAs can get this rating). Usually presented and
used in decision-making.
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o Directly or partially applicable combined with minor or
potentially serious limitations (other than 1). Discretion
over whether these are presented and used in
decision-making, depending on the availability of more
relevant evidence.

o ‘Not applicable’ or ‘Very serious limitations’. Typically
not presented and not used in decision-making.

The health economist will make a decision based on the
relative applicability and quality of the available evidence for
each question, in discussion with the guideline committee if
required. All decisions will be transparently reported in the
evidence report. Studies that are presented to the committee
and used in decision-making when formulating
recommendations will be included in the summary tables and
will have an evidence extraction. Other studies may not be
presented to the committee in detail but will be listed, with the
reason for not being presented to the committee and thus not
used in decision-making being provided. Committee members
can review and query the decision not to present studies with
the health economist and will be provided with full details of
these studies where requested.
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Appendix B Literature search strategies

Background and development
Search design and peer review

A NICE Senior Information Specialist (SIS) conducted the literature searches. The
MEDLINE strategies below were quality assured (QA) by another NICE SIS. All
translated search strategies were peer reviewed to ensure their accuracy. Both
procedures were adapted from the Peer Review of Electronic Search Strategies
Guideline Statement (for further details see: McGowan J et al. PRESS 2015
Guideline Statement. Journal of Clinical Epidemiology, 75, 40-46).

The principal search strategies were developed in MEDLINE (Ovid interface) and
adapted, as appropriate, for use in the other sources listed in the protocol, taking into
account their size, search functionality and subject coverage.

This search report is based on the requirements of the PRISMA Statement for
Reporting Literature Searches in Systematic Reviews (for further details see:
Rethlefsen M et al. PRISMA-S. Systematic Reviews, 10(1), 39).

Review management

The search results were managed in EPPI-Reviewer v5. Duplicates were removed in
EPPI-R5 using a two-step process. First, automated deduplication is performed using
a high-value algorithm. Second, manual deduplication is used to assess "low-
probability" matches. All decisions made for the review can be accessed via the
deduplication history.

Prior work

The searches were adapted from NG195 Neonatal infection: antibiotics for
prevention and treatment

Two key papers were identified:
Search limits and other restrictions

Formats

Limits were applied in adherence to standard NICE practice (as set out in the
Identifying the evidence chapter of the manual) and the eligibility criteria listed in the
review protocol to exclude:

¢ Animal studies

o [Editorials, letters, news items and commentaries

e Conference abstracts and posters

e Registry entries for ongoing clinical trials or those that contain no results
e Theses and dissertations

e Papers not published in the English language.

NICE National Institute for
Health and Care Excellence®
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The limit to remove animal studies in the searches was the standard NICE practice,

which has been adapted from:

Dickersin K, Scherer R & Lefebvre C. (1994) Systematic reviews: identifying

relevant studies for systematic reviews. BMJ, 309 (6964), 1286.

Date limits

No date limits were applied, in adherence to the review protocol.

Cost effectiveness searches

The following search filters were applied to the search strategies in MEDLINE and
Embase to identify cost-effectiveness studies:

Glanville J et al. (2009) Development and Testing of Search Filters to Identify
Economic Evaluations in MEDLINE and EMBASE. Alberta: Canadian Agency

for Drugs and Technologies in Health (CADTH)

Note: Several modifications have been made to these filters over the years that are
standard NICE practice.

Key decisions

The search strategy was developed to find evidence for the specified population and
intervention in the review protocol. The population focuses on term birth and does not
include preterm or birth beyond 40 weeks.

Effectiveness searches

Database results

Databases Date Database platform Database | No. of
searched segment | results

or downloaded
version

Cochrane 08/10/2025 | Wiley Issue 9 of 210

Central 12,

Register of September

Controlled 2025

Trials

(CENTRAL)

Cochrane 08/10/2025 | Wiley Issue 10 of 34

Database of 12,

Systematic October

Reviews 2025

(CDSR)

Embase 08/10/2025 | Ovid 1974 to 1966
October
06, 2025
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Epistemonikos | 08/10/2025 | https://www.epistemonikos.org/ 16
MEDLINE ALL | 08/10/2025 | Ovid 1946 to 1400
October
07, 2025

Additional search methods

Additional methods Date No. of
searched | results
downloaded

Forward citation searching (of 2 key references specified in 08/10/2025 70
the protocol) with Lens.org

Search strategy history

Database name: Cochrane Database of Systematic Reviews (CDSR)

Searches

#1 MeSH descriptor: [Fetal Membranes, Premature Rupture] this term only
#2 amniorrhexis:ti,ab

#3 (membrane* near/3 (breach* or break* or disrupt* or erupt* or ruptur® or sever or
severed or tear*)):ti,ab

#4 (ROM or PLROM or PROM or RPOM or SROM or TPROM):ti,ab

#5 ((water* or fluid*) near/10 (break* or drain* or gush* or leak* or trickl*)):ti,ab
#6 {or #1-#5}

#7 MeSH descriptor: [Extraembryonic Membranes] explode all trees

#8 MeSH descriptor: [Rupture, Spontaneous] this term only

#9 MeSH descriptor: [Rupture] this term only

#10 #8 or #9

#11 #7 and #10

#12 #6 or #11

#13 MeSH descriptor: [Term Birth] this term only

#14 (fullterm* or term*):ti,ab

#15 ((36 or "thirty six" or 37 or "thirty seven") near/3 (weeks or wks)):ti,ab

#16 ((38 or "thirty eight" or 39 or "thirty nine" or 40 or forty) near/3 (weeks or
wks)):ti,ab

#17 {or #13-#16}

#18 #12 and #17

#19 MeSH descriptor: [Bacterial Infections] explode all trees
#20 MeSH descriptor: [Chorioamnionitis] this term only

#21 MeSH descriptor: [Infections] this term only
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Searches

#22 MeSH descriptor: [Pregnancy Complications, Infectious] explode all trees
#23 MeSH descriptor: [Sepsis] explode all trees

#24 MeSH descriptor: [Acinetobacter] explode all trees

#25 MeSH descriptor: [Cronobacter] explode all trees

#26 MeSH descriptor: [Enterobacteriaceae] this term only

#27 MeSH descriptor: [Enterococcus] explode all trees

#28 MeSH descriptor: [Escherichia coli] explode all trees

#29 MeSH descriptor: [Fusobacterium] explode all trees

#30 MeSH descriptor: [Haemophilus influenzae] explode all trees
#31 MeSH descriptor: [Klebsiella] explode all trees

#32 MeSH descriptor: [Listeria] explode all trees

#33 MeSH descriptor: [Meningitis] this term only

#34 MeSH descriptor: [Meningoencephalitis] this term only

#35 MeSH descriptor: [Neisseria] explode all trees

#36 MeSH descriptor: [Pseudomonas] explode all trees

#37 MeSH descriptor: [Serratia] explode all trees

#38 MeSH descriptor: [Staphylococcus] explode all trees

#39 MeSH descriptor: [Streptococcus] explode all trees

#40 (bacteraemi* or bacteremi* or bacterioses or bacteriosis or infect* or pyaemia*
or pyemia* or pyhoaemia* or pyhoemia* or sepses or sepsis or septic*):ti,ab

#41 (blood* near/4 (contamin® or invas™ or invad®)):ti,ab

#42 (acinetobact” or herellea* or mima or baumanni* or genomosp* or
calcoacetic*):ti,ab

#43 (chorioamnioniti* or amnioniti* or funisiti*):ti,ab

#44 (cronobact* or sakazaki* or malonatic*):ti,ab

#45 (enterobact® or sodalis or paracolobactrum or ewingella or leclercia):ti,ab
#46 ((enteric or coliform) near/2 bac*):ti,ab

#47 enterococc*:ti,ab

#48 ((escheric* or E) near/2 coli):ti,ab

#49 (fusobact® or sphaerophor* or necrophorum or nucleatum):ti,ab

#50 (((gram next negativ* or gramnegativ*) near/2 bacill*) or GNB):ti,ab

#51 ((haemophil* or hemophil* or H or bacter* or bacill* or mycobacter* or
coccobac*) near/2 (influenz* or pfeiffer* or meningitidis)):ti,ab

#52 klebsiella*:ti,ab
#53 listeria*:ti,ab

#54 (meningit* or meningencephalitis* or meningoencephalitis*or mening* next
encephalitis*):ti,ab

#55 (meningococc* or pneumococc* or pneumon®):ti,ab
#56 neisseria*:ti,ab

Neonatal infection: technical appendices for timing of prelabour rupture of membranes to birth
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Searches

#57 (pseudomonas or chryseomonas or flavimonas):ti,ab

#58 serratia*:ti,ab

#59 staphylococc*:ti,ab

#60 streptococc*:ti,ab

#61 (group B or GBS or MRSA or NRCS-A or MSSA):ti,ab

#62 ((methicillin resistant or meticillin resistant) near/3 aureus):ti,ab
#63 {or #19-#62}

#64 MeSH descriptor: [Infant, Newborn] explode all trees

#65 MeSH descriptor: [Infant Health] this term only

#66 (baby or babies or infant* or neonat* or neo next nat* or newborn* or new next
born*):ti,ab

#67 (fetal” or fetus* or foetal* or foetus*):ti,ab

#68 {or #64-#67}

#69 #63 and #68

#70 #18 and #69

#71 MeSH descriptor: [Time Factors] this term only

#72 MeSH descriptor: [Time-to-Treatment] explode all trees
#73 MeSH descriptor: [Watchful Waiting] this term only

#74 MeSH descriptor: [Duration of Therapy] this term only
#75 MeSH descriptor: [Length of Stay] this term only

#76 (time* or timing™ or hour™ or hr or hrs or after* or before* or delay* or duration
or during or earlie* or early or expectant* or immediate* or interval* or late* or
prolong® or prompt* or wait*):ti,ab

#77 (length near/3 (hospitalisation* or hospitalization* or stay*)):ti,ab

#78 (6h* or 6 h or 12h* or 12 h or 18h* or 18 h or 24h* or 24 h or 36h* or 36 h or
48h* or 48 h or 72h* or 72 h):ti,ab

#79 {or #71-#78}
#80 #70 and #79 in Cochrane Reviews and Cochrane Protocols

*

Database name: Cochrane Central Register of Controlled Trials
(CENTRAL)

Searches

#1 MeSH descriptor: [Fetal Membranes, Premature Rupture] this term only
#2 amniorrhexis:ti,ab

#3 (membrane* near/3 (breach® or break* or disrupt* or erupt* or ruptur* or sever or
severed or tear*)):ti,ab

#4 (ROM or PLROM or PROM or RPOM or SROM or TPROM):ti,ab
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Searches

#5 ((water* or fluid*) near/10 (break* or drain* or gush* or leak* or trickl*)):ti,ab
#6 {or #1-#5}

#7 MeSH descriptor: [Extraembryonic Membranes] explode all trees

#8 MeSH descriptor: [Rupture, Spontaneous] this term only

#9 MeSH descriptor: [Rupture] this term only

#10 #8 or #9

#11 #7 and #10

#12 #6 or #11

#13 MeSH descriptor: [Term Birth] this term only

#14 (fullterm™ or term*):ti,ab

#15 ((36 or "thirty six" or 37 or "thirty seven") near/3 (weeks or wks)):ti,ab

#16 ((38 or "thirty eight" or 39 or "thirty nine" or 40 or forty) near/3 (weeks or
wks)):ti,ab

#17 {or #13-#16}

#18 #12 and #17

#19 MeSH descriptor: [Bacterial Infections] explode all trees
#20 MeSH descriptor: [Chorioamnionitis] this term only

#21 MeSH descriptor: [Infections] this term only

#22 MeSH descriptor: [Pregnancy Complications, Infectious] explode all trees
#23 MeSH descriptor: [Sepsis] explode all trees

#24 MeSH descriptor: [Acinetobacter] explode all trees

#25 MeSH descriptor: [Cronobacter] explode all trees

#26 MeSH descriptor: [Enterobacteriaceae] this term only
#27 MeSH descriptor: [Enterococcus] explode all trees

#28 MeSH descriptor: [Escherichia coli] explode all trees
#29 MeSH descriptor: [Fusobacterium] explode all trees
#30 MeSH descriptor: [Haemophilus influenzae] explode all trees
#31 MeSH descriptor: [Klebsiella] explode all trees

#32 MeSH descriptor: [Listeria] explode all trees

#33 MeSH descriptor: [Meningitis] this term only

#34 MeSH descriptor: [Meningoencephalitis] this term only
#35 MeSH descriptor: [Neisseria] explode all trees

#36 MeSH descriptor: [Pseudomonas] explode all trees

#37 MeSH descriptor: [Serratia] explode all trees

#38 MeSH descriptor: [Staphylococcus] explode all trees
#39 MeSH descriptor: [Streptococcus] explode all trees

#40 (bacteraemi* or bacteremi* or bacterioses or bacteriosis or infect* or pyaemia*
or pyemia* or pyhoaemia* or pyhoemia* or sepses or sepsis or septic*):ti,ab

#41 (blood* near/4 (contamin® or invas™ or invad*)):ti,ab

Neonatal infection: technical appendices for timing of prelabour rupture of membranes to birth
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Searches

#42 (acinetobact® or herellea* or mima or baumanni* or genomosp* or
calcoacetic*):ti,ab

#43 (chorioamnioniti* or amnioniti* or funisiti*):ti,ab

#44 (cronobact* or sakazaki* or malonatic*):ti,ab

#45 (enterobact® or sodalis or paracolobactrum or ewingella or leclercia):ti,ab
#46 ((enteric or coliform) near/2 bac*):ti,ab

#47 enterococc*:ti,ab

#48 ((escheric* or E) near/2 coli):ti,ab

#49 (fusobact* or sphaerophor* or necrophorum or nucleatum):ti,ab

#50 (((gram next negativ* or gramnegativ*) near/2 bacill*) or GNB):ti,ab

#51 ((haemophil* or hemophil* or H or bacter* or bacill* or mycobacter* or
coccobac®) near/2 (influenz* or pfeiffer* or meningitidis)):ti,ab

#52 klebsiella*:ti,ab
#53 listeria*:ti,ab

#54 (meningit* or meningencephalitis* or meningoencephalitis*or mening* next
encephalitis*):ti,ab

#55 (meningococc* or pneumococc* or pneumon®):ti,ab
#56 neisseria*:ti,ab

#57 (pseudomonas or chryseomonas or flavimonas):ti,ab
#58 serratia*:ti,ab

#59 staphylococc*:ti,ab

#60 streptococc*:ti,ab

#61 (group B or GBS or MRSA or NRCS-A or MSSA):ti,ab
#62 ((methicillin resistant or meticillin resistant) near/3 aureus):ti,ab
#63 {or #19-#62}

#64 MeSH descriptor: [Infant, Newborn] explode all trees
#65 MeSH descriptor: [Infant Health] this term only

#66 (baby or babies or infant* or neonat* or neo next nat* or newborn* or new next
born*):ti,ab

#67 (fetal* or fetus™ or foetal* or foetus*):ti,ab

#68 {or #64-#67}

#69 #63 and #68

#70 #18 and #69

#71 MeSH descriptor: [Time Factors] this term only

#72 MeSH descriptor: [Time-to-Treatment] explode all trees
#73 MeSH descriptor: [Watchful Waiting] this term only

#74 MeSH descriptor: [Duration of Therapy] this term only
#75 MeSH descriptor: [Length of Stay] this term only
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Searches

#76 (time* or timing* or hour* or hr or hrs or after* or before* or delay* or duration*
or during or earlie* or early or expectant* or immediate* or interval* or late* or
prolong* or prompt* or wait*):ti,ab

#77 (length near/3 (hospitalisation* or hospitalization® or stay*)):ti,ab

#78 (6h* or 6 h or 12h* or 12 h or 18h* or 18 h or 24h* or 24 h or 36h* or 36 h or
48h* or 48 h or 72h* or 72 h):ti,ab

#79 {or #71-#78)
#80 #70 and #79

#81 ((clinicaltrials or trialsearch* or trial-registry or trials-registry or clinicalstudies or
trialsregister” or trialregister™ or trial-number* or studyregister* or study-register* or
controlled-trials-com or current-controlled-trial or AMCTR or ANZCTR or ChiCTR*
or CRiS or CTIS or CTRI* or DRKS* or EU-CTR* or EUCTR* or EUDRACT* or
ICTRP or IRCT* or JAPIC* or JIMCTR* or JRCT or ISRCTN* or LBCTR* or NTR* or
ReBec* or REPEC* or RPCEC* or SLCTR or TCTR* or UMIN*):so0 or (ctgov or
ictrp)):an

#82 #80 not #81

#83 "conference":pt

#84 #82 not #83 in Trials

Database name: EMBASE

Searches

1 "premature rupture of membranes"/
2 amniorrhexis.tw.

3 (membrane* adj3 (breach* or break™ or disrupt® or erupt* or ruptur* or sever or
severed or tear* or torn)).tw.

4 (ROM or PLROM or PROM or RPOM or SROM or TPROM).tw.

5 ((water* or fluid*) adj10 (break* or drain* or gush* or leak™ or trickl*)).tw.
6 or/1-5

7 exp embryo membrane/

8 membrane rupture/ or rupture/

97and8

106 0r9

11 term birth/

12 (fullterm™ or term™).tw.

13 (("36" or thirty six or "37" or thirty seven) adj3 (weeks or wks)).tw.

14 (("38" or thirty eight or "39" or thirty nine or "40" or forty) adj3 (weeks or wks)).tw.
15 or/11-14

16 10 and 15

17 exp bacterial infection/

18 exp chorioamnionitis/

Neonatal infection: technical appendices for timing of prelabour rupture of membranes to birth
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Searches

19 infection/

20 infectious pregnancy complication/
21 exp newborn infection/

22 exp sepsis/

23 exp acinetobacter/ or exp cronobacter/ or enterobacteriaceae/ or exp
enterococcus/ or exp escherichia coli/ or exp fusobacterium/ or exp haemophilus
influenzae/ or exp klebsiella/ or exp listeria/ or meningitis/ or exp infectious
meningitis/ or exp meningoencephalitis/ or exp neisseria/ or exp pseudomonas/ or
exp serratia/ or exp staphylococcus/ or exp streptococcus/

24 (bacter?emi* or bacterios?s or infect* or py?emia* or pyho?emia* or seps?s or
septic*).tw.

25 (blood* adj4 (contamin® or invas* or invad*)).tw.

26 (acinetobact” or herellea* or mima or baumanni* or genomosp* or
calcoacetic*).tw.

27 (chorioamnioniti* or amnioniti* or funisiti*).tw.

28 (cronobact* or sakazaki* or malonatic*).tw.

29 (enterobact® or sodalis or paracolobactrum or ewingella or leclercia).tw.
30 ((enteric or coliform) adj2 bac*).tw.

31 enterococc*.tw.

32 ((escheric* or E) adj2 coli).tw.

33 (fusobact* or sphaerophor* or necrophorum or nucleatum).tw.

34 (((gram negativ* or gramnegativ*) adj2 bacill*) or GNB).tw.

35 ((h?emophil* or H or bacter* or bacill* or mycobacter* or coccobac*) adj2
(influenz* or pfeiffer* or meningitidis)).tw.

36 klebsiella*.tw.

37 listeria*.tw.

38 (meningit* or mening?encephalitis* or mening* encephalitis®).tw.
39 (meningococc* or pneumococc® or pneumon®).tw.

40 neisseria*.tw.

41 (pseudomonas or chryseomonas or flavimonas).tw.

42 serratia*.tw.

43 staphylococc®.tw.

44 streptococc*.tw.

45 (group B or GBS or MRSA or NRCS-A or MSSA).tw.

46 (met?icillin resistant adj3 aureus).tw.

47 or/17-42

48 newborn/

49 newborn care/

50 (baby or babies or infant* or neonat* or neo nat* or newborn* or new born*).tw.
51 (fetal* or fetus™ or foetal* or foetus™).tw.
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Searches

52 or/48-51

53 47 and 52

54 16 and 53

55 time/

56 duration/

57 time factor/

58 exp time interval/
59 exp timeliness/
60 treatment duration/
61 watchful waiting/
62 "length of stay"/

63 (time* or timing* or hour™ or hr or hrs or after* or before* or delay* or duration* or
during or earlie* or early or expectant* or immediate* or interval* or late* or prolong*
or prompt* or wait*).tw.

64 (length adj3 (hospitali?ation* or stay*)).tw.

65 (6h* or 6 h or 12h* or 12 h or 18h* or 18 h or 24h* or 24 h or 36h* or 36 h or
48h* or 48 h or 72h* or 72 h).tw.

66 or/55-65

67 54 and 66

68 limit 67 to english language
69 animal/

70 nonhuman/

71 exp Animal Experiment/

72 exp Experimental Animal/
73 animal model/

74 exp Rodent/

75 (rat or rats or mouse or mice or rodent*).ti.
76 or/69-75

77 76 not human/

78 68 not 77

79 letter.pt. or letter/

80 note.pt.

81 editorial.pt.

82 (letter or comment™).ti.

83 or/79-82

84 randomized controlled trial/ or random*.ti,ab.
85 83 not 84

86 78 not 85

87 86 not clinical trial.pt.
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Searches

88 (conference abstract* or conference review or conference paper or conference
proceeding).db,pt,su.

89 87 not 88

Database: Epistemonikos

Searches

amniorrhexis
OR

(membrane* and (breach* or break* or disrupt* or erupt* or ruptur® or sever or
severed or tear* or torn))

OR

(ROM or PLROM or PROM or RPOM or SROM or TPROM)

OR

((water* or fluid*) and (break™ or drain* or gush* or leak™ or trickl*))
AND

(bacter* or infect* or pyemia* or pyaemia* or pyhoaemia* or pyhoemia* or sepses
or sepsis or septic*)
AND

(baby or babies or fetal* or fetus™* or foetal* or foetus* or infant* or neonat* or neo-
nat* or newborn* or new-born®)

AND
(time* or timing™* or hour* or hr or hrs or after* or before* or delay* or duration* or
during or earlie* or early or expectant* or immediate* or interval* or late* or (length

and (hospital* or stay*)) or prolong* or prompt* or wait* or 12h* or "12 h" or 18h* or
"18 h" or 24h* or "24 h" or 36h* or "36 h" or 48h* or "48 h" or 72h* or "72 h")

Limit to Systematic Reviews

Database: MEDLINE ALL

Searches

1 Fetal Membranes, Premature Rupture/
2 amniorrhexis.tw.

3 (membrane* adj3 (breach* or break™ or disrupt* or erupt® or ruptur® or sever or
severed or tear* or torn)).tw.

4 (ROM or PLROM or PROM or RPOM or SROM or TPROM).tw.

5 ((water* or fluid*) adj10 (break® or drain* or gush* or leak™ or trickl*)).tw.
6 or/1-5

7 exp Extraembryonic Membranes/

8 Rupture, Spontaneous/ or Rupture/

Neonatal infection: technical appendices for timing of prelabour rupture of membranes to birth
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Searches

97and8

106 0r9

11 Term Birth/

12 (fullterm™ or term™).tw.

13 (("36" or thirty six or "37" or thirty seven) adj3 (weeks or wks)).tw.
14 (("38" or thirty eight or "39" or thirty nine or "40" or forty) adj3 (weeks or wks)).tw.
15 or/11-14

16 10 and 15

17 exp Bacterial Infections/

18 Chorioamnionitis/

19 Infections/

20 exp Pregnancy Complications, Infectious/

21 exp Sepsis/

22 exp Acinetobacter/ or exp Cronobacter/ or Enterobacteriaceae/ or exp
Enterococcus/ or exp Escherichia coli/ or exp Fusobacterium/ or exp Haemophilus
influenzae/ or exp Klebsiella/ or exp Listeria/ or Meningitis/ or Meningoencephalitis/
or exp Neisseria/ or exp Pseudomonas/ or exp Serratia/ or exp Staphylococcus/ or
exp Streptococcus/

23 (bacter?emi* or bacterios?s or infect* or py?emia* or pyho?emia* or seps?s or
septic*).tw.

24 (blood* adj4 (contamin® or invas* or invad®)).tw.

25 (acinetobact* or herellea* or mima or baumanni* or genomosp* or
calcoacetic*).tw.

26 (chorioamnioniti* or amnioniti* or funisiti*).tw.

27 (cronobact* or sakazaki* or malonatic*).tw.

28 (enterobact* or sodalis or paracolobactrum or ewingella or leclercia).tw.
29 ((enteric or coliform) adj2 bac*).tw.

30 enterococc*.tw.

31 ((escheric* or E) adj2 coli).tw.

32 (fusobact* or sphaerophor* or necrophorum or nucleatum).tw.

33 (((gram negativ* or gramnegativ*) adj2 bacill*) or GNB).tw.

34 ((h?emophil* or H or bacter* or bacill* or mycobacter* or coccobac*) adj2
(influenz* or pfeiffer* or meningitidis)).tw.

35 klebsiella*.tw.

36 listeria™.tw.

37 (meningit* or mening?encephalitis* or mening* encephalitis*).tw.
38 (meningococc* or pneumococc* or pneumon’®).tw.

39 neisseria*.tw.

40 (pseudomonas or chryseomonas or flavimonas).tw.

41 serratia*.tw.
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Searches

42 staphylococc®.tw.

43 streptococc*.tw.

44 (group B or GBS or MRSA or NRCS-A or MSSA).tw.
45 (met?icillin resistant adj3 aureus).tw.

46 or/17-45

47 exp Infant, Newborn/

48 Infant Health/

49 (baby or babies or infant* or neonat* or neo nat* or newborn* or new born*).tw.
50 (fetal* or fetus™ or foetal* or foetus™).tw.

51 or/47-50

52 46 and 51

53 16 and 52

54 Time Factors/

55 exp Time-to-Treatment/

56 Watchful Waiting/

57 Duration of Therapy/

58 "Length of Stay"/

59 (time* or timing™® or hour* or hr or hrs or after* or before* or delay* or duration* or
during or earlie* or early or expectant® or immediate* or interval* or late* or prolong*
or prompt* or wait*).tw.

60 (length adj3 (hospitali?ation* or stay*)).tw.

61 (6h* or 6 h or 12h* or 12 h or 18h* or 18 h or 24h* or 24 h or 36h* or 36 h or
48h* or 48 h or 72h* or 72 h).tw.

62 or/54-61

63 53 and 62

64 limit 63 to english language
65 animals/ not humans/

66 64 not 65

67 limit 66 to (letter or historical article or comment or editorial or news or case
reports)

68 66 not 67
69 68 not overall.pt.

Additional search methods

Forward citation searching

Date of search 08/10/2025

Neonatal infection: technical appendices for timing of prelabour rupture of membranes to birth
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How the seed references were

identified

Identified from the scoping search

Sources and tools used

Lens.org

How results were managed and

A title search was done in Lens.org for

selected each seed reference and the selected
results were downloaded in separate
RIS files

No. of results 70

List of seed references used

The correlation between prelabour
rupture of membranes and neonatal
infectious diseases, and the evaluation
of guideline implementation in China: a
multi-centre prospective cohort study.
Zhuang et al 2020. The Lancet regional
health. Western Pacific. Vol. 3 100029

Time between membrane rupture and
delivery and septicaemia in term
neonates. Herbst 2007. Obstetrics and
Gynaecology vol. 110 no. 3

Cost-effectiveness searches

Database results

Databases Date Database platform Database No. of
searched segment or | results
version downloaded
Embase 08/10/2025 Ovid 1974 to 59
October 06,
2025
International 08/10/2025 https://database.inahta.org/ 3
HTA
Database
MEDLINE 08/10/2025 | Ovid 1946 to 33
ALL October 07,
2025

Search strategy history

Database name: EMBASE

Searches

1 "premature rupture of membranes"/
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Searches

2 amniorrhexis.tw.

3 (membrane* adj3 (breach* or break™ or disrupt* or erupt® or ruptur® or sever or
severed or tear® or torn)).tw.

4 (ROM or PLROM or PROM or RPOM or SROM or TPROM).tw.

5 ((water* or fluid*) adj10 (break® or drain* or gush* or leak™ or trickl*)).tw.
6 or/1-5

7 exp embryo membrane/

8 membrane rupture/ or rupture/

97and8

106 0r9

11 term birth/

12 (fullterm™ or term*).tw.

13 (("36" or thirty six or "37" or thirty seven) adj3 (weeks or wks)).tw.

14 (("38" or thirty eight or "39" or thirty nine or "40" or forty) adj3 (weeks or wks)).tw.
15 or/11-14

16 10 and 15

17 exp bacterial infection/

18 exp chorioamnionitis/

19 infection/

20 infectious pregnancy complication/

21 exp newborn infection/

22 exp sepsis/

23 exp acinetobacter/ or exp cronobacter/ or enterobacteriaceae/ or exp
enterococcus/ or exp escherichia coli/ or exp fusobacterium/ or exp haemophilus
influenzae/ or exp klebsiella/ or exp listeria/ or meningitis/ or exp infectious
meningitis/ or exp meningoencephalitis/ or exp neisseria/ or exp pseudomonas/ or
exp serratia/ or exp staphylococcus/ or exp streptococcus/

24 (bacter?emi* or bacterios?s or infect* or py?emia* or pyho?emia* or seps?s or
septic*).tw.

25 (blood* adj4 (contamin® or invas* or invad®)).tw.

26 (acinetobact® or herellea* or mima or baumanni* or genomosp* or
calcoacetic*).tw.

27 (chorioamnioniti* or amnioniti* or funisiti*).tw.

28 (cronobact* or sakazaki* or malonatic*).tw.

29 (enterobact® or sodalis or paracolobactrum or ewingella or leclercia).tw.
30 ((enteric or coliform) adj2 bac*).tw.

31 enterococc*.tw.

32 ((escheric* or E) adj2 coli).tw.

33 (fusobact™® or sphaerophor* or necrophorum or nucleatum).tw.

34 (((gram negativ* or gramnegativ*) adj2 bacill*) or GNB).tw.
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Searches

35 ((h?emophil* or H or bacter* or bacill* or mycobacter* or coccobac*) adj2
(influenz* or pfeiffer* or meningitidis)).tw.

36 klebsiella*.tw.

37 listeria*.tw.

38 (meningit* or mening?encephalitis* or mening* encephalitis®).tw.
39 (meningococc* or pneumococc® or pneumon®).tw.
40 neisseria*.tw.

41 (pseudomonas or chryseomonas or flavimonas).tw.
42 serratia*.tw.

43 staphylococc*.tw.

44 streptococc*.tw.

45 (group B or GBS or MRSA or NRCS-A or MSSA).tw.
46 (met?icillin resistant adj3 aureus).tw.

47 or/17-42

48 newborn/

49 newborn care/

50 (baby or babies or infant* or neonat* or neo nat* or newborn* or new born*).tw.
51 (fetal* or fetus™ or foetal* or foetus™).tw.

52 or/48-51

53 47 and 52

54 16 and 53

55 time/

56 duration/

57 time factor/

58 exp time interval/

59 exp timeliness/

60 treatment duration/

61 watchful waiting/

62 "length of stay"/

63 (time* or timing™ or hour* or hr or hrs or after* or before* or delay* or duration* or
during or earlie* or early or expectant® or immediate* or interval* or late* or prolong*
or prompt* or wait*).tw.

64 (length adj3 (hospitali?ation* or stay*)).tw.

65 (6h* or 6 h or 12h* or 12 h or 18h* or 18 h or 24h* or 24 h or 36h* or 36 h or
48h* or 48 h or 72h* or 72 h).tw.

66 or/55-65

67 54 and 66

68 limit 67 to english language
69 animal/
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Searches

70 nonhuman/

71 exp Animal Experiment/

72 exp Experimental Animal/

73 animal model/

74 exp Rodent/

75 (rat or rats or mouse or mice or rodent*).ti.
76 or/69-75

77 76 not human/

78 68 not 77

79 letter.pt. or letter/

80 note.pt.

81 editorial.pt.

82 (letter or comment®).ti.

83 or/79-82

84 randomized controlled trial/ or random*.ti,ab.
85 83 not 84

86 78 not 85

87 86 not clinical trial.pt.

88 Health economics/

89 exp health care cost/

90 exp Fee/

91 exp Budget/

92 Funding/

93 budget®.ti,ab.

94 cost* ti.

95 (economic* or pharmaco?economic®).ti.
96 (price* or pricing™).ti,ab.

97 (cost* adj2 (effective™ or utilit* or benefit* or minimi* or unit* or estimat* or
variable*)).ab.

98 (financ* or fee or fees).ti,ab.

99 (value adj2 (money or monetary)).ti,ab.
100 or/88-99

101 87 and 100

102 (conference abstract* or conference review or conference paper or conference
proceeding).db,pt,su.

103 101 not 102
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Database name: International HTA Database (INAHTA)

Searches

("Fetal Membranes, Premature Rupture”’[mh] or ("Extraembryonic Membranes"[mh]
and ("Rupture, Spontaneous"[mh] or "Rupture"[mh])))

OR
Amniorrhexis[Title]
OR

(membrane* and (breach* or break* or disrupt* or erupt* or ruptur* or sever or
severed or tear” or torn))[Title]

OR

(ROM or PLROM or PROM or RPOM or SROM or TPROM)|[Title]

OR

((water* or fluid*) and (break™ or drain* or gush* or leak* or trickl*))[Title]
OR

Amniorrhexis[Abstract]

OR

(membrane* and (breach* or break* or disrupt* or erupt* or ruptur* or sever or
severed or tear® or torn))[Abstract]

OR

(ROM or PLROM or PROM or RPOM or SROM or TPROM)[Abstract]

OR

((fluid* or water*) and (break* or drain* or gush* or leak* or trickl*))[Abstract]
AND

("Infant, Newborn"[mhe] or baby or babies or fetal* or fetus* or foetal* or foetus* or
infant* or neonat* or neo-nat* or newborn* or new-born*)

Limit to English language

Database name: MEDLINE

Searches

1 Fetal Membranes, Premature Rupture/
2 amniorrhexis.tw.

3 (membrane* adj3 (breach* or break™ or disrupt® or erupt* or ruptur* or sever or
severed or tear* or torn)).tw.

4 (ROM or PLROM or PROM or RPOM or SROM or TPROM).tw.

5 ((water* or fluid*) adj10 (break* or drain* or gush* or leak™ or trickl*)).tw.
6 or/1-5

7 exp Extraembryonic Membranes/

8 Rupture, Spontaneous/ or Rupture/
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Searches

97and8

106 0r9

11 Term Birth/

12 (fullterm™ or term™).tw.

13 (("36" or thirty six or "37" or thirty seven) adj3 (weeks or wks)).tw.
14 (("38" or thirty eight or "39" or thirty nine or "40" or forty) adj3 (weeks or wks)).tw.
15 or/11-14

16 10 and 15

17 exp Bacterial Infections/

18 Chorioamnionitis/

19 Infections/

20 exp Pregnancy Complications, Infectious/

21 exp Sepsis/

22 exp Acinetobacter/ or exp Cronobacter/ or Enterobacteriaceae/ or exp
Enterococcus/ or exp Escherichia coli/ or exp Fusobacterium/ or exp Haemophilus
influenzae/ or exp Klebsiella/ or exp Listeria/ or Meningitis/ or Meningoencephalitis/
or exp Neisseria/ or exp Pseudomonas/ or exp Serratia/ or exp Staphylococcus/ or
exp Streptococcus/

23 (bacter?emi* or bacterios?s or infect* or py?emia* or pyho?emia* or seps?s or
septic*).tw.

24 (blood* adj4 (contamin® or invas* or invad®)).tw.

25 (acinetobact* or herellea* or mima or baumanni* or genomosp* or
calcoacetic*).tw.

26 (chorioamnioniti* or amnioniti* or funisiti*).tw.

27 (cronobact* or sakazaki* or malonatic*).tw.

28 (enterobact* or sodalis or paracolobactrum or ewingella or leclercia).tw.
29 ((enteric or coliform) adj2 bac*).tw.

30 enterococc*.tw.

31 ((escheric* or E) adj2 coli).tw.

32 (fusobact* or sphaerophor* or necrophorum or nucleatum).tw.

33 (((gram negativ* or gramnegativ*) adj2 bacill*) or GNB).tw.

34 ((h?emophil* or H or bacter* or bacill* or mycobacter* or coccobac*) adj2
(influenz* or pfeiffer* or meningitidis)).tw.

35 klebsiella*.tw.

36 listeria™.tw.

37 (meningit* or mening?encephalitis* or mening* encephalitis*).tw.
38 (meningococc* or pneumococc* or pneumon’®).tw.

39 neisseria*.tw.

40 (pseudomonas or chryseomonas or flavimonas).tw.

41 serratia*.tw.
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Searches

42 staphylococc®.tw.

43 streptococc*.tw.

44 (group B or GBS or MRSA or NRCS-A or MSSA).tw.
45 (met?icillin resistant adj3 aureus).tw.

46 or/17-45

47 exp Infant, Newborn/

48 Infant Health/

49 (baby or babies or infant* or neonat* or neo nat* or newborn* or new born*).tw.
50 (fetal* or fetus™ or foetal* or foetus™).tw.

51 or/47-50

52 46 and 51

53 16 and 52

54 Time Factors/

55 exp Time-to-Treatment/

56 Watchful Waiting/

57 Duration of Therapy/

58 "Length of Stay"/

59 (time* or timing™® or hour* or hr or hrs or after* or before* or delay* or duration* or
during or earlie* or early or expectant® or immediate* or interval* or late* or prolong*
or prompt* or wait*).tw.

60 (length adj3 (hospitali?ation* or stay*)).tw.

61 (6h* or 6 h or 12h* or 12 h or 18h* or 18 h or 24h* or 24 h or 36h* or 36 h or
48h* or 48 h or 72h* or 72 h).tw.

62 or/54-61

63 53 and 62

64 limit 63 to english language
65 animals/ not humans/

66 64 not 65

67 limit 66 to (letter or historical article or comment or editorial or news or case
reports)

68 66 not 67

69 Economics/

70 Value of life/

71 exp "Costs and Cost Analysis"/
72 exp Economics, Hospital/

73 exp Economics, Medical/

74 Economics, Nursing/

75 Economics, Pharmaceutical/
76 exp "Fees and Charges"/
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Searches

77 exp Budgets/

78 budget*.ti,ab.

79 cost* ti.

80 (economic* or pharmaco?economic*).ti.
81 (price™ or pricing*).ti,ab.

82 (cost* adj2 (effective™ or utilit* or benefit* or minimi* or unit* or estimat* or
variable*)).ab.

83 (financ* or fee or fees).ti,ab.

84 (value adj2 (money or monetary)).ti,ab.
85 or/69-84

86 68 and 85

87 86 not overall.pt.
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Appendix C Study selection

Figure 1 Prognostic evidence study selection

Records identified through database searching Additional records identified through other sources
n = 3626 n=70

Total records imported Records removed as duplicates
n = 3696 n = 1366

Records screened in 1st sift Re:oidzs%xscluded
Screening on title and abstract (Prof Team) i 4 Duplicate
Hoah - 2157 - Exclude

Records excluded

1 : More recent systematic review
included that covers the same topic
1: Book chapter
nivariate analyses
tudy not reported in English
1= Fconomic evaluation of randomised
tria
5 : Review article but not a
systematic review
8 : Full text paper not available
1: Systematic review does not
contain predictive factors of
interest
Records screened in 2nd sift 1 : Systematic review
Full text screening - Association (Prof Team) andomised study design
n=172 ase control study design
4 : PROM measured to labour not
birth
5 : Population is preterm neonates
- 42 : Reports number of neonatal
infections onl
7 : Cross sectional study design
15 : Unclear if PROM is measured from
labour or birth
1: Case series
5 : Study does not contain any
relevant predictive values
- 47 : No association analysis between
PROM and neonatal inz_‘ction reported
- 5: Study of term and preterm
neonates

Records included in review
n=3
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Herbst, 2007

Bibliographic Herbst, Andreas; Kallen, Karin; Time between membrane rupture and delivery and septicemia in term neonates.;
Reference Obstetrics and gynecology; 2007; vol. 110 (no. 3); 612-8

Study details

Other publications associated
with this study included in
review

Trial registration number and/or
trial name

Source of funding
Study design
Location

Setting

Study dates
Inclusion criteria

Exclusion criteria
Number of participants in total
Number of participants: details

NA

NR

Supported by the Evy and Gunnar Sandberg Foundation, Lund, Sweden
Retrospective cohort study

Sweden

NR

January 1995 to December 2004

The study population included singleton infants born at term after a trial of labour during the period January
1995 to December 2004.

Multiple pregnancies, preterm births, and elective caesarean deliveries were excluded.
113568

Rupture of membranes (ROM) to birth equal to or less than 6 hours n = 75865
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Index prognostic factor

Comparator prognostic factor
Duration of follow up / analysis

Analysis methods

Additional details

Rupture of membranes (ROM) to birth more than 6 hours n = 37703
Rupture of membranes (ROM) to birth for the following intervals

6.1 hours to 12 hours

12.1 hours to 18 hours
18.1 hours to 24 hours
241 hours to 48 hours

48.1 hours to 72 hours

ROM to birth less than 6 hours

Data was collected from a registry spanning 10 years. No information was reported on follow up of
neonatal outcomes

Multiple logistic regression analysis

Odds ratios with 95% confidence intervals were calculated by using multiple logistic regression analysis
with adjustments for maternal age (continuous variable), multiparity (yes/no), infant gender, gestational
age (continuous variable), and birth weight (continuous variable). Quadratic terms of maternal age,
gestational age, birth weight, and rupture of membranes time were added as specified. The rupture of
membranes time was entered as a continuous or a class variable as specified. When specified, duration of
labour was also controlled for (as a continuous variable).

Sepsis diagnosed following positive culture or clinical signs with an elevated level of C reactive protein.

No timeframe reported for sepsis diagnosis.
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Study reports the predictive risk factor as rupture of membranes (ROM). However the authors describe in
the methods section the different management policy for prelabour rupture of membranes at term between
the included obstetric units during the study period. Therefore it can be assumed that rupture of
membranes in this study refers to prelabour rupture of membranes.

Abbreviations: NA: not applicable; NR: not reported; ROM: rupture of membranes

Study characteristics

Characteristic Study (N = 113568)
Gestational age (weeks) NR (NR)
Sample size

Maternal age (years)

Less than 20 n=2327; % =2.05
20-24 n=17073; % = 15.03
25-29 n = 39866 ; % = 35.10
30 - 34 n = 37497 ; % = 33.01
35-39 n = 14467 ; % = 12.74
40 or more n=2338; % =2.06
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Characteristic

Sample size

Number of neonates
Female
Male

Sample size
Number of mothers

Sample size

Parity

Please note: the parity numbers extracted from publication add up to 114004 and not 113568

0

1

2

3 or more

Neonatal infection: technical appendices for timing of prelabour rupture of membranes to birth FINAL (May 2026)

Page 33 of 90

Study (N = 113568)

n=113568
n =54945; % = 48.38

n =58623 ; % = 51.62

n=113568 ; % = 100

n =51306 ; % = 45.00
n =39482; % = 34.63
n =15458 ; % = 13.56

n=7758; % =6.80
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Characteristic Study (N = 113568)
Sample size

Ethnicity n=NR; % =NR
Sample size

Total duration of PROM to birth time (hours) NR (NR)

Median (Q1, Q3)

ROM to birth interval 6 hours or less n=75865; % = 66.8
Outcome data for time interval was not extractable - data presented in a graphical format

Sample size

Prognostic factors of interest — ROM to birth interval 6.1 hours - 12 hours n=17389; % = 15.31

Outcome data for time interval was not extractable - data presented in a graphical format

Sample size
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Characteristic Study (N = 113568)
Prognostic factors of interest — ROM to birth interval 12.1 hours - 18 hours n=7899; % = 6.96
Outcome data for time interval was not extractable - data presented in a graphical format

Sample size

Prognostic factors of interest — ROM to birth interval 18.1 hours - 24 hours n =4050; % = 3.57
Outcome data for time interval was not extractable - data presented in a graphical format

Sample size

Prognostic factors of interest - ROM to birth interval 24.1 hours - 48 hours n=6103; % = 5.37
Outcome data for time interval was not extractable - data presented in a graphical format

Sample size

Prognostic factors of interest — ROM to birth interval 48.1 hours - 72 hours n=1435; % =1.26

Outcome data for time interval was not extractable - data presented in a graphical format

Sample size
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Characteristic Study (N = 113568)

Prognostic factors of interest — ROM to birth interval more than 72 hours n=2828;%=0.73
Outcome data for time interval was not extractable - data presented in a graphical format

Sample size

Abbreviations: NA: not applicable; NR: not reported; ROM: rupture of membrane

Neonatal sepsis

Outcome

ROM to birth interval 6 hours or less vs ROM to birth interval greater
than 6 hours, N2 = 75865, N1 = 37703

Association of sepsis with ROM-time (per 6-hour increase) 1.29 (1.23 to 1.35)
(Adjusted odds ratio (95% CI))*

Interval from ROM to birth. Multivariate analysis

Abbreviations: Cl: confidence interval; ROM: rupture of membranes
* Adjusted for maternal age, parity, infant gender, gestational age, birth weight, duration of labour

Critical Appraisal — QUIPs checklist for prognostic studies

Section Question Answer Comment
Overall Risk of bias  High No exact details on how ROM to birth timing was measured. The registry used for the data analyses
bias judgement

contains information on the points of time of the beginning of regular contractions, rupture of the

membranes, and birth, no further details are reported. Additionally there are no details on the timeframe
of the development of sepsis.

Overall Directness Directly NR
bias applicable
Abbreviations: NR: not reported; ROM: rupture of membranes
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Zhuang, 2020

Bibliographic Zhuang, Lu; Li, Zhan-Kui; Zhu, Yuan-Fang; Ju, Rong; Hua, Shao-Dong; Yu, Chun-Zhi; Li, Xing; Zhang, Yan-Ping; Li, Lei;

Reference Yu, Yan; Zeng, Wen; Cui, Jie; Chen, Xin-Yu; Peng, Jing-Ya; Li, Ting; Feng, Zhi-Chun; The correlation between prelabour
rupture of the membranes and neonatal infectious diseases, and the evaluation of guideline implementation in China: a
multi-centre prospective cohort study.; The Lancet regional health. Western Pacific; 2020; vol. 3; 100029

Study details

Other publications
associated with this
study included in
review

Trial registration
number and/or trial
name

Source of funding

Study design
Location

Setting

Study dates
Inclusion criteria

Zhuang L, Li ZK, Zhu YF, Ju R, Hua SD, Yu CZ, Li X, Zhang YP, Li L, Yu Y, Zeng W, Cui J, Chen XY, Peng JY, Li T,
Feng ZC. Latency period of PROM at term and the risk of neonatal infectious diseases. Sci Rep. 2022 Jul
18;12(1):12275. doi: 10.1038/s41598-022-16593-6. PMID: 35851306; PMCID: PMC9293978.

NCT03251898

National Natural Science Foundation of China (81170602) and Capital Medical Development Research Fund of Beijing
(20053044)

Prospective cohort study

China

3 hospital sites

1st August 2017 to 31st March 2018

Participants were recruited from patients admitted the three participating medical centres with a diagnosis of PROM. All
of the women with PROM between 24 weeks and 42 weeks gestation were included in the study. Pregnancies without
PROM were eligible for the inclusion of unexposed group (non-PROM Group) if they satisfied the following conditions:
the same gestational week, admission date+3 days and agex5 years compared with recruited PROM pregnancies.
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Exclusion criteria

Number of
participants in total

Number of
participants: details

Index prognostic
factor

Comparator
prognostic factor

Duration of follow up
| analysis

Analysis methods

Additional details

Participants at an estimated gestational age of <24 weeks and 242 weeks were excluded.
15926

Sample size of 8151 PROM and 7775 non-PROM met the inclusion criteria. Of those:
7079 neonates from pregnancies with PROM at term

7073 neonates from pregnancies without PROM at term
PROM.

The definition of PROM is rupture of membranes before the onset of labour. Duration between PROM to delivery in
term PROM pregnancies was median, 26.38 hours; Q1-Q3, 10.15-40.87 h.

Non-PROM defined as pregnancies without PROM
Neonates followed up for 7 days / Study conducted for 8 months

Multiple logistic models to assess association between PROM and outcomes of interest.

For models of term neonates including the non-PROM Group , the following potential confounding variables were
added: the city where the hospital locates (sorted by latitude from low to high), mode of delivery (caesarean section or
vaginal delivery), clinical chorioamnionitis or subclinical chorioamnionitis, large or small for gestational age, amniotic
fluid pollution, gestational hypertensive, essential hypertension, diabetes mellitus arising in pregnancy, multiparity and
multiple birth.

Note: PROM to birth time intervals was not included as a predictor in the model.
Early onset pneumonia defined as <72 hours of age
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Early onset sepsis defined as <72 hours of age

Early-onset sepsis diagnosed following clinical symptoms and a positive blood culture or cerebrospinal fluid samples
drawn within 7 days of birth*

Neonatal infectious disease defined as neonatal pneumonia, neonatal sepsis, omphalitis of newborn, neonatal urinary
tract infection, congenital syphilis, neonatal conjunctivitis or dacryocystitis, necrotising enterocolitis of newborn,
pyogenic abscess of the skin, neonatal peritonitis, congenital cytomegalovirus infection, bacterial meningitis, fungal
infection of foetus or newborn, gastroenteritis due to Rotavirus of the neonates born from participated pregnancies. No
information was given on confirmation of infectious disease diagnoses.

Neonatal pneumonia was confirmed if meet the criteria in all three categories:

(1) If there is underlying pulmonary or cardiac disease, two serial X-rays demonstrating at least one of the following:
New or progressive infiltrate, consolidation, cavitation pneumoatocele. If there is no underlying pulmonary or cardiac
disease, one definitive imaging test result is acceptable;*

(2) Worsening gas exchange. Any of the following: O2 desaturation, increased oxygen requirement, increased
ventilator demand;*

(3) Clinical/ laboratory evidence. Must have at least three of the following: Temperature instability; Leukopenia (<4000
WBC/ mm3 ) or leukocytosis (215,000 WBC/mm3 ) and left shift (=10% band forms); New onset of purulent sputum or
change in character of sputum, or increased respiratory secretions or increased suctioning requirements; Apnea,
tachypnea, nasal flaring with retractions of the chest wall or nasal flaring with grunting; Wheezing, rales, or rhonchi;
Cough; Bradycardia (<100 beats/min) or tachycardia (>170 beats/min)*

Multiple births were not excluded in this study. Out of a total of 8283 and 7857 foetuses in the PROM group and the
non-PROM group respectively, 131 pregnancies with more than one foetus (130 twins and 1 triplets) were recorded in
the PROM Group and 82 (all twins) in the non-PROM Group.

*Definitions extracted from Zhuang 2022
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Abbreviations: min: minute; O2: oxygen; PROM: prelabour rupture of membranes; WBC white blood cells

Study characteristics

Characteristic Study (N = 15926)
Gestational age (weeks) NR (NR)

Mean (SD)

Maternal age (years) PROM 30.19 (4.08)
Maternal age (years) non-PROM 30.23 (3.99)

Mean (SD)

Number of neonates N = 16353

212 pregnancies were twins, 1 pregnancy was triplets

% Female n=NR; % =NR

% Male n=NR; % =NR
Sample size

Number of mothers n= 15926 ; % = 100
Sample size

Parity
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Characteristic Study (N = 15926)
Primiparous (PROM) n =5621; % = 68.96
Multiparous (PROM) n=2530; % = 31.04
Primiparous (non-PROM) n=4255; % =54.73
Multiparous (non-PROM) n=3520; % = 45.27
Sample size

Ethnicity n=NR;%=NR
Sample size

Duration of time between PROM to birth (hours) 26.38 (10.15, 40.87)

Median (Q1, Q3)

Prognostic factors of interest - term PROM to birth every six n=7079; % = 16.25
hours

Sample size
Abbreviations: NR: not reported; PROM: prelabour rupture of membranes

Early-onset sepsis within 72 hours
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Outcome Term PROM vs Term Non-PROM, N2 =
7079, N1 =7073

Association of early-onset sepsis with PROM to birth median time (Q1, Q3) 26.38 hours 14.56 (1.9 to 111.67)
(10.15, 40.87)(Adjusted odds ratio (95% CI))*

multivariate analysis

Abbreviations: ClI: confidence interval; PROM: prelabour rupture of membrane

* Adjusted for city where the hospital locates, mode of delivery (caesarean section or vaginal delivery), clinical chorioamnionitis or subclinical

chorioamnionitis, large or small for gestational age, amniotic fluid pollution, gestational hypertensive, essential hypertension, diabetes mellitus arising in
pregnancy, multiparity and multiple birth

Early-onset pneumonia within 72 hours

Outcome Term PROM vs Term Non-PROM, , N2
=7079, N1 =7073
Association of early-onset pneumonia with PROM to birth median time (Q1, Q3) 26.38 hours 1.81 (1.29 to 2.53)
(10.15, 40.87) (Adjusted odds ratio (95% CI))*
multivariate analysis
Abbreviations: Cl: confidence interval; PROM: prelabour rupture of membrane

* Adjusted for city where the hospital locates, mode of delivery (caesarean section or vaginal delivery), clinical chorioamnionitis or subclinical

chorioamnionitis, large or small for gestational age, amniotic fluid pollution, gestational hypertensive, essential hypertension, diabetes mellitus arising in
pregnancy, multiparity and multiple birth

Neonatal infectious diseases within 7 days
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Outcome Term PROM vs Term Non-PROM, , N2

=7079, N1 =7073
Association of neonatal infectious diseases with PROM to birth median time (Q1, Q3) 26.38 1.92 (1.49 to 2.49)
hours (10.15, 40.87) (Adjusted odds ratio (95% CI))*
multivariate analysis
Abbreviations: ClI: confidence interval; PROM: prelabour rupture of membrane

* Adjusted for city where the hospital locates, mode of delivery (caesarean section or vaginal delivery), clinical chorioamnionitis or subclinical

chorioamnionitis, large or small for gestational age, amniotic fluid pollution, gestational hypertensive, essential hypertension, diabetes mellitus arising in
pregnancy, multiparity and multiple birth

Critical Appraisal — QUIPs checklist for prognostic studies

Section Question Answer Comment
Overall bias  Risk of bias judgement Moderate No information reported on how PROM to birth was measured
Overall bias  Directness Directly applicable NR

Abbreviations: NR: not reported; PROM: prelabour rupture of membranes

Zhuang, 2022

Bibliographic Zhuang, Lu; Li, Zhan-Kui; Zhu, Yuan-Fang; Ju, Rong; Hua, Shao-Dong; Yu, Chun-Zhi; Li, Xing; Zhang, Yan-Ping; Li, Lei;
Reference Yu, Yan; Zeng, Wen; Cui, Jie; Chen, Xin-Yu; Peng, Jing-Ya; Li, Ting; Feng, Zhi-Chun; Latency period of PROM at term
and the risk of neonatal infectious diseases.; Scientific reports; 2022; vol. 12 (no. 1); 12275
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Study details

Other publications
associated with this
study included in
review

Trial registration
number and/or trial
name

Source of funding
Study design
Location

Setting

Study dates
Inclusion criteria

Exclusion criteria

Zhuang L, Li ZK, Zhu YF, Ju R, Hua SD, Yu CZ, Li X, Zhang YP, Li L, Yu 'Y, Zeng W, Cui J, Chen XY, Peng JY, Li T,
Feng ZC. The correlation between prelabour rupture of the membranes and neonatal infectious diseases, and the
evaluation of guideline implementation in China: a multi-centre prospective cohort study. Lancet Reg Health West
Pac. 2020 Sep 17;3:100029. doi: 10.1016/j.lanwpc.2020.100029. PMID: 34327382; PMCID: PMC8315451.

MCPPNC (Multi-center Cohort of Pregnancies with PROM and their Neonates in China) / NCT03251898

National Natural Science Foundation of China (81170602) and Capital Medical Development Research Fund of
Beijing (20053044).

Other design

Secondary analysis of prospective study design, not prespecified.
China

3 Hospital sites

1st August 2017 to 31st March 2018

All women with PROM at term (estimated = 37 weeks).

Pregnancies without PROM were eligible for the inclusion of unexposed group (non-PROM Group) if they satisfied the
following conditions: the same gestational week, admission date + 3 days and age + 5 years compared with recruited
PROM pregnancies.

Note: PROM was confirmed by pooling and positive PROM test (PH test or insulin-like growth factor binding protein 1
detection test).

Participants with an estimated gestational age of < 24 weeks and = 42 weeks
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Multiple births
Number of 7019
participants in total
Number of N=7019

participants: details
4 participants were stillbirth

Time threshold of PROM to birth:
>10 hours: n=4882
>12 hours: n=4328
>14 hours: n=3833
>16 hours: n=3388
>18 hours: n=2986
>20 hours: n=2634

>22 hours: n=2309

Index prognostic Time threshold of PROM to birth (hours);
factor
from O hours to = 10 hours

from O hours to = 12 hours
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from O hours to = 14 hours
from O hours to = 16 hours
from O hours to = 18 hours
from O hours to = 20 hours

from O hours to = 22* hours

Comparator Time threshold of PROM to birth (hours);
prognostic factor
<10 hours

<12 hours
< 14 hours
< 16 hours
< 18 hours
< 20 hours

< 22 hours

Duration of follow up Neonates followed up for 7 days / Study conducted for 8 months
/| analysis

Analysis methods Multivariable analysis of length of time of PROM and neonatal outcomes: adjusted OR of other factors at time
thresholds with significant differences of early-onset pneumonia in 3 days, 7 days or early-onset sepsis (3 days)
according to length of time of PROM. Confounding variables included the city where the hospital locates (sorted by
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Additional details

latitude from low to high), the mother’s age, education level, induction of labour, prenatal antibiotic treatment, mode of
delivery (caesarean section or vaginal delivery), meconium-stained amniotic fluid (MSAF), the neonates’ sex, Apgar
Score at 1 min (£7 vs.28)

Early-onset sepsis diagnosed following clinical symptoms and a positive blood culture or cerebrospinal fluid samples
drawn within 7 days of birth

Neonatal pneumonia was confirmed if meet the criteria in all three categories:

(1) If there is underlying pulmonary or cardiac disease, two serial X-rays demonstrating at least one of the following:
New or progressive infiltrate, consolidation, cavitation pneumoatocele. If there is no underlying pulmonary or cardiac
disease, one definitive imaging test result is acceptable;

(2) Worsening gas exchange. Any of the following: O2 desaturation, increased oxygen requirement, increased
ventilator demand;

(3) Clinical/ laboratory evidence. Must have at least three of the following: Temperature instability; Leukopenia (<4000
WBC/ mm3 ) or leukocytosis (215,000 WBC/mm3 ) and left shift (=10% band forms); New onset of purulent sputum or
change in character of sputum, or increased respiratory secretions or increased suctioning requirements; Apnea,
tachypnea, nasal flaring with retractions of the chest wall or nasal flaring with grunting; Wheezing, rales, or rhonchi;
Cough; Bradycardia (<100 beats/min) or tachycardia (>170 beats/min).

Abbreviations: min: minute; O2: oxygen; OR: odds ratio; PROM: prelabour rupture of membrane; WBC: white blood cells
* Upper time threshold of PROM not reported

Study level characteristics

Characteristic

Study (N = 7015)

Gestational age (weeks) 38.81 (1.07)

Neonatal infection: technical appendices for timing of prelabour rupture of membranes to birth FINAL (May 2026)

Page 47 of 90



FINAL

Characteristic
Mean (SD)
Maternal age (years)

Mean (SD)
Number of neonates

4 neonates were stillborn
% Female
% Male

Sample size
Number of Mothers

Sample size
Parity

Primiparous
Multiparous

Sample size
Ethnicity

Sample size
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30.11 (4.00)

n=7015

n=3375; % =48.11

n=3640; % = 51.86

n=7019

n=4966; % =70.75

n=2053; % =29.25

n=NR; % =NR
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Characteristic
Duration of time between PROM to birth (hours)

Median (Q1, Q3)
Prognostic factors of interest - Time threshold of PROM equal to or more than 10 hours

Sample size
Prognostic factors of interest - Time threshold of PROM equal to or more than 12 hours

Sample size
Prognostic factors of interest - Time threshold of PROM equal to or more than 14 hours

Sample size
Prognostic factors of interest - Time threshold of PROM equal to or more than 16 hours

Sample size
Prognostic factors of interest - Time threshold of PROM equal to or more than 18 hours

Sample size
Prognostic factors of interest - Time threshold of PROM equal to or more than 20 hours

Sample size
Prognostic factors of interest - Time threshold of PROM equal to or more than 22* hours

Sample size

Abbreviations: NR: note reported; PROM: prelabour rupture of membrane
* Upper time threshold of PROM not reported
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n=4882; % = 69.59

n=4328; % =617

n=3833; % = 54.64

n=23388; % =48.3

n=2986 ; % = 42.57

n=2634; % = 37.55

n=2309; % = 32.92
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Early-onset Sepsis within 72 hours

Outcome > 10 hours > 12 hours > 14 hours >16 hours > 18 hours > 20 hours >22 hours
PROM vs <10 PROM vs <12 PROM vs <14 PROMvs <16 PROM vs <18 PROM vs <20 PROM vs <22
hours PROM, , hours PROM, , hours PROM, , hours PROM, hours PROM,, hours PROM, , hours PROM**,
N2 =4882, N1 N2 =4328, N1 N2 =3833, N1 , N2 = 3388, N2 = 2986, N1 N2 =2634, N1 , N2 =2309, N1

=2137 = 2691 = 3186 N1 = 3631 =4033 = 4385 = 4710
Association of early- 3.28 (0.65to0 1.98 (0.5to 1.99(0.51t0 1.9(0.51to 1.74(048to 0.97(0.26to 0.77 (0.19to
onset sepsis within 72 16.52) 7.81) 7.71) 7.08) 6.32) 3.67) 3.18)
hours with PROM
(Adjusted odds ratio

(95% CI))*
Multivariate analysis

Abbreviations: ClI: confidence interval; PROM: prelabour rupture of membrane

* Adjusted for city where the hospital locates, the mother’s age, education level, chorioamnionitis, induction of labour, prenatal antibiotic treatment, mode of
delivery, amniotic fluid pollution, neonate’s sex, Apgar Score.
** Upper time threshold of PROM not reported

Early-onset pneumonia within 72 hours
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Outcome > 10 hours

, N2 = 4882,
N1 =2137

Association of early- 1.3 (0.77 to
onset pneumonia 2.2) 2.11)
within 72 hours with

PROM (Adjusted odds

ratio (95% CI))*

Multivariate analysis

> 12 hours
PROM vs <10 PROM vs <12
hours PROM, hours PROM,
, N2 = 4328,
N1 = 2691

1.28 (0.78 to

> 14 hours >16 hours
PROM vs <14 PROM vs <16
hours PROM, hours PROM,

> 18 hours > 20 hours >22 hours
PROM vs <18 PROM vs <20 PROM vs <22
hours PROM, hours PROM, hours PROM**,

,N2=3833, ,N2=3383 ,N2=2986, ,N2=2634, ,N2=2309, N1
N1 = 3186 N1 = 3631 N1 = 4033 N1 = 4385 = 4710

159 (0.97to 1.86(1.16t03) 1.8 (1.14t0  1.79(1.14to  1.56 (0.995 to
2.58) 2.28) 2.82) 2.45)

Abbreviations: Cl: confidence interval; PROM: prelabour rupture of membrane
*Adjusted for city where the hospital locates, the mother’s age, education level, chorioamnionitis, induction of labour, prenatal antibiotic treatment, mode of

delivery, amniotic fluid pollution, neonate’s sex, Apgar Score.

** Upper time threshold of PROM not reported

Early-onset pneumonia within 7 days

Outcome > 10 hours

> 12 hours > 14 hours

>16 hours

PROM vs <10 PROMvs <12 PROM vs <14 PROM vs <16
hours PROM, , hours PROM, , hours PROM, , hours PROM,
N2 = 4882, N1 N2 =4328, N1 N2 =3833, N1 , N2 =3388,

= 2137

Association of early- 1.29 (0.8 to
onset pneumonia 2.08) 1.97)
within 7 days with

PROM (Adjusted odds

ratio (95% CI))*

Multivariate analysis

= 2691

1.26 (0.8 to

= 3186 N1 = 3631
153(0.98t0 1.7 (1.1to
2.39) 2.63)

Abbreviations: ClI: confidence interval; PROM: prelabour rupture of membrane
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= 4033 = 4385 = 4710
1.68 (1.1 to 1.75(1.15t0  1.61 (1.06 to
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*Adjusted for city where the hospital locates, the mother’s age, education level, chorioamnionitis, induction of labour, prenatal antibiotic treatment, mode of
delivery, amniotic fluid pollution, neonate’s sex, Apgar Score.
** Upper time threshold of PROM not reported

Critical Appraisal — QUIPs checklist for prognostic studies

Section  Question Answer Comment

Overall Risk of bias High Secondary analysis of primary study. The details of this secondary analysis were not
bias judgement reported in the primary publication.

Overall Directness Directly NA

bias applicable
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Appendix E Forest plots

No meta-analysis was conducted for this review question and so there are no

forest plots.
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Appendix F

GRADE summary

Table 1 Prognostic evidence summary: PROM to birth compared to no PROM for risk of early neonatal infection in

singleton pregnancies at term

Ne of studies Stu.d v Risk of bias
design

Association of culture-positive early-onset sepsis* with PROM to birth with median time (Q1, Q3) 26.38 hours (10.15, 40.87) (timeframe: within 3 days of life). PROM to birth time intervals not included in model as a predictor

Inconsistency

Certainty assessment

Indirectness Imprecision

Other considerations

Relative
(95% ClI)

and clinical importance

n N

Absolute
(95% Cl)

Certainty

1 non- serious? serious not serious not serious none 7079/14152 7073/14152 aOR 14.56 Not estimable™
randomised (50.0%) (50.0%) (1.90 to 111.60) @O OO
(Zhuang 2020)"* studies Very lowe"
Rate of early-onset | Rate of early-onset | EVIDENCE OF INCREASED RISK
sepsis: sepsis:
not reported in term | not reported in term
neonates neonates
Association of early-onset pneumonia with PROM to birth with median time (Q1, Q3) 26.38 hours (10.15, 40.87) (timeframe: within 3 days of life). PROM to birth time intervals not included in model as a predictor
1 non- serious? serious® not serious not serious none 7079/14152 7073/14152 aOR 1.81 Not estimable™
randomised (50.0%) (50.0%) (1.29t02.53) @OOO
(Zhuang 2020)"* studies Very lowe"
Rate of early-onset | Rate of early-onset [ EVIDENCE OF INCREASED RISK
pneumonia: sepsis pneumonia:
not reported in term | not reported in term
neonates neonates
A tion of t t di (method of diagnosis NR) with PROM to birth with median time (Q1, Q3) 26.38 hours (10.15, 40.87) (timeframe: 28+0 weeks gestation to 7 days after birth). PROM to birth time intervals not included in model as a predictor
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1

(Zhuang 2020)**

non-
randomised
studies

serious?

seriousb

seriouse

not serious

none

7079114152
(50.0%)

Rate of neonatal
infectious disease:
not reported in term
neonates

7073114152
(50.0%)

Rate of neonatal
infectious disease:
not reported in term

neonates

aOR 1.92
(149 0 2.49)

EVIDENCE OF INCREASED RISK

Not estimable**

eO00O

Very lowabe

Cl: confidence interval; NR: not reported; aOR: adjusted odds ratio
* diagnosed following clinical symptoms and a positive blood culture or cerebrospinal fluid samples drawn within 7 days of birth..
**Absolute effects not estimable for adjusted data.
***1.5% of population multiple births.
a. Serious risk of bias in the evidence contributing to the outcome. The evidence came from a study at moderate risk of bias as per QUIPS

b. Single study- downgraded once for inconsistency, as single study outcomes may otherwise receive favourable ratings for inconsistency by default.
c. Serious indirectness because neonatal infectious disease definition includes bacterial, viral and fungal infections. Non-bacterial neonatal infections are not included in the outcome listed in the protocol.

Table 2 Prognostic evidence summary: PROM to birth compared to other PROM to birth time intervals for risk of early

neonatal infection in singleton pregnancies at term

Certainty assess

“

Ne of . : .
Study design Risk of bias

Association of culture-positive early-onset sepsis* with PROM to birth >10 hours compared to <10 hours (timeframe: within 3 days of life)

Inconsistency

Indirectness Imprecision

Other considerations

PROM to birth

other PROM to
birth time intervals

Relative
(95% Cl)

and clinical importance

Absolute
(95% Cl)

Certainty

1 non- very serious? seriousb not serious very serious® none 4882/7019 (69.6%) | 2137/7019 (30.4%) aOR 3.28 Not estimable**
randomised (0.65 to 16.52) @ O O O
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowebe
2022) sepsis: sepsis: UNCERTAIN RISK
0.23% Not reported
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nty assessment

“

Relative
- other PROM to (95% CI) Absolute
PROMolbirth |\ h time intervale (95% CI)
and clinical importance

Certainty

Other considerations

Ne of . . . " " P
Study design Risk of bias Inconsistency

Association of culture-positive early-onset sepsis* with PROM to birth >12 hours compared to <12 hours (timeframe: within 3 days of life)

1 non- very serious? seriousb not serious very serious® none 4328/7019 (61.7%) | 2691/7019 (38.3%) aOR 1.98 Not estimable**
randomised (0.50 to 7.81) ®OOO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowste
2022) sepsis: sepsis: UNCERTAIN RISK
0.21% Not reported
Association of culture-positive early-onset sepsis* with PROM to birth >14 hours compared to <14 hours (timeframe: within 3 days of life)
1 non- very serious? seriousb not serious very serious® none 3833/7019 (54.6%) | 3186/7019 (45.4%) aOR 1.99 Not estimable*™*
randomised (0.51t07.71) ®OOO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowste
2022) sepsis: sepsis: UNCERTAIN RISK
0.21% Not reported
Association of culture-positive early-onset sepsis* with PROM to birth >16 hours compared to <16 hours (timeframe: within 3 days of life)
1 non- very serious? seriousb not serious very serious® none 3388/7019 (48.3%) | 3631/7019 (51.7%) aOR 1.90 Not estimable**
randomised (0.51t0 7.08) @ O O O
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowste
2022) sepsis: sepsis: UNCERTAIN RISK
0.21% Not reported
Association of culture-positive early-onset sepsis* with PROM to birth >18 hours compared to <18 hours (timeframe: within 3 days of life)
1 non- very serious? seriousb not serious very serious® none 2986/7019 (42.5%) | 4033/7019 (57.5%) aOR 1.74 Not estimable**
randomised (0.48t06.32) ®OOO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowste
2022) sepsis: sepsis: UNCERTAIN RISK
0.20% Not reported
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nty assessment

Indirectness Imprecision

“

. other PROM to
i L birth time intervals

Relative
(95% Cl)

Certainty
Absolute
(95% Cl)

Inconsistency Other considerations

and clinical importance

Ne of . : .
Study design Risk of bias

Association of culture-positive early-onset sepsis* with PROM to birth >20 hours compared to <20 hours (timeframe: within 3 days of life)

1 non- very serious? seriousb not serious very serious® none 2634/7019 (37.5%) | 4385/7019 (62.5%) aOR 0.97 Not estimable**
randomised (0.26 to 3.67) ®OOO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowste
2022) sepsis: sepsis: UNCERTAIN RISK
0.15% Not reported
Association of culture-positive early-onset sepsis* with PROM to birth >22 hours compared to <22 hours (timeframe: within 3 days of life). No upper time threshold of PROM reported
1 non- very serious? serious® not serious very serious® none 2309/7019 (32.9%) | 4710/7019 (67.1%) aOR 0.77 Not estimable*
randomised (0.19t0 3.18) ®O OO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowebe
2022) sepsis: sepsis: UNCERTAIN RISK
0.13% Not reported
Association of culture-positive septicaemia*** with rupture of membrane time to birth (per 6 hour increase) compared to <6 hours (out timefi undefined)
1 non- very serious? serious® not serious serious? none 75865/113568 37703/113568 aOR 1.29 Not estimable*
randomised (66.8%) (33.2%) (1.23 10 1.35) GBOOO
(Herbst studies Very lowsb¢
2007) Rate of septicaemia: | Rate of septicaemia: | EVIDENCE OF INCREASED RISK
<6 hours: 0.3% 6-18 hours: 0.5%
18-24 hours: 0.8%
>24 hours: 1.1%
Association of early-onset pneumonia with PROM to birth >10 hours compared to <10 hours (timeframe: within 3 days of life)
1 non- very serious? seriousb not serious very serious® none 4882/7019 (69.6%) | 2137/7019 (30.4%) aOR 1.30 Not estimable*™*
randomised (0.77 t0 2.20) @ O ObO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowebe
2022) pneumonia: pneumonia: UNCERTAIN RISK
1.54% Not reported
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nty assessment

“

Ne of . : .
Study design Risk of bias

Association of early-onset pneumonia with PROM to birth >12 hours compared to <12 hours (timeframe: within 3 days of life)

Inconsistency

Indirectness Imprecision

Other considerations

PROM to birth

other PROM to
birth time intervals

Relative
(95% Cl)

and clinical importance

Absolute
(95% Cl)

Certainty

1 non- very serious? seriousb not serious very serious® none 4328/7019 (61.7%) | 2691/7019 (38.3%) aOR 1.28 Not estimable**
randomised (0.78 to 2.11) ®OOO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowabe
2022) pneumonia: pneumonia: UNCERTAIN RISK
1.55% Not reported
Association of early-onset pneumonia with PROM to birth >14 hours compared to <14 hours (timeframe: within 3 days of life)
1 non- very serious? seriousb not serious serious? none 3833/7019 (54.6%) | 3186/7019 (45.4%) aOR 1.59 Not estimable**
randomised (0.97 to 2.58) ®OOO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowstd
2022) pneumonia: pneumonia: UNCERTAIN RISK
1.67% Not reported
Association of early-onset pneumonia with PROM to birth >16 hours compared to <16 hours (timeframe: within 3 days of life)
1 non- very serious? seriousb not serious serious? none 3388/7019 (48.3%) | 3631/7019 (51.7%) aOR 1.86 Not estimable**
randomised (1.16 to 3.00) ®OOO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowstd
2022) pneumonia: pneumonia: EVIDENCE OF INCREASED RISK
1.77% Not reported
Association of early-onset pneumonia with PROM to birth >18 hours compared to <18 hours (timeframe: within 3 days of life)
1 non- very serious? seriousb not serious serious? none 2986/7019 (42.5%) | 4033/7019 (57.5%) aOR 1.80 Not estimable**
randomised (1.14 t0 2.28) ®OOO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowab¢
2022) pneumonia: pneumonia: EVIDENCE OF INCREASED RISK
1.78% Not reported
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Relative
(95% Cl)

Certainty
other PROM to
birth time intervals

Absolute

PROM to birth (95% CI)

Other considerations

and clinical importance

Ne of . . . " " P
Study design Risk of bias Inconsistency

Association of early-onset pneumonia with PROM to birth >20 hours compared to <20 hours (timeframe: within 3 days of life)

1 non- very serious? seriousb not serious serious? none 2634/7019 (37.5%) | 4385/7019 (62.5%) aOR 1.79 Not estimable**
randomised (1.14t02.82) ®OOO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowstd
2022) pneumonia: pneumonia: EVIDENCE OF INCREASED RISK
1.83% Not reported
Association of early-onset pneumonia with PROM to birth >22 hours compared to <22 hours (timeframe: within 3 days of life). No upper time threshold of PROM reported
1 non- very serious? seriousb not serious serious? none 2309/7019 (32.9%) | 4710/7019 (67.1%) aOR 1.56 Not estimable**
randomised (0.995 to 2.45) ®OOO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowab¢
2022) pneumonia: pneumonia: UNCERTAIN RISK
1.78% Not reported
Association of early-onset pneumonia with PROM to birth >10 hours compared to <10 hours (timeframe: within 7 days of life)
1 non- very serious? seriousb seriouse very serious® none 4882/7019 (69.6%) | 2137/7019 (30.4%) aOR 1.29 Not estimable**
randomised (0.80 to 2.08) ®OOO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowsbse
2022) pneumonia: pneumonia: UNCERTAIN RISK
1.78% Not reported
Association of early-onset pneumonia with PROM to birth >12 hours compared to <12 hours (timeframe: within 7 days of life)
1 non- very serious? seriousb seriouse very serious® none 4328/7019 (61.7%) | 2691/7019 (38.3%) aOR 1.26 Not estimable**
randomised (0.80to 1.97) ®OOO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowsose
2022) pneumonia: pneumonia: UNCERTAIN RISK
1.78% Not reported
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nty assessment

“

Ne of . : .
Study design Risk of bias

Association of early-onset pneumonia with PROM to birth >14 hours compared to <14 hours (timeframe: within 7 days of life)

Inconsistency

Indirectness Imprecision

Other considerations

PROM to birth

other PROM to
birth time intervals

Relative
(95% Cl)

and clinical importance

Absolute
(95% Cl)

Certainty

1 non- very serious? seriousb seriouse very serious® none 3833/7019 (54.6%) | 3186/7019 (45.4%) aOR 1.53 Not estimable**
randomised (0.98 t0 2.39) ®OOO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowabse
2022) pneumonia: pneumonia: UNCERTAIN RISK
1.91% Not reported
Association of early-onset pneumonia with PROM to birth >16 hours compared to <16 hours (timeframe: within 7 days of life)
1 non- very serious? seriousb seriouse serious? none 3388/7019 (48.3%) | 3631/7019 (51.7%) aOR 1.70 Not estimable**
randomised (1.10 t0 2.63) ®OOO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowsbde
2022) pneumonia: pneumonia: EVIDENCE OF INCREASED RISK
1.98% Not reported
Association of early-onset pneumonia with PROM to birth >18 hours compared to <18 hours (timeframe: within 7 days of life)
1 non- very serious? seriousb seriouse serious? none 2986/7019 (42.5%) | 4033/7019 (57.5%) aOR 1.68 Not estimable**
randomised (1.10 to 2.57) ®OOO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowsbef
2022) pneumonia: pneumonia: EVIDENCE OF INCREASED RISK
1.98% Not reported
Association of early-onset pneumonia with PROM to birth >20 hours compared to <20 hours (timeframe: within 7 days of life)
1 non- very serious? seriousb seriouse serious? none 2634/7019 (37.5%) | 4385/7019 (62.5%) aOR 1.75 Not estimable**
randomised (1.15 t0 2.66) ®OOO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowsbde
2022) pneumonia: pneumonia: EVIDENCE OF INCREASED RISK
2.05% Not reported
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Relative Certainty
Ne of 8 " 8 " " A " 8 ) other PROM to (95% CI) Absolute
studies Study design Risk of bias Inconsistency Indirectness Imprecision Other considerations PROM to birth birth time intervals (95% CI)
and clinical importance

Association of early-onset pneumonia with PROM to birth >22 hours compared to <22 hours (timeframe: within 7 days of life). No upper time threshold of PROM reported.

1 non- very serious? seriousb seriouse serious? none 2309/7019 (32.9%) | 4710/7019 (67.1%) aOR 1.61 Not estimable**
randomised (1.06 to 2.45) ®OOO
(Zhuang studies Rate of early-onset | Rate of early-onset Very lowsbde
2022) pneumonia: pneumonia: EVIDENCE OF INCREASED RISK
2.04% Not reported

Cl: confidence interval; OR: odds ratio

* diagnosed following clinical symptoms and a positive blood culture or cerebrospinal fluid samples drawn within 7 days of birth.

**Absolute effects not estimable for adjusted data.

*** diagnosed following positive culture or clinical signs with an elevated level of C reactive protein.

***%1.9% of population multiple births.

a. Very serious risk of bias in the evidence contributing to the outcome. The evidence came from a study at high risk of bias as per QUIPS

b. Single study- downgraded once for inconsistency, as single study outcomes may otherwise receive favourable ratings for inconsistency by default

c. Very serious imprecision because 95% Cl crosses 2 clinical decision thresholds (0.8 and 1.25)

d. Serious imprecision because 95% Cl crosses 1 clinical decision threshold (1.25)

e. Serious indirectness because early-onset pneumonia defined within 7 days of birth. Earl-onset pneumonia defined as <72 hours of birth in the protocol
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Appendix G Economic evidence study selection

Figure 2:  Economic evidence study selection flow chart

Records identified through database searching
n=95

Total records imported
n=95

Records screened in 1st sift
GIS screening on title and abstract
n =64

Records screened in 2nd sift
Screening on full text
W=

Records included in review
n=0

N I CE National Institute for
Health and Care Excellence®

Additional records identified through other sources
n=0

Records removed as duplicates
n =31

Records excluded
n=63

Records excluded
n=1
- 1: Non-OECD country
- 1 : Cost analysis only
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Appendix H Economic evidence tables

No evidence was identified which was applicable to this review question.
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Appendix | Excluded studies

Prognostic Review

Table 3 Studies excluded from the prognostic review

Study

Abu Shgara, Raneen, Bang, Sarina,
Glikman, Daniel et al. (2023) Single versus
dual antibiotic regimen in women with term
prolonged rupture of membranes and
intrapartum fever: a retrospective study.
Journal of gynecology obstetrics and human
reproduction 52(6): 102599

Abu Shgara, Raneen, Glikman, Daniel,
Lowenstein, Lior et al. (2025) Maternal and
Neonatal Infectious Outcomes Compared
According to Rupture of Membrane
Duration and Antibiotic Administration: A
Retrospective Study. The Pediatric
infectious disease journal 44(3): 251-256

Abu Shgara, Raneen; Lowenstein, Lior;
Wolf, Maya Frank (2025) Time Matters:
Evaluating the clinical and infectious
outcomes in Rupture of Membranes<12
hours vs 12-18 hours, at term: a
retrospective study. Gynecologic and
obstetric investigation: 1-18

Abu Shgara, Raneen, Nakhleh Francis,
Yara, Lowenstein, Lior et al. (2024) The
relation between low-grade fever during
prolonged rupture of membranes (>12
hours) at term and infectious outcomes: a
retrospective cohort study. American journal
of obstetrics and gynecology 231(3): 361e1-
361e10

Abu Shgara, Raneen, Or, Shany,
Goldinfeld, Gabriela et al. (2025) Maternal
and Perinatal Outcomes Associated with
Intrapartum Antibiotic Regimens in WWomen
with Prolonged Membrane Rupture and
Unknown Group B Streptococcus Status: A
Retrospective Comparative Study.
Gynecologic and obstetric investigation: 1-8

Abu Shgara, Raneen, Rosso, Liron,
Lowensetin, Lior et al. (2024) Maternal and
perinatal infectious morbidity in term
prelabor rupture of membrane according to

Reason for exclusion

- Unclear if PROM is measured from labour
or birth

- No association analysis between PROM
and neonatal infection reported

- No association analysis between PROM
and neonatal infection reported

- Unclear if PROM is measured from labour
or birth

- Unclear if PROM is measured from labour
or birth

- Unclear if PROM is measured from labour
or birth
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https://doi.org/10.1016/j.jogoh.2023.102599
https://doi.org/10.1016/j.jogoh.2023.102599
https://doi.org/10.1016/j.jogoh.2023.102599
https://doi.org/10.1016/j.jogoh.2023.102599
https://doi.org/10.1016/j.jogoh.2023.102599
https://doi.org/10.1097/inf.0000000000004592
https://doi.org/10.1097/inf.0000000000004592
https://doi.org/10.1097/inf.0000000000004592
https://doi.org/10.1097/inf.0000000000004592
https://doi.org/10.1097/inf.0000000000004592
https://doi.org/10.1097/inf.0000000000004592
https://doi.org/10.1159/000548662
https://doi.org/10.1159/000548662
https://doi.org/10.1159/000548662
https://doi.org/10.1159/000548662
https://doi.org/10.1159/000548662
https://doi.org/10.1159/000548662
https://doi.org/10.1016/j.ajog.2024.05.054
https://doi.org/10.1016/j.ajog.2024.05.054
https://doi.org/10.1016/j.ajog.2024.05.054
https://doi.org/10.1016/j.ajog.2024.05.054
https://doi.org/10.1016/j.ajog.2024.05.054
https://doi.org/10.1016/j.ajog.2024.05.054
https://doi.org/10.1159/000546792
https://doi.org/10.1159/000546792
https://doi.org/10.1159/000546792
https://doi.org/10.1159/000546792
https://doi.org/10.1159/000546792
https://doi.org/10.1159/000546792
https://doi.org/10.1159/000546792
https://doi.org/10.1007/s00404-024-07624-w
https://doi.org/10.1007/s00404-024-07624-w
https://doi.org/10.1007/s00404-024-07624-w
https://doi.org/10.1007/s00404-024-07624-w

FINAL

Study

two induction of labor protocols. Archives of
gynecology and obstetrics 310(3): 1577-
1585

Abu Shgara, Raneen, Saporta, Omer,
Glikman, Daniel et al. (2025) Maternal
bacteremia in intrapartum fever: the role of
ampicillin resistance and prolonged
membrane rupture-a retrospective
comparative study. Archives of gynecology
and obstetrics 312(2): 451-460

Aeimcharnbanchong, Kanokwan (2023)
Incidence Rate and Associated Factors of
Early Onset Sepsis Among Neonate Born at
>=35 Weeks' Gestation in Thai Tertiary
Hospital. Infection and drug resistance 16:
4093-4100

Ahlden, S, Andersch, B, Stigsson, L et al.
(1988) Prediction of sepsis neonatorum
following a full-term pregnancy.
Gynecologic and obstetric investigation
25(3): 181-5

Akalu, Tadesse Yirga, Aynalem, Yared
Asmare, Shiferaw, Wondimeneh Shibabaw
et al. (2023) Prevalence and determinants
of early onset neonatal sepsis at two
selected public referral hospitals in the
Northwest Ethiopia: a cross-sectional study.
BMC pediatrics 23(1): 10

Akyol, D, Mungan, T, Unsal, A et al. (1999)
Prelabour rupture of the membranes at
term--no advantage of delaying induction for
24 hours. The Australian & New Zealand
journal of obstetrics & gynaecology 39(3):
291-5

Al-Qa'Qa’, K. and Al-Awaysheh, F. (2005)
Neonatal outcome and prenatal antibiotic
treatment in premature rupture of
membranes. Pakistan Journal of Medical
Sciences 21(4): 441

Al-Shehab, Mohammed, Abdul-Ghani,
Rashad, Elnemr, Muna et al. (2025)
Comparison of risk factors, clinical
characteristics, laboratory findings and
bacterial etiology between early-onset and
late-onset neonatal sepsis in Sana'a City,
Yemen. BMC pediatrics 25(1): 208

Reason for exclusion

- Reports number of neonatal infections
only

- Unclear if PROM is measured from labour
or birth

- Case control study design

- Cross sectional study design

- Randomised study design

- No association analysis between PROM
and neonatal infection reported

- Unclear if PROM is measured from labour
or birth
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https://doi.org/10.1007/s00404-024-07624-w
https://doi.org/10.1007/s00404-025-08030-6
https://doi.org/10.1007/s00404-025-08030-6
https://doi.org/10.1007/s00404-025-08030-6
https://doi.org/10.1007/s00404-025-08030-6
https://doi.org/10.1007/s00404-025-08030-6
https://doi.org/10.1007/s00404-025-08030-6
https://doi.org/10.2147/idr.s415590
https://doi.org/10.2147/idr.s415590
https://doi.org/10.2147/idr.s415590
https://doi.org/10.2147/idr.s415590
https://doi.org/10.2147/idr.s415590
https://doi.org/10.1159/000293768
https://doi.org/10.1159/000293768
https://doi.org/10.1159/000293768
https://doi.org/10.1186/s12887-022-03824-y
https://doi.org/10.1186/s12887-022-03824-y
https://doi.org/10.1186/s12887-022-03824-y
https://doi.org/10.1186/s12887-022-03824-y
https://doi.org/10.1186/s12887-022-03824-y
https://doi.org/10.1186/s12887-022-03824-y
https://doi.org/10.1111/j.1479-828x.1999.tb03399.x
https://doi.org/10.1111/j.1479-828x.1999.tb03399.x
https://doi.org/10.1111/j.1479-828x.1999.tb03399.x
https://doi.org/10.1111/j.1479-828x.1999.tb03399.x
http://www.pjms.com.pk/issues/octdec05/pdf/premature_rupture.pdf
http://www.pjms.com.pk/issues/octdec05/pdf/premature_rupture.pdf
http://www.pjms.com.pk/issues/octdec05/pdf/premature_rupture.pdf
http://www.pjms.com.pk/issues/octdec05/pdf/premature_rupture.pdf
https://doi.org/10.1186/s12887-025-05553-4
https://doi.org/10.1186/s12887-025-05553-4
https://doi.org/10.1186/s12887-025-05553-4
https://doi.org/10.1186/s12887-025-05553-4
https://doi.org/10.1186/s12887-025-05553-4
https://doi.org/10.1186/s12887-025-05553-4
https://doi.org/10.1186/s12887-025-05553-4
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Aldemir, E.; Kavuncuoglu, S.; Turel, O.
(2019) Epidemiology of sepsis in neonates:
Microbiological profile and antibiotic
susceptibility. Cocuk Enfeksiyon Dergisi
13(4): e165

Alemayehu, A., Yusuf, M., Demissie, A. et
al. (2024) Determinants and Magnitude of
Neonatal Sepsis at Hiwot Fana
Comprehensive Specialized University
Hospital, in Eastern Ethiopia: A Cross-
Sectional Study. Clinical Medicine Insights:
Pediatrics 18

Alemu, Mulunesh, Ayana, Mulatu, Abiy,
Hailemariam et al. (2019) Determinants of
neonatal sepsis among neonates in the
northwest part of Ethiopia: case-control
study. Italian journal of pediatrics 45(1): 150

Amgothu, M., Jyothi, V.U.V.N., Kumar, T.N.
et al. (2022) The Clinical and Experimental
Characteristics of Neonates with Culture
Positive Sepsis: A Study. Journal of
Cardiovascular Disease Research 13(8):
1942

Amin, S E, Islam, M N, Choudhury, F H et
al. (2021) Risk Factors of Neonatal Sepsis
in Neonatal Intensive Care Unit (NICU) of
Mymensingh Medical College Hospital.
Mymensingh medical journal : MMJ 30(3):
671-677

Ashwal, E., Krispin, E., Aviram, A. et al.
(2016) Perinatal outcome in women with
prolonged premature rupture of membranes
at term undergoing labor induction. Archives
of Gynecology and Obstetrics 294(6): 1125

Asogwa, Augustine O, Ezugwu, Euzebus C,
Eleje, George Uchenna et al. (2023)
Assaociation of clinical signs of
chorioamnionitis with histological
chorioamnionitis and neonatal outcomes in
women with premature rupture of
membranes. Nigerian journal of clinical
practice 26(9): 1354-1360

Bachar, Gal, Shemesh, Doron, Farago,
Naama et al. (2023) The optimal induction
timing in prelabor rupture of membranes: a
retrospective study. The journal of maternal-
fetal & neonatal medicine : the official
journal of the European Association of

Reason for exclusion

- PROM measured to labour not birth

- Unclear if PROM is measured from labour
or birth

- Case control study design

- Full text paper not available

- No association analysis between PROM
and neonatal infection reported

- No association analysis between PROM
and neonatal infection reported

- No association analysis between PROM
and neonatal infection reported

- Reports number of neonatal infections
only
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http://www.jpi-turkey.org/upload/documents/2019-04/2019-13-4-en-165-171.pdf
http://www.jpi-turkey.org/upload/documents/2019-04/2019-13-4-en-165-171.pdf
http://www.jpi-turkey.org/upload/documents/2019-04/2019-13-4-en-165-171.pdf
http://www.jpi-turkey.org/upload/documents/2019-04/2019-13-4-en-165-171.pdf
https://journals.sagepub.com/home/PDI
https://journals.sagepub.com/home/PDI
https://journals.sagepub.com/home/PDI
https://journals.sagepub.com/home/PDI
https://journals.sagepub.com/home/PDI
https://journals.sagepub.com/home/PDI
https://doi.org/10.1186/s13052-019-0739-2
https://doi.org/10.1186/s13052-019-0739-2
https://doi.org/10.1186/s13052-019-0739-2
https://doi.org/10.1186/s13052-019-0739-2
https://doi.org/10.1186/s13052-019-0739-2
http://www.jcdronline.org/admin/Uploads/Files/63a6ff335925e9.57208532.pdf
http://www.jcdronline.org/admin/Uploads/Files/63a6ff335925e9.57208532.pdf
http://www.jcdronline.org/admin/Uploads/Files/63a6ff335925e9.57208532.pdf
http://www.jcdronline.org/admin/Uploads/Files/63a6ff335925e9.57208532.pdf
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Appendix J Methods

This evidence review was developed using the methods and process
described in Developing NICE guidelines: the manual. Methods specific to this

review question are outlined below.

Data synthesis

A meta-analysis was not conducted due to substantial differences across the
included studies, such as variations in risk factors, reference groups, outcome
definitions, follow-up periods, and covariate adjustments. Instead, results for

all outcomes are presented individually.

Assessing indirectness

Each individual study was classified into one of three groups for directness,
based on if there were concerns about the population, prognostic risk factor,
comparator and/or outcomes in the study and how directly these variables

could address the specified review question. Studies were rated as follows:

. Direct — No important deviations from the protocol in population,

prognostic risk factor, comparator and/or outcomes.

. Partially indirect — Important deviations from the protocol in one of the
following areas: population, prognostic risk factor, comparator and/or

outcomes.

. Indirect — Important deviations from the protocol in at least two of the
following areas: population, prognostic risk factor, comparator and/or

outcomes.

Assessing imprecision

The committee agreed to use minimally important difference (MID) thresholds

corresponding to odds ratios (ORs) of 0.8 and 1.25 to assess imprecision.

Assessing clinical importance
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A. Decision rules for assessing clinical importance using MIDs (applicable
when outcome measures are OR, RR, or HR)

1. Evidence of increased risk

Point estimate is greater than the upper MID and the 95% CI does not include

1 (i.e. does not cross the line of no effect).

2. Evidence of reduced risk

Point estimate is less than the lower MID and the 95% CI does not include 1.
3. Uncertain risk

Point estimate is above the upper MID or below the lower MID, but the 95%
Clincludes 1 OR the point estimate is between the MIDs, and the 95% CI

crosses either a MID or the line of no effect.
4. Evidence of no difference in risk

Point estimate is between the lower and upper MID, and the 95% Cl is also
entirely within this range.

Note: These categories apply to negative outcomes, where a higher point
estimate indicates higher risk. If the outcome is positive (i.e., a higher point
estimate indicates lower risk), the interpretation of increased or reduced risk
should be reversed.

B. Decision rules for assessing clinical importance using statistical

significance (applicable when outcome measures are OR, RR, or HR)

1. Evidence of increased risk

Where the point estimate is greater than 1 and the 95% CI does not include 1.
2. Evidence of reduced risk

The point estimate is less than 1 and the 95% CI does not include 1.
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3. Uncertain risk

The point estimate is less than or greater than 1, but the 95% ClI includes 1.
4. Evidence of no difference in risk

The point estimate is 1 and the 95% Cl includes 1.

Note: These categories apply to negative outcomes, where a higher point
estimate indicates higher risk. If the outcome is positive (i.e. a higher point
estimate indicates lower risk), the interpretation of increased or reduced risk

should be reversed.
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Appendix K Research recommendations

No research recommendations were made for this review question.
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