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ABSTRACT

Objectives To systematically review (1) The effect of
obstetric unit (OU) closures on maternal and neonatal
outcomes and (2) The association between travel distance/
time to an OU and maternal and neonatal outcomes.
Design Systematic review of any quantitative studies with
a comparison group.

Data sources Embase, MEDLINE, PsycINFO, Applied
Social Science Index and Abstracts, Cumulative Index

to Nursing and Allied Health and grey literature were
searched.

Methods Eligible studies explored the impact of

closure of an OU or the effect of travel distance/time

on prespecified maternal or neonatal outcomes. Only
studies of women giving birth in high-income countries
with universal health coverage of maternity services
comparable to the UK were included. Identification of
studies, extraction of data and risk of bias assessment
were undertaken by at least two reviewers independently.
The risk of bias checklist was based on the Cochrane
Effective Practice and Organisation of Care criteria and
the Newcastle-Ottawa scale. Heterogeneity across studies
precluded meta-analysis and synthesis was narrative,
with key findings tabulated.

Results 31 studies met the inclusion criteria. There

was some evidence to suggest an increase in babies
born before arrival following OU closures and/or
associated with longer travel distances or time. This

may be associated with an increased risk of perinatal or
neonatal mortality, but this finding was not consistent
across studies. Evidence on other maternal and neonatal
outcomes was limited but did not suggest worse
outcomes after closures or with longer travel times/
distances. Interpretation of findings for some studies

was hampered by concerns around how accurately
exposures were measured, and/or a lack of adjustment
for confounders or temporal changes.

Conclusion It is not possible to conclude from this review
whether OU closure, increased travel distances or times
are associated with worse outcomes for the mother or the
baby.

PROSPERO registration number CRD42017078503.
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Strengths and limitations of this study

» This review is the first to synthesise systematically
the current evidence on the impact of closure of ob-
stetric units and of travel distance and travel time to
obstetric units on neonatal and maternal outcomes.

» Rigorous systematic review methodology was ap-
plied including a sensitive search strategy to ensure
all relevant evidence was identified.

» Heterogeneity across included studies precluded
any form of meta-analysis.

» A paucity of evidence on a number of outcomes, and
methodological concerns for some studies limited
conclusions that could be drawn.

BACKGROUND

Closure of small obstetric units (OUs) and
centralisation of obstetric services in larger
units has been proposed to increase levels
of consultant obstetrician cover to improve
safety and limit costs. However, closure of
OUs or conversion of OUs to midwifery-led
units/community-based services potentially
leads to an increase in travel distance or time
for women in labour from their home to the
nearest OU. Increases in travel time could
potentially increase the risk of adverse birth
outcomes.

Travel time and distance are widely used as
measures to explore the geographical acces-
sibility of health services." In a systematic
review,” the association between travelling
further to healthcare facilities and having
worse health outcomes was established,
but the review did not include studies of
maternity care. The impact of OU closure
and increase in travel time/distance to the
OU on perinatal and maternal outcomes
have not been systematically assessed. One
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review® evaluating the effects of regionalisation of peri-
natal services has been published. This concluded that
regionalisation programmes appeared to be correlated
with improvements in perinatal outcomes but that the
evidence was weak. A narrative review' included 10
studies that explored travel time and distance to and
between maternity services and adverse birth outcomes
to inform the consultation on maternity services in Wales.
The review was limited to studies reported in English and
there was no clear association between travel distance or
time and adverse birth outcomes

Therefore, uncertainty remains about the association
between OU closure, prolonged time or distance to OUs
and adverse perinatal outcomes. Specifically, there is a
rise in the risk of babies born before arrival (BBA, also
referred to as unplanned out of hospital births). Being
BBA is more common before term and has been reported
to be associated with higher perinatal mortality (PM).”
Conversely, Lasswellet et al’ found neonatal mortality
(NM) was reduced when services were configured to
ensure very preterm infants are born in a large maternity
hospital with neonatal intensive care unit (level III NICU)
. In addition to mortality, Apgar scores (a standardised
measure of the physical condition of a newborn infant)
and neonatal admission to intensive care provide an indi-
cation of perinatal infant health.

The impact on maternal outcomes is also unclear.
There are concerns that low-risk women who give birth in
larger hospitals may experience more interventions, for
example, increased frequency of caesarean section (CS).”
Along with CS, evidence on maternal mortality (MM) and
maternal birth complications such as postpartum haem-
orrhage (PPH) and maternal blood transfusion, was also
sought in this review to identify the potential impact of
OU closure on maternal outcomes.

In this review, we aimed to systematically identify, crit-
ically appraise and synthesise the evidence relating to:
(1) The effect of OU closures on maternal and neonatal
outcomes (compared with the surrounding area or
a comparable population) and (2) The association
between travel distance or time to an OU and maternal
and neonatal outcomes.

REVIEW METHOD

The Meta-Analyses and Systematic Reviews of Obser-
vational Studies in Epidemiology (MOOSE) reporting
guideline was followed.®

Criteria for considering studies for this review

Types of studies

Any quantitative study design with a comparison group
was eligible for inclusion. Studies were included from
1990 onwards. The year 1990 was chosen as a cut-off date
because significant advances were made in neonatal care
in the early 1990s, such as surfactant therapy, assisted
ventilation, prophylactic infection control and ante-
natal steroid therapy, which impacted on the delivery

of maternity services.” The quantitative components of

mixed methods studies were also eligible. Studies were

included if they:

» Explored the impact of closure of an OU on maternal
or neonatal outcomes either in a before-and-after
comparison (same population catchment area), or a
geographical comparison of different areas (compa-
rable populations).

And/or
» Compared maternal and neonatal outcomes after an

OU closure and retention or creation of midwifery
led units to replace the OU.

» Explored the effect of travel time and/or distance
on maternal and neonatal outcomes providing at
least two travel times and/or distances from women’s
homes to the nearest OU.

» Explored maternal and neonatal outcomes following
maternal transfer from planned or unplanned home
birth to the nearest maternity centre.

We included studies of women giving birth in high-
income, the Organisation for Economic Co-operation
and development (OECD) countries with universal
health coverage (UHC) of maternity services comparable
to the UK. The list of OECD countries is shown in online
supplemental appendix 1. UHC is defined as healthcare
that meets everyone’s right to access high quality essential
health services where and when they need them without
financial difficulty."’

Types of exposures

OU closure: the closure of an OU was compared with no
closure of an OU for the same or comparable geograph-
ical catchment areas prior to the closure. For a study
comparing different geographical areas affected by the
closure of an OU, the least affected area was used as a
control group. For the purpose of this review, we used
the definition of an OU used in the Birthplace Research
programme in England,"" which defined an OU as ‘a
clinical location in which care is provided by a team, with
obstetricians taking primary professional responsibility
for women at high risk of complications during labour
and birth. Midwives offer care to all women in an OU,
whether or not they are considered at high or low risk,
and take primary responsibility for women with straight-
forward pregnancies during labour and birth. Diagnostic
and treatment medical services including obstetric,
neonatal and anaesthetic care are available on site, 24
hours a day’11 (P12).

Travel distance or time to the nearest OU: a shorter
travel distance or time was compared with a longer travel
distance or time. We used the definition of a shorter or a
longer time or distance as defined by the included studies.
When a study compared several different travel times or
distances to the nearest OU, those with the shortest travel
distance or time were used as the control group.

The following types of studies were excluded:

» Studies comparing maternal and or neonatal
outcomes based on hospital size, level of NICU, type
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of hospital or model of care (eg, caseload midwifery
care vs consultant care).

» Studies on regionalisation of neonatal care (number
of centres with NICUs).

» Studies where a proximity rather than the actual travel
time or travel distance was given (eg, rural vs urban,
remote vs very remote areas).

» Studies which did not report at least one of the
outcomes.

Review outcomes
The following outcomes were predefined in the study
protocol:

Maternal outcomes

Maternal mortality (MM), caesarean section (CS) (overall,
emergency or intrapartum), severe perineal trauma
(including third and fourth degree tears), postpartum
haemorrhage (PPH), maternal admission to intensive
care units (ICU) and maternal blood transfusion.

Neonatal outcomes

Stillbirth  (SB) (overall or intrapartum), neonatal
mortality (NM), PM, infant mortality (IM), babies
BBA, neonatal unit admission (NNU), Apgar score and
hypoxic-ischaemic encephalopathy (HIE).

REVIEW METHODS

A comprehensive search strategy was developed in collab-
oration with an information specialist (NR). We searched
Embase, Medline, PsycINFO, Applied Social Science
Index and Abstracts and Cumulative Index to Nursing and
Allied Health databases (from 1990 to February 2019).
We also searched the grey literature in the databanks of
British Library EThOS, Open Grey and ProQuest Disser-
tations & Theses Global. National Health Service (NHS)
Trusts and Health Boards in the UK were also contacted
where we had been able to identify an OU closure to
request information about any evaluations that were
conducted. The references of eligible studies and rele-
vant reviews were checked to identify additional studies
not retrieved by the search. Searches were based on index
terms and text words relating to the population/setting
(eg, maternity service, pregnancy, neonatal) and expo-
sures (eg, travel/distance or closure/regionalisation).
Due to the variable nature of terms and indexing used,
the strategy was kept broad by using a range of alternate
terms and not limiting by outcome. No language restric-
tion was applied. A sample search strategy for MEDLINE
is shown in online supplemental appendix 2.

At least two reviewers (RSM, CT, AP, FA and JH) inde-
pendently screened the references for relevance against
the review eligibility criteria using Eppi-reviewer software
(V.4)." Full-text study screening was also performed
by at least two reviewers (RSM, CT, CO, JH and FA).
Disagreements regarding study eligibility were resolved
through discussion and consensus within the review

team. We contacted authors of relevant studies published
as abstracts for further information. Data extraction and
risk of bias assessment were undertaken by at least two
reviewers (RSM, CT, CO, JH, FA and JD). The risk of bias
checklist was adapted from the Effective Practice and
Organisation of Care (EPOC) 1% and the Newcastle-Ottawa
scale (for case—control studies).'® Risk of bias assessment
included selection of study groups, measurement of expo-
sure and outcomes, missing data and appropriateness of
analysis (eg, logistic regression analysis). For case—control
studies, selection and comparability of cases and controls
were also considered. The review team rated the quality
of evidence for each domain in the tool as low, high or
unclear risk of bias, or yes, no and unclear in meeting
quality criteria.

Results were synthesised narratively and the key find-
ings tabulated. The included studies varied in their study
design, categories of exposure, outcomes reported,
whether adjusted or unadjusted results were presented
and factors adjusted for. This clinical and methodolog-
ical heterogeneity across the included studies precluded
any form of meta-analysis. Prespecified subgroups were
risk status of woman (low vs high), parity, gestational age,
UK studies compared with non-UK studies and planned
versus unplanned CS; formal subgroup analyses were,
however, not possible. Evidence regarding OU closure,
travel distance and travel time is reported separately, and
by outcome. We have highlighted where crude (unad-
justed) ORs (cOR) and adjusted ORs (adjOR) have been
reported.

PATIENT AND PUBLIC INVOLVEMENT

We involved our parent, patient and public involvement
(PPPI) Stakeholders Network, to explore which outcomes
were important from a maternal perspective. The dissem-
ination of findings to stakeholders will be through plain
language summaries developed with members of our
PPPI stakeholder network.

Search results

Searches of bibliographic databases and other sources
from 1990 to February 2019 yielded 13 271 unique refer-
ences and the steps of study selection are presented in
the Preferred Reporting Items for Systematic Reviews
and Meta-Analyses flow chart (figure 1). The eligibility
of 295 full-text articles were assessed independently. Two
hundred and sixty articles were excluded for various
reasons, including: studies conducted in low-income/
middle-income countries, comparing different models or
levels of maternity care, assessing women’s transfer from
primary to secondary maternity centres, or not providing
quantifiable measures of travel time/distance (full list
available from authors). Thirty-one studies, reported in
35 articles, met the review eligibility criteria (figure 1).
One study’ included information on both OU closure
and travel distance. Ten studies provided information on
OU closures, 7 studies compared different travel distances
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-
c
Q
=
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Articles/reports after duplicates removed
— (n=13,271)
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5 Articles/reports screened on title and abstract
S (n=13,271)
Full-text articles/reports assessed for Articles excluded
eligibility (n=12,976)
& {n=295)
]
=
o
Full-text articles/reports excluded, with
— reasons
. Included studies (n=260)*:
n=31) A(n=129),8(n=22),C(n=5),D (n=6),
Reported in 35 articles/report E(n=86),F(n=31),G(n=1),H(n=8),1
(n=21),)(n=6),K(n=6),L(n=13),M
(n=3),N(n=3)
3 !
°
2
E TRAVEL TIME/DISTAN .
= Studies included: QU CLOSURE?
(n=21) Studies included:
Travel Distance =6(+1)* (n=10)
Travel time =15 (reported in
'_' 19 references)

*One study, Blondel 2011 contribute data to both travel distance and closure review questions

From: Moher D, Liberati A, Tetzlaff J, Altman DG, The PRISMA Group (2009). Preferred Reporting Aems for Systematic Reviews and Meta-

Analyses: The PRISMA Stat t. PLoS Med 6(7): e1000097. doi:10.1371/journal pmed 1000097

For more information, visit www.prisma-statement.org.

Reason for exclusion:
Different study designs
Studies comparing different models of maternity care
Studies comparing different hospital volumes
Studies comparing different levels of care
Studies comparing different hospital types (private vs. public, local vs. central)
Transfer from primary to secondary birth centres
Cost of care
Neonatal transfer
Regionalisation
Not in high-income countries or in the USA
Distance or travel time proximity
No outcomes
. Modelling studies
Not found

ZgrR-FTITOMPMOoOO®P

Figure 1 PRISMA flow diagram. PRISMA, Preferred Reporting ltems for Systematic Reviews and Meta-Analyses.

from women’s homes to the nearest OU and 15 studies REVIEW RESULTS
compared different travel times from women’s homes to Evidence from OU closures

the nearest OU. A detailed description of the ten included OU closure
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studies is presented in table 1. Three studies were from
the UK, with two reported as abstracts only'” '° and one
an unpublished data series from East Lancashire Hospi-
tals NHS Trust, UK (East Lancashire Hospitals NHS
Trust, unpublished data 2017). There appeared to be
overlap between populations reported in two studies
(East Lancashire Hospitals NHS Trust, unpublished
data 2017) and Fleming et al."” Three studies were from
Scandinawia,7 1718 three from Canada'®?' and one from
France.

Seven studies compared adverse birth outcomes
before and after centralisation of services, which
included closure of varying numbers of OUs. All three
studies from the UK '® and (East Lancashire Hospi-
tals NHS Trust, unpublished data 2017), examined the
impact of the amalgamation of two OUs. Four studies
were published after 2014'°"7%’; the earliest was from
1990.?' Three studies included all births'” 1821; the other
studies varied in their eligibility criteria, for example,
restricting the analysis to singletons pregnancies,
live births, various gestational ages and birth weight,
hospital births or location. Reporting of eligibility
criteria and participant characteristics across studies
was inconsistent (table 1).

Risk of bias assessment

Risks of bias related to a lack of reporting of whether
changes over time (other than closure/reconfiguration)
could have influenced the findings, with only two'”* of 10
studies reporting that temporal variation was adjusted for
in the analysis (table 2). Further, 5 out of 10 studies either
did not adjust results for potential confounding factors or
provided insufficient information to know whether this
was undertaken. Five out of 10 studies did not provide
sufficient information to gauge the completeness of data.
Half of the studies reported and used appropriate data
analysis methods. Other potential sources of bias (eg,
relating to selection, exposure and outcome) were less of
a concern due to the use of routinely collected registry
data before and after the closure and the objective nature
of most outcomes.

Findings
A summary of maternal and neonatal outcomes is
presented in table 3.

Maternal outcomes

Maternal mortality (MM)

In the two studies that reported MM,16 2 the number of
deaths (<b) was too low to allow comparisons between the
preclosure and postclosure groups.

Caesarean section (CS) (overall or intrapartum)
Total CS rates were reported in four studies.” "> #' One
UK study' reported a decline in CS rates following the
amalgamation of two units from 26.1% to 21.5%.

A Norwegian study,” reported an increase in CS rates
from 13.1% to 16.4% following OU closure, (cOR 1.31,
95% CI 1.27 to 1.35) as did two Canadian studies®' (cOR

1.13,95% CI1.09 to 1.18) and (cOR 1.10, 95% CI 1.01 to
1.19).*° No adjusted results were reported.

Emergency CS
Emergency CS rates were reported in one UK study,'

which found no difference before/after the amalgama-
tion of two OUs (cOR 0.95, 95% CI 0.86 to 1.05).

Severe perineal trauma (third or fourth degree tear)
Two studies'® * reported this outcome and found no
statistically significant difference between the before/
after closure groups. The incidence of the outcome in
both studies was low (<3%).

PPH—No studies reported this outcome.

Maternal admission to ICU

Two studies'® 2’ found no significant difference before/
after the amalgamation of two OUs in the number of
women requiring admission to ICU (cOR 0.80, 95% CI
0.44 to 1.46)."® The numbers in one study® were too
small (<5) to allow a comparison.

Maternal blood transfusion

One study® found no significant differences before /after
OU closure (cOR 0.82, 95% CI 0.55 to 1.21). The inci-
dence of the outcome was low (<1% of women).

Neonatal outcomes

Stillbirth (SB) (overall or intrapartum)

Three studies examined the impact of OU closure on SB.
One unpublished UK study (East Lancashire Hospitals
NHS Trust, unpublished data 2017) showed a statistically
significant reduction in SB over the period after the amal-
gamation of two units (cOR 0.61, 95% CI 0.47 to 0.78).
Similar findings were seen in one study from Canada®
during post closure years (cOR 0.80, 95% CI 0.67 to
0.96). A third study from the UK'® found no difference in
SB rates after OU closure.

Neonatal mortality (NM)

Three studies reported this outcome. Two studies from
the UK' and (East Lancashire Hospitals NHS Trust,
unpublished data 2017) showed no statistically significant
difference in the rate of NM in the years after OU closure
(cOR 1.33,95% CI 0.81 to 2.17; cOR 0.80, 95% CI 0.29 to
2.26). A study from Norway17 also reported no difference
(no OR presented).

Perinatal mortality (PM)

Two studies reported this outcome. In a study from
Norway,” PM was significantly lower following OU closure
(cOR 0.76, 95% CI 0.58 to 0.98). A Canadian study™ also
reported a significant reduction in PM after OU closure
(cOR 0.75, 95% CI 0.64 to 0.87).

Infant mortality (IM)

One study'” reported this outcome, IM rates were ‘not
statistically elevated’ after the closure of thirteen hospitals
in Norway.
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Born before arrival (BBA)

Six studies reported this outcome, with four suggesting
a statistically significant increase in BBA following OU
closure. Data from East Lancashire Hospitals NHS Trust
(East Lancashire Hospitals NHS Trust, unpublished data
2017) showed the BBA rate almost doubled over the
10-year period (cOR 1.88, 95% CI 1.25 to 2.82). Studies
from Norway7 and Finland'® also found that the BBA rate
increased over a similar period (cOR 1.8, 95% CI 1.6 to
1.9 and cOR 4.14, 95% CI 3.16 to 5.41, respectively). A
Canadian study® found that the BBA rate trebled over a
16-year period (cOR 3.47, 95% CI 2.31 to 5.20). One UK
study'® found no statistically significant change (cOR 1.28,
95% CI 0.63 to 2.60) and in one French study,” there was
weak evidence of a small reduction in the adjusted risk of
BBA in communities affected by OU closure (adjOR 0.91,
95% CI0.84 to 1.00).

Neonatal unit (NNU) admission

One Canadian study20 suggested a significant reduction
in NNU admission following OU closure (cOR 0.39, 95%
CI 0.25 to 0.60).

Apgar score

One Canadian study™ found no statistically difference
in 5 min Apgar score of less than 7 before and after OU
closure (cOR 1.13,95% CI 0.82 to 1.55).

20

Hypoxic-ischaemic encephalopathy (HIE)
No studies reported this outcome.

Evidence from travel distance studies
Description of included studies
Seven studies described the effect of travel distance to
the nearest OU on maternal and neonatal outcomes
(table 4). All were published in full between 1991 and
2015. The earliest study23 was conducted in the UK, three
more recent studies were conducted in France,5 22 and
one each in Norway,26 Finland?” and Canada.?® Four
were retrospective population-based cohort studies, and
three were case—control studies. The eligibility criteria
varied across studies. Pasquier et al* included a group
with special needs in the form of babies with congenital
malformations. Only singleton live births were included
in two studies.”®

Travel distance was estimated using geographical
mapping software in all studies. However, only three

ies’ ** 27 measured the actual distance from women’s

homes to the nearest OU. In two studies® *® a central
geographical point for the postal code or municipality was
used to estimate distances and in one study the distance
was self—reported.26 Additionally, the studies differed
regarding their distance categories, which ranged from 2
to 150 km (table 4).

Risk of bias assessment

The main risk of bias concerns related to the measure-
ment of exposure, as three studies™ *°* ** did not calculate
the distance from the woman’s home but used a central

point instead or self-reported distance (table 5). Another
study®” measured distance between women’s homes and
hospital using a straight line. Further risk of bias related
to a lack of comparability between study groups in the
three case—control studies,” ?° #” a lack of adjustment
for confounders in two studies and missing data in two
studies.”® >’ There were no risk of bias concerns relating
to sample selection in the cohort studies or outcome
measurement.

Findings

Maternal outcomes

Maternal mortality (MM)

In one case—control study from Finland,27 no maternal
deaths were reported in either group (table 6).

Caesarean section (CS) (overall or intrapartum)

One study from Canada® found no statistically signifi-
cant differences in CS rates with increasing distance (<50
k, 50-150 k, >150 k) based on both crude and adjusted
results.

Emergency CS

The same study from Canada™ reported no significant
difference in emergency CS rates between women living
at different distances from an OU based on cORs.

Severe perineal trauma
No studies reported this outcome.

Postpartum haemorrhage (PPH)
No studies reported this outcome.

Maternal admission to ICU
No studies reported this outcome.

Maternal blood transfusion
No studies reported this outcome.

Neonatal outcomes

Stillbirth (SB) (overall or intrapartum)

Two cohort studies® *® reported this outcome. A Cana-
dian study® included births to women aged over 35 years
who lived <50 km, 50-150 km and >150 km from the
OU. SB rates did not change by distance category in the
adjusted analysis. A French study® reported SB rates at
different distances (<b km, 5-15, 15-30, 30-44, 45+ km)
from mother’s municipality of residence to the closest
OU. The cORs showed women living at 30-44, 15-29 and
5-14 km from an OU had a statistically significantly lower
rate of SB compared with women living <6 km from an
OU (5-14 km vs <5 km, cOR 0.87, 95% CI 0.85 to 0.90;
15-29 km vs <5 km; cOR 0.85, 95% CI 0.82 to 0.88; 30-44
km vs <5 km, cOR 0.85, 95% CI 0.81 to 0.90). The find-
ings still hold for the adjusted analysis (limited data
reported). However, neither the crude nor the adjusted
analysis showed a significant difference in risk of SB for
individuals resident 45+ km from an OU compared with
<b km.

16

Malouf RS, et al. BMJ Open 2020;10:e036852. doi:10.1136/bmjopen-2020-036852

"ybuAdoa Aq paroslold 1sanb Aq 0202 ‘v'T Jequiadaq uo /wod g uadolwgy/:dny woly papeojumod ‘0202 loquiadad £T U0 ZG89£0-020z-uadolwag/ocTT 0T Se paysiignd 1s11y :uado CING


http://bmjopen.bmj.com/

BMJ Open: first published as 10.1136/bmjopen-2020-036852 on 13 December 2020. Downloaded from http://bmjopen.bmj.com/ on December 14, 2020 by guest. Protected by copyright.

(/)]
(/7]
O
(8}
(&)
.l penuiuoy
c
()
o
o)

uolbey

sd|y-euoyy ayj ul
991U} 81om 818y}
‘aijuso |eolbins
|eyeuoau e pue (NN
Uum piem Ajulaiew

dN N Il [oAST] 0} 9oUElSIq

BUIYSHOIMIBAN JO
seale [enJ Buinies
‘uede sa|iW XIS
syun g ‘uoisinoid

dN vag a)els [BsIOAIUN

20UBISIp [9ABI}

[eutele [ereutiad uoewIOUl

1X81U0J S82INIBS

SBWO02}N0 MalAeY

0s<
0G-L L L1> :(w) souessig

1< /-2 z> :(w») souessig

sainsodxa jo uonduoseq

YN :uoneonpa
pue S35 ‘Aed (ve ‘vz L)
ueadoin3 uJs}sa\\-UON
(92 ‘e6€) ueadoing
uIsIsoM (% ‘u) :Anoluyig
(91 ‘901) 5e<(e8 ‘05S)
se-1z (@ ‘st) te> (%

‘u) sIA :aby (pasAeue)
#GG=U sjuejul 90/=u

YN :uolyeonpas
pue S35 (91) 4oui0 (LO})
uelsy (L6 })ueadoung :(u)

Anouyi3 (201) sdiinN
(£2) ge< (6€E) Se-12 (69)

12> :(u) sIA by 8eE=U
IV suimy | ‘2g1=(svaaN

sonsusiorIRyO
1edioed

sa|ewoue
noyum seiqeq pue
S9SN}8} salewoue
[ewosowoly)
papn[ox3 Jredas
|eoibuns paiinba.
eyl epyiq

euids Jo ejuiay
onewbeiydelp
‘sisiyososiseb
‘aj@o0eydwo yym
sasnje4 :papnjoul

600>
M4 :pepniox3 (Mg

pue yo Agq payorew

|eydsoy awes uj
uJiog }xau) payojew
auo ‘(leydsoy
aWes 8y} Ul uiog
JX8U) Wopuel auo
‘aseo ygg yoee
10} S|0JIUOD OM|
1S|0J3U0D papn|ou|
S8lqeq vag 118yl
pue usWopn
1s9SBO pPapn|ou|

euso Ayjiqiby3

(Buiusaios
lereuaud uj
sabueyo o} anp
pajesedss spouad
OM}) 0002-966+
pue G661-066 1

/861-€861

pouad Apnig

SUOIJBLLLIOJeW 2J9N8S
yum saroueubaid

4104 (INN) Auepiow
|ereuosu pue aoe|d
ayenbape ue ul
Kianyjep ‘“Aoueubaid
JO uoleUILLIB}
aAI09Je ‘sisoubelp
|ereunad uo ‘enuad
|eoibins |ejeuosu e
Yum piem Ajuisrew
}saleau ay} 0}
aouejsIp ‘uiblo
[euJajew aulwexs o]

syuIq

vgg UM pejeloosse
Ayjenow pue
Anpigiow pue ‘vgg
O3Sl Je uswom
pue aousjerald

vdgg usliqeiss oL

senoelqo Apnis

uolbey

sad|y-auQuy ‘enusd
[eoibins |eyeuosu
yum spaem Ajulerew
llI-IoAS7] € “Woyod
paseg-uoiejndod
‘anljoadsoliay

SN0 ¢
‘ApN3s |0Jju00-8sED

doueid 2002
‘,2[€ 19 JoInbsed

MN ‘1661 e
18 wejedooyg

Bumes Aiunood Yeak Yoyiny

pue ubisep Apnig

N~
—

Malouf RS, et al. BMJ Open 2020;10:2036852. doi:10.1136/bmjopen-2020-036852


#_ENREF_23
#_ENREF_24
#_ENREF_5
http://bmjopen.bmj.com/

BMJ Open: first published as 10.1136/bmjopen-2020-036852 on 13 December 2020. Downloaded from http://bmjopen.bmj.com/ on December 14, 2020 by guest. Protected by copyright.

)
7
o
3]
3]
®©
c
[
o

o

*SNJe)S OJLWOU0DB0I00S ‘SIS HUN OLIBISCO ‘NO ‘Parodal Jou ‘YN ‘Hun [eyeuoau ‘NN ‘SeoIAI8S UieaH [BUOIEN ‘SHN ‘HUN 8Jed SAISUSIUI ‘ND)| ‘UOI08S UBalessed ‘SO ‘ublem Yuig ‘Mg ‘[BALLE 810489 UI0g ‘Yad ‘HO paisnipe ‘Yolpe

"2INSO[9 MO 8Y} Ul papnjoul Osfe sI /2 }o [spuojgd,

SO
Aousbiowg

‘SO IV

€002
Aep |2 pue ge6L uUsamiaq
uoissiwpe NNN pasojo (IA/symiq

0052-062) sHun
Ayuierew jews /|

“(Nd) Aurepow
lereunad ‘g

0G1-0G 05> :(w) eouessig

HN

:uoneonp3 (%8°2) 928
uoteu 1sutj (%) u Apoluylg
(L'e1 ‘'S19e sh9'ge

%¥L G8eY) (% ‘U) SIS
Mo (%0) ee/ 28 diliNN
(%) u Ayued sieakge<
obe uswom 8696¢=U

0G1L<

YN :S3S pue

uoneonpa ‘Ajoluyle ‘ebe
(%02) 81 sdiinN -Ajred
UswIoM /g8=U :S|0JJu0)
(%¢€1) g1 sdiinN -(%)

Arewoue
[eyuaBuoo yyum
salqeq ‘sepoolsod
Buissiw yyum
USWOAN :PapN|oxg
+Gg pabe siayjow

uoje|Bulg :papnjoul €00¢—666 -

UN

:papnjox3 [exdsoy
e BuiaLe Joye
Jnoy | yum seiqeq
JIey} paJeAlep
OYm USWOMN
1S|0A3U0D pPapn|ou|
|eudsoy ye Buiane
al0jaq salqeq
JIey} paJeAllep

slayjow Jop|o
Ul SSWO02IN0 Yuiq
pue souspIsal [einJ
UsaM}aq UOIJeI00SSE
8y} SUIWEXS 0]

[endsoy

01 Buinle Jaye
JNoy Ue paJtanliep
Oym uswom pue
|lendsoy o} yodsuely
Buunp pateniep
oYM USWOM JO 8Jed

Elquinjo

ysnug ‘Apnis Hoyoo
paseq-uolieindod
anoadsouley

epeue) ‘| 10Z
42/® 18 BAOYUOSIT

Aunon pueddp

sjeydsoy 88212 u Ajied uswom oYM USWOp\ pue aousiiedxa ‘sayediounuwi 71 AemuoN ‘0002
UN vag  :Awunoo puelddo 88°2 1> :(w) @ouElSIg Yad Sl L=u :sase) gog=u 1S9SBO papn|ou| /661-6861 oy} asedwod 0]  ‘ApnN}s [0JjJU0I—OSED ‘928 30 Joubno4
pauue|dun
Jo pauueld Jayleym lendsoy ul paJanijep
UOIFeWIO)Ul OU YUM 9soy} yum pasedwod
vag :pspn|ox3 S8[}PICIOW [EYEUOSU
‘YN :S3S aseo ygg yoes o} suoud asow
JA/SUMIg 000S pue uoneonps ‘Aloluyle JO} Jayjow pue aJom salqeq sygg
sjuepisal 00 L2S ‘Alein|d #E1=U 1S|0)JUOD  JUBJUI IO} S|OAUOD g Jl os[e ‘'sygg yum
‘sepyediolunw gz (91-0) | Awred (L¥—GI)  sjonuoD papnjou| pajeloosse siojoey
JO} BAJE JUBWIYDIED 6'S ‘0’62 -(ebuey) (S vgg pauueidun ysu Ayuapl 03 ‘ewny  [endsoH Ausieniun
8y} s [eydsoH ‘ueaw) sJA aby :(syuiq pue pauue|d JOAO pasealoul sypiq asadwe] ‘eijusd suo pueui4 ‘G102
dN vag Ausienun asedwe| GEZ Ge> (W) souessIg /9=U) sydg :sese) 1S9SEO papn|ou| L102-9661  vad # usligeise 0l ‘Apnis [0jjuoo-sse]  °,.[B }O UBUIBYSEBAQ
4N :uoleonps pue
SNJE}S O|WLIOUODB0I00S
pue Ayoluyie ‘Aied
656 /6=U :Aoueubaid
(wng2 a|dniA 691 886 ¢=u souel
-9'9) paseasoul Aoueubaid uoje|bulg pue|uew WoJy
Hun Ayuieiew PLELL - +0F GL6'69Y - $8Ww02IN0 Ansibai sonsielrs
isaJesu 0} BoUE)SID 6€-G€ 0¢€ 800 ¢ — ¥€-G¢ [eyeuliad uo Hun [BHA [euoleN
UBS|\ Paso[o syun 68916 1-G2> (U) SIA aby G002-2002 AluJerew 3s8so|d 0} youai4 “Apnis poyoo
Ajuterew Jo %0z S¥< ¥¥—0€ 62-G} (pesAleue) 6eg 580 €=U YN :pepnjox3  elep (gS) Yuiqns  eouessip jo joeduwl peseq-uolie|ndod doueId ‘v10C
4N AN ‘gs ‘€002 0} 866 | ¥1-G G> :(w»)) souelsiq SYyuIq [e8Z 980 €=U  SUMIq |V :Pepnjou| ‘800¢-1+002 auy syeblsanul of ‘oAjoadsolley ‘.2lB 38 uolbuiId
leusaien |ereunad uolewIoUl aoueB)SIp [9ABI) Sols9I0BIEYD euaio ANqiblg pouad Apnig sanoalgo Apnig Bumes Anunod eak Joyiny
1X9U0D S90INBS  saunsodxa jo uonduosaqg juedoiped pue ubisap Apnig

SOWOIN0 MBINSY

psnuiluc) § 9jqeL

Malouf RS, et al. BMJ Open 2020;10:e036852. doi:10.1136/bmjopen-2020-036852

18


#_ENREF_25
#_ENREF_27
#_ENREF_26
#_ENREF_28
http://bmjopen.bmj.com/

BMJ Open: first published as 10.1136/bmjopen-2020-036852 on 13 December 2020. Downloaded from http://bmjopen.bmj.com/ on December 14, 2020 by guest. Protected by copyright.

ainuisu| Aydeibosn)
[euolieN youai4

ay1 Aq papinoid
S)J0M18U peod Buisn
‘Ssalppe swoy jou
Aujediolunw jo aiuad
woJj paje|nojed
aouelsid HOIH

aWoy Wouj

|endsoy o} souelsIp
ajewse 0} pasn
SIeMyos S1H MO

211ud0 |eoIbins
[BYEUOBU UM pIem
Ajuiarew isalesau pue
9oUdapISal [eusoleW
Us9aM}aq dOUE)SIP
9)jew}sa 0} pasn
aJemyos S1H MO

abe
|leusalew Jo} 9%/ | pue Aoueubaid
jo adAy uoj Buissiw %01 MOT

spjoyasnoy juased a|buis
2J JuswAojdwaun ‘Ayjeanid
useyew Joy paisnipy MO

pauodas sem sisAjeue
uolssaibal onisibo| ‘ereudoidde

pue pajie1sp poyisiN MO

(WN
‘gS) sewoo1no 8Asld0 MO

pauodai
SEM [9powl [9A9I}Nw ‘eredoidde
pue pajie1ep PoyisiN MO

SOl1S1I8}0BIBYD
10 pue Aed ‘uoizednooo
useyew Joy paisnipy MO

papn|oxe sYHIg JO % LL MO1  (VE9d) 8wooino aAids(qO MO

pauodai

alam uoissaibai onsibo| aidiynw
% sisAjeue ajeueAlun ‘eyeudoidde
pue pajielop PoysiN MO

SOI1S148}0BIBYD JBY}0 pUEe
 ‘Ayred Joy paisnipy MO

elEp [BAIAINS

Buissiw (%€0°0) SUHId 2L MOT  (IIN) S8Wo0INo 8AYS[GO MO

El

Ansibey sonsiels [eHA [eUOEN Yyouald MO V10T ‘g,/e 1 uolb

L0

sejeoliLeo yuig MO ‘+LOZ ‘JB 18 I8

Ansibai uonewoew o

iseg-|esjua) douel4 woij eled MO 2002 ‘,/B 18 Jaln

Bupjooq |ejeusiue pue
Ayoluyie ‘Ayed ‘ebe
[BUJS}BW Ul SBOUBIBYIP
jueoyubis ON
paJin2o0

aAey jou p|noo (vag)
awoo2Ino 8yl SJA
lendsoy swes

WwoJ} S|0JU0D OM} STA

sieak g Jano sieyndsoy
g woJy sesed ygd S3A
splooal

[endsoy woi4 SIA

ssalppe

awoy wouy dul|
wbiess ul painseaw
aduelsid HOIH

sisAjeue aouelsIp
Wol} papN[oxa (%9°€) ¥.¢/01 Pue

Auo sisAjeue ennduosaq HOIH ~ seseo vad (%2'2) ¥€L/€ MOT  (vdd) awoono aAnoslqO MO

syuawisnipe oN HOIH

S|04JU0D pue
seseo Jo Ayjiqesedwo)

ajedoidde

10J1U09 JO uolueQg
S|0Jju09 JO

uoios|es ayedoiddy
S9SED JO
SSau-aAljelUaSaIday
alenbape

uoniuysp ssed

N
‘2lE $O weped

ainsodxa Jo A1unoo Yeah U

JuswiaINseaW Ul Selg

ojeudoidde
pue pauodas poylew sisAleuy

pais|| pue Joy
[pe siepunouod [enusiod

selq uonuny S8W00IN0

JO JuswiainsesWwl Ul selg

S9IpPN}S |04}UO0D —3SED 10} BLIBJLIO
|euolHppe seiq uonosjes sidwes Apnig

90UB)SIP [9ABI—SEIq JO XSl G [qeL

Malouf RS, et al. BM


#_ENREF_23
#_ENREF_24
#_ENREF_5
#_ENREF_25
http://bmjopen.bmj.com/

BMJ Open: first published as 10.1136/bmjopen-2020-036852 on 13 December 2020. Downloaded from http://bmjopen.bmj.com/ on December 14, 2020 by guest. Protected by copyright.

“Jueoyiubis ‘sbis yuiq

36852

1}s ‘gs ‘Aujenow [eyeunad ‘Nd ‘Hun [eyeuosu ‘NN ‘AN[BHIOW [e}euOsU ‘NN ‘WalsAS uonewloju| [ealydelBbosr) ‘gio ‘eAlle alojeq ulog

"8INSO|0 NQ *® SOUBISIP [8ABJ} Ul PAPN[OUL | LOZ (/B 18 |9F

Solisle10e.IeyD JaYl0
IUY}e ‘@wooul MO| “Jayiowl
> ‘Ared Joy paisnipy MO

a10BJBYD Jaylo pue ‘Ayued
I-8|Buls Joj paisnipy MO

wswisn(pe oN HOIH

pauodai sisAjeue uoissaibai
aleueAlnw ‘eyeudoidde
pue pajielsp PoydIN MO

sapooisod
Buissiw 01 anp papn|oxa
uswiom (%°1) 26 MO

pauue|d

uaAIb alam BlEP JOU JO pauueld Jayldym uiepsose

uoissaibal on3sibo| ‘ejendoidde 10U P|NOD SE PapN|oxd (%61)
pue pajiejop PouyleN MOT SeudAIep [eHdsoy-jo-ino ¢| YbiH

aJleuuonsanb o} papuodsal

Ajuo sisAjeue annduoseqg HOIH OyM USWOoM wol} ered HOIH

(uotssiwpe NNN ‘(Nd
{9S) sawo9o1n0 aA1Rdslq0 MO1

(vag) swoaino aAloslqo MO

(vgg) swooino 8Aoslqo MO

aouelsip aul| ybress
Buisn Ajzsow ‘[eudsoy
0} 9ouspIsal Jo iod
[eJ1US2 9p02}sOd WO}
2ouB)SIp 81e|Nojed

0} pasn S19 HOIH

Jouue|d sjnos peseq
-gem Buisn paye|nojes
awioy s,uswom

woJ} 8ouelsiq Mo-1

alleuuonsanb
ul papodal-jjes
Sem 9ouelsip
Joj ered HOIH

Apnis paseg-uoiieindod MO1

Hun AJaalep 01
9oue)SIp pue uolEINP
Jnoge| ‘SysSIA [ejeusijue
‘Bunjows ‘sniels
diysseuped ‘Ayued oy
saouaIayIp "BIS ON
pa.1In220

aney jou pnoo (vgg)
awoo2IN0 ay] SFA
aseo Buimo||o) pue
Buipaoaid Ajgreipawiwi
Buninoo0 syuig SIA
sieaAg|

JOAO INQ ‘@Jjusd duo
woJ} sese) SIA

SpJodal |[edIpa|\ STA

Jeajoun

vdad
OU U}IM USWOA\ SOA

[exdsoy je

BulALIE JO JNOY | UIyUM
salqeq JIay} paJsAllep
OYM UBWOAN SBA
sieak g Jano Alunoo
auo ul sjeudsoy aaiy}
wolJy sese) SIA

aJreuuonsanb
e woJj erled ON

S|0J3U0D pue
sase9 Jo Ayjigesedwo)

areudosdde
|0J3UOD JO UoIHUlR(Q

S|0Jju09 JO
uoios|as aredoiddy

Sase? Jo
ssou-aAlelUaSaIday
ajenbape

uoliuisp 8sed
S|0JjU0D pue

saseo Jo Ayjiqesedwon

oreudoidde
]0J1U02 O uomIula(Q]

S|0J3U0D JO
uoo9|es aendoiddy

S8SED JO
Ssou-aAlelUSSsaIday
a1enbape

uonluysp ssed

epeue)
‘gl® 19 BNOY

puejul4
‘2B 18 usuey

pL
‘0002 ‘g8 70 oL

pais|| pue 4oy
[pe siepunouod [enusiod

ajeudoidde
pue pauodal poylaw sisAleuy

SBIq UoNUIY

sawodno
JO JuswiainseaWwl Ul selgq

ainsodxa jJo
JuswiaINseaw uj selg

S9IPN]S |04}U0D —ASED 10} BLIBYLIO
|euoiippe seiq uonosjes sdwes Apnig

Aunoo “esh U

penunuod G a|qelL

20


#_ENREF_26
#_ENREF_27
#_ENREF_28
http://bmjopen.bmj.com/

BMJ Open: first published as 10.1136/bmjopen-2020-036852 on 13 December 2020. Downloaded from http://bmjopen.bmj.com/ on December 14, 2020 by guest. Protected by copyright.

Open access

panunuon

*SI9PUNOJUOD 10} BulsNIpe Jole PUNO) SoUBIBHIP JUBDHIUBIS OU ‘WX OG> SA WX G L< PUB WX G L—0S BulAll uswom Buowe Jeybly sem ayel g3 pajou sioyiny "IN HO

uN
uN
uN
(19 %S6) HO paisnipy

(SN)EN)
G6°0 Yy se papodey

«(HN) G8'0 HY se papiodey
«(4N) G8'0 HY se papiodey
«(HN) 28°0 HY se papodey
L

(12 %96) HO paisnipy

°N
dN
N
(1 %56) HO @pn1d

(90°1 03 ¥8°0) $6°0
(06'0 01 +8°0) 580
(88'0 01 28°0) 580
(06°0 03 G8°0) 28°0
L

(12 %56) HO 8pnid

0G1<
051-0S
05>

sdnoJn

G
v-0€
6¢-G1

-G
>

sdnoJn

uN
uN
oSk
(%) u NN

(6'8) 90¢

(0°8) 2671

(0°8) 8815

(¢8) 2599

(v'6) vOZEL
(0001 42d/) u gs

8ze

yESL
9e8/2
(869 62) N

19€vE

L8G98L

G6v 879

SLL1-18

G990V |

(5002-2002) (658 0€) N

0G1<
0G1-0S
05>

sdnoin

sdnoJn

0S+< 0G}+-0S
06> :(wy) @ouesip |aAeIL

S¥< ¥¥-0€ 62-S V-G
G> :(wyy) @due)SIp [oAeIL

epeue)
“LLOZ ‘gf® 19 BAONUOSIT

aouelq
‘7102 ‘gy/8 18 uolbuBiid

(as) waims

dN
dN
uN
(1D %S6) HO paisnipy
dN
dN
dN
(19 %S6) HO pPaisnipy

(62°1 01 25°0) 98°0
(5oL 01220 280

L

(12 %S6) HO 2pnId
(S0°1 03 59°0) €8°0
(00" 01 08°0) 680

L

(19 %S6) HO °pnu9

dnoJb Jayye ul sjusna oN

(ce's9) 25
(0955) 852
(1L1'69) 8285
(%) u 9 Aousbiswg
(0£'82) v6
(g2°0¢) vor
(0£°2¢) 6606
(%) uso

0

0

(%) U NN

6

yor

6606
(2596) N
82¢

vESH
9€8.2
(869 62) N

0G1-0S
06>

sdnoin

sdnoug
Ge<
&>

sdnoJn

0G1<0G1-0S
06> :(wy) @ouelsip [aAelL

0S1<06}+-05
06> :(w>y) aoue)sip [aAeIL

Ge< ge>
:(wyj) souelsip |anesL

se|pnis oN
salpnis oN
salpnis oN

sa|pnis oN

epeue)
“LLOZ ‘g8 18 BAONUOSIT]

epeue)
‘L10T ‘g/B 19 BAONUOSI]

puejuiy
‘GLOZ *,,/e 18 UBUIR)SEAQ

uoisnysueJ) poojg

NOI 031 uoissiwpy

abeysiowsaey wnyedisod

ewneJ} [eauniad a19Aeg

8§92 Aousbiowz

(wnyuedesur Jo jjeisano)
(SD) uonoas ueasesae)

Ajjepow |eusajepy

sbuiputy

(% ‘u ‘N) siuedioied

sdnoub ainsodxy

Aiunood Yeak Yoyiny

S8awo21NQ

2oUBISIP [9ABI}—SBWOOINO 9 d|gel

-—
N

Malouf RS, et al. BMJ Open 2020;10:036852. doi:10.1136/bmjopen-2020-036852


http://bmjopen.bmj.com/

BMJ Open: first published as 10.1136/bmjopen-2020-036852 on 13 December 2020. Downloaded from http://bmjopen.bmj.com/ on December 14, 2020 by guest. Protected by copyright.

(€0

)
7
o
3]
3]
®©
c
[
o

©)

panuiRuo)

(v2'v 01022) 90°€
(crzoroL ) es't

L

(19 %S6) HO paisnipy

(19 %S6) HY paisnipy

(19 %S6) "y paisnipy

(19 %S6)HO paisnipy

(8e'901egl) gl'e
(152 0186°0) LG}

L

(12 %S6) HO opnid

(19 %S6) HO 2pn19

(12 %S6) HO 2pnID

(12 %S6) HO 2pn1d

06<
0S1-0S
0>
sdnoin

sdnoin

vagd 1sye AN

sdnoun

(rv2) s 8z
(rer 6t vest
(08°0) L2 9£8/2
(%) uINd (869 62) N

(000001 42d/) U NN (8002Z-1002)(816 202 9) N

(000} 42d/)u WIN  (8002-1002) (816 202 9) N

0G1<
0G1-05
08>

0S1<06}+-0S

sdnoJ (G> :(wyy) aouelsip [oAeL

sdnoin

vagd 1sye AN

sdnoun

sbuipuiy

(% ‘u ‘N) syedioied

sdnouf ainsodx3

epeue)
‘L10T ‘g8 10 BAONUOSTT

Anunoo Yesk Joyiny

(Wd) Aujepow |ejeuniad

S8W02IN0

Malouf RS, et al. BMJ Open 2020;10:e036852. doi:10.1136/bmjopen-2020-036852

22


http://bmjopen.bmj.com/

BMJ Open: first published as 10.1136/bmjopen-2020-036852 on 13 December 2020. Downloaded from http://bmjopen.bmj.com/ on December 14, 2020 by guest. Protected by copyright.

Open access

Sl BAIE[B1 ‘HY ‘oljel ppo ‘YO ‘ueoyiubis jou ‘SN ‘parodal Jou ‘YN ‘Hun [eyeuosu ‘NN HUN 81ed aAisusiul ‘N9 ‘Ayredojeydaous olwsyost

1x0dAY ‘J|H ‘eBe [euoneiseb ‘v ‘Uoioss uealesaed ‘gO

‘wyf G> pue Aed gg| yum uswom :dnoib aousiajey )

“9oualayIp JueoyIubIS,

salpn}s oN JH
saIpn}s oN a109s Jebdy
N (LL'201G8°0) ¥5°L 0G1< (08°9) 21 LLL 0G1<
N (¥2'1 01 09°0) 98°0 0G+-0S (c6°€) € S8 0G+-0S
dN L 05> (08'v) 8Y9 €eevh 0s>
0S+< 051-0S epeue) (NNN)
(19 %56) HO paisnipy (12 %S6) HO @pnid sdnoin (%) u NN (Gze SH N sdnoin  (0G> :(w) souElSIP [oAeIL ‘LLOT ‘g,[2 }O BAOMUOSI]  UOISSIWUPE Jiun [e]euosN
HN (8Leorgot) 18t 88'¢l< (re'e9) 12 ChL 88'¢I
HN L 88'¢L> (06°8Y) v 06 88'CL>
S$]0J3U0d 88°¢Ll< 88 ¢CL> >m>>‘_OZ
(19 %S6) HO paisnipy (19 %S6) HO @pnid sdnoin (%) uvag pue saseo (202) N sdnoun :(wy) souelSIP [oABIL ‘0002 ‘g/2 $0 Joubno4
HN HN W GE<
HN dN w Ge>
(FO'71 01 08'L) 20°S N gez °N veL s|04u0D
L N ge> HN 19 soseo vgg ooz o> —
(19 %S6) HO paisnipy (19 %S6) HO @pnid sdnoug (%) uvag (102) N sdnoun ‘GLOT /B 19 UBUIRsSEAQ
(87'8 01 26°Y) 9¥'9 (coe 01202 Lv'e Gh<
(lryorere) L2e (50201651 8L°L v-0€
(lLe o1 v82) Gee (25 torve i) 6et 62-G1
(€9z01102) 2eC (Lzroreo ) vik ]
0610} 26 1) €71 L s>
(19 %S6) HO paisnipy (19 %S6) HO paisnipy sdnoin
GZEL6L=N +€ Aled  9zyeSL=u g pu | Mued
HN (6ev o1 gT€) L2°€ +S¥ (H1) est GOLSH Sp<
HN (92201282 €52 ¥y-0€ (8°2) 269 0,988 ¥y-0€
HN (€61 0169°1) 18°L 62-G1 (9'9) 6S91L v€.962 62-Gl
HN (2eLorBL L) 8T L 2% (6¢) S6€1L 6.22S¢ Y=g
N L > (1°€) 6481 €9€ 965 >
Sb< ¥-0€ 62-G1 ¥1-G
(19 %56) HO paisnipy (19 %S6) HO @pn1D sdnoio  (syuiq 0001/ d1eJ) u ygg (962 65€ I N sdnoig  G>:(w»j) souelSIp [9ABIL  9OUBIS ‘L LOZ (B }O [opuolg
HN (L0'9€ 01 20'Y) €0°2 L JAS (02°9%) 2v 06 JAS
HN (€' 12 01 ¥9'2) 25°L =4 (re'ge) 88 62 =4
HN L > (08°9) ¥ 65 >
S]0J3U0D /</-¢ N
(19 %S6) HO paisnipy (19 %S6) HO @pn1D sdnoin (%) u sesea yag pue saseo (86¢) N sdnosn  z>:(w) souelsip |9ABIL ‘L6 /8 10 Wwejedooyg  (vEd) [BALUE 910)9q ulog
sBuipuiq (% ‘u ‘N) siuedioied sdnoub ainsodxy Aiunod Yeah Yoyiny S8WO02IN0

panupuo) 9 9|qeL

(2]
N

-2020-036852

10.1136/bmjopen

10:036852. do

Malouf RS, et al. BMJ Open 2020


http://bmjopen.bmj.com/

Neonatal mortality (NM)

Two French cohort studies® * reported this outcome.
One study®* examined the distance from women’s homes
to the nearest OU with neonatal surgical facilities for 706
fetuses with severe malformations. Analyses adjusted for
malformation type, number of malformations, amniotic
fluid anomaly, previous anomaly in the family and parity
showed no association between NM and distance (<11
km vs 11-50 km, adjOR=0.89, 95% CI: 0.34, 2.88;<11 km
vs >50 km, adjOR=1.37, 95% CI: 0.49, 3.86). The other
study® included all births and found that NM rates were
significantly higher for women living <5 km compared
with 5-44 km away from an OU® (5-14 km vs <5 km,
cOR 0.78, 95% CI: 0.75, 0.81; 15-29 km vs <5 km cOR
0.81, 95% CI: 0.78, 0.85; 30-44 km vs <5 km, cOR 0.78,
95% CI: 0.72, 0.84; 245 km vs <5 km, cOR 0.82, 95% CI:
0.70, 0.96). In this latter study, the NM of babies BBA was
also explored. For the BBA group, there was a statistically
significant increase in the risk of NM when women had to
travel 45 km or more to an OU in comparison to <5 km
(=45 km vs <5 km, cOR 2.45, 95% CI 1.14 to 5.25).

25

Perinatal mortality (NM)

A study from Canada® reported that PM risk increased
with travel distance in an adjusted model (<50 km v
50-150 km adjOR 1.53, 95% CI 1.1 to 2.12; <50 km >150
km adjOR 3.06, 95% CI 2.20 to 4.24).

Infant mortality (IM)
No studies reported this outcome.

Born before arrival (BBA)

Three case—control studies, and one cohort study5
reported this outcome. All four studies reported a signif-
icant increase in BBA rate with longer travel distance,
although only two reported adjusted analyses.” %’ In the
UK study,23 the risk of BBA increased 12-fold for women
living >7 km from the OU compared with women living
<2 km away (cOR 12.5, 95% CI 4.02 to 36.01). The risk
of BBA increased significantly for women living >13 km
from an OU in a Norwegian study26 (cOR 1.81, 95% CI
1.03 to 3.18). The Finnish study27 reported a fivefold
increased risk of BBA for women living >35 km from the
OU compared with <35 km (adjOR 5.02, 95% CI 1.80 to
14.04).

In France,’ the rate of BBA significantly increased with
longer distances and it tripled for all women living 45+
km from the OU compared with women living <6 km
away (cOR 3.77, 95% CI 3.23 to 4.39). The association
persisted in an adjusted analysis which included women
of parity three or higher and living 45+ km from the OU,
who had a sixfold increased risk of BBA compared with
women living <5 km away and of parity one or two (adjOR
6.49, 95% CI 4.92 to 8.48).

23 26 27

Neonatal unit (NNU) admission

A study from Canada®™ reported an increase in NNU
admission for births to women living >150 km from an OU
compared with those living <50 km away (6.8% vs 4.8%).

Apgar score
No studies reported this outcome.

Hypoxic-ischaemic encephalopathy (HIE)
No studies reported this outcome.

Evidence from travel time studies

Description of included studies

Fifteen studies explored the impact of travel time from
a woman’s home to an OU (see table 7). Two studies
(one reported as an abstract only) were conducted in
the UK,%’_31 three studies in France,32_34 three studies
(reported in five articles) in the Netherlands,™ ™ one
study reported in two articles from Norway,*"*! five studies
in Canada®™™® and one study in]apan.47

Eleven studies were of a retrospective cohort design, one
was a prospective cohort study,” one was a before-and-after
design47 and two were case—control studies.” ** All the
studies clearly stated the eligibility criteria. Only singleton
births were included in five studies.”* **% One study™
specifically enrolled women with postnatal haemorrhage
after home birth, and one study42 focused on planned
home birth regardless of the actual place of birth.

The studies were heterogeneous in their travel time
intervals. With the exception of one study in Canada,®
longer time cut-off points were examined in studies
from Norway, Japan and Canada compared with studies
in other countries (all European). Travel duration was
estimated using geographical mapping software in all
studies. However, most studies estimated travel duration
to and from central points within areas rather than actual
addresses.

Risk of bias assessment

Risk of bias assessment and supported explanations
for each of the risk of bias domains are presented in
table 8. With the exception of Stolp et al,39 sample
selection and measurement of outcomes were consid-
ered to be at low risk of bias across all studies as such
data were obtained from national databases and birth
registries. The groups in the two case—control studies
were appropriately selected and defined, however,
the case and control groups were not comparable in
both studies (eg, difference in antenatal care atten-
dance and sociodemographics). Eight studies® #*+*
were considered at low risk of exposure measurement
bias, as the women’s actual place of residence was
used to estimate travel time to nearest OU. The risk of
attrition bias was low for the majority of the included
studies. Similarly, analyses and adjustment for poten-
tial confounders were found to be appropriate in the
majority of studies.

Findings
Maternal outcomes

Maternal mortality (MM):
No studies reported this outcome.
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Caesarean section (CS) (overall, or intrapartum)

Five Canadian studies**™* reported CS rates (table 9).
Across three studies,”™ cORs for CS rates were higher
among women who lived closer to OUs with CS rates
highest for women living less than 1 hour away compared
with other categories (1-2 hours, 2-4 hours and >4 hours).
One study*® included women who had a midwife involved in
their care, and found no significant differences in CS rates
for women living 1-2 hours and more than 2 hours away
compared with within 1 hour of an OU (1-2 vs <1 hour,
cOR 1.23,95% CI 0.80 to 1.91 and >2 hours vs <1 hour, cOR
1.11,95% CI 0.71 to 1.72). A further study™ also showed a
higher CS rate among women who planned a home birth
and lived less than half an hour away from OU services (>30
min vs <30 min, cOR 0.74, 95% CI 0.59 to 0.92).

Emergency CS

Shorter travel time to an OU was associated with a statis-
tically significant higher emergency CS rate in one Cana-
dian study® (>1 hour vs <1 hour, cOR 0.80, 95% CI 0.75
to 0.86).

Severe perineal trauma
No studies reported this outcome.

Postpartum haemorrhage (PPH)
One Canadian study found the risk of PPH was signifi-
cantly higher for women who lived more than 1 hour
away from obstetric services compared with women who
lived less than 1 hour away** (>1 hour vs <1 hour, cOR
1.27,95% CI 1.13 to 1.43).

Maternal admission to ICU

One study from the Netherlands® involved women who
had a PPH after midwifery-supervised home births and
examined adverse maternal outcomes associated with
travel time longer than 45 min to hospital. No difference
was found in the number of women admitted to ICU who
travelled more than 45 min compared with <45 travel
time to hospital, but the numbers of events were low.

Maternal blood transfusion

One study from the Netherlands™ found no significant
difference in the median number of units of blood trans-
fused to women who travelled more than 45 min to an
OU compared with <45 min travel time.

Neonatal outcomes:

Stillbirth (SB) (overall or intrapartum)
Three studies examined the association between
increasing travel time and SB, one study each from the
UK,30 3 France®? and Canada.™

In the UK study,30 31 there was no association between
travel time and SB when analysing all women (adjOR 1.13,
95% CI0.98 to 1.30). However, subgroup analyses showed
a significant increase in the risk of SB with every 15 min
increase in travel time to the OU for term pregnancies
(adjOR 1.36, 95% CI 1.17 to 1.59) and for nulliparous

women (adjOR 1.21, 95% CI 1.02 to 1.44). The other two
studies™ ** found no significant increase in the incidence
of SB with increasing travel time.

Neonatal mortality (NM)

Five studies examined the association between travel time
and NM, two from the UK,QQ’31 one from the Nether-
land,”™ one from Canada** and one from]apam.47

The adjusted analysis in one UK study® showed no
statistically significant association between NM and travel
time. The adjusted analyses in the other UK study”
showed a significant increase in early and late NM, with
every 15 min increase in travel time (adjOR 1.13, 95%
CI 1.07 to 1.20) and (adjOR 1.15, 95% CI 1.05 to 1.26)
respectively. Subgroup analysis for nulliparous women
showed a statistically significant increased risk of early
NM associated with every 15 min increase in travel time
from home to the OU (adjOR 1.15, 95% CI 1.06 to 1.25).
For term births, late (but not early) NM increased signifi-
cantly with every 15 min increase travel time from home
to the OU (adjOR 1.34, 95% CI 1.13 to 1.59).

In one study from the Netherlands,” a travel time of 20
min or more was associated with a significant increase in
the combined intrapartum, early and late NM*~7 (>20
min vs <20 min, adjOR 1.23, 95% CI 1.07 to 1.41). No
NM events were reported in the study from Canada.**
The study from Japan®” reported that following a median
reduction in travel time from 67 min in 2002 to 39 min
in 2006 that there was a decrease in NM rate from 1.67 to
1.28, however, no further analyses were presented.

Perinatal mortality (PM)

Seven studies examined PM, one from France,?’2 one
from the Netherlands™ and five from Canada.*™*® The
French study”™ found no significant association between
increasing travel time to the nearest OU and PM based
on unadjusted data. However, in the Dutch study a longer
travel time (20 min or more) was significantly associated
with higher PM*® (>20 min vs <20 min, adjOR 1.66, 95%
CI 1.59 to 1.74).

The Canadian studies also reported longer travel times
to OUs being associated with an elevated risk of PM. A
significant increase in PM was reported in women living
more than 4 hours away from OUs compared with women
living less than 1 hour (>4 hours vs <1 hour adjOR 3.17,
95% CI 1.45 to 6.95)." However, findings from the same
study suggested no significant increase for women living
1-2 hours and 2-4 hours from an OU compared with
those living less than 1 hour from services. Similarly, the
PM risk significantly increased in women who lived >1
hour from OUs in a further Canadian study,44 (cOR 1.54,
95% CI11.09 to 2.17). When this was divided into different
Canadian provinces,” the rates of PM were highest in
communities living more than 4 hours from an OU in
comparison to less than 1 hour in British Colombia only
(adjOR 2.84, 95% CI 2.84 to 5.10). Stoll and Kornelsen,*®
found that in women who received midwifery care only,
PM was not statistically significantly different for women

30
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Table 9 Continued

Outcomes

Findings

Participants (N, n, %)

Exposure groups

Study,year, country

Groups Crude RR (95% CI) Adjusted OR (95% Cl)

Apgar <7 n (%)

N (10 578)
NR

Groups

Travel time (mins): <30 >30

Darling et al*?, 2019,

Canada

Apgar <7 at 5 mins

NR

NR

<30

NRas RR 1.02 (0.95, 1.10)
Adjusted OR (95% CI)

>30 NR
NR

NR

NR

>30

Groups Crude OR (95% CI)

Apgar <7 n (%)

N (4208)

Nullips

<30

51 (1.5)

3425

NR

1.53 (0.84, 2.77)

>30

142.3)

621

>30

Crude OR (95% Cl) Adjusted OR (95% Cl)

Groups

Apgar <7 n (%)

30 (0.5)
11(0.7)

N (7661)
5764

Mullips

NR

<30

<30

NR

1.31 (0.66, 2.62)

>30

1615

>30

No studies reported

HIE

BW, birth weight; HIE, hypoxic-ischaemic encephalopathy; NICU, neonatal intensive care unit; NR, not reported; Nullips, nulliparous.

*RR, relative risk.

living more than 2 hours away from an OU compared
with women living less than 1 hour from an OU based on
an unadjusted analysis (cOR 3.57, 95% CI 0.81 to 15.76).
In Darling et al,** the PM rates were not statistically signifi-
cantly different for women with a planned home birth
and more than 30 min drive from hospital (adjRR 2.2,
95% CI0.67 to 7.43).

Infant mortality (IM)
One Canadian study® reported no significant difference
in IM rates for women living less than 1-hour travel time

to OU compared with more than I-hour travel time to
OU (cOR 1.51, 95% CI 0.86 to 2.63).

Born before arrival (BBA)

Six studies reported this outcome, four cohort
studies”™ ' ¥ * and two case-control studies.”® ** Five of
the six studies found some association between travel
time and BBA, four based on adjusted analyses.

There were three studies conducted in France.
Combier et al,”® reported that a travel time greater than
15 min was significantly associated with an increased
risk of BBA (16-30 min vs <16 min, adjOR 1.73, 95% CI
1.23 to 2.46); (31-45 min vs <16 min, adjOR 1.64, 95%
CI 1.06 to 2.54). In a case—control study,” the BBA
rate increased sixfold when the travel time increased to
more than 45 min from home to the OU compared with
women who travelled less than 15 min (>45 min vs >15
min, adjOR 6.18 95% CI 1.33 to 28.65). However, in the
other case— control study the risk of BBA was not signifi-
cantly increased in women who travelled for greater than
20 min.”

In a study from Norway,”” *! the risk of BBA increased
significantly with longer travel time to the nearest OU
from home. Women who travelled more than 2 hours
had an eight fold increased risk of BBA compared with
women who lived within 1 hour of the nearest OU (>2
hours vs <1 hour, cOR 8.21, 95% CI 7.19 to 9.37)."!

The studies from Canada® ** found a significant
increase in BBA in women living in communities greater
than 1-hour travel time from an OU compared with those
living less than 1 hour away. In Grzybowski et al,* women
who lived 1-2 hours from an OU had the highest risk of
BBA compared with less than 1 hour (adjOR 6.41, 95%
CI 3.69 to 11.28) and women who lived greater than 4
hours away also had an increased risk compared with
those living less than 1 hour away (adjOR 3.63, 95% CI
1.40 to 9.40); however, there was no difference between
those who lived 2—4 hours from an OU and those living
less than 1 hour away (adjOR 0.92, 95% CI 0.22 to 3.88).
Gryzbowski et al,** found a five-=fold increase in BBA in
women who lived more than an hour away from an OU in
comparison to women who lived less than an hour away
(cOR 5.06, 95% CI 3.82 to 6.70).

32-34

Neonatal unit (NNU) admission
Three studies from Canada reported on NNU admis-
sion.”* The two studies from British Columbia®® **
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reported NNU depending on whether the admission was
for level 2 care (high dependency) or level 3 care (inten-
sive care). Findings from one of these studies* showed
NNU level 2 admission increased significantly in babies
born to women living more than 1 hour away from an
OU compared with less than 1 hour (adjOR 2.20, 95%
CI 1.59 to 3.05). For those living 2—4 hours away, level 2
admissions were significantly lower compared with those
living less than 1 hour away (adjOR 0.31, 95% CI 0.14
to 0.65). For those living more than 4 hours away, there
appeared to be no increase in NNU level 2 admission.
For level 3 NNU admission, a significantly increased risk
was found for the 1-2 hours category (1-2 hours vs <1
hour, cOR 2.72, 95% CI 1.46 to 5.09). For the other two
categories, 2—4 and >4 hours, neither crude nor adjusted
analyses showed any significant difference. The number
of women in each group decreased with increasing time
from an OU. In Grzybowski et al,** there was no increased
risk of admission to NNU level 2 in babies born to women
living more than 1 hour from an OU compared with
less than 1 hour, however, admission to NNU level 3 was
significantly higher (cOR 1.50, 95% CI 1.01 to 2.23). The
third Canadian study from Ontario* showed a lower rela-
tive risk of NNU admission for planned home births with
a travel time greater than 30 min when compared with
less than 30 min (adjRR 0.6, 95% CI 0.44 to 0.81).

Apgar score

Two studies reported on Apgar Score; one from Canada
and one from the Netherlands.”” * In the Canadian
study,” no significant difference was found for Apgar
score <7 at 5 min between women who planned home
birth and lived more or less than 30 min away from an
OU, either for nulliparous or multiparous subgroups
(adjRR 1.02, 95% CI 0.95 to 1.10).

The study from the Netherlands® used a composite
outcome of mortality and/or Apgar <4 at 5 min and/
or transfer to NNU, and showed a small but significant
increase in this outcome in women whose travel time to
an OU exceeded 15 min (15-20 min vs <15 min, adjOR
1.11,95% CI 1.02 to 1.21 and 220 min vs <15 min, adjOR
1.27,95% CI 1.17 to 1.38).

Hypoxic-ischaemic encephalopathy (HIE)
No studies reported this outcome.

DISCUSSION

This review describes studies which have explored the
associations between OU closure, distance or travel time
to an OU, and maternal and neonatal outcomes. The
included studies were conducted in the UK, France, the
Netherlands, Norway, Canada and Japan. Many studies
were from parts of the world where service configura-
tion varied and the study populations were sometimes
dispersed over a large geographical area. The included
studies differed in their design, geographical bound-
aries, outcomes measures used and included a wide

range of travel time/distance thresholds used. In addi-
tion, although many studies reported that potential
confounders were adjusted for in their analyses, many
of the outcomes of interest for this review were crude
measures of effect without adjustment. Therefore,
comparing these studies with each other was a challenge.

All of these studies were brought together to explore
whether women who had to travel longer and further
to their planned OU were at increased risk of adverse
outcomes. There was one reasonably consistent finding
which was that there appeared to be an increased risk of
BBA the longer it took to reach the OU. This may have
been associated with an increased risk for the baby with
a suggestion of an increased risk of perinatal or NM
in some studies, however, this effect was not consistent
across all the studies. There was also an increase in CS
rates following closure of an OU and with shorter travel
distance and time, however, it is unclear if the difference
was related to the exposure or unmeasured differences
in CS rates.

Strengths and limitations of the review

This work is the first to synthesise systematically the
current evidence relevant to OU closure and the impact of
travel time and travel distance on maternal and neonatal
outcomes. Rigorous systematic review methodology was
applied, including a sensitive search strategy to identify
all the relevant literature, and thorough assessment of
potential risks of bias. All screening, data extraction and
risk of bias assessment were performed independently by
at least two reviewers.

The process of selecting studies for inclusion was chal-
lenging due to a lack of reporting of some details, for
example, it was not always clear which level of maternity
services the study referred to, in others, findings related
to the impact of travel time and distance were not always
presented despite this being described as a study objective.

INTERPRETATION OF FINDINGS

It is difficult to conclude from this review whether recon-
figuration of maternity services, with closure of OUs,
resulting in increased travel distances and times for
women is unequivocally associated with worse outcomes
for the mother or the baby. Assessing the impact of OU
closure and prolonged travel time and distance is not
straightforward; to isolate the impact of the closure
and travel time and distance on maternal and neonatal
outcomes we need to fully understand the models of
maternity care, transport services, landscape character-
istics, women’s satisfaction with care and places of birth
available to women in that specific geographical area.
Understanding how services are delivered to women
is vital when assessing the impact of travel distance and
time as services may be adapted to meet the challenges
for women living in remote areas, for example by trans-
ferring women antenatally a few weeks before birth.
Some studies found an increase in CS rates with shorter
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distance/travel time. Attributing this solely to closure
or reconfiguration of services is problematic as simple
analytical comparisons of rates before and after changes
do not account for underlying time trends. Future studies
might want to consider an interrupted time series design
as a more appropriate method.

There remains an urgent need to evaluate the impact
of changing maternity service provision. The imperative
to close and consolidate OUs into larger units is based on
a belief that this will improve safety for both mother and
baby. If increasing travel times and distances increases
risks to mothers and babies, then the postulated bene-
fits of larger OUs could be offset by the harms of the
reconfiguration.

Waiting for closure of OUs to prospectively evaluate
the impact on the surrounding maternity population will
always be challenging. However, exploring the existing
impact of distance and travel time from home to an OU
may be a reasonable approach to explore what the impact
of reconfiguration may be for a proportion of the women
in the area served by the OU which would have these
parameters increased by closure of one of more local
OU(s). Such a study would need to be large to explore the
impact of travel time and distance on substantive harms
such as mortality for the baby, so will almost certainly need
to use routinely collected data to obtain large numbers.
Such studies will also need to include vigorous evaluation
of confounders, such as maternal characteristics, socio-
economic status and maternal medical history, which
are known to influence birth outcomes; controlling for
these factors is vital to determine the OU closure impacts.
These studies should also collect data at multiple time
points after the closure and apply statistical analysis which
considers time-varying relationships and the outcomes.

Measurement of travel time and distance from the
woman’s place of residence to an OU would also need
more sophisticated approaches than previously used in
many studies; for example the use of web-based route
planners and adjustment for travel conditions rather than
using straight line distances or relying on self-reports.

Many study designs assume that travel time and distance
have a constant effect on outcomes. If local OUs are far
away, it is possible that women will modify their behaviour
in relation to when they set off for their OU in labour, if
they know they have an hour’s journey compared with a
20 min journey. The extent to which this will mitigate the
effects of longer travel times would not be seen in a study
looking at existing travel times and distances.

CONCLUSION

Given the substantial variation across studies we were
unable to draw firm conclusions regarding the associ-
ation between OU closure, travel distance or time to
obstetric services and maternal and neonatal outcomes.
There appears to be a consistent association with BBA
with increasing distance and travel time to an OU and

a suggestion of increasing risk to the baby. However,
few studies have rigorously controlled for potential
confounders.
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Finland
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Ireland
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Appendix 2: MEDLINE search results in October 2017
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Intensive Care Units, Neonatal/ and Intensive Care, Neonatal/

860

A W[N|F-

exp Hospitals/ and (exp Pregnancy/ or exp Delivery, Obstetric/ or Prenatal Care/
or Perinatal Care/ or Postnatal Care/)

10061

exp Hospitals/ and (foetal or fetal or foetus or fetus or newborn* or neonat* or
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pregnancies or prenatal or pre-natal or antenatal or ante-natal or perinatal or
peri-natal or postnatal or post-natal).ti,ab.
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(Community Health Services/ or Rural health Services/) and (exp Pregnancy/ or
exp Delivery, Obstetric/ or Prenatal Care/ or Perinatal Care/ or Postnatal Care/)
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(Community Health Services/ or Rural health Services/) and (foetal or fetal or
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2436

((maternity or obstetric?) adj3 (service? or hospital? or ward? or unit? or
department? or dept? or centre? or center?)).ti,ab.

20646
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foetus or fetus or newborn* or neonat* or infant* or baby or babies or maternal
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15
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141
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(((level 1 or level i or level one or level 2 or level ii or level two or level 3 or level
iii or level three) adj5 (service? or hospital? or ward? or unit? or department? or
dept? or centre? or center? or care)) and (foetal or fetal or foetus or fetus or
newborn* or neonat* or infant* or maternal or maternity or pregnant or
pregnancy or prenatal or pre-natal or antenatal or ante-natal or perinatal or peri-
natal or postnatal or post-natal)).ti,ab.

1408

17

lor2ordor5or6or7or8or9orl0orllorl2orl13orld4ori5oril6

108968

18

regional health planning/ or "catchment area (health)"/
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21 | Health Services Accessibility/ 65383
22 | Travel/ 23261
23 | (travel* adj5 (distance or time)).ti,ab. 7255
24 | ("distance to" adj5 (hospital? or service? or unit? or ward? or centre? or 5849
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26 | (("travel to" or "travel?ing to") adj5 (hospital? or service? or unit? or ward? or 1394

centre? or center?)).ti,ab.
27 | (("transfer to" or "transferred to") adj5 (hospital? or service? or unit? or ward? or | 13476
centre? or center?)).ti,ab.
28 | (("transport to" or "transported to" or "transportation to") adj5 (hospital? or 6259
service? or unit? or ward? or centre? or center?)).ti,ab.

29 | (("access to" or accessibility) adj5 (hospital? or service? or unit? or ward? or 22957
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30 | (access* or travel* or distance* or transport* or transfer*).ti. 360710

31 | ((regional* or central or decentral*) adj5 (hospital? or service? or unit? or ward? | 36894
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32 | (regionali?e* or regionali?ation or centrali?e* or centrali?ation or decentrali?e or | 18456
decentrali?ation).ti,ab.

33 | (geographic adj5 (hospital? or service? or unit? or ward? or centre? or 1951
center?)).ti,ab.
34 | ((geographic* or district? or residence) adj5 area?).ti,ab. 24860
35 | catchment*.ti,ab. 10031
36 | ((small or medium or large) adj2 (hospital? or unit?)).ti,ab. 14557
37 | (small volume or medium volume or high volume).ti,ab. 18240
38 | Health Facility Closure/ 2317
39 | (close or closed or closing or closure? or discontinu*).ti,ab. 609722
40 | (preclos* or pre-clos* or postclos* or post-clos*).ti,ab. 406
41 | downsiz*.ti,ab. 1966
42 | (midwifery led adj2 (service? or unit? or ward? or centre? or center?)).ti,ab. 46
43 | (midwifery adj (service? or unit? or ward? or centre? or center?)).ti,ab. 352

44 | ((consultant led or obstetrician led) adj2 (service? or unit? or ward? or centre? or | 132
center?)).ti,ab.
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center?)).ti,ab.
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47 | ("model of care" or care model* or "model of delivery" or delivery model* or 12723

"model of service" or service model*).ti,ab.
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