BACKGROUND

Description of the condition

Length of fabour varics berween women, with first labours fasting
an averige eighe hours Gend unlikcly ta bot more duaa 18) and
second and subsequent labours lasting on average five hours (and
ny 10 bast mose than 12 huuri} "'mgx(L in tabour should

i o dand s, duraion and fequency of

delayed fiet seuge of Labowe. We huave excluded teials wnderiaken
in the comext of active management of labour (one-to-one con-
sinous suppor, srict defnition of cszablished labour, carly aim-
niotomy, soutine swo-Jioury viginal examinarions and oxytocin
Flabour becomes slow), or 35 parc of nduction of labour,

on:Ecnvss

in for

conreusrions.
of 2 cm i four hours i widely :mxp(:d 2 bemg nommal (NIEH
1'h< ide i labaut'

B

in .mma tabour o derermine wheder augmen-
tation by high dose of oxyocin impraves labour outcomes
i

frse Lsbouss experience delay (¥
suggess the incidence of prolonged Voo e e o 10% of
wormen (PGH 2654), and about 40% 10 608 of these women
have their Iabour avgmented with axyrocin due to slow progress
o ather teasons in s siage of ibour (Gusihall 1997; dpey
. Many women would have slrcady had their membranes
ruprured spontancously, and amniotomy is not recommended as
rouine pracsice 297).

Description of the intervention

Oxyrocin s been widely used in obscieic practce and increases
H jons

I doses wnder 4 mimin, it has been shown 1o shorten abour
buc not sl mode of birch (i

How the intervention might work

s plausible dhut increasing both the dose and specd of the oxy-

vaginal bireh. v is currently routine tecatment for women defayed
o, e s doms cay povenaly el e e
linicians rourinely effeccively irrate the dose against wrerinc con-
ractions.

‘Why it is important to do this review
‘Evidence suggests that high doses of oxytocin may increase spon-
vancous vagina) birch but not enough is kiawn abour neonstal
igh ience. One
that compared
s

g affece

non-Cochrane sysieinatic review included trizl
" )

2134) but some of the trals were undertakien in rhe context of

actise prnagesnent of labour.

“This seview intends 1o assess the tisks and benefits of high- and

METHODS

Criteria for considering studies for this review

Types of studies
Al randommised and quasi-randomissd contealied trias, We in-
ended to include both published oc unpublished rias.

Types of participants

Wonmen in labour awessed s reuiring sugmensaion by oxytocin
for delay o slow progress in labour. We nly included women
swith fise fecuses.

Types of interventians
High starting and i de i i (ml)

with low dose (les than 4 U pes minute). We defined amaunt
of oxytocin as below

« highvdse regimens: defined us sreing dose and increment
of equal to or more than 4 mU per minute;

» low-dose regimens: defined as srarting dose and an
increment ofles than 4 mU per inues;

» increase inteeval: berween 15 and 40 minures.

The sepacation of low and high doses is based on an arbitrary
dexision.

Types of outcome measures

Primary outcomes
1. Pt moraliy it o defned by it hon)

fow-d

2. Neonaal

foy & Son, Led.

3. Caeswrean secrion rate

4. Women's arisfaction (measured quantiasively using
vatidased questionnaires)

5. Lengih of labour

Secondary outcomes

1. Sponwneous vaginal birch

2. nstruinenral vaginal bieth

3. Incidence of hyperstimulation fcontracing greater than five
in 10 minwtes for at least 20 minutes with feat heart rate
changes)

4. Incidence of ruptured urerus

5. Diagnosis of chosioamioriis

6. Incidesce of

Searching other resources
W searched he reference iss of revrieved sudies.
We did o apply any langage sestrcrions.

Data collection and analysis

We wsed she following methods when asssssing the reports idenn-
fied by the search.

Selection of studies

Review authors Rintaro Mori (RM), Hironobu Tokumas (HT),
“Thetese Dowswell (D) and Sars Keayon (§K) independendy
assessed for inclusi dal studies idencified as 2 result

than 500/1000 mb)
R Use ofepiurl sualgesis

of the search strazegy. We imended 1o resolve any disagreement
theough discussion or, if equired, consalk Debhie Pledge {DP);
isge found.

blmdl\, assessed)
9. Incidence of womes's pytesia
10, Incidence of dystocia
11, Neanaal owsconnes of Apgar scores, nmbilical cord pH,
neurelogical morbidiy, admissian 1o specialcare baby unics

Search methods for identification of studies

Electronic searches

W conaceed the “Trials Search Co-ordintor o scarch the
Cochrane Pregnancy and Childbicd) Group's Trials Regiveer (31
May 2013).

“The Cochranc Pregnancy and Childbinh Group's Trials Regiseer
et gy A o

identificd from:
1 mondhly scsrches of the Cocuance Central Register of
Controlled Trials (CENTRAL);
2. weeldy searches of MEDLIN:
3, weekly searches of Embate;
4. handsearches of 30 journals and dhe proccedings of major
canferences;
5. weekly current awareness aterts for 2 fuscher 44 journals
plus monchy BioMed Central eraail alerts.
Details of the search sstacegies for CENTRAL MEDUINE aud
Embase, the list of handsearched journals and conference pro-
ceedtings. audd the fiss of jauraals reviewed via the cursend avare-
nes sevice o be found in the “Specalized Regiser scion
(hm the edirorial information abous the Cochsaine Preg
s Groap.
Tn;ds identified through the searching activities described above
ase each assigned 1© a review topic {or topics). The Trials Scarch
Co-ordinaror searches the segister for exch teview using the vopic
lise rahee chan keywords.

Data extraction and management

We designed a form 1o exeract dara priar o the review. For eligible
swdies, RM, HT and TD extraceed the data using the agreed forin,
which was chacked by SK. We resolved discrepancies through dis-
cussion on ifrequited, we plarned o consule DI (hough we were
able o sesolve all discrepancics by discusion). We emered dara
into Review Manager sofiware (Kevhiss: 2342) and checked for
aceury.

Assessment of risk of bias in included studies

RM, HT, TD and SK independently assessed rik of bias for each
sy g e citea culined in e Cacbrone Hondbao fir
Speemaiic
disagseement by discussion.

{1) Random sequence generation (checking for possible
selection bias)
We describe for each included study the merhod used o generate
the allocation sequence in sufficiens detil o allow an assessmeat
of whedder i showld produce cumpaiable groups.
We assessed the mechod as:

o low sk of bis {any traly andom proces, ¢.g sandom
numbe table: computer random number generaror);

 high risk of bias (any non-random process, e . odd o even
date of bieds: hospial o1 clinie tecard muuberls

 unclesr rik of bias.

W describe for each uu:,mird study the method used (o conceal
allocation i i &

ey e

i ion allocation could have heen foreseen in advance of,
during rccruftment, or changed afice assighmens,

e assessed the metiods as:

o low sk of bias (e, relephone or central candomisacion:
consecutively nunibered sealed opague envelopes):

» Hiigh risk of bias (apen random aliocation; unsealed of nos-

opague enselopes, altsrnarion; date of b

o unclear sisk of bio.

rsonnel
assessment {checking for possible performance hias)

Wi descibe for cach included study the merhods used, i any. to
blind study parcicipans and persounel fram knowledge of which
intervenrion a paticipane reccived. We cansidered sudies 10 be
at fows risk of bias if they were blinded, or if we judged thar te
fack of H:::dmg would be .mhkm) o affec sl We asssd

« f outcomcs.

e assed the methods
 low high ar unclear risk: of bias for paricipants;
« fows bigh ar unclearrisk of bias for persomnel;
o low, high or uncleae risk of bias for outcome assessment.

bias due to the amount, nature and handling of incomplete
outcome data)
descr I dyand for each s

o high risk of bias {where no allthe study’s pre-specified
outcomes have beer: reported: one or more reporred primary
oicomas were ot pre-specific: outcornes of intersst i
seporced incomplesely and o cannor be wseds seudy fails to
include results of a hey ovtcome dat would have been expected
10 have been reporeedl;

» unclear risk of bias.

) for
covered by | to § above)

W deseribe for each included srudy any imporiant concerns we
had abou other possible sources of bias.
We asscrsed whether each stuy was free of other prodems that
conld put i a tisk of bias:

o low risk of other biss;

o ligh isk of orher bias;

« unclear whesher there is isk of other bis.

(7) Overall risk of bias

of biss, uccording to the ctireia given in e Handbook (+Fsgi

2613). With reference 10 (1) to (6) above, we assessed the likely
magnitude and direccion of tie biss and whechse we considered
it s likely ro impact on the findings. We plauned to oxplate the

of ouncorcs, th dara including atsicion and ex-
clusions fram the analysis, We ssase whether astision and exclu-
sions were reported and the mumbecs inchuded in the anais

sons for aurition or exclusion where teported, and wherher miss-
g data were bulanced acios prowps o were related to outcomes.
Where suffcient information s reported, or was supplied by the
sral suibors, we re-included missing daa in the analyses which
e hase undertaken.
We asscssed methods as:

o Tow risk of bias (e, o missing ouscame da; missing
oucome data balanced across groups)

o ligh sisk of bias e.g. numsbers or reasons for missing dara
pbatanced acriss groups; s weated analysis done wih
substandial deparrure of incervention received from that assigned

Measures of treatment effect

‘Wecaied out srical analysi i dhe Review Manager sofic
com-
& P o, 1 the

widls
e, Where we suspecaed slinical o siatiscl heerogenchy be-
ey st s o g ot amens effcs wighs

Dichotomous daca
&

o uncleat sk of s For ! isk rario
with 9555 confidence incervils.
i b inchurked ssudy how .
ny of scleciive oumcome reporcing bins and whac we found, Continuous dats
W assessed che methods as: F i dih i
» low risk of biss where it is clear thac all of dy dy's i

specified outcomes and all expected autcomes of intetest to the itk

roview hiave been reparsedc e used differcnt mehodh.
s

Wiley B Sons, Lid.

of analysis issues

Cluster-randomised trials

We did not identfy any cluster-randonised viats foc inclusion in
this review: However, if we identify cluster-randomised wials fos
inclusion i future updates, we will include them in the analy-
ses along with individually-randomised trials. We will adjust theie
sample sizes wsing the methods described in the Handbook using
an estimace of the intrachuster correlation co-efficient CC) de-

- 1y
of asimilar population. Ifwe use [CCs from other sources. we will

of vaiaion n the 1CC. 1f we identiy borh clstercandomisd
trals and individal) d ceials, we plan

relevane informarion. We wil consider it reasonable to combine
the results from bath if there is litle hererogenciry benveen the
ssucy dosigas, and the interaecian berwoen the efiver of tecven
tion and the choice of andomisition wnit is comidercd 1o be v
lkely.

Cross-over trials

We did not include cross-over wials.

Dealing with missing data
For induu'ed studies, we nored levels of atttition. We planned 1

s Gover 10% for outcomes whete ota were colleied 1 o)
in the overall asessment of treatmens effect by using Sunsis
1o dhis version of dhe review we did o cay ouk planed
iy analysis because labour ourcomnes srudies were rated as
being a¢ low risk of biss with Jicdle foss of follow-up or missing
dats reporced.

For all ouscomes, we carried ou analyses, 2s far as possible, on an
intension-to-treat basis, Le. we atempeed o include all parich
s rancomised 1o each geap in che aalyses, and analyred
participantsin the group to which thy were allocsted, segardiess
of whether or nor they seccived the allocaced i untrmmom The

Assessment of reporting biases

Where we suspeocted seporiing biass (such as publicasion bias),
we attempred 1o contact study authors asking them 1o provide
missing outcome daca.

Tn Ganee wpdaes of this ceview, if more dats become available
and there ase 10 of more scudies in the mew-analysis, we will
investigue reparring biases Gucl as publication bice) using funncl

ovs.

tess for funnel plot asymmetry. For continuous ourcomes, we
7, and for dichorosas

will nse the test proposed by Sgger &
outcomes, we will use the tese proposed by
decct ymuncrry in any of thes st or by a vinal asscsamen,
we vill perfoc: explorarory anilyses o investigite it

Data synthesis
e carnied e amahi

i ing he e soft

n 3
ining data where it was {(anmdble o assamie that suudies were
escimaring the same underlying treasment cffects k. here trials
swere cramining the saue intervention, and the wridle’ populations
and meshods were judged suffciendy sissilar, 1 dhere was linicat
heterogeneiry salicient 1o expect that the undedying tresement
ffcs difc beomeen i, o figh st beverogenciny vas
denifed,

d i

d cinseally measingiul. For
the effece estimate sepresents the average weatment effect and we
will discuss sh efinical implications of teestement efects differ-
g beaween trias, I e aversge trsaument effect is nor elinically
meaningful, we will not combine trias.
i i "

escimates of T2 and 2.

and investigation of
We intended 1o conduct planned subgraup analyss wsing the
methods deseribed by Secis 2091 and set ou in the Gwm
Handbook for Syseematic Reviews of biterventions (¢ KIDN
. By iy Godlparons vssus mliparons w.m.)
2 {omen who

derominator for cach in each ua was the 5
domised minus any parcicipants whose outcomes were knows to
be missing.

Assessment of heterogeneity
We assessed sraristical heweroencity in aach mew-analyss using
the T2, 12 and Chi? sarstis. We regarded hererogencity as sub-
stantial if s 17 was greater than zero and either an 1 was grearer
tan 30% o there was a Jow P value (e than 0.16) in the Chit
st for hecrogenciy:

i acacsarean before this delvery verus hose who had o).
We planned to use the followiag ourcomes in subgroup analysi.

o Perinatal moreali
conacal morraliey sae.
» Women's saisfuction.
« Mode of birth.

We were only able o carry our limired subgroup analysis duc
o insuflicient data. We assessed differences between subgronps
n inneracri b I

2.

)
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ABSTRACT
Background

Macernal complications inchuding psychulogical and mensal heath problerus and seonarat sosbidity have been commanly observed
inthe poscgarum: perod. Home visis by bl ptofgmoluk or lay supporters in the weeks following the bisth may prevent heslth
o, chele babics, and their fimilis.

Objectives

To for women and babie the early iod. The review focuses
o e frequency of home viit,che durarion (hen viis ended) and isvensit and on diffsees types of bor

Search methods

Cochrane Pregnancy s s Tials Regdster (28 Jar

sy 2013) and seference Fsts of wrcieved anicles.

Selection critesia

Randomsed conoled wiss (RCT) Gincloding d\m«‘ﬂ(h) mm- il types of Homaisiig imenvnions enoling
participans inshe carly | e
S inenencion doringthe e priod (eve fthe cosendon conined na the sl period) an stcie ecting an'y
womens from specifc igh-rivk groups. {3, viomen with alcohai o drug problerns).

Data collection and analysis

. . 3 .

by ae least two review ambors, Dara were entered into Review Manager software.

Main cesults

We inchuded dasa from 12 randornised. tials with data for mate than 11,600 siomen. The tesls were carried out in counics across
dixc world, and in both high- and loweresource seuigs, n low-resonree sexings wamen receiving usual caze sy bave received 1o
sddicional possuat care afer eatly hospital discharge.

ne Wiley & Soms, Led.
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“The inervencions snd contol condiions vared considssbly scsos srodis wih tisls m.‘mb i thice broud iypes of comparisons:
schedules e studies), schedules ‘models of care {ehtee scudis).
o sersis hespil e posenaad checkeups G i, Tn bt ewo of the nchdd s, posatal i s ome wes
delvesed by healthre professional. The sim of al inerventions was biosdly t0 asess the welbeing of mothers and babics, and (0
provide educarion and suppors, lthough some inerventions had more speci such ¢ breasfeeding, of o provide
practical suppors.

For most of our outcames only one or two studics provided dara, and overall results were inconsiscens,

Th i Saed wilh in maternal i ucomatal morsalicy, and no scrong evidence
hat more postnatal sisits at home were atsocated with improvemcss in marernal hesith. More intensive schedvles of home visits
did nor appear ro improve matetal payehological healths and sesults from tw stadies suggesced that womnien receiving mere visits had
higher suean depression scores. The ressom for dhis inding was nor elear, Theze was somie evidence e postuanf are as home may
rechuce infan health service wilisarion in the weeks foliowing the birch, and thar more home visits may encourage mare women to
exclusively breastfeed theie babics. There was soime evidence (hat home visis are associzied with increased maternal sscifaction with
posnacl care,

Authors’ conclusions.

Overall, di istent, Posinatal visis i healthand e .,

siming, dutaion and intensicy ofsuch postarl cae i shoatd b based upon loed needs Farher el degaed RCTs vahuing
dhis comph ion wilt be required ro forml jpiimal package.

PLAIN LANGUAGE SUMMARY
Home visits in the eady pediod after the birth of 2 baby

He.mh prob 2 i l in the weeks following the birth. For the moshers these
hacmorshage. fever s infeci i and back pain, abnormal disch s, and winazy

aavellas prychotogical snd mental el prob depression, Mol B
bl Babies are at i i fecrions, asphyia, and bicch. i Gonal

becoming | e eff

" iad may pecvent hesl
AN A L Home-visiting chedtles n e weeks ollowing the bisch.

We included 12 randomised triais with data for more than 11,000 women, $e physical checks
sewborn, while ovhess praided supporefo bresfisding,and one chuded dhe provison of prctialsappore with brsevork s
chifdare, They ied out i both bigh care may no

have reccived additional p » al dlisch

wounew, their

The rrals focused on three broad rypes of comparisans: schedules involving mote versus fess postnaral kome visis (fve seudies),
schedulesinvolvin, diffint models o cre Ghice sudics), and home vsushospial linis posnatl checkups (fous sudie). n al
bt e of the inchdcd scdis postuat) care at hasne s dlivered by b ds. For most one

or o d overall results

These s 1o evidence rhar home nms were associired with reduced m—wbom ﬂmllu o setions health problems for the moshers.

plysical and psycholog o improved with f o s, Ovesl babieswe e

wormen 1o excusively breassfeed theie habics. The different otcomes seporied in different snsdies, bow Lhn nurmma were megsured,
and the considersble variation in the interventions and conuol conditions actoss studies wer Hmitations of this review. The studies
weac of wiscd qualiy as egards risk of bixs.

More resach i needed before any particular schedile of postaaral care can be recommended

BACKGROUND

Description of the condition
The poscpartum period, defined by the Workd Hesleh Organiza-
ion (WHO)
ing delivery (1403 2695), is crirical for both mothers and new-
orns. An estimated 529,000 maternal deaths occur wordwide
ey b of preancy-lced compleaions o heave-
al,

many of the barviers t aceess inchuding ransporation iss
st of ey e and compleencs of snvices (AAF 12
AAR i
programs, npenﬂlly efecs o child abuse and neglec fn valocr-
able f:mxlves (Donovan 2047; (lds 1227 (uintivan 2603). Oth-
focy i it mm\:m:
hom:-vmxms programs (Sastow 200; Carsbia 20655 Mels
1509). Some homevisiing programs lave specfally mg:ml
igh vk s sach 25 women sulfing dovostc abiee G-
mae patoce vicence) o famies s are <conomicaly o so-
for high risk groups

imited serdings {(WHO 20655). dddens and
anpredictable, with 11% 1o 17% occurring during childbirth
self and 50% 10 719 occurring dusing the pospartum period
(WHC 2005). Macenal bl probleins commonly abserved i
the postpartum period include postparrum haemorrhage, fever,
abdominal and back pain, abnornal dischasge, puerperat genital
infecrion, dhrombocrmbalic discass, aad urinary ract complice-
tlons (Bashesss 200%), as well 2 peychological and mental healdh
probleis such as possnaral dspression, The postparauen period is
also critcal for newbomns. Every year approxinately 3.7 million
babic dic i she e o wecks of . Moseofhes s arc

3 eaths of chidren younger than five years old occur within (1\:
28y of e oo o svbornpriod. ot e
2 for nearly
these deaths ....>, iC 3). Moteave, the postparum
period is a time of transition for wounen and their Fmitis. who
e ajusing on physicd. pychalgicl and socl Ievrls (G
2080} 3 e
ofien shotter than 48 o ollowing a vaginal birchs s o
poscparmum care s provided ia communtey and ambulitory-care

sccings. Farly P pr
. ih

women, theit babies, and cheir familics.

Description of the intervention

“The purpose of 2 home-visiing program i to provide support at
bonne for mothees. babies, and Families by lealch professionls o
B dancs. Howeves,a single cleatly de

for his intervention dos not exise, Furcher, the term “home vis-
ing” is wsed diffesently in variows contexts (AP 20033, Since
the 19705, the lengeh of hospial stay after childbirch has fallen
dramsaicall in many bigh-resource serings, Early posthatal dis-
e of bty morbes and teem s does noc appeat o

or those by child bealth nurses may include components duting
Sregnancy and may continue over many months or years; such
o e outside the scope of s seview and bive ben ad-
ouier Cochrane teviews 209

A 2605 Tierwbalt 203 eeview we focus on the
iy possnaral period followi haspeal
102009, WHO and dhe United Nations Children’s Fund recoms

snended b s by skl et i sourcefed s
tings. In high

core 5 lited, t leas two liome viss e secommended fnrall
hone bishs: the fis visc should occor within 24 bhours of the
it che second visi on day hiee, and ifpossble, & ciad visi
! of thefrst X
For babies born in a healtheare ficily, the dirst home visit was
commasded to be e as soan a5 posile sfer the mother
by s b wilh e s g e e
schedile as for home birds (WHOMIN
A tecen eview demonsirated e ellctivncss of commuriy-
based intervention packages in improving neonaral outcomes and
reducing masernal and neonatal motbidity and morealicy in re-

ponencs in each of these intervention packages. This review of-

sesebiarn cate i comumunity sexings (£t 2010). We, sherefore,
did not include intervention packages of conrinuous cire with
componests of ansenaral or haspical care in one review.

How the intervention might work

discharged from lmipira( ki ane or 15 ays of the birdh, and
infow s seuins women iy be dicharged witkin s

il he s e dagof e i by heldhare pmfemnl\x or

womcn are vnde ar least one nurw-mulwxfc home vm. after

frcdmg s bygine fucaion, preniag and il b e
to familis, 8

trained of the
nothes and neborn, l»za]xh i, o g upport,
emosional or practical support and, if nccessary, sefecsal o other
healh professionals or agencics (ot 2095: Tionowas 2007%
L 20163 S 2656). Postpartum visits sy present healdh

2 Schedulesfor homme vidks i the sarty postparcum period (Review) 3
ey 8 Soms, Lid.  teSom, L.
educe their impact by METHODS Secondary outcomes Comordinator scarches the tegiset for ch review wsing the topic
or efenal. Home iscs have improsed coverage of hey matermal tis rasher dian Keywords.
and newbors cars pracrices such as el niciacion of bressfeod-
p i ing hin-to-sk i Maternal outcomes
by Lwashingand Joumbil-  Criteria for ing studies for this review 1, Maternal morbidics {postparrum haemorrhage, pucrperal | SPATChing other resources

ical cord care, infanr skin care. I adition, home visits may iden-
ify conditions diat require additional care or check-up, a5 wall
5 counselling segarding when to ke the wother and newborn
10 & healtheare facility (WHOIUNICEF 2699). Home visis may  Types of studies
invoive nor only the sssessment of dhe anothee and vewborn for
physical problems but abso assessnest of maeral senl bealch,
family circumstances and che home en
I iisit BoH-j 1

We inchuded studics that compared awtcormcs afier home viiss
oucomes of no home visits or different rypes of home-visit-
2 studies that used fandom of quasi-random sl
Jocarons of pticipancs; s those s vhicls th s of aioee
tion was the individual or group (cluster-ssidomised). We also
planncd to inchudestudis avilibie only o abyracs, noing it

e

d case ) approach

wsed can influcace the ability o dhe carers to engage mothecs and
sesborn, el i scecptance o ejcton of the el offred
and porenral for further discngagement (oo

fullzeport. There was, however, no such study identifid.

Types of participants
Why it is important to do this review o N I
Eligible suudies were ones thar enrolled participants in the carly

lence regaeding the effcc-  poscpacoum period (o vo 42 days afier birth). We excluded stud-

Despite many srodies and reviews. e

siveness of different rypes of home-visiing progeass in the catly
poscuaca! peciod is o sufficiens. In some concoxs once woiten
have been discharged from hospisal theve sy be no, or very lim-
ited postara follow-up. In higher-esource sextings ance woren
are ac ome, services tay be provided by a rnge of health and so-
cial care agencies (rewbom healdh visoss, sosial workers, pcdic
sicians and gencrl y d: pose-

fes in which women were enrolled and teceived an inrervendon
during the antenaral peried, even dhose in which the inervendian
continued inen the poswal period.

W planned ro exclode snudies dhar oy recruited women from
specific high-risk groups (c.g. women identified with alcokol or
deugproblem) asincivnions o st s woren havebecn

z sfer bospitil

ischarge and fo the aessens and refectl of the morher and
newborn.
“This eview addresses the following questions: do different sched
ules of postparum home-visiting programs reduce maternal!
neonaial mosaliy and morbidiics. and 3F they do, wht is the
optiznal schedule for postpartum home sisits? This review in-
dludes reports evaluating the frequency, timing, duzation and in-
ome visis e aptimal schedile s been s o by
269, however, chere was no dlear evidence ua-
derpinning recominen darions.

OBJECTIVES

The of this review
i and newbom ol of diffetcn home.visiing schedules
during dhe carly postparsum period, The review focuses on the
frequency of home visis (how many home vishs sitogethes), the
iming (when visis starsed, .g. within 48 bowrs of the bicsh),
sation (vhen visics ended), inensity (hosy many visits e week),
and different types of home-vishing inierventions.

T-/pr.s of interventions

period (xcuding scudics Wi sensea home viicing in which

s with vacious requenc: simings duration and ntensis
We planed o nclude studies withco-faterveaionts). Home v
i ey nchude outrech viis to non-hedshcire fciliis. i

eligible bue would huve been analysed separately.

Types of outcome measures

Primary outcames

1. Masernal moralicy ac 42 days post bisth.
2. Neonstal morealiey.

Witey & Soms, Lid.

fever, abdominal and beek pain, sbnownal discharge. pussperol
‘pewinal infection, thevunboembolic discase, and utinary traet
complistions) widin 52 dys fc i

2. Maternal mental health (depression, anxiety) and related
plobme iaimare pariner viokence, drug use) ac 42 days afeer

bisth,

3. Satisfuction wirh overall care and service at 42 days afcr
birth.

Neonatal outcones

1. Neonaal mosbidicies (puewmons, upper respiratocy eract
infecrion, diarzhoea, sepric meningirs, encephalopathy or
cerebrat infury, and jausdice) widhin 28 days afict birth.

2. fisuablished feeding regimen (g, exclsive breavfeeding) at
28 days aficr birth.

3. Incomplete immunisation

4. Failuce to theive, abuse, neglect, domestic violenee from
‘patens for any teason vichin 28 days afcr bisth.

Search methads for identification of studies

Electronic searches
s Search Co-ordinator o search the
and Childbiceh Gooup's Frials Register (28

We contacred the
Cocheane Pregnan
January 2013),

Thhe Cochrae freguancy and Childbinh Group's Teials Register
s o P

identified from:

1. monthly searches of the Cochrane Central Regisier of
Conirolied Trials (CENTRAL);

2. weckly scacches of MEDLING:

3. weekly searches of Exbases

(1) References from published studies
We scarched the reference lists o rebevant tials and reviews iden-
ied.

{2) Unpublished iteratare

W planned 1o conact the audhors for mors deuls about the
published rialsfongoing rrals.

We did not apply any language resricions.

Data collection and analysis

Selection of studies

for inclusion for all sudies iderificd as  result of the search
seriegy. We resved discrepancies by discnssion and by consulding
2 hird review suthor (RM).

Data extraction and management
Wedesigned afotn to extrac dara. For eligible sudies. two review
authors ENY and SN) extracted the daa using the agreed form.
We sl disrpancis vough discsson. We corerd e
@i and

checked for accuracy.

¥ informarion regarding any of the sbove had been nncleas, we
planied to contac aurhors of the origina eports to provide fr-
ther derails.

Assessment of risk of bias in included studies

4, handsearchies of 30 j ad e ngs of major
conferences;

5. weekly cursent awarensss alers for a furcher 44 journals
plus monthly BioMed Contral email ercs,
Details of the search srtegics for CENTRAL, MEDLINE and
Embase, the list of handsearched journals and conference pro-
ceedings, and the list of journaly reviewed via the current aware-
ness service can be found in the ‘Specialized Regiver’ ssevion
wishin dhe editoral infosmarion abous the Cochssis gy
a5 Cltitbinty
“Tesis identified through the searching activities de
are cach asigned to 2 review: topic (o topics). The T

ibed above
ds Search

Tiwo seview auhors (TD and NY) &
oF b o cach sudy i th csera outined i the Cacbrane
Handbook for Sytensatiz Reviews of hutercentions (igis 2611).
We resolved any disagsecmens by discusson o by invalving an
ol assessor (RM).

add

bias)

e deseribed for each inclured ssudy the merhod wied w generate
e allocarion sequence in suficiens deciit o allow an asscsment
b wherher i should proxiice comparable groups.

Wiley & Soms, Lid.
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ABSTRACT

“Thieis the protocol fora review and dhere is 1o abscrace, The ebjectives are 2 follows:

The prizmary ob e stady is 0

BACKGROUND

oescnpuon of the condition
L cion s method

in Niger 0 35.5% in S Lanka (WFH0 2611). Possible complic
caions diat Tead 10 induecion of fibon include post-ierm preg-
naccy. prelibout rupture of membrancs, hyperiensive disorders
onal ypertcasion, pre-eclampsia, or eclampsia), ma-
cal i dizberes mellicus, brupri

3, feral death
somia (lacge baby). chorioamaionitis Gnfammaion of the foral
branes), mukc i i

Iyposis i an

finducing labous.

plicarions (AC.0G 260 1), A selared Cochrane review
shows that a policy of abous inducrion compared with expectans

2012} H
nduced labour cas also give riseto increased complications. such
as bleeding, cacsarean sction, werine hyperstimulation and rup-
aure (33 263 1). Alchough no advocated in currene guidelines,
induction of libout is somerimes clected by pregaant women, or
for the convenience of clinicians (WHC 201
There sre 3 varesy of methods avalabl for inducaion, incude
ing the following: pharmucologieal wmethods (e.g. adinistration
of xyocin, prosaglandins, hysluenidase, coriconeoids,oroc-
& man puaring the ampi-
‘membranes, membrane swecping, bwinara tenrs ot balloon
caherers; and alernatve medicine mothods (e, acupuncrare,
dons). i can ©
nee the m:ﬁu and fisks of cach mechod. For insuance, a re-
cent systemadic feview suggested thar prosuglandin E2 (PGE2)
reduend the pmnbduy of fiiksse w0 defiver vaginally widie: 24

Hypnosisfor nduccion of ibur (Protaco

"
‘Copprisht 2013 The Cochrane Collaboration, Publishied by Johe Wity & Sors, Ltd.

‘hours and vaginal mizoprostol reduced the need for cacsarean de-
e, bue borh incevencions heghtencd the i of wetine hy-
perstimularion (3 4 2653). Meshanical mechods such
¢ s s nd bilsan et cuced e Bypes
ularion, but increased mareznat and neonaualinfectious com-
plicasions 4 . Given these possble problesus,
complementary and ;[( native medicine (CAM) :mods et
provideé a saec strateg: Hyprioss i
To mos ¢ e boen ssed el duing v hbous e
elfectiveness in the inducrion of laboue & fargely unknown. The
puspose af rhs protacel i r search our evidence of s use and
benefius, f any, i induction.

Descnpnun of the intervention

. while s m\lmvmudv decreasing sensory awarencss

wggestibli
(Rusrrunes 208
Accossiing 1 the Soery for Prychologicat Hypausis, Division 30
of the Amertican Pychological Associarion, a definition of hypno-
sis s 25 follows: “Hypnosis cypically involves an incroduction 1o
dhe procedis during, which he subject i roid has suggestons
for imagh s will be presented. The hypaosic in-
dceion is an extended initil suggestion for using one’s imagina-
tion, and may contain further elaborarions o!d\: introduction. A
hypnoric procedure is used to encourage and evaluate responses
10 suggestions. When using hypuosis onc person (e subject) is
guided by snother (the hyprotist) to sespond to suggestions for
changes in subjective experience, alterations in percsption, sensa-
tioa, emotion, thanghe or belravior. Fersons can also fearn sl
hyprosis, which is tae act of sdmin
o oiic’s w1 he subject responds m hprioci suggest
seneraly inferced that hypnosis has been ndced” (Gresn 2095,
Hypnoss s practiced as hyprotherapy in p;)mump, and has
applcations In many ether felds, including pots e

disted by the brais anterior cingalate e (ACC) (5
6], which i anderstond to be invlied in procesing negarive

hypnosis could play a role in minimising an ansious cmodonal
sesponse fiom dhis patt of the brai. The mecliod can be adinis-
tered cither by 2 hypnothecapis o through self-hypnoss, which
women can learn to master dusing chelr pregrancy.

How the intervention might work

i tum'ml]. unknwn how hyprosis works for induction of

hance sclf-eseem {Ton , self-canfidence,
mastery and well-being (5 54, which can help to re-

duce ety in pregaant women, Maceznal conditions of ansicty

were significantly associated with the onset of libous in 2 com-
paracive analysis of induced and spontaneous labours in the LIK
g 3. Recently, oxytocin has been considered ro have

ansiolytic or anery-relieving effcts (%
9% 1), i dy

sion berween oxytocin and anxicey
mighe be plausibie 1o ypothesise thac wonen who are exceemely
anxiots abon theie impending labour are wasbie ro prodce the
oxrocin necsssaty to simulate comractons, and therefore, may
tinc the relacisi propersics of bypnosis beneficial. These findings

dive tech
wonen.

i to induce labous by decreasing stress in pregnant

‘Why it is important to do this review

Aliogh fhere e b vasons reviews of CAM mathocs o
mansge pin suing, abour an childinh (€
2082 M andomised contolled tls o kyposs
related 10 Labour nduction huve e been fully eratuned. There
‘have been some case reports o series on the effects of hypno-
s on Libour induction {Cy P 1960), bt
4 Tack of formal evidence. A« induced labour i 3 seudaed ob-
siewic intervention experienced by pregant women when com-
plications atise during pregaancy, it Is mportanc 1o find s
ods of bour induction thar have minimal sigaifian side effets.
Hypnoric techniques huve been used in sbstetrics for over 2 100
years (3 52), A meca-analysis condcted by 54
Showwed significandly fess use of labour augmentation by oxyocin
m»d o iucraxcd i=:<'|dmu- nfwomr\\ dr}i\'ﬂing sponsacoudyin

-
will preven asocaed sde c‘fcﬂs., Few previousstudies reporicd
e costs of praviding byt i sbaus However,
Gma suggested thar it was cxpected to be low in relarion to the
ot cons of an episode of cars, 30 it smay be asociated wich sube
santia deesased conts o the healhare yten f fciv (€
2006). This reviews will secout a clar suimary of the efftivencss
of hypnosis for ncluction of lsbaar and its porenrial significance
10 healtheare professionals and consumers who are seeking safe,
alternative sisods of abour induction.

OBJECTIVES

Iabour, ¥ ightefiest  The p e study i cher hyp-
berter v of the cerix (e 1956). Ao, bypnsis ey en- i s an ffctve means of cing laboe
1

Fyprosis for Induccion of Isbour (Protoced)

ley & Sons, Ltd.
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METHODS

Criteria for considering studies for this review

Types of studies
Al published and unpublished randomised controlled eials
{RCT) of acceptable qualiry comparing hypnosis with 1o inter-
vention or ay othet iasecsentions, where the primacy outcome is
10 asiess wherher there islabous induciian. We will include RCTs
in which the waic of rndonvisation is individuals and clusters. We
will exclude quasi-RCTS or cross-over trials.

Types of participants

Pregnan woren.

Types of interventions

nosis as  mehod of labour induction wih dhose receiving o n-
tersention or any othr imerventions for kabout inducrion.

Types of outcome measures

Primary outcomes
1. Vaginal delivery within 96 hours or within the durarion
defined by the trialist
2. Cagsarean section

Secondary outcomes

Mateona! outcomes

1. Seri morbid
mission 10 fotcusive care wni, sepricaemia)

. Uterine hyperstimulation

. Epidural analgesia

. ustromesical vaginal delivesy

. Postpartum haemorrhage defined by the trial authors
Matemnal sarisficrion

Caregiver satsiaction

Chorivarmnionis

2

Neoustal ontcomes

1. Serions neanaral marbidity or perinaual dearh (e.g. sciruses,
bieth asphyxia dfined by the erisl aurhors, sconatal
encephaloparh, dissbility in childbood)

2. Neonasal admission to special care andlor intesive care
unit

3. Apgar sote at five minures less than seven

Search methods for identification of studies

Electronic searches .
W will conmaer dhe Triss Search: Co-ordinstor 1 scazch rhe
Cochrane Pregnancy and Childbisth Grouphs Tl Regiser.
“This regiser s maintsined by the Trals Search Co-ordinasor and
contains wils identified from:

1. monchly sesrches of the Cochrane Central Regiscer of
Conrolled Trials (CENTT

2. weekly searches of MEDLINE;

3. weekly searches of Embase:

4. handscarches of 30 jousnals and the proceedings of major
conferences:

5. weckly curcent awareness alens for a fuher 44 journals
plus wonthly Bioded Cential enai alers.
Deails of the scarch stategies for CENTRAL, MEDLINE and
Embase, she list of handscarched journals and confereice pro-
ceedings, and the lss of journals reviewed via the current aware-
ness service can be found in the Specialized Register’ sectian
within the editotial information abour the Cocliane P
= Chibdbicsh G
Tl ideuified through the searching acviis deseibed sbove
ane cach assigned 10 review pic. Fhe Tiials Search Co-ordinator

Keyword.

Searching other resources

@ 3 il handssarch relevant
sourees including cross-references.

b Tersons] communication: we will consact key persone aad
organisations in the televans field for published and unpublished
references.

©) We will search conference proceedings of nationa} and interna-
ional conferences relaed to hyprosis inccrventions and will fise
dhese in the seview.

We wil not apply any langusge restrictions.

Data collection and analysis

Hyprosis for Inductlon of ishour (Protocol)

7 & Sons, Lad

Selection of studies
Toeo review authiors (D Nishi, MN Shirs will independently
assess for inclusion. aﬂymm.al smdm identified uamnh of the

(3.1) Blindi for
possible performance bias)

We will describe for esch included xuldy fhe mxhuds sed, 5
dedge of

scarchssatcgy. Wi will diseus
et we will conul b anbor Eom.

Daca extras

n and management

We wil design 2 forn to catrace dara, For cligible suudics,
s s ol s th s g e g fom, e il
resoive discrepancies throngh discusion o, i sequired, we will
consult a third n\uth . We wilt enter data into Review Manager
software 2} and check it for accuracy.

When informsio tgding anp of e shove b uncler 5. b
sraces only, we il sttenupr fo contace authors ofthe original -
potts to provide farcher decls.

Assessment of risk of bias in included studies
Tivo review auhors (DN, MNS) willindependendy assess risk
of iss for cach sudy using she critera ourlined in the Corhrane
Handbook for Syseenatic Keviews of Inzervensions (
Weill solve vy disgrecnt tough discusson o by nv-
g a third assessor (5

(1) Random sequence generation (checking for possible

selection bias)

W will describ for cach included saudy dhe meriod wsed 10 gen-
loct in suficient detai 1o 2l

ment of wheches it ehould produce comparable groups.
WWie will assess the method as:

» Low risk of bias {any rruly andom process, e.g. candom
mumber tables computer random numbes generator);

o high risk of b {any non-tandom process, ¢ odd ot cven
dace of bir: hospical o clnic record s

* unclear risk of bias.

2) Alfocati G
bias)
N describe for cach i

i meranton s precapant cesond e o e
stndics e at low isk of bias i they were blinded, or f we judge
that the fack of blinding would be unlikely to affect results. We
will assess blinding separarely for different ontcomes or classes of |
ourcomas.
W will asess the mthods as

T, bigh or unclear ik o bias foe paricipans:

» fow; bigh or unclear risk of bias for personnel

(3.2) Biinding of outcome assessment (ehecking for possible
desection bias)
Wewill deser uded stud;

i from knowledge of
a partcipant received. We will assess blinding separarely for dif-
ferent ourcomes or classes of outcomes.
We will sssess methods wsed to blind outcorme assessment as:

+ low, bigh o unclear rik of bias.

d,ifany.

axtrition
bias due to the amount, nature and handling of incomplete
outcome data)

W wil Gescribe for exch included ssudy, and for each ouxcome
1 b £ darn including axnid

and exclusions fromn the analysis. We will suate whether atition
and sxclusions were reported aud de numbers included in the
anatysis at e stage (compared with the roval eandomised par-
ticipants), reasons for arrition or exclusion whete reported, and
shettier missing dasa were batanced across groups or were relited
10 outcomes. Where suffcieat information s teporsed, or can be
supplied by the tial authors, we will re-include missing daca in
she amalyses which wie ondercake.
W will assess meshods as:

o low isk of bius feg. no missing outcorne daca:
outcoue dasa babanced across groups);

o high risk of bias (e.g. mumbers or reasons for missing data
imbluicod scros roups et iyt done with

issing,

<on-
ces allocarion 10 nerventions por to ssigament and will sess
whethet inservention allocation could have been foreseen in scl-
vasice of or duting recruitment, or changed afier assignmen.

W willasiess the methods as:

subscanciat dep don seceived from that sssgned
at sandomisacion);
o unclear risk of bis.

 low isk of bias (e, relephone or cewnal
consecurively numbered sesled opaque envelopes):

« High risk of bias (open randont allacation; unseaied ot non-
opagus cavelopes, slternation; dare of biseh);

« undlear risk of ias.

W will describe for each included study how we investigared the
possibilty of selexive oucome repiring bias ausd whs we found.
W willasess che mechods as:

Fypnosisfor industian of abour (Protocol)

Wikey & Sont, Lid,

 Tow risk of bias (where it i clear tha all of she srudy’s pre-
specified ourcomes and ali expected ouiconies of interest 1o the
reviewt have been reported)s

mdl\'xdu:ll)'~r.mdun|ls<xi wials. We wilf xd]mx dheir sample saes
wsing he it the Cochran

o high risk of bias che study's ed
sntcomes ave becn teporsds e o wore seported pimary
onrcommes were ot pre-specifieds outcomes of nterest are

estimate of the i Lsdon covefcint 1CC) deived
fram ch il GF psible. o il il or from sty of
a similac population. I we use ICCs from osher sources, we will

seporied i
include reslss of s key aucome dhas wonld has bee expected
0 kave been repored);

« unclear sisk of bias.

for bias due
caums by (1) to {5) above)
We will describe for each inciuded stady any fimportant concems
we have about other possible souscss of bias
We will assess whether cach study was frec of other probleras that
could put i a ssk of bias:

» low isk of other bias;

 high risk of other bias;

o unclear whether dhere is sisk of other biss,

(7) Overall sk of bias.

adlgements about whedher srudies are ar
hm)r ik of biss, acordling t0 e cieda gise i dhe Cocbrane
Handiook (tggins 2011). With reference 1o (1) t (6) above,

of vadiation in the ICC. i we uk-nnf, borh chuster-sndomied

il

i o, e ot <l o
she results from borh if there i lirse hercrogencity berween the

and she choice of randomisicion wnie is considered 1o be wnlikely.
e iy i unie
y analyss o investigate the cffects of the

and perform 2 sensit
randomisarion wnit.

Multiarmed tinls
Wi will include muulei-armed teats in the amalyses. We will com-
ine ] el o ofhypnors o & singe goup i n-

yorhes

. o o . e amaloc

Dealing with missing data

el s e Sikely magssinude and direction of the bias and
whether we consider it s fikely 1o impact on che findings. We
will explore dhe impace of dhe level of bias thtough underraking
seasitivity analyses - see Sepsoney iy,

Measures of treatment effect

Dichotomous daea
Far dich . v ol present results as @ sumunary risk
sario with 959 confidence inservals.

Continuous data

d 1 s rhe muean diff
are measuied in the same way benween wials. W will we che
suandandised mean differcnce to combine s e measire the
same ouzcome, but use different methods.

Unit of analysis issues

Cluster-randomised trials

!
dhe immpace of including suudics with high levels of missing dara
in the overall asscssment of wesnment effoce by wing sensiivity
analysis.

For all outcomes, we will casry ouc analyses, 35 far as posible,
on an inrenion-ro-rea basks, ¢, we will aurempe 1o include all
paricipants randomised 10 cach group in the analyses, and all
paricipants will be analysed in he group to which they were
allocsicd, rogardless of whether or nox they received the alloced
intervention. The denominacor for exch outcome in cach trial
will be the number raadomised mivus any parcicipants whose
ouscomes sze knavi 0 be wissing.

Assessment of heterogeneity

ineach
dhe T, 1 and Chit srisic. We il egred heseropenciy
substancal if 12 is greater than 309 and e
han 2¢r0, or there isa tow P value Qess than 0.10) in the Chit rest
for heterogeneiy.

easer

Assessment of reporting biases

I dhere ace 10 or mare suudics in the meta-analysis, we willin-
vestigare reporting biases (sich as publication bias) wsing funnel
piots. Wewillassess unnel plor asymmery visaally, I asymetry

Hypnosisfor induction of Iabour (Protocel)

5

Wiley & Sons, Led.

s suggessed by a visual assessment, we wil perform exploratory
anafyses w investigate it

Data synthesis

We will carsy our statisical analysis using dhe Review Manager
software (v We will s fxed-effecr me-analysis

estimaing the same anderlying wrearment effect e, where ials
st cxamining dhe sims imersenon, sl the 1l popultions
i

aogenciy sulficent 1o expect shat the undelyng ecsment of
between wial, o i stcal b

i G, w wil s vndom-<ees te-ansys 1o grodiee
an overall summary. if i average sratment cffect acros trids is
<onsidered clinically meaningiul. The rndom-effects summary
will be rreated as the average range of passible vroament effccrs
e v will discuss the einical implicazions of treamens effeccs
differing beowsen sk, I e average ueauient effec s no cline
ically mesningful, e it not combine wial.

1Fwe use random-cffocrs anyses, the sesuhes will be presened as
the average treacment effect with 95% confidence intervals, and
the estimates of T7and 1.

Subgroup analysis and investigation of

1F e idenify subscanial heterogeneity, we will investigare It us-
ing subgroup analyses and sensitivity analyscs, We wil consider
whether an overall summmary is meaningfol, acd i i s, use ron-
domveffects anslysis o produce e,
We pli to cuery out the following subgronp aralyses:

1. presious caesarcan secton vezsus 10 previons caessean
section:

2. mullipariy versus malspari;

5. membranes intact versus suprared;

4. cervix Evourable versus unfavourable or undefined;

5. biscory of previous inducriun of liboue versus v history of
induction;

. preterm (36 wecks or lesy) delivery vecsus verm delivery (57
ks 041wkl vt posienn deivery €52 waeksor s,
Ouly the pe o
o, W wll s Shb.:(mp diffeencs wing imterscrion s

bie wishin ResMan (Revdas 2012, We will repore the re-
sults of subgroup andlyses quoting the #2 staistie and P value,
and the inceraction st [ value,

Sensitivity analysis

resalts e o the high sisk of birsof some of the included il
For she purpose of this sensitivity analysis, we will define ‘high
quality”as  trial having low risk of rasdom sequence genecasion,
adequre sllocation concealment and the percentage of ity
dara fess than 2085, given the stated importance of auition a5 3
quility messure (5 95). Only the primazy ouicoms will
be inchided in the sensitvity analjies. If statsdical heterogeneity
axiss in oucomes. we will carry ot the sensiiviey analysis t©
cxplore the effcers of fixed- or sandam-effeces analyses. Further-
more, i dhere ace any assumpions for 1CC value used in clusier-
candorased vials, e will perform a sensidbicy analysis,
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ABSTRACT
Background

Cocl e revi i I lemhl\'{),\g’c @PH) pruplylaisn thethind stage o

another Cor
‘e plcens. Thise as, howevee o Cachra reios loaking 5 o use of rcrvemons iven purly
Exgomesine or methylegometine e sed o the prevenion of PFH i the posparien period ehe pe
infant)
herspics o bomeapatbie semedies for the prevcriion of PUH avee delivery o the pacenta.

Objectives

To asess she effectivencss of ov

able prophylacic i

averions for PP including, pm,vh»lum. we of ergotamine, engmersise,
d he pl. d with no utero-
conic agenus as well as with differem zoutes of administssion for prevention of PPH mraam, e placera.

Search methods

We searched he Cochrane Pregnancy and Childbirds Geoug's Teials Kcyxlc' (50 Agr 2033, The B axd Drug b
(FDA) (USA), K,

Ageney (PMDA} (Jspar).

o Sl ik, WHO fnsersaions il Tels mey Phacfosrm (5
Newwork Clinical Teils Regiscey 3. Japan Pharmuaceurica
5 Japan Vit Avociion Ciic o Regisacion (FRACCT CY

ved srudi

The Cachrane Colisbarat Wiley & Sons, Ltd.

Selection criteria

AN sxsdomised or quasirsndoised coeoled wiss comparing prophylacic ergorumine, exgormerrine, mothylesgomersine, berkal

therapics, and homeogarhic remedies (using any roure ion) during the postpartum period aier delivery of

the placenta with 1o utcrotonic agents or trials comparing different routes or ciming of admi m.mon  of ergotanine, ergometsine,
A hierbal s ies, and h

hic remedies, during the postparuam period sfier delivery of the placents,

Data callection and analysis

Tuwo ceview authots independently assessed. tria elgibilicy and the meshodological quatiy of eral, extracted s wsi
forin, Dara were checked for aceuracy.

e agreed

Main results

Fise sandomised scvdies involving 1466 wornen met the inchusion csiteria, A studies were classiied as having an unclenr isk of bias.
‘T sudics Gavoling, 1097 women) compared oral medhylergometrine with aplacebo, and one (involsig 171 women) compared
ol methylergomettine with Kyukichokersuin, @ Japanese readivions lierial medicine. The sesnaiaiing two studies Guvolving 195
wonen) did not report the utcomes of tnterest forthisreview. Nonc of the included sudies reported primaty ourcomes prespecifie
in the review proteco (blood toss of 1000 mL or mor over the period of obaervation, niaternaf dsath or severe morbidity). Ovesall,
there was 50 elear evidence of dilfersaces between groups in the foltowing PPH ontcomes: blood luss of 500 mlL or more {rik ratio
(RR) 1.45; 95% confidence interval (CI) 0.39 10 5.47, two studies), amount of lochia during the firsc 72 hours of the puerperium
(onean diffesence (415} -25.00 g 959 (6979 10 19.79, one studs). o of fochin by fou wecks posipatium {MD -7.00 5
95% C1-25.99 (0 9.99).

The lap iy vt  relacvely simalt a) dicional herbal medicine
found that oral merhglergomertine sg n’c\udy increased the biaod haemoglobin concentration st diy one postparrum (MD 0.50 g/
dE; 95% CLO.11 10 0.89) compared to heebai med verse evenss were nor well-teporeed in che included stadies, We did nor
find any studics compariug homeopashic remedics il cither a placebo of na waument.

Authors’ conclusions

“There was insulicient evidence 16 suppor the use of prophylactic aral medhylergosmerine given afier delivery of the placenta for the
prevention of PPH. Additionally, the effectiveness of peophylactic use of berbal medicine of homeopathic remedics for PPH s scill
ancleas as we conld not fid any clar evidence. Trials o ssses the effectivencss of herbal medicines and homeoparic remedics i
peevensing PPH are warsanted.

PLAIN LANGUAGE SUMMARY
Prophylactic interventions afier delivesy of placenta for reducing blecding dusing the postaaeal period

" i hand "

poor
sercings in both low- and bi 'llwmtmunmn Pnnpmun luemmrlngc adrmm! us blood um from mc gﬂutal ll‘-!Cl ofmom than

00 yoccursi 12 wecks.
Possib b) i ey {urcrine atony), 2 inverted or ruprured urerus,
aud ervical, waginal or lacerations. s, shejoi i fed

of Midwives, the Internasional Federation of Gynecology and Obstetries, and the World Health Organization recommend ‘active
mansgemenr of dhird stge of labovr', which includes the sdminiserstion of 4 wtcrotonic drag (inraverous oxyrocin), fust before
or just afee delivery in order 10 help the werine muscls 1o comract. The v of ora) urerororic deugs such a8 meshylergomerrine
for he prevention of postparcum haemorrtuge aier delivery of the placenta s mot recommended in the joint policy ststements. Yec
arally delivered weeroronic drags, such as crgoe alkaloids (g ey, el g, o oo i
arc ey inister agents that smay be considered a5  the placenta in devel

in Japan. We set ous to derermine whether such agents in preventing hacmorch i, W o s o of
five andomised clinical ials fiavalving 1466 woracn). T thuce of the riils Gavolving 1268 wamend, oral merhylergomereine was
compated vith lacbo fova i) or the Japarese seadiional bl e Kyl chotesin Gone il The ader vo s
Ginvalving ¢ : Overal,

that prophylctic orsl mh,lmomcmm o effcvein g hacmocbags ks i The s ver ot ofgood gy
1

Wiley & Sons, Lid.
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and adverse events were not wellrepored, We did not fnd any

v e

in reducing haemorrhage afier childbirch. Tl

BACKGROUND

Description of the condition

Postparwum haemorthage (PPH), or excessive bleeding at or afrer
chidich i kg o of el ol e iy

e investigarion.

of Midwises (ICM) and dhe Inteunations! Federation of Gynecol-
ogy and Obterics (FIGO) and the World Heaich Organizrion
(WHO)

of lsbour tsat inclules the sdministration of oxytocin or another
wrotonic drug within one minute afer the birdh of the child,
e unhiatcod aping nd cuing conwledcod
ion, i deemed
memn Housver, e of \n:m(omcdmp forthe prcenion

"

oceur. o 3022895).
Adhough he oty of hse deshs oceur i developiag coun
sies, indusuialsed connries also suffer from direct cause-relased
macersal moreaticy such as PPH. Several recent publications have

afiluent scirings (Caincress 2006 Fond 2007 Jose
cluding Australia, Canads, the UK, and the USA (5
“The postparnun pesiod is geneeally deemed to stars afier delivery
oftheinfu. PPH s gecrally defned as loodloss fmm thegeni
al tract i excess 0f 500 .

statements (¥24-FIGO 2003 OM-FIGE 20
The use and managemens of drug therspics to prevent PPH afeer
elvery of the glacents emaing unclar, Horwese,some s

25633 Vin Sek 1993) have reporced
different types of ergot alkloids, aurd varying roures and diming
of adminisiarion of proplylactic measures, Oral ergomercine or
mechylergomersine were considered a5 possible alieenative pro-
phycic oxrocics that were exsy o diminiserand wiae for

(SEPH) being a loss of 1000 sL of more, and very smq I\tmg
aloss of 2500 ml. ot more. PPH in the shird scage of kbous ancd
PPH wirin the first 24 hours llwing delivery of the placenta
(so called inmeciate PPH ar primary PPH) form he majorey of
. PPH or SPPH,

fes (D Groot 199G0), Likewise, in a e-
source-affuens countey such as Japn, the we of dhesc prophy-
actic medicsrions following delivery of the placenta is routincly
administered acis
Accarding o the published reviews fvestigating dhe role of oral

2693).

posparam conglcsians Carsing 20 st
lop even in th period be- ives to pa i i

2% 2 o the prevention of PPH for ar easr hees ressans: using dhe tabless

secondary PIH) (ACOG 2005). Thercfore, the pastpartom pe-  grally, they are fess effective, unstable, and pharmacokinerically

riod berween 24 hours and six 10 2 weeks can also be a porentially  unrelinble (s €Groor 199b: £ Grao: £999). Therelore, clfee-

bardous perind during childbiech. The domiuant cavse of pric
mary PPH i uterine atong, wheteas,sccondory PPH can be asso
ciaced with various Gauscs. Secondacy PPH is caused due to subin-
volution of dhe plceunal sie, revined prochucts of conceprian,
infection and inherited coagulation defects (AT 2608). Clin-
ically problematic wterine hacmorrhage develops widin one to
two weeks in 18 of women, Sudh bleeding; ynvrlmmnxmly occuns
duz o the sbrormal insolution s

iveness and safery of the prophylactic use of ergomertine follow-

ing delivery of the placenta needs to be backed up by clear evi-

dence.

Moreover, 2 varying number of agents are adminiscesed cither in

herbal forins or 2 homeopabic remedics for the thied stage of

lalmurmamgtumn (rcies 20i1). Therefore, it be assumed
o o ol s oy e

L)
Commen casesof princy o secondany PFH incude G of

nml herbal s oy
tocic drugs} do exist 10 help with she prevenion of PPH afiex
delivery of the placensa, However, the effeceiveness and safety of

PRH), gl

altissue and :mgularmncunrd:u..\tom: PPH s the most preva-
3 g all of i effor t0

< bleeding, admiai in saon afier

deier i 2 outine management therpy (CCHS ). The

yero iga

Description of the intervention

and for the prcvention of pucrperal hacmorthage (W) 2669).
Orl exgomurine or methykgomerrine were considered to be
possible altcenative oigoies that were casy 1o adminisier and
suirable for wse in developing countries (e Grate 149G0). In
i o o .

ofsecondary PPH in wornen i the postnasal

0% Mosi 203

PNoahens 26113 Otadope 261 o

201), Another Coclirane revicw ex-
aumined the ciming of prophylactic weraronics in the third stage
of labour (Soirans 201¢). Currenc evidence provided from these
peion s ap, < -

of the placenta (Gl 2065)

Furchernore, becbal medicines or homeopathic emedies in the
fomes of bl 1o e prearaons o b be wed duing
the chird scage of labour (3

kot

How the intervention might work

e s e ronps of weroronic s ergos s, -
tocin, and hich these

oL S

of a prophyhiceic oxytacic before delivery of the placenta, How-

ever, dhete aze o Cochrane reviews Jooking at the use of proply-

e erionsghn purly s vy of hephcs Jn
e A N

o hmmmdn: wemedics for the prevencion of PPH :ﬁex
dchvrry of the placena.

Existing cvidence indicares that erpometrine or methylec-
gometine ar wid fo the prevencion of PP in the pospar-

uterotonic agenss work for the prevention of PPH are however,
Lieroonic aenet seen :

prostaglandi recepiors in the myametinm leading (o fsc and
long-asting riychmic contsactions, Ergomettine and methyle-
gomextine are the most common ypes of srgor alkaloids and -
crease the muscle tone of the uerus with continuous {not thyth-
mie) ewanic contracdions tesuling in compressed smyornerrial
bloor vessels (2 Gronr
Ergomerrine and methylergomeuine improve urerine involution
enmesiburing 1o secondaty PPH prevemion, in which uierine

1993).

o of the
including a high-income courury, Japan, However, the effective-
ness and ssfery of prophylactic usage of these drugs are not clear
and smust therefore be sysematically assessed. Furthermore, un-
dersanding she balance berween the ids and beneties of uch an
interscnion is crucid.

OBJECTIVES

“To assess the effectivenss of avalable prophylacic interventions
for PPH icluding prophylictc wse nf(xgoulmnc, egomerine,

subinvohurion of the placental site s likely o be the underlying
cause (GO 2906 € 10}, Howerer, adnnisna-
tion of the risl

of hazardous side ellecrs in mothers such as hypertension and
other complications of vasoconsttiction, Morcover, intoxicared
- A "

valsions in newbotns have afso becn documented (3sty 2993).
Prescibing hecbal or homeopschic mediciues on rhe ather hand.
depends on the characterissics of m'(mdm\ patients. Th:r:—
fore, the il e of
medicines for PPH prevention is dlch-cm 10 conservative West-
<t medication therapies. Yec, herbal or hemcopathic medicines
s e eonsidesed o deng therspic, and chrefore, cbuting
dhe usige o  ages is
:qu.\l!y imporant.

hic remedies,
administered after defivery of the pxmm compared with no

for prevention of PPH afecr delivery of the placenta.

METHODS

Criteria for considering studies for this review

Types of studies
i _— ? Hocrion by healrh : "
Why it is important to do this review orallocirion by heal amber, hospial
P conines 0 b o dmelkngc e prevenion of marernal sl " jinizg
" bihing il o it daring the posty
& dmin-  period i
isuadon of i ine in the postp ot timing of admiisestion of o, igamctin, mthy-
Ieegomeing jes,and b i i

wesigaing PFH pmprhyhxn in e dhid s et [

e pom e el of e lcen. e ncluded

Toth of l\m
ks 203 15 Mei-

drugs (Begiey 28311 Coxser

srdie i provided suicient fnfosmrion

joine policy statements besween the Incernational Confederari general, e 13
1 y ofpl 4

e Wiky & Sora Ltd.
nformati jon werei inothe « Side clfecs eparred eiches individuslly or combined, when . The and Medical Devices Agency bu seceived nio eply. T Blinded to the

“Stadics awaiting classification’ category unit they are publisiied
as full reporcs.

Types of participants
Wornen who have hiad 2 spontancous vaginal delivery.

Types of interventions

& Dy

any rouce of riming of adminisiration for the prevention of post-
pacsam hacmarrhage sice delivery of the placenta

Comparisons
1. Exgometrine/meshylergomettine versas placebo/no
ercaument
2. Esgometsinelmerbylergomersiue adminisiration via
diffeent outes: ol srsus isseavenos, ral versus
Intevenaus vershs i

ot subcutancous.

appropriate, &g, vomiting, nauses, clevation of diastoli blood
pressure, hivering, headacle, chest pain, shoruness of breath,
pyrexa, and diarthoes

« Postnatal assemis (dehned Ly wrial authors, absoluse or
sclative drop in hasmoglobin)

o ‘Thrombocmbolic cvents

* Cost invalved in the treaunent soughe

o Amount of lochia (vaginal discharge aftes giving birth)
duing the first 72 honss postparaum (ouscame nos prespecified)

 Amount of lochia by four wecks postparium foutcone not

respecificd

« Duration of lochia of more than four weeks (ouzcome not
prespecified)

o Endomsuitis (autcome no¢ prespecificd)

o Pain requiring analgesia (owrcomne nor prespecifcd)

Search methods for identification of studies

Electronic searches

5. He
{any route or dosage), or versus placebofno eament.

4. Homeaparhic semedy versus oue of the fedlowing:
engomencinefmechylecgomersine (aay route o dosige), herbal
medicine, placebofio reatment,

5. Other agents venus exgomeaine/medhylergometsine (any
woute or dosge). or versus placebolso treaement.

Types of outcome measures

Primary outcomes

« Blood loss of 1040 mL. of more over the period of
obscrvation (as determiscd by i wrial invessigator)

» Maternal Geath or sevese morbidiy (e.g.. major surgeny,
organ falure, bypermyrexia, teasive care unit admision,
hystcrectomy, compression sutuses, anery ligarions, or as defined
by wrial authors)

Secondary outcomes
« Maernal desth; individual comp f

d hrae ildbis s T
als Reister by contacting the Trials Search Co-ordinaror (30 Apsil
2013).

“The Cochrane Pregancy and Childbisth Grnp's isls Regiser
Teials Search C

idensifcd fro

1. monthiy scarches of the Cochrane Genrol Regiser of
Controlied Teials (CENTRALY

2. weekly searcles of MEDLINE;

3. weekly searches of Ermbascs

4. handscaches of 30 journals and the procecdings of msjor
confesences:

5. weekly current awarencss alerts for a frcher 44 journals
phus monchly BioMed Cenceal cnail alers.
Derals of the search strtegies for CENTRAL, MEDLINE and
Embise, che list of handscarched journls and conference pro-
cecdings and che list o jounals eviewed via the carrens aware-
ness service can be found i the “Specialned Register sccrion
i the il infomacion bout the i e

Tm.k identified thng}-n the searching acrivities described above
e cch awigned 10 rvies topic {o topio. The Trial Search

{aslsted above or as defined by che wrial suthors)

o Blood foss of 500 . or e aver the peciod of
observation as determined by the il investiguor)

» Blood rranstusion

» Use of thcrapeutic ureroronics

o Addisional weatmen for postparoum haemorrhage (uterine
camponade, Xery, embolisation)

Co-ondinatar seasc giscer for each seview using the tapic
lise rather than keywords.
To find clinieal wials for approval of new drugs, we alva searched
the following databases through 30 Apel 2013:

+ The Food and Drug Administzation (FDA) in the USA

« “The Medicines and Healibeare products Regulacory Agency
(MHRA) in the UK

o “Thie European Medicines Agency (EMA) in the EU

Wiley & Sons, Ltd.

(PADA) in Japan
» The Therapeutic Goods Adminiscradion (TGA) in Auseralia

nams of uthors, fourals, or insciutions.

Is Registry Platform (

+ Universiy Hospital Medical Inform
“Teials Regiorey (UMIN-CTR: Jagnd

o Jopan Pharmacoutisl lnfotrmlmn Cenmer Clinical Trials
Information

Network Clinical

Searching other resources
W checked el red ifed thiougl theab
search straegy to rerrieve addlicionat relevane studies.

s provided.
We did nos apply any language resteicions,

Data coliection and analysis

Selection of studies

of risk of bias in inctuded studies

T review wuthars (7Y, YK independennly assessed risk of bias
in cach included study using The Cochrane Collaborations tool
for aseessing tisk of bias, outlined in the Cachane Handbonk for
Swtemaic Reviews of Interventions (igginy 2611) and conrained
in RevMan (fevhdin 204 1), Any disspreement sias sesabved by
diseussion.

{1) Sequence generation (checking for possibte selection
blas)

For each included stady, we described dhe sethod wied in the s+
quence generarion process in sufficient detal 1o allow as: assesee
meac of whether it should produce comparable groups.

W asssser the merhods as:

© yes Gow risk of bias) {any truly random pracess, ¢g.
referring 102 randomn number tabe. using s computer tandoin
ausmber genecator, minimisarior method);

« no (high risk of bias) (any non-random process. e.g. odd or
even dhse of birth, soune rule based o date oc day of admision,
some rule based on hospital or clinic record number); or

« unclear tuncereain fisk of bias) (insufficient information
about the sequence pencrarion process o permic judgerment of
“yes ot "no).

Thenciusi ifed theough the scarch sirnegywas. (22 A%
fpendently s by wo e subors, Yokas Y () bias)
and Yacko Kataoka (YK, We resolved any dhaough  For eachi i we descibed
he allocasic heth

discussion among the review authors,

Data extraction and maragemen:

elig-
ble sradics, rwo seview authors (YY, YK) used the form 1 estract
she data independently. We resolved discrepancies thraugh dis-
cussion among the review authors, We used the Review Manager
software (Bexian 2631 for data sary anl cheeked the acoorscy

intervention affocation could have beea forescen in advance of, or
during recruitmenr, or changed affer assignment,
We wssessed the methods as:

o es Gow risk of bias) (e cenceat allocation including
telephanc, web-based and phatrmacy-controlied randomisatio
sequenially numbend drag conaincss of idenic
sequenciatly numbered, opaque, sealed envelopesh

+ 1o dhigh sk of i) using an open rndom aloction

a8 3 st of random msmbe
jithe ate safeguards {e.g., unsealed or nomgaquel,

appearsices

wie contacted the authors of the original rep in further
derails. We conacred the anthors of owo studies (Ascersen 1938
) to sequest derals on random sequence generation

the aurhos of ose sy (szsbine 1906). We contacred the autior

rogasna 26 to ask abou inconsisiency in

o g cncain porcd i i e and b
d i Fur

of ane nudy [

¢ 193) 1o request detsls of ouccormes

alceanarion o corarion, date ol birch, cise ccord venbes any
orher explicitly unconcealed procedrc): or

 unclear funcersaia isk of bias) (nsufficient information to
pecit judgensent of yes' o2 na).

(3) Blinding of participants, personnel and sutcome
assessors (checking for possible performance blas)

N ‘Wiey & Sons, Ltd,
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ABSTRACT

This i the prorocol for & tevies and chese s no abeerace, The objectives are as foliows:

“To assess che effots of viramin K supplementation administered to pregnanc somen for improving materal snd seonaral ourcornes.

BACKGROUND

Description of the condition

Virmin X deficieney can present a serious healih risk 10 prege
it women and thei babies chat may lead to hacmotshage, cspe-
cially in newborns, Haemorthaging occurs du ro reduced ievels
of prochrombis - an imposrant dement of the blood dependen
on vicamsin K for casgulacian - chat slows dawws the bioad-cloting.
pracm and may el in xcesios maseal o ot e
). Visamie K deficiency is catteriely s smong

mg enenl adule pﬂpummn. although it may occur when via-

Ingeston of cein ihcmpﬂ:lkdmp such as carbamazepine and

ieney (avidson
. Womess exposare 10 vieamin K anficosgue
lanss ‘Jumlg preguancy may affect the fetus in utero, resudring in
coumarin emsbryepathy (CE) (Rosot 2096). Approximately 696
of newborns exposed to maeenal counsarin neke during prege

y develop CE.
i3 and cpiphyseal calcifications) found in 80% of these babies.
Censral nervous malformations (eg. midine ssructumt defecs)
were detected in 4596 of babies diagnosed with CE; and signs of
ntracranial haemordhags weee observed in 10% (Van Dric 2992).
Mot ince counnaringcossnoshe plics, they Ltr e
%

Tt is targely un-

which increascs the risk of iuescranial hacrior-
shugs before i s i 2082, Wormets consunpion of

associared with max

h
AR 201 Homever, ateinel requitcrens geneally
increase In pregnancy, the tisks of dinicaly relevane deficiencies

o s, opecllyasmong,prgrant women i poos i

dluluu] Iy Mmu ine lmwbﬂm o e fs wimeste, which
(o
3934). Van £ic] 2042 and colleagues observed that of dhe pres-

o Witey & Soms, Led.

2 suppon a fink beoween viramin K deficiency and miscariage.

prege

aancy ouccomes asociaed it various mutivionai deficencies
(8 Women are kel 1o expericace froquent st
sonsd sl'urr.\gn( foioving barcic surgery, bur che riss of se-
s ate greaser afies lucing surgery

etive (Gl 2033).

dergone bararcc sgery (Gusicis 2059 Shao
Vitgmin hdnﬁc icy bleeding (\’RDE) sa Me« g duoldtr in
il

rate vitamin K supplements ino their prenau viamin segimen.
I cerrain disease conditions such as eystic Ghross, coeliae dis-
case, or Crohn'sdisease in which sufficien: vitamin X absorption
s inpsired, viwaniin K supplesmeniaions are essearial, especially
i the form of a maliiviramin dhar contains viwmin K, which s

(MG 2911, Decram. women aking snriconeulont drugs
e recomimendod o sake visamin K 1o weeks prior o deliv-

M 2031). Vitamin K suus in pregnant women who
ke prcoai s, suck a5 counsari,
e

widhout
senerally nar mq....m 0 e \..a.m. I3 Suppr:mmu olss, for

Racrohagin nsde th infancs sl soon afer [y w o
2609). Infonts e born with sasurafly o feels of sianin X
and do not seceive adequuate amouns from beeast milk due to the
ver seansfer rate through the placasa (S wer 2669), Proma-
e nfrs with vawin w.mmps and npind ol zbmrp»

sion

fowing binth (Sises 1222), mcm of carly VKDB. for cx-
sl o among nfiues o W o 24 s imedinly
i don affecc-

orare
s, which inhibie vitamin
Kabrorption by desiroying vitamin qu-en_; bacteria as well 2.
bactecia chac is haomful v the body (244C 2015).
Vitamin & formutation ard prophylacric admmmn( differby
country (WHEHEAD 205). For example, in the United Stares,
viamin K1 o7 phytioquinone is available s 2 supplement eicher
sepacisly o a5 3 componentof st comple 5 g
2011, Vieamin Ki

ng viomin x m:ulm!um ey iy s i condiion
among infines (i exseion 1950), Thercfore, co-
sgion disorders require umm:dlz(c ucacnent with viamin X
inis is. lae \an:nl 2

VKDBin ieamin K prophy-
L was foond co be 57105 births versus 11 and 72/103 bins
in Japas: an Thailand, r:«pfm:dy (ﬁ.\ar:: 249 iy
following bird: fa h

simin K anisiarion was rsum\cd  be 0.01% 1 Anwu
Gsin 3918). A mortlity zate of 20% was also estirasted in

newberss with sovere blecding disorders, including insrscranial
lneuwlﬂlagc (50%), and comimon persistent neuzologic impair-

e chlorophyl ablecs apsul:x. o liquid (350ME

2611). Viramin K is administered pacenceraly or orall. and var-
ous eported doses have been adminissered 10 prognan women:
for cxample, 10 g of itravenous ar nsrumscular visamin K
dally for two 10 seven days (L 2006); one 10 mg dose of vie
carin K inramusculary, cepeared agiin aftes four days followed
xy, 20 mg daily of oral vitmia K (K: 1969); 10 mg of intra-
anin K becveen fous and 96 hours before delivery
ot 5700 10 g of viramin K1 dilly is recommendad
for pregitan women on anticonvilsans therapy from 36 wecks of
pregnincy onveards (€ 1993).

There is insufficient evidence to show that excessive vitamin K
ingestion has toxic effects on dae hunan body. As viamin K passes

pha

2 be defects and eadly
hacmocthage mmug. ewbasns (Nt £9231, 1 hus been rec-
cartn-

o p’)(ny‘un. Shonid commence il o
fou veeeks priot 1o fae
Alhough uncosunon, he we ufvmnm Kan-

2000, Facaeh 2096 suggests thac vitamin K
odd be thighly conroficd during anri-coagulatio
“somen with mechamical heart valves.

rcagonises
pregant

3. How-
cve, oxicrve davage, v cell fagli, and mexmemnw,m
may develop if cases of high doses of water-soluble vitawmin K3
tnenadione; consumnprion, and Iocal hypessensitisity scactions,
mosdy due to vitumin K1 dermal injecrions, may also occur
¢ e 2653). A daily intake

of § g o les is wnfikely o have any harmfl effeers accord-
ing to guidelies from the Uniced Kingdom (NF4S 2911), Also,
25 toxicisy for the 073} consumption of viwmin K tenins un-
known, 10 10 20 g ar siore of phylioguinone s recomimended
10'be sae for common clinical adminiscration in che Uniced States
CHHGEAD 34). Fusthenmore, patients with cheonie ft
sbsorprion who ks such doses fave shows no cvidence ofside

2
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effects (WHOAAC 2004), Syntheric menadione and irs deciva-

tives are not recommended, particulaly for vitamin supplements

in newborns (HCHHAT 2ikad), Morwaver, due to interactions

with cerain drugs and the posersial for sidk <ffects, vitamin K

supplements are resricsed for prognant and lictating women, as

vitamin K passes through the phacents and s found i brease m
i o ¢ e plac i

? (GAPD) deficiency (UMME

How the intervention might work
Antenaal £ icamin K ion for preg-
nane wosmien 1may provide significant benefits for improving both
maternal and neonatal outcomes. Viramin K supplemensation

y
of preguncy with thrombocyropenia (Morri: 1963). Adequare
supplemensation tha includes vitamsin K and orher essential mi-
cronuients has been recominended for pregnant women who

feal complicarions such as i sital sbaormal-
ties and low birdhweight (G 19), Far-
thermore, murernal administration of viramin K has been sug-

of vitamin X supplemencation on s set of neanacal and saseras]
ocores that were ot covered by earlier reviews, specifically by
orwhas 20

OBJECTIVES
Kamol
‘pregnant wornen for improving maternaf and neontal evtcomes.

METHODS
Criteria for considering studies for this review

Types of studies

jced (ndividusl and quasi-randormised
wlie il ascssing the effece of vivamin K supplemcnntion
s preguaney. We will o consids il peseed enly 35

gested to improve prochrombin and partial ac

abstracts. We wi

sianin K i preveing VAL Al i xmpplm.mm.

infants bors to Wk weho take anticpileptic: d'up duing preg-

2062). incudinga edtion i dhe
occurrence onmmm K deficiency in such infants (usnclbsse:
im3).

Why it is important to do this review
Theeffecs of v

in K deficiencys i

in Ksup-
plemcaration, have sty been repyied inseuion to neontes.
Viamin K deficiency, remedial supplementarion and associated

Types of
AY pregnant wormen in any stige of heit pregiancy and theic
infans, We will include trials in which pregnant women are
subscc of the participants inchuded in rhe study if reporeed in 2
vay thar selevant dasa can be esgsacred. This seview will exclude

precesan bicth for preverning neovaal PVH, as this is covered in
an existing review by

Types of interventions

Wewill s she effecsof v K admmlswrcd onlly, nora-

womes
of heir pregnancy. This review will xclude e i hich i

i K s administered 0 womer ¢ ssk of i prccrn
et for f neonatal PYH, as this has alrexdy been

wancy, have nor b
E iffe i for vitamin K -

evalued in an exsting review by Cranideze 2016, The inverven-

A previous Co the ef-

fectofvitamin K suppl i of i
i very presecan birch n the prevention of neonata periven-
sricuiar haemorrhage (PVH) and associare in

tamsin K spplementation alone or in combination with mictoru-
wiens, regardles of the dosages, frequency. duration and timing
ofdlvey. The dhres comparison rovps will onso of pregan.

preserm canates (Crowat 3. Therclors, in this protocol

womcn vieamin K no
viamin K pplements; mietonuriers chading viein & ver-
sus enss wiithour vivamin K: and visamin K vesus 2

iess of theis pregnancy stage and we will s to assess e effeces

‘phacebo or no treatment.

—

‘Witey & Sont, Ltd.

Types of outcome measures

Primary outcames
1. Perinaul deach.
2. Neonarai blceding.
3. Maternal blecding incidence, <5, during pregnancy,
intsapartusn haemorrhage and postpartums hiemorthage,

Secandary outcomes.

Newborns
1. Seillbirth,
2. Neonaral dea,
3. Infant death,

‘neonatal blecding: 2)

Special carefinrensive care adwmission; lengrh of hospitafisations;
fength inal di lengeh

of machavical vencilation.

Mothers
Amenaal hospiral admission; wtilisation of intensive care units;
use of dayearc units; and ventilation and dialysis.

Search methods for identification of studies

Electronic searches

We will contact the ls Search (,«-a'dm:(ur w© sn':h the

Cochrane Pregnancy and Child]

‘The Cochrane Pregnancy and Childbinth Groups Trss Regiseer
- Trials Search Co-ordis

4
(novghe ro 24 hours ofies biri), b} elasic haeamalyric dis
the newborn (24 houss o seven days of e
haemolytic discase o acqired prorein C deficiency (APCD) of
e newbors (1o (o 12 weeks of ife).
. Precerm birth (fes than 37 weeks of gescation).
6. Low binloweight.
7. Longyterm neuradeclopmest,
8. Congenial mafformation.
9. Severe Jiver discase: 2) indnced incrshepa
obstrucrion, b) cholesrari discase.
10, Madabsorprion of vitamin K, ¢.g gut resection.
11, Biltary arresia (congenital absence o closure of the mujor
bile ducis, che duces tha drain bile from the liver).
12, Other torbid condiions. eg. low Apgar score at five
winuces, vitamin K deficieny

vy

studhes.

Modsers
1. Vitamin K deficiency in pregiant women.
2. Anaemis, e.g megiloblaseic ansemia.

3. Hypoprothombineria.
4. Thrombocytopenia.

entified from:

1. monthly searches of the Cochrane Central Regiser of
Conrolled Teils (CENTRAL):

2. weekly scarches of MEDLINE:

3. weekly searches of Embase:

4. Nandscarches of 30 jouenals and the procecdings of major
conferences;

5. weckly cureen awarcnes alerts for a farcher 44 jousnds
plus monrhly Bioed Cenreatesmail alers.
Desails of the search scrategies for CENTRAL, MEDLINE and
Kb, the s of handscarched jourms and conferencs pro-
<eedtings, and the lse of jouenals reviewed vio the curtent aware-
ness service can be found in the “Specialized Register section
i s ol fation s the Cacissn sy

Vel apply o dte reticions on v scrches, Trls it
fied theough the scarching activiris deseribed above are cach as-
signed 10 review: topic (or topics). The Trals Search Co-ordina-
101 searches the regiser for cach review wsing the topic fst rther
than keywords.

Searching other resources

5. Ocher morhid condifions, e.g, spananeous aboztion. W:x ;' s sarch s of; Included waly
W will sumimarise any adverse aurcomes reported in theincluded 10 FIEVARL Feviews papers. .
S We will not spply sy langsg restrcrions
We will conte rescarchers i the sea, i needed.
Econamic data for the use of healtheare tesoutces
Data collection and analysis
Newborns Sefection of studies
:

N Hanada (NH), K Saviad
(<s,. £ Ota (EO) and R Mot (RM)) will independently asses
fornclasional e prcncial s e iy 253 sl of e
search suategy. We will esolve any disagrecment vhrough discus-
sion or, I requited. we will consalt  thid person

Data extraction and management

We will design a forim o exiract data, For eligible studics, at Jease
o teview auchors (§5, NH, KS, EO and RM) will exerace dara
using the agreed form, We will resolve discrepaucies through dis-
cussion or, f equired, we will consul athind person. Wewil enrer
dacais ;i " 212 and check

(3.3) Blinding of participants and personnei (checking for

possible performance bias)

We wil describe for each included sudy the merhods used, i
blind iy fosdodge of

oy,
shich imervenion # participan: received. We will consider that
suudies e ac low risk of bias if they were blinded, or if we judge
has the lack of blinding would be ualikely w alfect results, We
il asess blinding separately for diffezca utcomes ot classes of
omcomes.
W will asess he medhods 2

» low, high or unclear fisk of bias for partcipants;

 low. high or unclear tisk of bias for personnel,

(3.2) Biinding of outcome assessment (checking for possible

accuracy. o

When information regarding any of the above is unclear, we will
pre igi 2

denils

Assessment of risk of bias in included studies

(i, KS, EO.
assess sisk of bias for each swdy using the criteria oudlined in
the Cochrane Handbook for Syseemasic Reviess of Brtersensions (
5 26813). We will sesolve any disagreement by discussion ot
by mvol‘v:'rg 3 dind assessor.

10 G possit

selection bias)

We will deserit .' mduded ly d 10 s
" P )

men of wheeher it shovid prodisce comparsble grougs.
W wil asess he mechod as:

« law sk of bias {any wuly random pracess, ¢ g, rndom
iber eable: comper random nummber generstorls

o high rik of bias (any non-randor prosess, <& odd or cven
dace of birth: hospital or clinic record number);

o anclar risk of bias

@ i P
bias)
We will describe for each inchuded study the medhod used to con-

ifans,

# pardicipans received. We willassess blinding separarely for cif-
ferent ourcomes o classes of ourcomss.

W willaskess medods used to blind ourcome assessment as:

« low, high or unclear sk of bizs,

bias due to the amount, nature and handling of incomplete
outcame data)
e will describe for each included study. and for cach outcome
o class o autcomes, the complereness of dura including artirion
and exclusions from the analysis. We wil stte wheher aurition
and exclusions were reporced and the numbers included in the
analysis ar each sage {compared wich the soral randomised par-
dicipans), reasons foe auition or exclusion where reporied, and
whecher missing data were bifanced uccoss groups ax were reted
0 auccomes, Where suffcient informarion is reported, or can be
supplied by the wial aurhors, we will re-izclude missing data in
e analyses which we undereake,
We vill aszess methods ac

o low sk of bias .. o missing auncarme dats ruissing,
ouscome dasa batanced acooss groups)s

 high risk of bias {¢.g. nusmbers or seasons for mising data
ibalanced across groups: s treated” analysis done with
substancial deparaure of incervention received from thar asigncd

whether intervention allocation could have been foreszen in ad-
vance of, o during recrofiman, o hanged aftes asignumen,
Wewill 3253 the mebods sz

ar
» unclear risk of bias,

« low risk of biss (e, elephone ar central
consecutively pumbered sealed opague envelopes);

(5) Sefecti i for reporting bias)

Wil dseibe o cch inclded sy howe e vestigaed he

» high risk of bias (open random alfocation; unsealed or non- we found,
opaque eavelopes, alternacions dats of bird e

» usclear risk of bias.
Vi K 3

s & Soms, Lid.

o low risk of bias (where it is clear hat all of the srudy's pre-
specifed ourcomes snd all expecied owcomes of nserest 10 the
review have beea reported):

& high risk of bias {where not ail of the scudy’s pre-specified
outcomes have been reporteds one o more reporied prinary
outcomses iere ot prc-spocifieds outcomes of inerest are
seported incompletely and so cannor be used: the siudy fails 10
include resuts of a ey asncome s would ave been expscied
10 have been reported);

 unclar risk of bias

¢ ing for-
covercd by (1) to (5) above)

W will nchde hster-zandosmised il i he analyss song
wich individually-randormised trials. To take account of design cf-
e, v vill s their samplesizes using the methods described
in the Cochrane Fiandbeok using a5 estimate of the intraciuster
corrlation concfiien (1CC) darived from the wriat (f possibi),
feom sl o fom sty of s populion. 1

Ja her soutces, we il duct sea-
siiviy ‘mzlyxx 0 invesiigate the effect ofvariation i1 the ICC. It
e idemtify both cluser-randomised rrials and indiviualy-ran-

ised urafs, we plan i @ ion. We
will consides it sezsorable 10 eombine the texlrs from both if
shere s lie heterogeneity berween the study desigas. and if the
imesaccion berwoen she efiec of the inrersenrion and the choice
of sandomisarion uni is considered to be unlikely.
Vel oo o o

urit

We will describie for cach included mp

concerns

¢ analysis o fovessigace the effests of the

each sty was free of other problemms that could put i a risk of
bias:

o low risk of other bias:
o high rik of oher bias:
« unclear whether there is sk of ochr bias.

{7) Overall risk of bias

We will make ceplici focdgements abaue whether stadies are at
Ligh tisk of biss, according to the crveria given in the Coohrane
Haudbook ($Siggins 2011). Wich relerence to (1) to (6) above,
sie will assess by ignitade and direction of dhe bias and
whether we consider it is likely 10 impact on the findings. We will
explore the impace of the fevel of bias by undereaking sensiciviry
analyses - see Sty ansyss.

Measures of treatment effect.

Dichotomous data
For dichotomous dara, we will prescut sesuls as summasy risk
ratio with 95% confidence imiervals.

Continuous data

we will use the mean dil
are magsured in the sume way berween wrials. We witl use the
sincardised mean difference o combine tridls that mersure the
sume outcome, bur use different methods.

Unit of analysis issues

Custer-randomised trials

and perfo
randomisasion wnic.

“Trials with more than two treatment groups
I trialy with i
ies) are identifed, only dim.dy rebevane arms will be included.
1 sudies with various relevan arms are identified, geoups wilt
be combined to generate a single pair-wise comparison (54
1), and the dissggegated davt in the corresponding subgeoup
category will beincluded. 1f the control group is shared by cwo o
mose suudy armus, the conreot group aver the sumber of refevart
subroup caregories will bs divided to avoid double counting dhe
paricpans (ot dihotomous s, e il did theevenc nd
the corad 4 el

same wean and sandard desiation but wxu diide the torl pop-
datian). The detals will be described i the ‘Characrecistics of
incuded studies rables.

s

Dealing with missing data

the impace of including studies with high levels of missing data
i the overall assesswment of creatsnent effcet by using sensitvity
analysis,

Tor all ousconcs, we wil carey ous analyses, as far a5 possible,
ot an insention--ires basi, . we will auenpt to inctude all
participains randomised to each group in the analyses, and all
paricipants will be analysed in dhe group 10 which they were
allocated, segardiess of whecher of not they received the allocired
intervenion, The denominaver for cach outcome i each tial
il be the number rudomised minws any pacticipaots whose
outcomes are known 10 be missing.

Assessment of heterogencity
ity in

dhe 17, 17 and Chi? staristies, We will regaed heterogencity as

ViaminK

ley & Sons, Lid.
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ABSTRACT
Background
So-called hindwave’ cognitive and bef T ilbeing
uzed in the ieal problems. However, the efecti d accep d bebavioural

Py
dictapy (CBT) approaches as sneansat for acute depression sesmins unclear,
Objectives

.’ he effe i BT
placeba conseol conditions for acue depression.

2 y ‘. N 5T CT.
disfectical behaviour therapy, MBCT, extended belavioural activasion and
swiiting istautencion placebolpsychological placebo control condicions for acute depression.

h o with treatment as uswal!

3. To examine the effects of all third wave CBT approaches compared with different wpes of compararors (rearment a5 usul, o
srcaumen, waiting e, aention placebo, psyehological placebo) for scute depression.

Search methods

We searched the Cochrane Depression Austiery and Neuross Group Trisls Specialied Register (CCDANCTR 1o 01/01/12). which
includes relevanc randommised controlled trials froun The Cochrae Library (ll year), EMBASE, (1974.). MEDUNE (1950 and
PsyeINEO (1967-). We alsa searched CINAHL (May 2010) and PSYNDEX.(june 2010) and reference lists of the included suudies
and refevant reviews for addicional publishod and unpubiished srudics. An pdated scarch of CCDANCTR restrited o search terms
relevant to third wave CBT therapies was conducted in March 2013 (CCDANCTR 1o 61/02/13).

“Third wave' !
e st oy e s & S, Lok

Selection criteria
Randonised conteolled tsials that compared chird wave CBT therapies with control conditions for acuce depression in aduis.
Data collection and analysis

i i i il quatiy id foradditional
L We rated the quality of evidence using GRADE merbods.

information when reg:

Main results

Four sialf studies (224 parsicipants) were included in the review. Liele informarion was provided aboo che process of allocing
g et sed ndependeri T

commment th 1. i d nditions. Feh Jie ) 1 folic

The resuks showeed a sigaifican dif
ssual (TAU) condirions (three studi

nee in clinical response tates in favour of third wave CBT when compased with trearment as
170 participans, tisk ratio (RR} 0,51, 939 confidence incerval (C1 0.27 10 0.95: very low

quafiy). No significan diffeence i sreatment accepubifey based on dropout rares was fmmd between third wave CBT approaches
and TAU (four studics, 224 paticipants, RR 1.01,95% C10.08 10 12.30: q iaf seatistical
heterogenc
Authors’ conclusions
vy v bt hicd wave CBT ecti 3

2 ies and che i fi 2 wgether
il medhodologct o, e the by 0 e sy conclsion on e efet i she ot v o over  longes e,
The increasing populariy of thisd wave CBT dher sudies

o third wave CHT approaches in the sreacment of acue l]eplmvon o shore aud longrerm b, 10 ),nwxdc evidence of their
effectiveness to policy-mkers, cinicians and users of scrvices.

PLAIN LANGUAGE SUMMARY
*Thitd save’ cognitive and behavioural therapics versus treatment a» usual for depression

Major depression s a very common condiion in which people expecience a persistently low mood aud foss of ierest in pleasurable
activiies, sccompanied by a range of symproms including welght loss, insomni, faigue, loss of encrgy, inappropriate o0
<oncenttarion and morbid thoughes of death. Dsychological therapics aee an important and popular alternative o ancidepressants in
e wreatmuent of depiession, Many differenc piyeliological dherapy approaches have been developed over the pist century, inchuding
cognitive-behavioural (CBT), behavioural, third wave' CBT, psychodynamic, hamaniscic aad tntegeative therapies.

I s reviews, we focused on third wave CBT approaches. a group of psychological therapies that carget the process of thoughts (racher
shian thei conrent, as i CHT, helping poople to become aware of sheir dionghrs and m accep then ia a noa-judgemental way. The
sim of the seview was to find o0t whether third wave CBT was effecrive and aceeprable to people in

The eviow incuded foursucics. nolving a ol of 224 peape. The stdiescrnined shace difcen foos of hid vave BT,
consisting favo sudiesh fument dhesapy (ACT) {or form
of third vave CDT e competive mind g o ). Thre ofshe s ompared hid wase csr Tapprad hes with

diions. The fourl sudy CT it pycicogia i
hisdwave CBT ap ¥ basisin. However, the g
low bmm of e nll n;mbc:rufxmdxu/puun;.uvn inciuded i the revi, sogether wich the diverse <n¢ s, inerventions

with :nymnﬁdmm It is nowable, too, that nane of BT approsches. Given the
P N o s ori P

wheiher third wave CHT approschies are helpiul in rrcating people with e depression.

Thted wave’ 2
i Wiley & Sons, L4d,
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BACKGROUND
<chological therapi
p pies may be broadly .
rate phifosaphical broadly caregorised into for
Desc phical and thcoreicl o fous sepac
ription o the condition vl schools, comprising psychouna-
é' of ineres: in y;mu ised by penistent "
able aciv
§ : a(Em e accompasid by a sange of it
M ““[‘P'Opmw " > i e loss o iring aud swepping
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ABSTRACT

Bacground

So-called e v’ cognisve and betvioural thapiesreprescns a new genceation of pyhological thecapiesthat ae ncres
being used in the trearmen: of prychological problems. However, the effecriveness and accepuabifity of thind wave cognitive azd
thaviows dherapy (CBT) approaches a a weatment for depression compared with osber psyehological thecapies remain uicleas,

Objectives
1. To examine the effeces of all thied wave CBT apprusches compared wish aff odher psychological theapy approaches for acute
depression.

2. Toexmi i i CHY T
exiended hebavioural acrivation and mesacogpirive therapy) comspared with all other psychological therapy approaches for acure
d:yreﬂ‘mn.

8 diitd wave CB
behaviourst, humanisic, integratve, cagnitive-behavioura) for acue depression.

Search methods

‘e seazched the Cochrane Depressi and ialiscd Register (CCDANCTR 10 01/01/12), which includes
wlevant sandomised conteolid triais imm The (‘w/mvrz bbm;/ Gl s, EMBASE (1974, MEDLINE (19507 and PocINFO
(1967-). We aiso searched CENAHL {May 2010) and PSYNDEX (fune 2016) and reference lists of the inchoded studics and relevant
seviews for additional published and unpublished studies. An updsted search of CCDANCTR restriceed 0 search tenms relevant 10
shird wave CBT was condncred in March 2013 (CCDANCTR 10 01/02/13).

Third veave” '
pr i Wiy  Sons, Led.

Selection criteria
Randorised controlled trials thar compared various thied wave CBT witk oshr psychological thecapies for acece depression in adulss,

Data collection and analysis

informarion quicad. We saed the quality of evi g GRADE methods.
Main results

Aot of dheee suadien involving 144 clighle parricipants were nchuded i the teview. Two of the studies {56 participants) compared
10 sarly version of acceprance and conmirment therapy (ACT) witk CBT, and one study (38 clgible participants) compared extended
bl screaion wih CBT: Noaher i of i) wave CE wee eniil. The o ACT stdics were assesed as bing at
h.?,h dscof d dropout rates, sharwed o svidesce
fecence becvween third wave CBT and orher psychological lh:npm for the primary outcomes of cfficacy (cisk zatio (RR) of
i sespos L1, 554 confidence e ()75 0 1164 ey v ) sndseeptafcy. R o o followeu
showed o cidenceofany diffeence berween i e CBT and aber pschologia therpies fo el response  sudis, 56
pardsipans, RR 0.22, 95% C10.04 1o 1.15). Mod distical e ¥ v 41%).

Authors' conclusions

Veey law qualiny evidence suggescs thac i seave CHY and CBT approaches are cqually effeetive and accepuable in the treacuicnt of
" e p ey < . "

heis " pvalence. Thei e third wave CBT in clini
feri tudies t compare vari hes with other psychy heraps apy
form clinici d pofi k b psychological herapy in trearing, depressi

PLAIN LANGUAGE SUMMARY

“Thind wave' behavioural therapi > ical thesapies for dept

e Jowe moad and Joss of incerest in pleasurable
e guilt, poor

pressants it

Major depression is 4 condition, ix whidl peopl
aciivite, accompanicd by a ronge of symproms including weight los, i nsomaia, fatigae, loss of energy. inapprop
coneentcaion and morbid thunghts of death. Pychological therapies ate an imporeuns and popular altenmive o wi
the weament of depression. Many different psychological therapy approaches have been developed aver the past cearury, including
behavioura, cognitive-behavionral {CHT), hind save’ CB, prychodynarmic, humsnistic and integrative therapics.

In this ceviews,we Focused an i wave CBT approacics,  group of psychologicat dherapies that target the process of thoughts (eater
shan heircontent, a i CBT) 10 hlp people become aware of ez thonghts and acceps dheem in % sofi-judgemeatat way: The aim of
the review was o find ous whether third wave CBT was more effecive and acceprable than ather pychological therapy appr
people with aruse rlep’::non e e incodd e s, il sl of 146 peope, The sis xanios o s
i {ACT) (two srudies) and extended behavionral acrivarion
(BA} {one study). Al {hrc: sudicscompared these dird wa\‘tCBTJppmxh:: with CBT, The results suggested that third wave CHT
and CBT app ey cfiecive i Howeves, the quality of evidence was very fowe because of the saall
s of stodies of poor qulity thit we inchuded i the reviews thesfore i is ot possbl to conclude whedher hird wave CBT
othes pychological herpisn heshors erm o e onges e of .
Given the increasig, popelariy of third wave CET approsches i lincal practice. it srudies shosld be priorised to ctablish
whither third wave CBT approaches are mose helpfiul dian osher pryehological cherapies in treaing people with acute depression,

‘Wiley & Sons, Ltd.
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