Estimated Effects of other confounders
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Overall Summary of trends in Japan

Maternal Characteristics

— Increase in twins
— older maternal age
— # of previous births/stillbirths

play substantial role in
shortening gestational length.

Mothers living in major cities
are more likely to be older and
nulliparous, but with lower risk
of preterm birth

Scheduled Deliveries

«  Preterm & early term deliveries are more
scheduled. Rate higher in major cities
*  Full term births have become less likely to be
scheduled. Rate similar for residence
*  Preterm & early term pre-labor deliveries
largely due to
~ medical urgencies
—  breech, multiple pregnancies
— repeated cesarean section
*  Breech mostly delivered by cesarean section
before 39 weeks
*  Multiple pregnancies mostly delivered before
39 weeks
*  Repeated cesarean section mostly operated
at early term
*  PROMis a main reason for scheduled
delivery at full term
*  50% of pre-labor delivery at full term may be
elective
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ABSTRACT
This is the peotocal oc a review and dere is w0 abstract, The objectives ate 2 foliows:

“To sssess the efectivencss of neaternal syphilis serccning straregics.

BACKGROUND

Syph‘hs s 4 pote
thaz e i
with s,m

ion satc was by a factor of 12 during the fiv preceding
), Morcare,people wich e an i

HVInID) uwal!y ecome tnfcted i syl and vie versa
1), Asa sesult, he dise i congeital syphilisin naany
as this segion is highly buedesed by HIV/AIDs infecdion (W30

ey Though preventable, giobaliys

irvofhom v declopiag counic (5

Syphlls s 730,000 t0 1500000, f which nculy 650,000 deas

oceut in feruses and newborns ( $0 203%). Ma-

wosnal syphilis is ess of a concern in developed cauncries than in
& o P

phil i ey, seilbisch, low btk
aten mgzmﬂmalarcucmrmrrdmbehnghe&un Lacin Amet+  aldeach, o srious sequelac n ivbor Infected chidien (

i ). However, these adverse orcomes are prevenable, and cx-
g health prograsns such as incorporated sexual ard reproduc-
i i imely treat-
husabl

g in coumeries such as China where an inciease in che disease 4

incidence has already been abserved b peinacal deachs and sellbirih incidence by abowt 50% (i

In China in 2008, smong 9480 rotal casts. on average, mare than sy Hawkes 261 1598). Henez, o

by perhout was bors with enngeltlsyphils the osersed oy pregrant worma b b urged 1o udengo ourne atenatl
. - 7

opr o, Pui & Som, 144,

nearly every ane of those who i tes
prompt ticzment ot i missed enticly (3
wealabilty of varions impioved da,nomc ool and costell
ive preveation therapy (Fecling RO 20, the
predominani mpmn h, e

i infecred paiems (esing 2959).
chas o been suggesred that ch abscae of ancenatl cars, and
poor qualiy services are likely to be imporsant fscrors i raising
e nomber of worhers giving birth to newboens with cangeniial

ills (Wather 2982 995,

Scieatific fforss for the prevencion and eliminarion of congeital
sypilis have been acelered by e deelopmzat of el avd

tools such 2s on-sire sypiis testing, provid-
id esoles and immediae sherpy for sero-posiive women
in primasy stings. ln addition to | ing. ofi-sice
esting might be a useful sraregy o curb congenial syphilis and
us associared adverse ontcomes by reducing ereztment deloys and

ste esting in obseracional srudies (B 2

16) were posive, one randomised conrrlld sy fond no

er trearmment ates of perinarl mortalicy

fndeed, i spie of the presence of lab-

otatory aceess in some develuping arcs,the number of nfecred
women rested fullyis xifl in the mineriy

therore, in developing connries, s srecing ools such 15

005). u

inside the mouth. The risk of acquiring HIV infecrion in an in-
dividual with syphilis is two- to five-fold iF exposed whea an ul-
cer is present, and consequenly, fndividuals tnvolving in b
tisk soxual behaviot ave likely 1o suffer from syphilis and
nfection. Forermiore, the syphilis bacterium cun be veetieatly
transmitted 10 the ferus of a pregnant woman who has s sypl
infection; reporcediy, at leass two-dhirds of all newboms arc ia-
fected Froms snatcenil syphilis (Zewkes 1954). The likelibond of
. ith acrive syphilis fnfec.

tion G.c. rapid plasma reagin (RPR) ditee grearer than 1:4), speeif-
seally, insufficient or unmeated infection acquired witbin dhe five
‘years prior to the pregnancy (1 in & 261, Six
of sch o with aive infection wy xpeience 3 iy of
adverse binth outcomes (
tace miscarisge efer 16 weebs) or sl in 2566 cises, eon
al deatl a texn i 1195, preseen o low isthweight in 13%, and
clasic sympiouns and clinical signs of congenital syph
R

. Classially, newbosns with congenial syphifs are ey

infected premasure infants with maraseaus, a pos belly, ‘old man

Faces’ and wishered skin €3¢ 1), The sevesity of rhe ad-
bicdh : dealsyphils is st

Description of the intervention

rm,v ecion and aisisaion of appropiie dheapis e

crceuing ess ar the s antenara checkeup wicha the fsc
timester and agin in ce stage of pregnancy Folawed by prompt

delays i the ensfcaton and ncumens o e rfsred o
). Therefore, it is crucil w aseess the effccive-
for the detection of syphilis

Description of the condition

s is caused by the baceerivin Ticparema patidum. The dis-

eect comtace with 2 syphilis sose, and dv'm(,vz mx ...,J oroni
sexusl intercourse. The external genicals, vaging, rectum of asus
are the main organs where sores usually aceuc including lips and

illin before the second srisester

“Theare two muia opes of scro-
Soic s roeponeial s nd rcponenl s Nonee-

g ancigan dio caosvcacss i aabodics preset in
syphilis. Non-treponemai rests such as
RPR st ave easy to pesform, sensiive, and relarively cheap
g 2089, Fahermere,di nos-ieponemal s Qi
sponse can be full

978). On the othee hand, 5 e e, he eponen ress
cemain posiive indefinitely, wherher the person has becn sreated
or o, I sddidon, ponema s, e, eme munoxssy

E Sediflc

P
el sercening progenmcs are uied us one of the prosy

egies of testing for-

Wiey & Saos, Led
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for monitorin the prevaleiice of sexuilly teansiued infoctions

ling 2004). Nomaeponcial (s such 35 RER can beper
o

RPR ean nor be curied out on whole blood. Cn.mnel), confir-

‘matory assays such as EiAs, although uscful to obrain prevalence

cates aud surveillance facu, ave wsually available only at reference

o large regional laborarariesin resource-poor sectings. Currently,

ol und teeatment of syphilis. Fo exomyle, nowadays RER and
Venereal Diseases Research Labaratory eest (VDRL) reagents can
be srored ar toom-empersture. Jn addition, cxisting solar-energy
poveree s0sators have provided the means (o catry o shese tests
in resource-poor scttings where here i a lack of, o no dlectric-
iy (Pecing 2064). Rapic and easy reponema] tess wing shole
blood, serum of plasma can be sared ar room remperavuse for
six 10 12 months, are costcffective (Pevfng 2005}, and the pec-
formance of some of hese s i comparable to aboratory st
2 205, It is notewerchy chat syphilis screeming
i irarmens are estimaced o be the most cose-clecrive public
heakh interventions in existence (W50}

How the intervention might work

Prevendian success lies in the early derecsion of syphilis in preg-
want women and prompe tresement management before the sec-
ond wimester (W10 2019). As secommended by the WHO, all

howeves, by soire sucans, wouen wishour test resules at delivery

should aise be tested or re-tested. Women should also be well in-

formed abowt the imporzance of being tested for HIV infection.
o ! )

o dsced e vo o effect o

9. Therelors, his rview il aempe 1o scumulie qui-
wrategies in

pregrant somen and their neonaces.

OBJECTIVES

METHODS

Criteria for considering studies for this review

Types of studies
Randomised (individual and clustered) eontrolled trials compar-
ing different syphils screening suaregies during rowine antenz-
o check-u will be soughe. The unit of candosmisarion could be
men ot any formal healthcare fi-
il o esh posalelivics. Stdics it b b prsared

also be incl \ppropriat
starus, Cross-over wils and quasi-1 mmnmmd xpecimental sudy
designs will be excluded.

Types of participants

N 1k 1 b " J
infants 3¢ biedh me n isation nic in each
sheir pregancy (preferably prior to 24 weeks nf gescaional azr) included erial.
an the buzden

creening pregnont
swomen at the routite anezata] check-up, in the frst trimester,
and sgain in the fate sage of pregaancy, ane fsally the prompr
treatment of those women dereeied with syphilis sero-positve re-
sults are desirable. Syphilis is carable by administering a single
dosc of Jongacting peicilin, and presents refated consequences
in the unborn babies, Fither one (primary or secondary disease)
or three Garent discasc) penjeilis doses can be effective to trea
mateinal syphiis, depending on the disease sage.

‘Why it is important to do this review

Evidence o the effectiveness of sescening scrategies for the derec-
Y et

controlled arials, and snost of the knowledge is derived from ob:
servational studies. Moreover, earlier reviews of syphiis screening

Types of interventions

We plan o exazmine the clfectivencss of syphilis testing stacegies
offeced 10 pregaant women arding rouine amenital check-
up. We will compare svailable syphilis screeuing tests versus no
sercening tests, Howerer,if we find wials tha investigaee the cf-
feerof combined sczcening strateis, e, syphilis and HIV/AIDs
ssaing we il consdet them o incusion i he susuens
e, theams

semeping categis.

Types of outcome measures

Primary outcomes

« Perinatal morclicy

Strategies of testing for syphlf during pregnancy (Pratocol)

Wiley & Sons, Lid.

« Coversge of diffeent scrcening et for the detecrion and
et of yphils neion
the uprake of. Lsyphit

Searching other resources

W willcheck the studics cired in reevant revew aricls.

scveemn[‘ resss

Secondary outcames
 Incidence of congenical syphifis
« Incidence of HIVIAIDS in pregnant women and neonates
« Any orher adverse outeomes weported i the included
srudies will be summarised

Economic data for the use of healthcare resources.

Mothers
o Ancental hospial admision

Neorates

 Special carclinensive eare admission
Search methods for identification of studies

Eleceronic searches

We will contact the Trials Search Co-ordinutor to search the

Cochzane Pregnancy and Childbirth Group' Trials Register.

“The Cochrane Pregnancy and Chifdbirth Groug's Tias Registes
Trials Search Co-ordi

idenifid from:
1. monthly searclis of the Codsrane Centeat Register of
Gontrolled Teials (CENTRAL);
2. weekly searches of MEDLIN
3. weekly searches of EMBASE;
4. andscarches of 30 journaly and the procsedings of major
conferences;
5. weckly currens awareness aleces for a frther 44 jouenals
plus monthly BioMed Cenerat email alerts.
Derails of the search sttategies for CENTRAL, MED[ INE and

W will nos apply any languagg

Data collection and analysis

Selection of studies

T teview wnhors (S Shabrook (55) and K Mori (RM)) will
independencly assessall he potental studics identified from the
scarchh methods t0 be included in the review, Two review authors
willobgzin the full text of al eligible tials identificd by a Jeast ome.
suthor, and independenly seview the full copies for cligibitiy. We
will anemype 1o eomaet authiors of the original sudics f we need

through discussion or, if required, we will consult an arbiter.

Data extraction and management
Dacavill be exsacred wsing aspecified form, For eligible sudis,
v reviess uhors (55 and RM) wil exicact e daa wsing she
agreed form, Wewil esavediscrepances ongh discusiono, i
reqired,
Matages sofiware (Revdan 201 1) and chock for accuracy.

When informarion regarding any of the above is unclear, we will

dewils.

Assessment of risk of bias in included studies
55 and RM will independently asess rsk of bias for exch srudy
wsing the criecia owdined in the Cechrane Handbaok for Sysim-
atic Reviews of Interventions (Figgins 76413, We will resolve any
disagreement by discussion or by nvolving 2 hird assesor.

(1) Random sequence generation (checking for possible
selection bias)

EMBASE, the liss of handseatched journdls and
cecdings, aud the kst of jounls reviewed via the currens avare-
ness senvice can be found in she ‘Specilized Register se
wirhin the edivorial inforination abaut the Cochic i
hares oo,

Tl dentfed hrogh the screhing acrviis descrbed sbose
are cach asigned to a review: topic {or topics). The Trials Search
Co-ordinuator scarches the register for each teview using the wopic
st racher than kewords.

We vill descril inchuded gon-

ment of whecher it should produce comparable geoups.
W willasess the mechod as:
o low fisk of bias (any teuly random process, e, random
‘number tables computer randor number generaror):
o lisgh rsk of bias fony onerandioss process e, od or even
date of biths hospital or clinic record mumbecls
o unlear sisk of b,

Wikey & Son, Led.

2) Al "
bias)

b d 10 con-
<eal affocation to interveations prior to assignment and wil asiess
whehe intervention aflocation coutd hase been forescen in ad-

+ low rik of bias (e no misting outcome e missing
ourcome dara baanced across groups

o high rck of bias g mumbess or reasons for
imbatanced across groups: 2 treared analysis done with
substanrial depateue of nzerwestion seccived from dhat asigned
ar

vanee of, o d o changed afer assignmens.
Newllies e mchods o

« low risk of i (e relephone or censral randomisation;
consecurively nurmberee sealed opaque envelopes);

« high risk of bias (open random alocarion; unsealed ot non-
‘apaque envelopes, altermarios:; date of birth):

« usclear sisk of bias.

« unclear risk of bias.

(5) Selective reporting (checking for reporting bias)
W vl desctibe for each included study how we inessiigared the
possibilityof seestive outcome reporting bias and whatwe found.
Ve willassess the meshods as:

o Tow risk of bias (where it s clear thar 2l of the scudly’s pre-

[£) 2

possible performance bias)
W will describe for cach incluéed mm, the methods usd,
any,
it imersertion  paripant eceived, e will consier dht
suudis are at fow risk of bias i they were biinded, or if we judge
s she lack of Blinding wocld be walikely ro affecs cesbts. We
will assess blinding separarely for diffrent ouscotmes or classes of
ourcomes.
W willassess the mechods as:

 low, high or unclear risi of bias for participants;

« Jow high or uncicae sisk of bias or peesonncl.

ex: " i ;

specified i all expected outcomes of interest o the
review have been repartedl

o high rsk of bias (where nov all he scud's pre-spesified
uncomes have been reported: one or more reported primary.
outcomss were not pre-specified; ourcones of intesest ar
sepotted incompletely and so cannor be uscd; study fils to
iinclude results of 3 ey outcome dhar would e been expected
0 have beon seporsed):

o unclear sisk of bizs.

(&) Other bias (checking for bias due to problems not
covered by (1) to (5) above)
e il deserbe for exch inclded sudy any importane conceins

detection blas)

W will describe for e iany.
b from "
2 parsicipans received, We will assess blinding separately for dif-
fezen ontenincs o classcs of oo,
W will assess meshods used to bling outcome assessment as:
» lows high oc uncless isk of bizs.

data
bias . nature and 5
outcome dats)

We will describe for each included study, and for each outcome
o class of outcormes, the completencss of data including asrition
and exclusions from the analysis. We will stave whether acrition
and exclusions wese reparied and the numbers included in the
anstysis at each suge {compared varh the toual randomised par-
Lidmmxy, ressons foc o o cxelusion whre eporied, vl
actoss groups 0F

10 outcomes. Where sufficent infosmation s reperced, or can be
supplied by the traf axliors, we will revincluds missing dava i
the analyses which we undercake,

W willassess methods as:

of bias
Wil ses e ench sty s e o e prbles
could put i at risk of bias:

« low sk of other

» bigh tisk of othet bias;

o unclear whether dhere s sk of orher bias.

{7) Overail risk of blas
W will make explici judgements abour whether studies are s
sk of bias, acconding f0 the ctiretia given i the Handieok

1), Wich rference 10 (1) 10 (6) abave, we wil assess
gritude and discesion of rhe bias and whether vee
considee it s fikely o impact on the findings. We will explote the

Measuras of treatment effect

Dichotomous data
Tor dichotomous daua, we will present cesules as summary risk
saslo with 95% confidence intervals.

Strategies of tastiog (or syphiis during pregnancy (Protacol)

Wity & Sons, Led.

Continuous data

Besling with missog dara

daza, we will use b diffe if aurcomes.

are measured in the same way berween wials, We will use the
seandaedised means difference 1o combine wials that measae the
same outcorme, b use different methods.

Unit of analysis issues

Ciuster-randamised trials

individually-randomised teials. To take account of design effect,
e il s theie sl sacs s the mthods descrbed i
she Honds
effcient (ICC) desived from the wial Gf possiblel, fmm a smilar
s or from a sudy of  siwilar population. If we use 1CCs fiom
other sources, we will report this and conduct sensicivity analyses
toinvesigae i ofsiaon inthe CC. 1w denify borh

e impacs of inchding s wih highleves of isivg docs
in the averall asscssment of rearment effece by nsing sensiiviry
analysis.

For al) outcomes, we wil catry out analyses, as far as possble,
on an intenrion-to-treac basis, . we il aremps o include alt
pardcipants zandomised o cach gioup in the analyses, and all
posticipants wil be analysed in the group ro which they were
allocared, regardiess of whether or ot they received tie allocated
ntervention, The denominaror for each outcomne in each wiat
will be the numbe randomiscd minus any participants whose
outcomes e known 10 be missing,

Assessment of hmmgenelty

1 in each

du T2, 12 and Chi? seacistics. W will segacd Imemgelmly a
substanial i 12 i greater than 30% and eicher T is greatee than
xero. or there is a low P value fless thant 0.10) in the Chi test for

d rials and i iy ised tias, we
p:m. o synthesise the relevant m&:mmon. W vl consider it
mmmuk 0 combine die rcsulvs from bodh if ll)crc is fiwle ber-

and the i berween
the c‘foc\ of intervention and the choice of randomisation unit is
corsidered 10 be wlikely.

Trials with more than two treatment groups.
Ifuials sith maore than two intervention groups (nlri-arm stud-
e identifed, only direcdy relevane arms wil be inciaded,
1F seudies with various elevant acns are identified, groups will
b combined @ geserate s snle paiaise comparson (i

Bii),
catogary will b included. K the conerol group s sred by v
more ma)- e, he ontrl group oves e b of relsanc

be divided sing d
pacicipants (fo dichotomous data, we will dmdc dhe events and
the toral poulacion, and insous daa, we w e

s snean and sundard deviadion bur will divide the sl pop-
ulasion), The detais will be described in the ‘Characteristics of
included scudies’ tables.

Cross-over trials
We will not include eross-over wials as they are generaly con-
e 0 b inappropiace il ossting  primay ouome

described in the Cockrane

f reporting biases

I dhiere are 10 ot miose studies i the mera-anaysis we will in-
vestigare reposting biases such as publication bias) using fannel
plots. Wewillaseess Funnel ploc asymmerry visuatly. IFasymmerry
s suggested by 4 visual asscssment, we will performn exploratory
analyses o investigace i

Data synthesis
We will carry ot stacistical analysis using the Review Manager

softwice (Reviaz 2011). We will use fixed-cffect meza-analysis

dmting the same wnderlying trament effct: ie. where wils
arc cxainin thesame iervenon,and o sl populaions
. It het

rogenciy sfficient 1o cxpest thac -h~ underlying treameat cf-
wials, o if.
it decered, we will use randomvelfeers mera-analysis to prodce
an overall summary if an average veatment effec across wials s
considered clinically meaningid. The random-cffects summary
will be weated s the aversge range of possibie weatment effscts
and e will e el glicaionsof s fics
is not cln-

wials, I

lely mearingidl, e il nosconbin .
6w use andonn-efes analyses, the resuls wilbe prsenved s
d

Hmbm for Speematic fevie i 164,

flece with its 959

he esti Trand B

Wiley & Seoy, Ltd,

~ 388




Interventions for improving outcomes for pregnant women
who have experienced genital cutting (Review)

Balogun OO, Hirayama §, Wariki WMV, Koyanagi A, Mori R

THE COCHRANE
COLLABORATION®

Thisivs repti ch 2 d sinsal The Cachrane Colfsbora tished in The Cochrane Library
2013, Issue 2

fusged Ao

WILEY

preg
Copyright © 2013 The Cochrane Coliaboracion. Published by Johi Wiley & Suns, Ltd.

TABLE OF CONTENTS

PLAIN LANGUAGE SUMMARY . - L .. LT
BACKGROUND .
ORECTIVES . . . . . . o o v ottt e e e e Cees
M[THODS ........................... P

DISCUSSION . . .
AUTHORS® CONCLUSIONS .
ACKNOWLEDGEMENTS .+ -« o oottt

APPENDICES .« . o o ci i e e

CONTRIBUTIONS OFAUTHORS . . . . . . . . o oo vii s 12
DECIARATIONSOF INTEREST . . . . . . . . . o o0 o e it et ¥
SOURCESOFSUFPORT . « « « o 4 v v v vt v v e e e et e e e e e e e e e e e s 12
INDEX TERMS

Wikey & Sons, Led,

[Ineeevention Review]
Interventions for improving outcomes for pregnant women
who have experienced genital cutting

Ohikuntni O Budoguo'. Fumi Hiraganu?, Windy MV Wariki®, Ai Kayanagi®, Ristaro Mori*

Deparument of Social and Preventive Epidemiology, Graduate School of Medicine, The Usiversity of Tukyo, Tokpn, Japan.
*Depanssent of Global et Pliy, Graduare School of Medicin, The Uivessty of Tokyo, Tokyo,Japan, “Rescszch Center Man-
Healdh Policy, Nutionad Center or Clitd Health ard Developincr, Tokyo,

ado ity, Tondano, Indonesia, ‘Dep

cional Center for Child Healsh and Development, 2-16-1 Okura,
s

Editorial group: Cochtane Peegaancy and Childbith Group.
Publication status and date: New, published in Issue 2, 2013,
Review content assessed a» up-to-date: § Jonuary 2013,

WMV, Royanagi A, Mort R, Incervendions for improving outcones for pregnant
D972, DOE:

Ciation: Balogun 00, Hisayana E, Wariki
wanen who have experienced geninat curcing. Cachrme Driubise of Stemaic Reviees 2013, isone 2. A, Ne
10.1002/14651858.CDD009S72.pub2.

Copyright © 2013 The Cosheane Collaborarion. Published by John Wiley & Sons, Lrd.

ABSTRACT
Background
Female enital curtng (FGC e o il rocedires that involve the patil or tor! nemoval oftheexernal fomle genicalia, o other
injury 10 the s o ol o o) psic s Thereae o kv el benis 0 FGC,and it
nhep o the hesldh hological well-bei
in shore- and long 2 Huh.h b igni wnh }cc facad by mosc woment are marernalasd
nconatal mortal biditg, the nee for ass hological ds

wiomien who have undergone gerical curing, interventions could provide holistic care .)m sty sesive and non udgemencl

o improe putcoics and overall quaficy of e of women. This review: Tocuses on key interventions cacred aut 10 Improve ouzcome

and overa qualiy of e n pregnant womien who have undergone FGC.

Objectives

“Fo evalene the impace of inerventions 1o improve all ourcomes in pregnnt wome or women planning a pregiancy who have
o . . —r e !

Search methods

Wesearched the Cochranc Pregaancy and Childbisch Group's Triak Register (3) December 201
regarding FGC.

Selection criteria

Randomised controlled trials (RCTS), cluster-randomised trials or quasi-RCTs with reported dara comparing intesvention ourcomes
" h il e ‘b those who di ;i

any intervention.
Daua collection and 2nalysis
W did not identify any RCTs, chuster-candumised tials or quasi-RCTs.
v
Wiley & Soms, Ltd.

Main results
There ate no included ssudies.
Authors” conclusions

FGC reseach has focused mainly 05 observational studies to descsibe the social and cultural concext of the pracice, and we found
o ereion sl e @ mpiove asscurnes o preguan woie preseivg st oroplicatons of FGC. While RCTs i

P
and the willingness of woma (0 endergo dsarion on an issue that i cnmeshed in culrural eraditions and belits. Consequently,
conducting such a stady might be diffnlt.

PLAIN LANGUAGE SUMMARY

Care for pregnant women who bave expericnced geuital cutting

e i (FGC also known as geniral murilarion (FGM; or fermale circumcision is when some or all oh w\mmu
or girfs external genital organs art cur of damaged for
pesforaned Ly sadiional pracdionere sich s rrsional bt s withous vy G of sl o aaless s
el - Th Known medical benefs 10 FGC, and it can be. pspchological well-being,

of these womei and i, esulting in both short- axd long-term problens. Long terem complications include chmric pelvic infection,
formyation of ysts, vaginal absteucrion and infer e of e greatest heahth problems associared with FGC sz faced by mosr
women arise during pregrancy and when giving birth. In some cases, complications from FGC ean result in death.

Care offered 1o these women may includs 1) surgery ta widen the vaginal opening (deinfibulation). 2) curtisg the perincurn during
bieeh 10 widen: rhe outles o b the buby to be born {egisiotomy). 3) remaal of cysts and 4) treatment of infections. Women and
dacit pariness may also benlit from counselling 1o enable them 10 explore and understand the problems caused by FGC. This may
also help cherm males infocted decisions sbout the care duey might recive.

We looked for undomised eonscofied trias ro find awe what miight wark best for women. Howeves, we did no find any seadics for
inclusion i s tevicw, So,there remaing the problem of hows best 1o are For pregas women and women planwing 3 pregoancy in

Tl are urgenly b studies roight be diffcult. Tn che meantime, caregivers will
ot best 0 look afer vhese women dhuring,pregaaiicy and childbizch.

29%).

apeutic ressans (W

BACKGROUND

Depending on the locs cusioms and circurmvrances, FG
a

wied o on il aged beruea o and 14y
4

Worldwide, an estimared 160 10 140 mifion gisls and women

infans, o adalc womnen s
pior 0 maringe, or et the defery of the s i ¢

nelogis including female
comcision (FC) %
v been used 10 descrbe s prcie (5 >
200, all of which Jegeni  {og, fndonesia, Malagsia, Pakistan and fndia) and

wlia 0 . Accordig 0 he World Healds Organization (e O Yesaemaethe Unived Ars i 897
{WHO) definition, FGC refers to all procedures that involve the Nevertheless, FGC is increasingly being
pacid o ol removl of dhe et el g, o oher  rgarded 5.2 g\aw e i dhe il of ebvgees and
injury 10 th ans for culsural or grants 281; Leye
1

itis reporied that FGC is prismarily practiced in at feast 28 con
iesin Africa (Feltzman-facots 2515 and cercal es in Ak
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sy 1993), 2 7

of the hasiful effects of FGC may bave been underetienaed i

FGC
e agecan b s igh 5 889, 2 o ceample n o
fer 200K,

The reasons for FGC include 2 mix ufmlmral and social &:mv:

ereda ecesry par of ising o gl prope
pare her for adulthood ard marsiage
Faita 2098). s i

s wiy 0 pre-
s 1567

Sacis consic
red prop bebavious, inking the pr premaricat
virginity {Giandal 1967) and maritat fidelity (Srnntaum 3565;

race is low i Afriea (Banks 2095), Women who deliver at Imr'nc

snag be even more vulincrable to serious complicarions as they sre

not under the help of experienced docrors and midwives. Addi-

tiomally, the traumatic experience of FGC, which is usually car-

sed under e eves behind  aing pycholegial x-quel i

mayadversely aﬂ'«t dheie meial helth (i< 250
2. &

i dep:exsmn and memery lnss (et

. et vl 4 A

Guseabi H066). T is also associared with die cubarat ideals
of femininity and modesty. and in arcas where FGC s a social
convention, the pressure to conform ta social norm is a strong
motivation 10 perpettie the practice (Fuxats 23
2045, Funhermore, alihough FGC i nor condoned by any -

et

dissucs and scar formation have been rtpoucd Gchren
ohvar 2007 Fisabee 200%).

D ipti f the condition

edies claian thar it is & eeligi
(Chalanesy 203 Disie 1997 2 1999), while orhers believe thar
‘genital curting eshances ferrility and child survival { Baracr 2667).

s perormed by idon psiionrs uch s -

FGC refecs 10 all procedures that savolve the partal ot toual re-
mova of the external female penitalia, or arher fnjury o the fo-

smlegonil organs fo ulsl o xhes mon-herspesric esons
(WHO 2608). FGC vris from simple renaeal of thelitors and

dlitional bisth
4

ithout sty e of uasshess o nsgesa (A-His: 205
using sl inscuments such as scissor, cazar bades o bro-
ken glass (Ficnes 2667). I s abways waumaric and s associated
il s of skl ks with shor-and fongcm e
quences (g e 260%; Claliors
S s 1995 Mosian 2098 s 1904 snd v et
(s 2890, There arc o s b, ud i be o
ity dangerous forthe helth and i-being of
i i e (Lox 2668).
A the time of curing the women usualy experence extreme
o, severe blecding, urinary retertion due to diffculry passing
i and inferions, mowdy dus o the e of conpamincd in-
sruments (s 2661), Longrerm complica-
the Type il include
chronic pelvic infecrion, formasian of eyws. waginal obsiruction
and inferclity (WH(O 208, Major hesich problems associured
with FGC faced by mnst Afrcan women today are nueenal and
neonatal mortality and mobidiry and the need for assisted deliv-
cry (Banks 2306). Ocher consequences inlude peychologica dis-
rress (elsmade 2065 Chibine 2051), domestic violence (
2001) and although seili controversial, the spread of HIV/AIDS
due 1o the Feuent uss of unclean and nov-sierle insruents
sy 1975 Soour 2637). Recem findings fom 3 e WHO
hospital-based study showed that th
wornen who had undergune EGC were significanuly more l|L=iy
o ave advese bk ourcomessuh 2 necesy fo cassn

i

invoive the nasrowing of the vagin orfice with the crcation of 3
coveting seal by cuuing and appasitioning of the abia minors of
she labia nusjora, or both (W0 X
Based on dhe rcens WHO casificaion (8310 2068, dhere are
four diffeten forms of FGC depending on the ype and degree of
curting
o Type I ditordeccory which involves the paniat or towl

remonal of the citoris andlor the suzrounding tissuss,

» Tipe If: excision which is the partial os tota removal of the
citoris and the labia rinorz. with o withour excision of the
1abia majora.

o Type 1k infbulaion involvug the nacrowiug o the
g apein i sh it ofa oring sl by coving
thelabia sjora, widh
o wnhmu cacision of the clioris
+ Type IV: describes all other harmfil pracedures 10 the
female genirala for non-medical purposcs, .. pricking,
piercing, incising, scrapivg and cuarcisacios.

Recent exiimates based on current prevalence data indicute that
91.5 million women and girls above 10 years old in Africa arc
cuszently Tving wich vhe ennsequences of FGE (Faster 26

Description of the intervention

Incrsnions to_improve owvcome i cireumcised pregine

2661), and tsavment of infecion 2058) a el as coun-
seling by

o e prcness ding ancenatal e o e e for dm\ﬁb‘x-
d

{

Types of participants
All pregaant women or women plinning pregnancy who experi-
enced genical cutdng and who have been identified or exmined

lation and 10 dissuade them i frer
childbirth (Keigh:s 1999 McCals sy
2088 WHO

How the intervention might work
Under good clinical guidelines for cating for pecgnant women
f iral e i d provid

bya

Types of interveations
We cansidered for inclusion studics with all nervention ypes
inclading, bur ot limited to:

« deinfibulation;

holistic care that is culturaily sensicive and nonjudgemental o

improve pregnancy oucomes and the overdll qualiey of life of

wome, Interventions tay lelp by dectensing the fisk of perinesl
e e

wmorolity and worbidiny improving saisfiction with sppearice
and sexat fancrion (¢ 2086; Thsbes 2093) and treacment of
pust-traumatic seress disorcees.

Why it is important to do this review

Although soms reviews have exsmined the impace of various in-
wervenians desgned o el ihe provalnce of FGC (s

tiveness of interverions 1o improve the outcome in women who
have undergone FGC. I this review, we planned to summarise
dara relating (o the key interventions carried out to improve out-
come and overall qualiy of i in pregnant women who bave un-
despone FGC.

OBJECTIVES

T cicly . avervensans o improve
comes in pregnant somen or women planning a pregnancy who
T ! ho

& 3 v »
of hose who have undergone femle genial curting bur who have
ot received any intervention.

METHODS

Criteria for considering studies for this review

* management
* treaunens of infections;
* psychological or counselling and health education.

Types of outcome measures
Primary outcomes

Mother

+ incidence of psychologicat disordecs and/or mental health
st measured by validuted seiles
 Incidences of weisaey/ficel problems

Baby

o Perinasalfnconatel morcaliy

Secondary outcomes

» Mode of birds (cacsarcan sccrion, operative vaginal hith,
normal vagin birdh)
Incidence of episioromy

« Incidence of any surgica perineal procedures

o incidence of dhird and fours degree perincat acerarions 2
birth

* Incidence of postpartam haemorshage

» Tucidence of urinary et infections

* Incidence of perincal infecrions

 ncidence of reproducrive ract or sexually transmiteed
infections

« Lesions,scars,eysts nd other anwomical dumage
ool pin
» Inferdity
+ Women's qualicy of lfe measured by validated scates

. section, sded maternal hospicisa- wnmm include deinfibulation (& inar 264 Types of studies + Need for neonatal sesuscitation (infants)
ion, infant resuscitation, :ullb reh of eatly neonaral dsnl\ com- Yor qnsmmmy (Widmatk Randomised ted rrials (RCT), domised teials o * Apgar scorc at five mintes (infantsy
pared with those without FGC | ks 2095). The fonr 2803 WHC quasi-RCTs. » Need for admission o neonatal uis (infors)
3 preg i 4
The S e Somn 0. s . Wil & Sont, 8.
Search methods for identification of studies Theve were no randornised consrofled wials (RCTS), cluscer-ran- jca and obsc ital curting includ- o the topic and research question adc
domised srials or quasi-RCTs idenified from che search scategy. ing chronic pebvic infecrion, formarion of e, virginat obstzuc: i

Electronic searches
We consacred the Trsls Search Co-ordinator 10 search the
Cochiane Pregaasicy and Childbisch Group's Trisls Register (31
December 2012).
“The Cochsane Pregancy and Childbiah Group's Trals Regisier
is maintained by the Trals Search Co-ordinator and contains rsls
ifed froms
1. monthly searches of the Cachane Central Register of
colled Trils (CENTRAL);

2. weekly seurches of MEDLINE;

3. weekly seuches of EMBASE:

4. handszasches of 30 journsls and the proceedings of major
conferences;

5. weekly current awareness alres for a farcher 44 journals
plus moarhy BioMed Ceneral il alevs.
Decals of the scarch suaregies for CENTRAL, MEDLINE and
EMBASE, the lisc of handscazched journals and conference pro-
cecdings, and dhe list of journals evicwed via the cozeent awate-
ness service can be found in the "Specialized Register’ section

i e ol ifornaion abou the octane Prgasies
and Childtid
“Trals idensified through the searching scrivirics described above
re cach assigned (0.3 review topic (ot ropics). The Trils Seasch
Co-ordinator searches the segister for cach review using the topic
tistcather than heywords.
W did st spply any Ianguage resrictions,

Searching other resources
Repors produced by ol levels of govesament, nou-governmen-

daabases of nseznacional organisations engaged in orojects re-
grnding FGC such as World Health Organisarion (WHO), The
Usited Nations Children's Fund (UNICEF), Populacion Refer-
ence Bueau (PRB), Center for Development and Popularion Ace
siviics (CEDPAY

Data coflection and analysis

Thece are o included studies in dis reviess, Data collection and
analysis meiods 10 be used in Burute updases of dis seview axe
provided in A7

RESULTS

Deseription of studies

Results of the search

The sesrch reteieved o il cpores.

Risk of bias in inciuded studies

Novapplieable.

Effects of interventions

Nor spplicable.

DISCUSSION

There were o randomised controlled trils (RCTS), chuster-ran-
domised trials or quasi-RCTS Mentified that compared incerven-
tion outcomes for pregnant women or women planning 4 preg-
nancy who have experienced genical curting with those who have
ot eceived sy imervenion, Most femate genieal cunsing (FGC)

e has looked at g prevalence, contexs
in which the practice is caried ou and the shors- and los
medical cousequences in woenen and dhei infinis. The woricy
of dhis research s usually through questionraire surveys, quali
ntive reseatch, and andhropological sudics (7
2652). In the case of intervention researchs fo insprove ourcomes
for women with genizal curiing, medical exse histariss and case

dics havebesa sh W Memtid dy i achi

icipants were sandomly asigned to FGC inservention (
21503), howsever, s study did nor meet the <lighiliy erieria for
chis eview, To evaluare the cliecrivenessof interventions:
sy desgnca Fllos the princpleof speimenston. Hov:

be given proper mmmm are dhe cibical principles uderly-
ing the way he sty s dosgasd and the dna cofcred. u dhis
review, th
he onser.

of any
AUTHORS' CONCLUSIONS

Implications for practice
Aldiough fernle gevital ening (FGC) sescarch b focand
o ; h s foewed

contexs of the pracrice, « few well-designed studies have deseribed

Wiley & Sons, Led.

i i

dioa and infer

o, merernal and neomasal sortaliy and worbi
ity during pregnancy and the need for asssted delivery. Enterven-
Goas for improving pregnancy ouscomes for women prescating
with complicarions of FGC such s deinfbulator, tcaument of

poss
conducring RCTs for some forms of complications resalting from
FGC. Farsbermors e villizgnes of women 10 undergo rao-
domisati thiat s i diti
belick, which could also be

el\u]lvhfnd\mx:" ing when frst

infecions and the wunagemeat of obsctic 2nd thesccept-
y Theae abiliy of this rescarch metha), dqmrlmgmx the severiny of the
il d Irs and fusions d ise. Al wively, a ¢l

those cases must be inserpreted widsin che context and frmitation
of cach case.

Implications for research

“The uuviilability of candomised comrelled reals (RCTY, cls-
ter-tndomiscd tels or quast-RCTs on interventions to imptove
p—

planning a pregnancy aises the question of the appropriatencss of
cnndu"ung rescarch i this context. Randoroised corirolled
P s Fin-

RCT of a policy on clinical manage-
mes of ssoimen withs goviral curting might provide information
on the success of elinical care for women whe have experienced
this praciice.
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ABSTRACT
Background

Most Geaths of infants with cheosc lung discase (CLD) e caused by respiratory fiuse, unsecaiccing pulmonaty arcery hypestension.
{BAH) with cor gulmonale, or infection. Although the exact prevalence of PAH in infnzs with CLE & unkowown, infanes wich CLD
and sevese TAH have a high wortley rase. Excep or oxygen supplemencation, no specific ntervensions have been esablshed as
effectivein et for PAH in ch CLD. Linte has been 1 i i

and concerns remain segardiny advene effecs.

Objectives

To review cusrens evidence for the benefits acd harms of i theraps to infauts with pecsstent hypoxeinic sespiratory Gilure.

Scarch methods

We searched the Cochrane Cental Register of Controlied Trils (CENTRAL, The Cachrane Library), MEDLINE via PobMed and
EMBASE, and other cinical trishs registies through Noventber 2011 using the standard scarh stmnegy of the Cachrase Neonatal
Review Groug. We scstclied these dtabites uing 3 gy corsbining s wtirion of the Cochrane Highly mmw search stratcgy
Sor identifying randomised vials in MEDLINE; sensiivicy-mamising version with sclected MeSH and free-text terms: hpdrabazine,
esodtos sen, awbypenensive g, b A s s, epinsony e dhscocs i, and adeneed comraed
sl

Selection criteria

‘We considered only randomised controtled trials and quasi-randomised zrials for inclusion. We included fow biech weight (LBW)
nfaars wish pecsitenn hyporermic respizscory faibure who wee tesated with any type of bydesbzine dhcrapy:

Dt colleccion and aralysis

Tiva teview suthors il quality s 10 pre-spocifid crir

‘Copight © 2013 The Cocheane Colisboration, Publidhed by ohn Wity & Sons, Led.

Authors’ canclusions.

LB

faiute. Since bydralszine is inexpensive and poteniaily beneficial, randomised conrrolied trials are recomatended. Such teials are

particulary nocded in setings where other medications such as
axpgenarion (ECMO) are not available.

PLAIN LANGUAGE SUMMARY
Hydralazine for pulmonary hypertension in low birth weight

sildenafil, inlialed witric oxide GNO), or extracorporsal membrane

infants with chronic lung discase

i pueuatuse infars, pulnanary il Bypercasion (PAH) ssocaed with chronichung discse (CLD) i aocized wih high

of

for PAH in pmmnm infancs with CLD, Vasodiltors costd be tﬁe«we weaments © mﬁ:(e pulmonay arc
ical effc

3 pressure, but livdle
cffects. d o crials of the

has been proven regarding sheie cl
s of hydradacine for fow bich weight infnt with PAH rdxv:d
beneficial, randomised consrolled srials are recommend

BACKGROUND

Description of the condition

0 CLD, Ve, e Tiydsalazine i incxpensive and potens

o premanity and respirutory disieess syndronms, scveral other
conditions, such as pneuonia, sepsis, aspirasion syndromes, pul-
monary hypoplasia, diaphagmatic heon
st o be s cawse of CLD. The i coss e ot ol

men. mc]udmg smechanical veatilation, barcteauruz, and oxygen

4 'y dyspl
and chranic lung disease
1n 1967, Notshweay er 2 i described bronchoputmonary dys-
plasia (BPD}, a new pulmonary disorder tha developed i prema-
ture infants exposed 1o mechunical vendfasion and high oxygen
applementacion (No: ). 1n 198, Shennan and co-
workers demonserated that oxygen dependency ax 34 to 36 weeks'

g puep
faed CLD a5 oxeen teqierneat a 36 veeks DA,

Chronic lung discase and pulmonary hypertension
Masc dearhs of infanes wich CLD are caused by respicarory -
ure, unremitting pulmonary ariery hypertension (PAHD) with cor

A infection. PAH in infants with CLD results from 2

{PMA) predicre] i prematare
infants than oxygen dependency at 28 days (8 555 In
2001, a Nutional lnssiue of Child Healdh and Human Desclop-
meatfNarional Hean, Lung, and Blood Instinze/Office of Rare
Diseases workshop developed & definicion of BPD) that has been
sccepred in the dlinica field (o5 >
defined BPD s the noed for supplemental oxygen for a leass
days afer Lirth, As less-maure infants were routincly supporzed
i neonacal imensive care, the deficiencies of wing a definicion of
BPD 28 days became appicent.

Relarively more mature infis can develop BPD), Aldhough the
path 10 BPD or chuonic lung discase (CLD) fs most often due

combination of fctors including an sbsofure reduction in the size
and complexiry of the pulmonary vascular bed, increased resing
o of pulmondcy iy smoo mascl, and nstased reactiv-

£

. Although e vt prev

CLDisunknown, infans with CLD

and severe PAH have 2 high morulioy rate (Rheraoni 2697 s

201, fn sty o infaes wih BED wreated during ehe recenr
susfaceant loped PAH had

survival rate of 64% (= 8%) ar six monilss and 53% (4 ll'&v) ar

two years afier diagnosis of PAH. Tn multivariate stiyses, small

Copyright © 2013 The Cochrane Collsboratien, Pubiished by John Wiky & Sons Led,
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birth weight for gestasiona) age and severe PAH (defined as sys-

How the intervention might work

ceular pr

with worse survival rares (K <r 2009).

Tulmonacy circulation in pariencs widy BPD is abnormally re-
sponsive 1o oxygen and other wulman:ry vasodilators (Rbrast
3985 Mosn, 2904 fenusate 2605, Desi mied kool

gen therapy s considered the. sundzcd aeatment for PAH assoch-
aned with BID s it could decrease pulmonary vascular esixance
(PVR) and thereby decrease the risk of progression to cor pul-
monale (#aicay 15t Abmuan 1985 bunear 1005:STOR-BGY
E:

G

Maldple oths e ssees o A, fcding i
o, el el b o8

dothelin antagonists, prostacyein, phosphodieserase (PDE) in-
hibitors, and inhaled isic oxide (NO) have been evaiuated

(Gresuough 2665 Oauses 2606; Ousi 265 1). Niztic oxide (NO)
N T L

 relaiag,
sascua swooth muscle cell by incresing cGMP (eycic guano-
sine monophosphate) level. The long-term benefts of INO) are
stll unclear (Rasis €903 Siowcard 20064). There are seveeal ad-
T b d, such a
naemia (izzare 2505, Tolasoline, one of the former frequently
used treamen oprions, i an a-adscuergic agent and dilares ves-
sels non-specifically. Tolanofine bas been used les often hecsuse
of ts nose well-known adverse cffots, such s guric bleeding.
: P g “

adacine is thongdn to
elaingthe smoath muscle celf ayer n aseeral veseels. Hydulmwe
docs no dilate venous cpacitance vessels (MeKios
2008). The mechanism of action has ot been ides
sered ' bolance i vscarsnoorh el whercby inbisiion of
o

‘mediated by Ca*dependent ATPases, kinases, ot ion channels
(Koot 2000, may convrberero et ofhydrine. Cf

.
‘pulmonary awcetial hyperiension, When PYR is levated, vasodila-

tor therapy helps th filing righ ¥
A reduced afteriosd may also allow & decline in sight veurricular

end diastolic volume (KVEDV), producing docresed wall tene
sion and wdlial is The dil
v.\.mﬂ.:mm also increases. kﬁ ventricular p«lmd' which increases

o

tecnick 2006: Mo

pressure (Sublicd

Why it is important to do this review
Ne fic interventions have been established as a widely ac-
cepred effective wrearment for PAH in premanure infants with
cvolving CLD, cxecpt oxygen supglesncararion. Altbough iNO
is achi

the status of primary weacmens for PAH in infants
19), hydralazine may have some advantages over

bove could also be effcty N, i Iy b cost, 4 vaiery of ronces of s
sal pressure, bu fsle has been canfirmed regarding their cinicsl  isuasion, and no possibiliry for medical staff from passive
effectiveness, and concem renvains (tp'dmp wdverse effciesuch  inbbion.

0025 Geser

a2 systemic hyporension (Nain

Grsrsen 2995,

Description of the intervention

Hydralazine is a vasodiator used 1o trear patients with severe
hypertcasion, pre eclumpisleclmpsi, or chronic hear e
ey 20062 s 2665, Although many e

We planed 1 teview of the curtens cvidence for the benefis and
harns of hydralazine therapy in infancs with CLD.

OBJECTIVES

Primary
To dermins e sy ety of b oo

y-
draazine is sl wukly s in cergency and criel e flds
due 10 its Jower cost and exsensive clinical cxperince ¢

7). 50.1 100, i

placcbo s i s with persseent bypoxeimic
mylmary fiure.
W planmd o andyse s Gllowing subygops:

L. preterm ¢x 37 weeks gestarion) versus term infants:

20 d ducasion i upol7
035 mp,/k{,/uw divided nto ot o s doses o s pac
sients.
and ineaverons. Known major adverse teactions are heaee filure,
hypotension, reflex tachycardia, neurological changes, immuno-
togical reactions such ay deugeinduiced hupus syndvome, serum
sicknes. haemolgtic amemia, vasculics, and rapidly progiessive

2. gestarional age (< 32 weeks vecsus 2 32 weeks)

3. caticmely (< 1000 grams at birrh); very low birth weight (<
1500 grams ac bisch); low bich weight (LBW) infancs (< 2500
gramsh;

4. severity of BPD (each level of BPD; using the definition of
the Nacianai Instirute of Child Health and Human
Dndopmﬂu/m.uml Heart, Lung, and Biood Instirute/Office

5. confirmed PAH prio o study enay veesus unconfizmed

6. duration of tseatment il hydratazine (e 7 days versus 2 7
daysh

7. roure of administration (oral, intramuscular, and
intravenoush

8. dose of rcarment with hydralazine (< 2 mgkgiday vessus
22 mglhg/day).

METHODS

Criteria for considering studies for this review

Types of studies

Wi considered randomiser controlied trials (RCTH (ncluding
cluster-randemised teials) and quasi-randomised wials for this re-
view.

Types of participants

Infants with persisient hypovemic faifure

Pessiscent hypoxemic falture was defined as persistent need for
suppleznental acygen and assised ventilation ac gresser than one
week ofage forany given causes xcepe known congenical cardise
anomaly. We

ecatment, whethe ot noe they had confrmed PAH.

Types of interventions
The intervercion of interest was any type of hydralazioe therapy,
wing oral administration.

he following i i

1. hydealssine compared with placebo or o treatmens;

2. hydratazine compared with other pocential tearsnents for
pulmonaty byperrension with CLD: calcium channel blockers,
tohuoline, cadothelin anagonisis, prostacyclin, PDE inhibitos,
and INO.

apy.

" e
for PAH (e, hydralarine plus calcium blocker versus proscacy-
clin).

Types of outcome measures

Primary outcames

1. Survival at 36 weeks' PMA, in-hospieal survival ar hospiral
discharge, and e 18 and 36 months of sge.

‘Secondary outcomes

1. tmprovement rare of PAH compated before with any
siming afier the intersction; improsement of PAH is defined as
o ricuspid regurgiaion (TR) % 2.5 mis, or a diminished
amount of TR, restoration of intervenicular septal
configuzarion, regressed right vemcicular bypertsophy (RVHD)
and dilaion if wsing echocirdiography, and pulmonary anterial
pressure < 25 mmg if assessed by cardiae catheerization.

2. Neutoderelopment (assesssd by Bayley, Gritheh, or any
other vaiidated tools) assessed ar adjusted age of 18 moszhs
(Biack 1999).

3. Lengel of hospitalisarion (days) afiee the bisch.

4. Lengeh of vendlation (days) afer the birch.

5 Leogih ufwr)gcn mppluucnunl)l\ (daysl et the k.
61

measure), of measues of oxygenation (w:ygmmun index,
anerilabeolr osygen o).

7. Advese cvents such s har G, g, e
la]\» di rolo ch
28 drugsinduced Jupus ‘yndmme, serum sickness, haemolyric
anacrnia, vaseulits, and ragidiy progressive glomerulonephiicis
(or other adverss offoces based on reports i he Tuerature).

We defined PAH wsing cither echocaudiography or cardiac
cadheterization, Using echocirdiogeaphy. we defined IAH as one
o bodh of the following,criteri

1. maximal velociry of the TR jer (z 3 misec); or

2. fat o lefbdovimed incervemcicufar seprad configurarion,
and RV with chasmbee dilation (3adercis 209).
If wing candiac casheerization, PAH was defined as pulmonary
arserial pressure > 25 (0 30 mmHg (Wessdd 1997 Adua 20025
Subliedar 20éed).

Search methods for identification of studies

Electronic searches

We wied the standasd scarch stmaegy of he Co
asieie Gron as ourlined in: The Cochrane Libriry. We scsclied
the Cochrane Ceneal Regisces of Contralfed Trals (CENTRAL,
The Gachrane Library, MEDUNE via PubMed and EMBASE
(1966 10 Novernber 2011). and other linicl trias web scs. We
also searched these databases using  scrategy combining a varia-
ok of the Corhirane highly scasicive scareh suasegy for idenify-
ing RCT: in MEDLINE sensiivity-maximising version (fsqius
201)) with selscted MeSH and free-text wezms: hydnabaine, sa-
sodiltor agene, anihy pesenie e, bt s, g di

glomerudonephiits (3 X Rare Disesses Workshop 2001; fabe 39043 i+ 400
p 3 ” ~ 3
e ey & Sons, Lud. i Wiley & Soms, Lud.
ial (publicari The MEDLINE seirch inding of i i 4 follow-up. and blind « low risk (< 20% misciog data: (F suarseic > 5094). In addicion, we also planaed 1o perform all
o the other i of . , dough ) ) cligible 10 be o unclear risk; o7 staristical analyses wsing Revhan 5.1 (Fodon 2615) and Stara

Lacy as applicable. We did nor apply any language restricrion. We
limited the search to humans and clinical trials, We did  laseral
search using the related articles” link in PubMed for the articles
inicially reurieved from the search surwegy.

search reviews. bibliogeaphics of books, and sbstracts. We cross-
checked references from identified studies for possible addidonal
studies. We contacted the original manufacturer of hydalasine
@ovantis) 10 identify an addirionai unpublished ot ongoin tei-
als, We also scarched the web stes thac had registries of ongoing.
or recendly conspleted rrials on tsis subject.

Data collection and analysis
We followed the methodology for data collction and analysis
in the Cochraite Haridbeok of Spiemmatic Reviews of Inserventions
(Higgins 2611

Selection of studies
“Tovo review authors (Arsushi Kawaguehi and Tersupa Iayama) in-

incuded in xms review.
‘We planned ro usz the "Risk of bias’ table, which addressed the
following questions.

(1) Sean b i P
bias)
Was ale alfocanion sequence sdequately gencrated?

o genesate the allocation sequence a5:

» Jow risk (any truly random process, ¢
able; compuer random rumbr genezator

« unclear sisk: o7

« high fish: any non-random process, e, odd or even date of
bicehs hospical or dlnc record aumber),

andom nuiber

s alocaion adequaely concesed:

10 conceal the allocation sequence as:

a5 being potenrially evant by scrcening she il and absrraes.
W obained the full test of the ardile for seview when 3 decision
could not b made by sreening dhe drle and the abstract, The cwo
review aushors rersieved the full texs of il porentially sefevant
areicles and independendy assessed the cligibilicy by filling out el-

citeia, W made effots o conuaer the orginal invesigators o
additional data and information when required,

Data extraction and management
e planned 1o extrac he dats wsin 2 dary estrscion form thar

o low sk {e.g. telephione o7 centeal
comsecuively mumbesed, 4«.11«1 apaque envelopes):

» unclear sisks or

» bigh sisk (apen randomm alfocation: unsealed o¢ non-opaque
envelopes, slemation: date of binth).

{3) Blinding (checking for possible performance bias)

2 9
daring the study? At study enty? At the time of oucome assess-
et

For cach included seudy, we planned 1o cuegorie the methods
et bind sy paipans s psonnl fom bnovsdge

s e data indepeadensly W made efoss so ontact sy

investigators for additionat informaion or dara. We planned to

enter dara into Review Manager Sofiware (Revian 5.1) (Revdsn
290,

Assessment of risk of bias in included studies
Wephnned to s he sandand wedhods of The Cochrane Collab-
oracion and its Neonatal Review Group.
1) 10 sess the methodologial qualy of ncladed
sudics. In addition, we plasned ta ascss stady quality and risk
of bias using the following crieria documented in the Cochranie
Handhook for Sptcmasic Reziews of Intercensions (Sigzins 2631
We also planned to assess cligible studies using che foﬂa\nng

o paricipant esived. We planed to ssess
demg, separately o different outcomes o classes of autcomes.
W planned o caregorse the methods

o low risk, igh risk, or unclear ik for pacicipanis:

 low risk, high risk, or undlear isk for outcomse assessars;

o lowe ek, high risk, or unclear risk for personncl.

possible aterition

1gh wit , drop-outs,
Were incomplete sutcome dara adequatcly addressed?
included srucy, we planed to deseribe th )

p
of duta including atrition and exclusions from the analysis. We
sho plamed 10 note the teason for awsition and exchusions i
possible.

che woethods as:

Jnen blincing of

W planned

Wiley & Sons, Ltd.

» high sk (2 20% wiscing data).

(5) Selective reporting bias
Were reporcs of the seudy frce of suggesrion of slective ouicome
seporting?
e planned to arcermpt to contace study authors, asking them to
o s P i b

version 9.2 for Windows St

Data synthesis
We plasned to carey out statistcal analysis using Revidan 5.1
(e 2631). We lso phanned to use fred-cfict inverse vari-
ance meta-analysis for combiving data whete wials were cxami

ing E ion, and mg s’ d meth-

When this was not possible, and hs was thought 10

ng such tenl i the owerall ssessment of esuls by a sensiivity

analysis

For cach included study, we planned to describe how we investi-

gated the possibilty of sslective ontcone reporiing bias.

We plinncd o aes the medhods s
o Jow risk e i s clear dhur ol of the seudy's pre-specificd

outcomes and all expected owteomes of inceres to the teview

R p—
« unclearrik; or

i imtar, We plonsied decll
mera»anal)w ‘where we could nor explin heterogencly beoween
wials ueament cffects.

RESULTS

Description of studies
See: Charas £ ¥

high risk the study's pre-specified
hase been weported).

{6) Other sources of bias

1pp pucic

at 4 igh sk of bias?
For each inchid study, we planiied 0 describe any imporiant
ias {e.g. whether

thete was & porensial sowtce of bias weited to the speciic srudy
dmgn or hedhe he sl was sopped carly due 0 some dac-
. Wealto phanned hsady
o e of et reblesdhae could o i ¢ ik of s
« low risk;
« unclese ridk or

o high risk.

Measures of treatment effect

Review Group. We planncd to anatyse carcgorical dica wsing risk
sutio (RR), risk difference (RDY, and the numiser ncedod to et
for an additional beneficial curcuine (NNTB). We siso phaned
<0 analyse contitnuous dara using the weighted mean difference
{SMD) s repore he 95% confidence interval (D) for all ext-
mates.

Assessment of heterogeneity
v ‘ 2 e

Results of the search

From an inicial scarch of 1447 ciasions, dieee sradhes were ex-
wracted for fisreher examination. All three were excluded from the
analysis (sse *Ch ol suction” rable belore.

enctedsrios of ox

included studies
Nowe identified.

Excluded studies

Theee sundies ideatified but excluded.
n 936: One quisRCT (thomson 105

) shat e

shacwecould nor obuain adequare details of design and outcames.
e made effors to contacr the invesiigators with 10 success due
10 15 6ld pudlshed year. No arher RCTs and ougoing teials were
denified
i sy was condusted in 3 ertiary chitdeen's hosgital in the
US. Tewas published in abstact forma. Six infaats with BPD were
allocated to the hydrafazine or placebo group in 3 bnded cross-
eser e, was wscleae from the absceact i the study way rn-
domised. Demographic and bascline parameers were 38 foflow-
ings; men body weighe 930 £ 200 grans, gesearional age 27 1 2
secks, poscntal sge 57 2 9 days, and FiO; 057 2 0.12. urients
reccived cithor bydralszine 3.2 mgikg/day o placebo oraly for
o ek, 1o drug for one week, and the slterme drug for the

als iy by pre-specified  thitd week. Doppler flowr and
subgroup analysis, when we identified substan sgencicy  pul o i
3
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ABSTRACT
Background
7y VTE), andi i i i z VTF cd e

Several merhods of adminisesog. beparin WFH o LMWH) subauanoly have boen incodued to prevens adverse pregaanc
outcomnes. d safewy of different mec jn (UFH or LMWH)
ave not been systematicaly evaluated.

Objectives

“To compare the elfectiveucss and safery of diffeeent mcthods of adatinisering subemsncous hepasia (UEH ot LMWH) (0 pregant
women,

Search methods

We seorched the Coclarane Pregaancy and Chiidbinth Groug’s Trials Regisrer (31 Jamuaey 2013) and rofercnoe iss of remrieved stilics,
Selection eriteria

Al candomised conteolled erists Gndividual and chuseer) conpiring the effeceivencss and safery of diffcrer merhods of adwinisteriag,
subcutaneous beparin (UFK or LAWH) durin pregnanc. Scdes epoted oy as abtacs were e o inclsin and wouid

have been placed i ‘pending the full publication of the - Q dorised st
trials were ot eligible for inclusion...
Methods of administering subcutancous heparin include intermitient injecrions versus indwelfing catherers ot programmable {ruto)

excecnat infusion pumps, or aty arher deviees to Facilicue rhe subcutaneous adminisiration of hepurin (UEH or LMWH) during
pregaancy.
Data colfection and anafysis

i (Review)
The i i 7 & Sons, Ltd.

Main results

tiveria for the review,

No rrials met the inch
Autbors' condlusians

“These is no v
subeutaricous heparin (UFH of LAWH] t pregnant wowmen,

PLAIN LANGUAGE SUMMARY

e from randomised controlled trialk to evaluate the effecciveness and safery of different mohods of adminisering

Methods for administering subcutaneous heparin during pregnancy

Thereis ide domised i

women.

Pregoan women

hepasin to pregnanc

we an incseased risk of venous thromboembolismy (VTE) when compased with non-pregnant women because of

changes in blood clotting, VTE includes decp vein thrombosis (DVT) and pulmonary embalism (PE). DVT is a clos in the deep.

veins of the g blociing blood fo

i potenrilly; and PE i defiielys hfe-threarening, for both morher and baby. Pregrsant wonen with  history of
¢ VTE e at an ven greter s an oced beparin for presencion of VTE (prophytasish. Aldhough

defcienc, o osher rsk Fuo's

parcs of the clot may break away and be carsed in the blood 1o the lungs, t form  PE. DVT

£, anvidhzombin

hepwin (UFH)

(LMWH) is the sain option

in the prevention M\’I'E P mng .alvg;unw, the munagement of lhmmbnpxo,x’\)hxu in pregaant women has mosty reled on the

eddence fom o pegianc pardicipants. intervals,
ar infusion pump.
o involves 2 cost burd i wesultof a fonger d women

ey no slfadminisice heparn and musy
d sk of VI

iy on s o e shem e fcions oo ey stop wsing the B, s
H

found Hed riais o show which merhody

of receiving subusancous heparia arc efective and safe for pregaant women.

BACKGROUND

Description of the condition

Pregnancy s associsced with physiologic and anstoric changes
that inceeas the sisk of venous thrombocrbolism ((VTE) from
the first crimester ). The true incidence of VTE as-
sociated with pregnancy is unknown, yet there i a steong clinical
b :

women ¢ 33, The estimated Incidence vaies from 0.76
10172 per 1000 pregiancies, which i four s greser than
among rhe non-pregnant poputation (Mar: 264

The main esson or the inczeasd sk of VTE i pregnancy is che
hypercoagulabilic thar ocgars and which protects wosnen from
hacmm’d\agx. at the time of

VIE mtlud:: decp vein thrombosis (DVT) and pulmanaty e
bolism (PE). DVT is the resuly of an occlasive clos formarion in
e deep veins of the leg, from which parte of the clar fequently
embolise to the fungs resulting in PE (Fauei 2005%). From 756
© 809 of regnancy-associaied VIE comes u the form of DVE,
while 208 to 25% is PE (facoes 2056). Because DVT is poren-
all. and PE is defnicely. lifechreasoning for both sotker and
ferus, thase pregs

andicosgulation medicarions i order to prevent the incidernce or
recurrence of throiboris

Cannjon is advied in the wse of anccongslation ther

i prege

petsond iory of thrambois and thrombophls (s herediry

nancy wits i lxmhhm’md— modmand fesus.

3 s Wiley & Sons, Lid.

- 393 -




Hepai s el

in pregnancy
Qhaes 2040). Administesing hepatin carris che ri of bleed-

Tished effieacy (sies
nant women with DVT

) that bas bec demonstrated in preg:
i 2000). Unlike other anticosgu-
 warfarind, both UFH and

ing, osteoporosis and heparin-induced ia (HIT)
(asen 2044). However, lssies 2093 reported tha the rate of re-
cutrent VTE in women who did ot receive anticoagulation with
Teparin vaties from 249 1o 12.2%, whil she e of tecusrenr
VTE in wosmen who did receive anticoagulacion ranges from 0%
10 2.4%. This shows thas recciing heparia i
sig

LMWH hase no placencal ransfee (tves 2058).
The potential risks of administering heparin - bieeding, ostco-
porusis and HIT - differ berween UFH and LMWH. livone study
25 1939, the ate of major bleeding in pregaant women
UFH as 2%, which i consisten wi )
of i asecised wich adwinscing i in non-pre:

The signs and symproms of DVT, & 952
superfial venous diartion, nd Homars e s o e esument of DV I conura, complications
ocbehind he ke on dorifleion of e ankle). e seaingfom LMWH
(s 20, Thisis FOVT Y dif
simila 0 common symproins diat manifes shemsclves duing  exnce in bone ossbeovcen those who secived LMWH snd those
pregrancy (s 2601). Clinical suspicions din

105 olpmgum woren, compatcd with 25% of ion-pregaans
paticipants (Gissbesy, 1998).

pro-
phyaccic LMWH thesapy s no diflremt from the nomu! phys-
fologie loses that occur during,preguancy (Cli 2094, uaw.
UEH

Asregards DVT, i o sk and
s the preferred iniial wese i pregnam women with suspesred
VI (o 265). When the reslis ar seguiveor cqivocl

o it g s moging (Mnl)u mwu.ucnded

st }umxful e feras (Frave 2002 Rosiper 2656). Tlu:\lscul'D—

ever,
campared with bolh hose who were nor treated and dhose who
received the LMWH dahiepasin (Mozzosf 1904). The risk of HIT
with heparins is also low and may be luwee with IMWH dhan
with UFH. although as yer the actual sisk is still unclear (Baree
Z633), LMWHS are now commonly used for prophylaxis of ma-
x:mal henmbocibolism (Bairs 2612) because they aie at least as

in pregaaiicy i por ¥ of D
dimerwhich i

A e shan UFH] (006 2003

shiss, 2 combinarion of the D-dimes level test with ocher tests s
recommiender urar 2068),

“The sigis aud symproms of PE, such as dyspiosa, pleuitic chest
i cough, an hactnopiyss, are sl noi-specifie. Ventiation-
perfision scanning is  essonable firsc choice for diagnosing PE
i pregaancy tha gives s diation expuste 0 matgenl brce
risue and fecas (ot 2005, Compured tomographic (CT)
seanning i alo e s of choice i rlaelylow saion

in (hestes 261 1), h PE should
be informed dht thess rese carry the risk of porenial radiation
expost.
Although miacernal morelity from PE can bo reduiced by con-
g 2 clinical invesdigation among symptonatic woen and
by ancicoagulation regimens in women w

Methods
a» et injcion, o sng an indweling catheser and ae
infusion pump. For prophylaxis wih insermitcent subcutancous
injectians. UFH s usualy given in fixed doses of 5000 U two or
thece times per day in non-pregnant participants. With these low
dases, it is unnccessary to monior cosgulation, but menitoring
s tequited whe it is given for treaument (¥aeed 3395). Howevar,
here i concern that his Jow dosc may be insuffiiea in high-ridk
groups. including pregnant wome with prior VTE, because it
does nor refably: produce devectable heparin (UFH) levels (Bse:
2603).

e duration snd doses of subcurancons LMWH during preg:

pending prophslaxis,
several dose regimens of LMWHs have been used, including ad-
ministering subcuraneous entxapatin 40 mg per 24 ours (Ga
20654), dakseparin 5000 b e 24 houts s 1923

it adlj WH

DV, PE, or both, it i il |
fe.g. 2 lung scan) expases e s to radiacion, and Jongrterm
o o . SN

women.

Description of the intervention

Th " ¢

subcurancously of intravenoisty and Jow molesular weight 1.:;»
arin (LMWE) is wsnfly admirisc

020 0 UfmL (Rarebock 1928 Tt 19960,

ey 23 eported dhat dlveparin 5000 U per 24 hours vas s
able for most pregnant

theehird trimester because anti-Xa activiey levelsdid not vary sig-
nificantly thoughout pregaancy, In contease, with the same
men, whete S000 U of dateparin was adminisucred once dail
mean andi-Xa level a¢ 12, 24, and 36 weeks gestarion vvas sign
icanly seduced at owo bours post-injection when compared with
postpartam ( 6i3). This suggess thar there are inver-

The Duke protocol Gaies 2063 refleers the increasing require-
‘ments for both UFH and LMWH as pregancy progresses: UFH
5000 U subcutamcously per 12 houss before eight wecks, 7500 U
subcucaneonsly per 12 hours fros eight 1o 28 weeks, then 10,000
U subcurancously per 12 hours afier 28 weeks; or cnoxapatin
(LMWH) 30 g wi c‘dm!y Vore 28 wee,dien 40 mg e

ily afier 28 from UFH
13.000 to 40,000 per 24 Imurs {imcan 19,100 U per 24 hours)
with 25 weeks of the average duracion of provention kave been

10 be mote.
evenly contrlled than did the use oF m\‘tnmxxtn[ subcu.nm.u
injections,

How the intervention might work

Flegutin (UFE and LMAVH) acts 2s an ancicoagulan by activat-
ing anithrombin and aceclerating the rate at which antichrorm-
B : : -

given, a2.
secorded in spite of the high-ore prophylaris (abinuss 1995).
Barom 1993 also concluded that che adjusted bigh doss of UFH
7500°U to 10,000 per 12 hours may be reasonable in the second
d i 50 ! il i

time (sPTT) is not significandy elevared, whie prophylacs with
low=dose anticoagulation is recomsnended for pregnant woren
with a history of thrombost (fascs 264

e study Grndszson: 1995 has investigated the comparasive cf-
iy ing an nchwellsg Teflon cadeier and a

subcutancous injection, Telon catherers were inserted over an i

the abdomen by means of 4 sterile technique, Afier ssmoval of the
i fixed in place with i pad

UFH was injected slowdy, owice ily, through an extezil port at

e proinsl end of the mdwellmg, Teflon cuhces by meas of
tis syringe and a 25-gauge

3.5 ca0 in engeh with the ont purrvon shar was insered subsu-

ancorly being 2 cn in fenggh. Carhecers were changed weekly

10 reduce the risk of infeetion. ‘There were no differcnces in the

mean heparin dose or aPTT berween the oo methods of hep-

informarian from seomen about their preferred soute of hieparin
admiristeation, Of the 12 women intenviewed, 11 reporsed that
e cahcter caused less pain and bruising cha the subeutancous
njections given twice daily, aldiough five women developed uc-
icarial reacrions at the sies of the injections and these reactions
teuded 1o be smore severe when the catherer was sed.
Another merhod of subcutancous heparin defivery. wing 3 pro-
granmable cxcernal infusion puinp, has bean compared wich the
ise of an nermiitsens subxuraneous injoction, fn a eurospective
study (Fiogei 1693), the mean daily dose of UFH whe wing a
b iniion punp v ighes Z945 v 13,522
don {mean
am. 206 versus 10.4 seconds above control) among the subeu-
s infsion gmp gron when compared i th overs
teat subeuzan
(h itc i ion) in the i i b in-
ection group. while none occurred in the subeurancaus infusion
ihough dhe essl i

eal sigificance in the smaller nusnber of complicaions among

(Funsd 2062). The administrarion of hepatia (UFH and LMWH)
protects pregnant women against the risk of producing a throm-
bosis that can develop into dhromboenibalism (DVT oz PE).

‘Why it is important to do this review

First, although administering subuaneons hepasin (UFH or
LMWH) is the musin option in the prevention of VTE doring
pregoancy. the management of theombuprophylacs in preguan
womien s mostly reied on the evidence from uan-pregnans par-
Geipans.

. . . burde

ience and side effects as a result for a longer duration.
cant womers who require anticoaguation therapy, especially
those wirh a hisvory of VTE and those on Jifclong ancicoagulation,
vellsequire 2 switch from the administration of vefarin (0 bep-
arinerelaced compounds (UEH and LMWH) fame: 2997;
when conceprion has occurred and been derecred, because
of the effecrs of warfiri: on the fecws. Heparin is more expeasive
dhae arfuein (eif-chwsade 2750) and LMWH is cves muore exe
pensive than UFH (Games 2013). There is a sepore cha LMWH
isat e 10 inses the cost of low-dose heparin in North America
23). It is clear thar women who receive insuffcient
i b

2 segion or countey where self-sdminisceation is vor sHlowed
may need o be hospialised for the g of adminis-

hous pregaanc. Ot as
cntgatiens requite sei-naageraent w ijece sevecal s # iy
depending on agents and dosage used ye hose who do nor self-
acdiminiseer heparin must rely o orhets to give ther theif injec-
sions otherwise they discontinue the adminiscration, thus crpos-
ing themsclves to an increased risk of VTE (Aiskeron 1293 Al
shough bleeding in pregnant wornen receiving LMWH is uncom-
mon. sk ications (Hosis 200%)
and long-team injections.

Havisg cousidered the disadvantages and adverse effects of ad-
ministering subcutancous hicparin (UFH of LMWH). women's
nxxxfx;lxnx) i gy mporan, s e leivenes and sy

subcutaneous hepatin (UFH or L
proguancy using different methids is st nos clear. This under-
scares

y 3 e

dividusl i b o y
she anticoagulants of choice during pregnancy; due to mumub PR N digase th safery of different ds of admin-
3 i 4
7 & Sons, Lad. on. Publ Wiy & Sons, Lid.
10 LNWH) in this bigh-risk Secondary outeomes o v o independely e s ncion of he - Inasndomis. i d fuded

istering subcutancous heparin
of VTE group of pregraanc women,

OBJECTIVES

To compare the effeciivencss and safkey of different methods of
administering subcutancous heparin (UFH or LMWEH) 0 preg:

nans women.

METHODS

Criteria for considering studies for this review

Types of studies
We planned ro inclide alt randomised controlled teials findivid-
il and clustered) invescigating medhods for adwinisceriag sub-
curancous hepacin (UFEH o EMWH) dusing pregasncy: Srudies
reporied only as abstraces were eligible for inclusion and wauld
tave been placed in studics awaiting assessmen, pendling che full
publication of their cesvlrs. Quasi-randomised studies and cross-
over wals were ot eligibls for inclus

Types of participants
Wonen sequicing hcparin (UFH or LMW1 duting pregnancy.
W cxcluded pregrant women under incensive cire.

Types of interventions

Insermictent injections versus indwelling catherers or pro-
grammable {auio) extcrmal infusion pumps, of any other devices
o fucilitare the subentaneons adminisiaion of beparin {UFH a7
LMWH) during pregnancy.

Types of outcome measures

Primary outcomes

1. Womens sirisfiction
2. Incidence of VTE,

1. Materval death

2. Locl and syscemic bieeding hacrmonsge)

3. Pain

4. Uricarial reaction

5. Local and systemic infection aud L

6. Withdraw! because of adverse evencs (discontinuation of
heparia because of serious and threatened adverse events)

7. Pregnancy outcomes {¢.g. miscarriage, ferad deark)

8. Any advesse cvents reported by the included wials {e.g.
ostenporosis, HIT)

Search methods for identification of studies

Electronic searches
We conraced the Trials Search Co-ordinator to search the
Cochrane Pregnancy and Childbireh Gronp's Trils Register (3)
January 2013).

“The Cochrane Pregaancy and Chitdbirth Grougis Triats Register

‘s msintained by the Trials earch Co-ordinator and contains wisls

identified from:

1. monthiy seardhes of the Cochranc Central Regiveer of

Controlled Teials (CENTRAL):

2. weekly searches of MEDLINI
5. weekly searches of EMBASE;
4. handsesrches of 30 jonmnals and the procecdings of mijor

conferences;

5. weskly current awareness aletts for a furcher 44 journals
plus monthly BioMed Central cmailaless.

Dexails of the search smategies for CENTRAL, MEDLINE and

EMBASE, the lst of handearched journals and conference pro-

cccdings. and the fiss of journals reviewod via the current aware-

ness service can be found in the ‘Specialized Regiser” section
widin he ol informadon sbout the Coctre Fripnsncy

il idencfed throvgh th secing actiies deerbed above
are each assigned to 2 seview topsic (or topics). The Trals Search
Corondinator seaches the registee fos each review wsing the mpic
fistxather than keywords.

Searching other resources
W seatched the refesence Jis of relevane studies, We did ot
apply any language resictions.

Data collection and analysis

Selection of studies

1 & Sons, Led.

ane puceut e of " We
sesolved any disageecment thiough discussion.

Thee are no included srudis in this review. Full mechods of daca
collecion and analysis to be wsed i foruee wpdates of i review
are provided in

RESULTS

Description of studies

Seer Claracsevisdics of exchided studios,

Results of the search
“The search of the Cochrane Preguancy and Childbinb Group’s
Trials Registes rerieved two reports relating o one srial thar we
subssquently excluded because the srudy was a randomised, mul-
diple, crossovce sudy (o, 1993). There are o inchuded
stucies in this seview.

Risk of bias in included studies

‘There ase 20 included scudies in this review.

Effects of interventions

There are no inciuded seudies in chis review,

DISCUSSION

I s disappoiniing that no randomised controlied erats are avail-
able 10 assess vhe effecriveness and safety of differenc smerhods of
administering subcataneous heparin (UFH or LMWH) o preg-
nane women.

The lack of relvane sdics idenified by the reven Nﬁec(s the

i ehis reviews women alternated evecy awo weeks berween hav-
‘g beparin adminiscered shrough ehe indvwelling Teflon carherer
and receivinig heparin via subcutancous injections. Ten of the 12
wornen in this wil preferred o fuve subeutancous hepaci o+
ministered through an indwolling Tellon ccherer zathee than by
cviceadaily injeccions (P« 04}, and 11 women seporced that the
caeter cansed e pain and bruising dhan owice-daily injections
(P < .D1). Although the interpreration of the result is mited by

ability of hepatin is xox affecsed by repeaced injections into the
same subcucaneous sice (Andesssn 1593),

“The tigk of severe adverse pregiancy owcomes i lower under
the management of hepatin prophylaxis during pregnancy but
he porential adverse pregnancy ouicomes are serious du 10 dis-
continuation of heparin prophylacis. Therefore, lage trials womld
be requized to demonstrate that elfectiveness and safery of dif-
fezent meshods of adwinistering subcutancous heparia (UEH ot
LSWH) during pregaatcy is assared.

AUTHORS’ CONCLUSIONS
Implications for practice

Thewe are o candumised conreolled sl that bave dhown the
effecriveness and/or safety of different merhods of aduinisering,

v comes is ly -
agement of keparin prophylaxis during pregnancy, woments satis-
fetion e different depending o the mechods ofadm

isteation, Thus, the medhods of administering subcutaneous hep-
acin (UFH or LMWH) t pregnant women should be considered,
based upon woments informed preference and the risk of adserse

expertise, avoiding discominuzsion dut o discomfors, pain and

financia) busden.

tmplications for research

Thete is 1 teed for harge seale randomsied eansralles tials wich
adequate sampie sires o assess the effectivenss andor sifery of
differen metiods of adminisicring subeutaneous heparin (UFH
or LMW o pregnant women.Fure i sl el s

{LFH of LMWH) prophyiasis during pregiancy. Ra...m llo-
cation of women at isk of VTE to onz mezhod o

o hailiure sdmin-
israrion of heparin (LIFH or LMWH) during pregnancy com-
e whth e mltecon efoctions vi indwel o

subsueaneous heparin (UFH or LMWH) be
aceeptable 10 women or their families, and therefore, vufernkd
consencofthe study would be dificult, Alhongh VT and throm-

pas
srammable (asco) extemal infision punps.

baphilia are wor rare, it may be difficult o complere such  tsal,
i ic hapre-
~vious VI or with thrombophilia. ACKNOWLEDGEMENTS
- .
Witey & Son, Led.
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ABSTRACT

“Flisis the protocel for  seview and there is o absrract. The objectives are as followes:

ficc-to-face elinicat sortings for patien I o

on:

1. the qualiny of communicarion beceen paricar and provider (a5 a precondition for the utifisaion of professionit knowledge to
provide quality health carel,

wd

2. the qualicy of healdh care, and: health outcom

3. the cast benefit, cost eflectiveness asd cost cliry of incerventions by tesined medical fnverprerers.

BACKGROUND face barries to accessing appropriae health e due 1o poversy
gl s, ando T scss (sl et
G 2038). Although severa studies have
e it he o o populiions improves afrer i
gration (s 1992), and that some popultions are healier han
achers, these posicve cffects may belost aversime (Ao

Because many saigrans are nor Fanifar with the foca! langyage,
in face-co-ace clinical senings they face lnguage barriers that
can dirvisish the quality of health care dhey teceive. A -
ber of suudies bave described the negative impace of language
barrcrs on the quality of health services, on the urlisacion of

HC

Description of the condition

Populstion mobilit isa global pheromenon, with abaus 214 mit-
lion peopic, 3.1 of the world’s poputasion, lving onside th
counry of birdh (AN Z068). This number is incressing by o
o 29 s yeat (N 2663), creming vrtous chllenges o he
countries of origin, host counrics, and the migrants themsclves

54 301%). Asmong these challenges is migrants” bealdh, When
hey move, migrants can becorme vulnerable to discise and may

24).

ey & Sons, Ltd.

these services, and on pacients” healih stares as an outcome of

the use of rained medical inrerprecers can afiex cose benefis

servies quality. Thess include excess
vors, and drugcomplicaions (Hisvge
2004 oo s o mediad e (i 200

medical ez
gl

s 2. g alen 0k positive uil-
i, 2 pinted our in a e scudy, are she availabiliry of

Pant 26tk Crae- Fors 208 ), and p
naing healhy l‘dhzwourdunge Wdos ok 20955
fow 200%; ase 2419). Language barriess cause corme
municion problemsnd misandesaniog of paiens expo-
Gons of dicir symproms and health history: They sso inhibir the
heahih providers presentation of diagnosi, treatment and sugges-
tions for hedthful mmuumt dunw, and dw desclogment of

sained medical sccesibility 1o the agencies tha
provide them (s 207§,

Ous review will compuce the involverent of trined medical n-
epiciers with orher approzches which bave similar goals but do
ot involve crained medical interpresers. These include ad hoe
e, Wlingu besth prsiders, s sraed el
ees 2983). An ad hoe exrernal i xmrmmcr isa

Jative.

a therapeuric p . In dh treat
e process, ol ;um(uh:l) 40\' illmcsses (hal o be ideni-
leadro

I ived]

disese problems. One means of Jchieving sy is by vsing teained
medicalincerpreters.

Description of the intervention

A esined mdica imterpreer’ works 1o orercome bng

culrucal barriers in a clinical sexsing (Hoimberger 1987,
ise 20565 Lasons 2ib) through ord rescrcment of

wouds from ane lrgeige into stiosher lngouge, simultincondy

v ¢
beween pavient and healch provider. There s no uaiversa defini-
tion ofthe e rsined medical inerpreee, and dffeeent s

dred by different inse
agencies, and in various locutions The Tnterational Medical In-
rerpresezs Association (IMIA) has defined sandards of praciice in
tie followi hree ureas (ALA 2087y

erpretation,

2. culural iesface fanderstanding, onizudes and practies to
sedce cuiturally-based dissimilarisies of pesception,
‘presentation, canrse, 2ad ourcomes of Hiness, wellness and
vecstment as beewot rovidens and parients), and

. etbical bebavi

Reficcing these stamdirds, we define a irained medical interpreee
as an intecnal (sall member canployed in healdh facliy in which
a parient reccivas services) or external interpreter (staff member
employed i different osganisadien from healdh fciliry in which
2 parient seceives services) who has received craining in clinical
incerpretarion, paniculrly in some or all of these thrce areas of
practice. I

siour.

ad on may b

ati, because an ad hoe interpreter may lack approprice interpre-

il and knawledge of edicel (:rnlinukvgy. e\lw, e pie
i et 4, and v !

or support workes i @ halhare facliy who tahes o she rolc
Feinicd imeprec sidbout borg forl g

Finaly, cransioed il inclde doc
wtricnns and fip charts thar offer wriuen comsnunication widh-
aith providers and pasients can communi-
e by poining o an appropria phrase in dheir respeeive an-
suages, but oprinuat s requires e health provider to be,

maother tangue, which is nor always the case, Each of the above
modes ofmrervemxm may be best sived to diffeens circume
swucs X 2 Varquer N te i M

Tassifia

How the intervention might work

Oncaspees of the quality of health carc or migeant parients is the
deges 10 which the specific lingaistic, eulta, and sy orher
" e heel A i’

healhence delivery, Effectively mering these moods increnses che
fikelihosd of achieving desired health autcomes. chm.sm)t with
the curent seate of rofesonsl Kiowledge (. 1920). Tl

p
Sficaty, it care carion qual

3 taus‘:c—

2 33, and patent and heatshicare provi
sion with fon (Lee 26025 Ak

i k

E on than untzzined

»

saftability of linical sesponsess disg
Tihood of testing (Dodd ‘7<’<x'

incliness in

Thete s vasiation in how rrained medical incespreation is deliv-
e and uilsed. For csgle, e quliy of ion nuy
ining, b addi-

tiom, the cost of using profesional inerpreers s offen regarded
a5 2 baricr t0 use, even though some studies bave reposted that

Wiley & Soos, Ltd.
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2082).

“Tlie contextin whidh insespretation takes place can shage its -
fect, because medical imecpretarion s practised in differeat ser-
viee sertings and among different targer proups. Our review will
consider Gin subgrous analyses) she following conexaal fucrors,

20): anc the lenglt of say in hopial (s

oy may be p
o Interpreters” ining expericnce: Fulflment or non-
fulflment of the threc caegories of standard prastice
coramcded by IMIA, mentioned abose, can nfiuae the
Inserpretecs’ trainiy
vary in terms of the conrent, duration and imeniy of cach of
the thiee categoris of suandard practice (iAfiA 267).
+ Gender: The gender of the mlrxpmm,mxend:x
patient, may inf

heir interaction (Resiso
o Age of patiear; Communication can diffr beoween
childen, adlescents snd sdls due o difrences In emorion!
iy, Qualicy of g
influcnce the emotion and atioude of younger patients to healsh
roviders. For cxample, because paediatric patieins may be
intimidated in foont of adulss, mq- mag ot be able 1o verkalie
thcit healih condition (2
o Paricon lteracy: Iﬂfumumm dxlmxgh interprecarion for
llcerate patients nuay be limited, since writien materials in the
asent’s own Langage, for medication and for home foliow-up.
o selfcare, cannor be used as 4 supportive ool for medical
imterpresa
 Medical condivions that require sexualfeulroral sensicivity:
Some conditions such as reproductive illness, which ate highly
‘personal, cal for sensitiity to sexualissues, which can influsnce
the meraction heoween inerprecee and pacient.

‘Why it is important to do this review
Alibough e olbvi-
aus, dhere is o systematic teview of the effccts of interprecation
on the qualty of healsh services. Tt is necessary 10 quantify the
impac of interprecation on the quality of healeh care, e arder to
clarify is cost-cffecriveness and the advantages it offers as well as
any dissdvantages.
This review will provide such quantitstive information on the e
actof i i 2
connpared wilh orher intespretation and transharion measares. It
will also present a subgroug analysis of the consexss in which in-
serprration abes plce.
This informacion will offee essential assiseance 1o policy makers,

OBJECTIVES

To assess the cfives of crained medical interpresers in Ficerto~
face clinice! setings for paricuns with low proficicncy in the local
language on:

b di ion b ient and provider
{as  precondirion for he urilision of pofesional knowledge fo
provide qualicy heulth carc);

2. the quality of heal care, and healeh owcames; and

3. the cosr beaefi, cost efcctivencss and cost ety of
intersentions by ined medicl interprcics.

METHODS

Criteria for considering studies for this review

Types of studies

1. Randomised controlled wrials (RCT9

2. Clasier RCTs

3, Randomised cross-over tials

4. Quash-RCTS
We will include quasi-RCTs as there ate likely to be few RCTS
avaifable foc iuclusion in the sevievs

Types of participants
1. Pasients of any age widh low proficiency in the focal
langusge, as decermined by he study authors
2. Health persounel who provide service for pariens of any
e wich low proficiency i the local linguage
Each parsicipa will be anafysed sepacacely.

Types of interventions
The main intervention 1o be considered i interprecation by 3
wrained medical inserpreter, in 2 foce-to-face clinical seticg.
“The trained snedical nerpreter is an eatenal or imecnal incer-
preier who has received training in medical interpretation, espe-
cally in alf or sorme of the following areas:

1. clinical inerprecation,

2. cultural inerface, and

3. erhical behavior (M1A 2407).

trol incerventions:

der sarsfaction with inforsmation pro-
vided, desiion made and intepretion; parients sense of con-

ot hoc externnl innerprecer: a frien
o ks o e sl of i imerpeeter, buc s nor eived
any craning in inverprecation.

o Bilingaal cimployee (ad hoc inteml imerpretec): health
worker, suppor workes at a health facilty wha takes o the role
of medicalintespreter, bur has o received any csining in
imerprerarion.

» Translated maserials: docurnent, flip chart, erc. for
interprevaion without an interpretet.

o Noinserpreraion.

ol via o and healh roviders

Messured by selfrepor, hesdh pm\xd..r sepors, or scandardised
Jam—
tn d'xe 1able " Characteristics of Included Srudies’ we will describe.
oucome. aswellas
the wndation process 10 researchers, 10 achieve rransparency of
the daca because some orcomes may be controversial, For e
ple, pacient suisiction i widely used 35 a indictor (0 assess the
qualiy of heaith care, b i i diffcul o define this parameter
bzcaus« mxsfamnn can b: influenced by various ﬁcmm such as
I

P viasele-
phose o online.

Types of outcome measures

In accordance with the definition of qualiy of health care for
pants with  fowe lovel of proficiency in the local language, we
cepd qualiy of commuiation ss he piary outcome, wich

change s qaly ofhesth car e d;mn}y or mdm:lly e
ik

choice of p'ovndct 5¢I\dtr ehe
niciy, and sscio-cconomie stius. In pracice, dhere s o univer-
sally sccepred mechod for the measuremen of satisfaction (Saits
2648). In adiion, aces may not sepors th dectl of the mea-

below
despite high quality interpretacion,
Secondary outcomes
1) Patient engagesnent vidh health servces
Delays in secking medi ‘sic duarion, udlizasion of healdy

regard the p paiens’ &
<ot bu.cmmmm uf smedical insecpreation a5 x:muhry
outcorncs, Primary ourconses can be deceined by cviaing

\mnsunwx measurements.

services inchiding prevendive screcring, misd appoinamens,
iengih of hospicaisation.
Measared by medical records and the administrarive databases of
healthcare facilites.
2) Povision of heith serices

. - and the snount of
micarion problems can caase incecased diagnostic wncertainry,

dieat . Come

ehuavios, skilis acquisi

Primary ouscomes
swhich can then increase the amoust of testing done.
Measured by medical records, and adminisicative darabiases of
" ieation in medical l\edm:are faclides.
1) Quali i i i .«r. 1 d di

flucncy of interpretation, substituion of swords of phrases, dito-
cialisation of words ox phrases, addiion of words of phrases
Meusured by counting from audio or videa secord, self-report. or
health provider repore.

Interprecarion of the sesults of anslysis for these ourcomes will
be cautions. Omision. filc uency, mibsttarion, editorialiation,
aud addiion during inscrprration are wor awags erors. They
ight be required 10 transform a patient of healdicae provider’s
discouse 0 make it undersuandible. in addision, the persan a5-
sessng the audio of video recard may be a rained interprecer
o bhas 3 sesed inessd i showing ar e medical -
terprerers”

Niessued by i ecods e dsabscs of s
care faciliries, seandardized insczuments, self-repor, and provider
sepor.

4) Cost and cost benefits, and effectiveness of medical interprera-
fion

Measured or eakulated by the cost of medica incerprctation and
the effecis on Tealds services (e, Impace on the cost of healds
services as well as the heslth ourcomes achieved).

Search methods for identification of studies

healdh facilites, and patients in the effcerive and efficient devel- i on dispach i other forms of interpretation (high sisk of bias).
opment of interpeeration services, pacticularly in sysicms witha  an ganizacion such fessions! . 2) Qualicy of insesprecation perceived by patiens andlor heath .
diversi thas serve parients with low proficiency in the defined as an individust i e parient wnderscanding of diaguosis and seeament; pa-  Eleceronic searches
focal langusge. sealth facliy in which a patient reccives cate. tient satsfaction with information provided, decision made and W will search for sudies using dhe following ducabases:
3 i
Veiley & Sar, Ltd. Copyright ©101) L.
 Cochrane Cenrral Register of Controlied Teidls adics mest the inclusion erieria mentioned above. We will sequence generacion as the methods were no, by definiion, Contimuons data

{CENTRAL, The Cochrane Library),
» MEDLINE (Ovids?),
PsyeINFO (OvidSP),
Dissertations & Theses Darabase (Proguest),
vidSP),

Inde to Thescs,

Social Services Abscraces {CSA Waming),
Sociological Absiescts (CSA llumina).

Linguistic and Language Bohavior Abstraces (CSA
Wlia).

We present the sraregy for MEDLINE i &

fix L Srregies
sew. Thete

willbe no bauguoge or date restrictions.

Searching other resources

Grey livenature

W will search she sepors and conlerence proceedings of (MIA
and document resources linked in their web site (e, “Anno-
sated Bibliography on Language Accessand Inteepreration” (g

tiststwlics char iniially sppear @ mees che inclusion eateria but
are barer excluded in the table “Charcieristcs of excluded stud-
e with reasons for cheir exclasion. We vill seue disagreements
becyseen dhe two authors through discussion with 2 thied author.
Posscllyrelevans snudic i anguages orher tha Exglih vl
b sransated by collaborvars within & group and/or wnsiion
agency i owder o b considered or nclusion. We will provide i«
A L o ey

and repore decils of dplicate pubiicarions. In addivion, sve wil
sepors the screcning and sclection process in an adapredt PRISMA
fowehat.

Data extraction and managerent

‘We will develop a Yata extraction’ sheer (based on the Cochrane
Consumer and Communication Review Group’s dara exuaction
wnplare, pilot st i on <en randomly-seleted included stud-
sos.and refnc it accordingly. fndependenly; ovo aurhors will oxe

eluce study desiga, informarion dhwi the pacricipants in
‘parient’ angasge proficiency, fype of intervention, secting, ard
ouscomes, We will seue disagecements berween the two autkors
diromgh discussion with  shird authos.

the reports and confescace proceedings of Critical Link Interna-
donat (epifletivicallivk.orgh)

Handsearching
We will manually search che fofowing joursals: Jowrnal of Irn-
migramt. Misosity Heakls (2006 to 2012), Social Science and
Medicine (1967 to 2012) and the Journal of General Internal
Medicine (1986 to 2012). We will also search reference lists of
refevant studies.

Corespondence
We

e ¥ iy
who riny ask questions in he local Lingusge and in the urher
ongue of the parieas to find whether thece 3te concordant an-
svers barween the two fanguages. However, some studics might
st describe o ey idenified patiems wirh low profciency in
he local language. Tn dhis review, we wil zeport on the merhod
wscd 10 idenify the Language proficiency i the sable ‘Charecrer
istis of Included Srudics’and asses ie 2s anoher souree of bias
{clection bias) i che assessmenc of he risk of bis. W will lso
seport on the meshod used by dhe scury anrhors o idenify the
ealth providers inciuded in che studies.

A3 dara il be enered o e by one evies aucbor and
i heotber

b wrlingindependendy,

for advice as 10 orher selovant ssudies.

Data collection and analysis

Selection of studies
o review authors wil scrcen independently the tities and abr
stracts of the srudies identified by dhe searches. We will ercieve
il copics of all porencially-seicvans arcicles slecsed by cizher of
the authors. The oo autdioss s independenily desenmine

of risk of bias in included studies

T reviewe audiors will sssess the risk of bias of included suud-

ies using the criteria from the Cochrane Collaborations tool
he Cochiane Consumes sod Lcr'unuuxc:xlon Re-

Consumet and Commurication Review Cm.pt Smdy me,:,r
Guide (CCRC 213). These erteri consit of che following sx
domains:

« Sequence generadions udged by the method wsed to
senente e allosaion sequence, epored i sffecn del o
llowe “whether it should
groups. (Quasi-RE T wil b rared s high mk of s for

Wiley & Sons, Lid.

vy random).
« Allocation concealment: judged Ly the saethod used o
conesal the alloearion sequence, seported in sufficient dea 0
determine whedhet intervention ailocarion could have been
foseseen in advance of, or during, enrolment.

measures vsed, i an. 1
from knowledge of which imervention  partcipant received,
and by any information relating whecher the inended biinding,
was effective.

* Blinding o o st juld by o e
used, i ang, 10 b dge of which

e snticipare that che mjoricy of oucomes wil be measured
and reporved a5 concinuous data, We will compute a standard-
e mean differcnce (SMID) for continuions ourcome variables,
wich 2 95% eonfdence interval (CI). For this review, 2 cortecied
Hedges il be computed by dividing the difference berween
innervenrion sneans (rained incerpresers versus orher innerpreta-
tion) by the pooled and weighted stndard deviation of the inier-
ndon. Specil Hedgegeorrts o biss csinaion)

samp!s. “The combined e sae ﬁn ach ourcome will b com-

intervenrion a participant seceived, snd 1,, any 'mfnrmauur
relting vhcsher e imended g s ccive
« ncompl s judged by e
daca for cach irion and

cxchusions frem she analysis. I:’BD% o5 more of the data are
complere it will be rared s “fow risk” of bias. Otheowise, it will
be rased as *high risk of bias. 1f it cannor be idendified in a srudy;
it will be rared as being st "unclear’ risk of biss.

judg 4
locti ing. If 3

v iy, with the
dand error. Thus,

asudy will b given et waght for » hrger sampe e nd

more both of which red

Dichotomoss data

We will compute odds ratios (ORs) for dichotomous outcomes
withh 2 95% CI Based o the assumption of proporiionat odds,
QRs can be compared benveen variables with differen diseribu-

the sl
iy po d all outcomes in the study

“r repoted by she sy report i will b e T Ak of
biass if o protocol s available snd not all outcomes i the
mechod ave seported i will e sated as high risk’of bias f no
protoclis avilabic but all autcomes in che mechod are reported
it vl e rared s being a “ancleac isk of bias,

‘+ Oher sources of bias: the authors will idenrify any
imporsast concerns abous bias not addressed in the atber
donains. For ex.m\p e we will s he s o vy

tions. inckding very rare and more fequent occarrences.
Unit of analysis issues
Cluster-randomised trials

1 el i of i (e huspial) s i
s (e, people i fow proficency in the Lol aage)

pasients langusge sourc ofpo

we will seck satistical adice 10 determine whether appropriste

K, e o, e will sess
spoups. Iechuster RCTS ar incude i e review we will o
assest andl report the sk of bias assnciated wih selective
tecruioment of chuster parciipanis (CCRE 2011

Furdher, 5 oudined in the Cochrane Handbook (figgios 263 1),

uded st as; fowe risk

of bias (plausible bias uniikely to seriously alter the resultsh, un-

lear sk of bias (plausible bias that rascs some doubt about the
! oy e

ich sk

confidence in the resolts).
“Fiso suthors wiil conduer dhe tidk of bias ansment indepen-
ety Disagreements will be xesolved by discussion betwezn the

y ; e

author will decide.
The risk of bias of included studies will be used 10 inform the
discussion of the reviews Bndings.

Measures of treatment effect.

cluster anatyss s wsed, effect scimates and theie standard ertors
will be mera-asalysed. Orherwise they will be excluded from the
meta-analyses unless the ceview authors can control for the clus-
tering from the available information.

Crossover trinls

from the fes intervention period.

Muliiple intersention groups
Within che incervention ard/or contol groups mentioned in the
o, i mliple groops wkh difire
xes, all revant ins

into a single group to create 2

P
N Al b

single pait-wise comparison.

Frained

Wiley & Sons, Lid.
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ABSTRACT

This is the protocol for 4 reviess 3nd there s o absiracr, The nbjectives ace as follows:

1. o assess the effeciveness of inerventions 1 educe stigaa towards people living wit
increase swieranee, compared with a contro! group.

HIVIAIDS, improve coping surtegies and

2 i i i g o HIVIAIDS, & g
and increase tolerance, compared with a contro! group.
BACKGROUND of sigma according to Goffman' is de-

asmic process of devaluaiion thac sigaificanriy diss
aal from a whele and ordinary pecson 1o one
£942). On the basis of this eraditions] perspec-
dive, secogition of sgina has ncressed theough varous research
First observed in 1981 in the United Stares, HIV/AIDS has trans- asocial proce itegat atti-
formed inroa global epidemic 520410, I 2011 slone, an s fperceivnd tgna) s wel assocl neqalivg and dieci
i 342 ilion pope worldwide were livagg with HIV/ 1
ALDS r:lnrd 10 HIVIAIDS was first ad-
dressed b i Al
Session of the United Nations General Assembly in 1987 (s discrediti ive accitudes, befiefs
5553, and here have bect 3 wide cange of dw:usimnx shou o dinera have HIV/
HIV/AIDS stigan which they
nition of the consequences of “IIWMDS stigma over th l'm Purker
30 years of the epidemic 5 m ofa €m“p:c\\;‘xmv= framework
2910, mgma continues 1o be an sbstcke o HIV. pmmm & for mwugs refated stigma precludes meaninghul appraisal and
forns (e & 06,

Description of the condition

‘~*> HIVIAIDS-refaed sgma bas been concepr-
i wmah

opy & Sons, Lid.

compatisons of interventions that wrger stigma, and limits che
abifsy 10 design efective progeamms and interventions,
In the era of the HIVIAIDS epidesnic, recen rescarch to bester

Canada and India (C:
cred by sigrns. Rsechers e ightghed the rgeneneed 0
consider she poreuial effect of s

\n\dns(x-d the ypof HIVIMDS e s o racsed,

vicatiol ised swa of  fix 2912).

.hlsmm[:le‘pmhl:m(( o negative crmotion and ifs associcion with drug cravings have
PR S

mm, which can be defined a5 experiences of i

seigmal, or prejudicial ativudes and bel

status. such 4 isolation, exclusion, rejection or
peopl i the conmunity. Disctimisatory
of jobs, exclusion from community acivisies, Susx of wml supe
o problesns s sccesig et care o eves physict violence

iy itmpace people iving wich HIV. I.xpmurt 0 5
discziminatory behavior {vicasious stigma), awareness of peo-
ple's perceptions of stigma (felt notimacive stigna) as well as self

dgma or believing the stigma sucrounding ane’s own condicion
salized stigma) u alro experienced by poople living widh
HIVIATDS (Srew

Globall sigma may arise thugk = sombined imerplay of so-

have been developed and tested in mulup!r senings to meusize
howw she social processes of HIVIAIDS-retated stigia affeet pec-

iving with HIVIAIDS. In Thailand and Zimbabwe, 2 com-
prebensive S0-sem scale was rested measuring dheee ficsors asto-
ciared wich HIVIAIDS stigrma including shame, blame and social

wik ¥ as-
ociated with isconceptions sbout modes nf!rxnmmmn ofihe

isolation: di and iy il peoe ing
HIVIAIDS (Gesdios 26
sruccwlidiy and q;u.mul tnmxmnq xeporting biss due o

o] cllagoes devcoped n HV signa sl

rase, lack of HIV knowledge and ion, HIV/
AIDS serostaws, fears related 1o s incurability, poorer mental
heslh as el a5 disrimination and prejudice towards risky be-
i though s manifsed d.rrmmzy st g grougs
2063;

il

0 " berween
l‘l]WA!DS-n!:r:d stigma and dl.bdmum with disclosure avoid-
ance and depression (psychological distess found smong people

and individuats (i At s Jiving with HIVIAIDS (St 2662, In Souh Afrey, Swa-
i Thmx.m, |d¢xm§1n; risk fanou for HIV/ e I Jized AID! i
ADS e haybeen cred i e
igmarising behavi ving widh HIV/ cemaliced siigma, and depresson and social support

AIDS
People who are HI\’vp tive ot who are prfcmv«l 10 have an
HIV infection are affecred by scigma G mdud
ing children aad young adules (Royes 29
Brasl, children and young people lving with o affected b um
AIDS ean be deid the ight o educiton and job

b 2007),

“This scale wasalso adapred in Uganida and was
b insenal valiciy for weasuring the oucomes
of KIV/AIDS reliced  signa (o 2013 In Soub Afis, the
HIY Siigy Seale for
imcasre seigra and sysaproms of depression ma amucry (mm
k- associ im\x’

g;
mon tovards men who have sx i men or gy popal
i o, the Unied St and S (ks

Description of the intervention
A variety of specific and general intervention campaigas fnvoly-
fng individual fvng, with HIV bave been conducred (0 reduce
HIVIAIDS:
produce scigmna hove been addresed (3
3). These interventions have reportcdly been efficrive
proving qualicy of fife waug peaple fiving with HIVAIDS and

tabe Wiley & Sons, Led.
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coneributing to beteer health outcomes amongst all populations.
T chis v we il focus nlyan ndividl imevenios hat
inchuing

‘hehaviora, educational and social i »

<est studics with & non-andonuized contiol group, o pie- and

postetes studies with onc-group designs) and HIV/AIDS stigma

i one of the assessed ourcomes Gengipia 2911, Seads

demonsuate pre- and post-intervenrion changes in HIVIAIDS
5 have been used he availabilicy o cff

conscrpuences. Jt s alio interesting to assess the effect of nvervene
tions in addressing fears and ardicudes of the individusl, and dheir
advantages in reducing seigma.

Behasioral intervention eflores have shified to peaple fiving with
'HIVIAIDS (b 2602). “Popudar opinion leaders” or pecr

behavior of health i E
HIV in China by focusing on sl procction ad <o
b

tive interveations (o reduee stigna. The extent to
reduction imterventions redce barriers o an aseay of positive be-
aviours including HIV testing, barm reducrion, treasmen ad-
heseaceauppor and presnion of modher-to-chid s
have also been derermined (Duscr Katichmn 2603).

Wiy itis imporeant © do this review
HIV-AIDS st burdie to efecti

n 13). Beducati d interven-
thons, 10 date, have commonly focused on education waskshops,
curricotum-based psychosncial support including knowledge of

arearment, The sariability of effons o reduce stigma in culuaeal
and local sertings has led 1 complexity in assessing the exten of

HIVIAIDS sansmission and i
marriage, having, multiple sex parters, substance use, sex work
and homosexuality), a preventative vaccine for HIVIAIDS and
cultueal norms of sience regarding sexualicy and sexual puﬂw«
s B 10923 ¢ g 20065 i 20063 o

0 Fodien 2002, Tncervenrionstha okl trger rreepions

HIVIAIDS-relaced stigma and its impact on the effectivencss of
HEV prevention and treatinent progeams, as weell as the effective-
ness of imerventions to reduce stigema
fenges hamper locat ol and lobsl efforts 0 sldess HIV/
AIDS-seled stigma (¢

Thereor,its imporcant 1o conduce e vt quan-

of and axitudes tovards ving wit: HIV
2490%), provide sensitiviry taining relaed 1o those living. wity
HIVIAIDS ar promore olesance through individual contace with
HIVIAIDS-diagnosed individuals (e 200 Herel 2302) are
sl Timited. For exunple, an AIDS eslucarion progeam developed
ina bigh chool i socoeconamicaly disadraiged wban s

HIVIAIDS winga variey of educational
‘meshods (Kubs 1994), Community and home-based care inter-
enons using xpasiy b, e and sppors. vt o
ter social and envitonmental relations of people living with H'VI
AIDS in Eshiopia {)'»..zo 26852), Skilled biedh .mendm« isone

o . v

AIDS simed at improving mutersal aud fnone i, Worsen

g vith the asi I e
more likely ta receive information rrhunb 1o HIV-relared sl
care, which can reduce dhe fear of RIVIAFDS-relaced srigma um
often presents an added challenge for pregnant women (G
ETN

How the intervention might work

By dosting HIVIAIDS g,  challagiog inpedinens o

furrher HIV infeceions, .».c prosision of adequite biealih o
sopport as well as mitiguing the impacr of HIVIAIDS (Sxonn

¥3).

Intseatons dat i o e HIVIAIDS cled siga ve

ndpost-

on summarizing the essablished knowledge of effetive interven-
sions, including defining, measuring and asccssing the impace of
HiV-aeied g, Thi o il ac v vahable s

practicein the global he HIV/

AIDS epidemic.

OBJECTIVES

To assess the eficeriveness af incerventions to reduce stigma
cowards people living with HIV/AIDS, improve copitg strazegies
and increase soleraice, compared with & conteol group.

2. To assess the most effective form of intervensions to reduce
stigma towards people living with HIV/AIDS, improve coping
stmegies and increase tolerasce, conpared with a conrrol group.

METHODS

Criteria for considering studies for this review

Types of studies
Al endifed published, unpublished and ongoing. sandomized
sl s (RCTS 1o vdvee g tovarls peape i
with HIVIAID:

ing individual specifc o general fntervention campaige

orone

3

‘Copyright 9 2013 The Cochrane Colisboration. Published by John Wiiey & Sons, Ltd.

5 of inrervenrion srrategy with a consol, will be inchuded. The
unit of randomization will be individual or cluster level. Quasi-
RCTs will be excluded.

Types of participants
The generat population living wich HIVIAIDS, as well as specific
tacger groups living vith the disease. Including sex workers. drug

ulations), men who have sex ich men, bisexual people, pregaant
women and adolescenss.

Types of interventions
Specific or general tnservention campaigs (pasticolarly bebay-
ioral-. educational- and social-based interventions) targeted at a
poputation level or ar specific target geomps, ncluding at an in-
dividus level, ha i 0 edace sigma. These inervenions in-
cludek iscussions, indivi don, radio, el

o, piine (wewspapes, maings, bookcs, e, posiis
pamphlets), fims, documentaties, biflboards,
strees drams), or & combination of these aimad at achieving be-
havior change.

i P dons fo don of HIV/
ATDS-relared stigin or po imervention.

Types of outcome measures

Primary outcomes

1. Experiences of stigma: prejudicial auiudes and behaviours
s peoghe g EVIATDS, nclodiog e o
provide healdh car, segregation in healsheare setings, threars of
ioknce, bl e oo, bl esed oo,

Search methods for identification of studies
The Cochrane HIVIAIDS Group scarch stmicgy will be followed.

1. Electronic searches

An exhaustive search serarcgy in collaboracion with the trial
search coordinator of the Cacimane HIV Review Group wil be
formutated to idenciy all relevant srials regardiess of linguzge
or publicarion statws (published, unpublished, i press and in
progres). The following elcerronic dacabases will be searched:
Cochrane Central Regisier of Controlled Teials (CENTRAL),
MEDLINE, EMBASE, LILAC, NLM Gatoways CINAHL, AID-
Scarch, PeyeINFO, Sociological absiracrs, 20d Communication
scadies, The refetence lists of relared reviews and all arcicles ob-
cainedvill iso be reviewed for s
websices of inernarional agencies, especi

dhe prevention of HIVIAIDS oint United Nations Prograimme
on HIV/AIDS {UNAIDS), World Healdh Organizarion (WHO),
United Nations Population Fund (UNFPA), World Bank, and
Centersfor Disease Consrol and Prevenstion) will sl be seseched.
2. Hand scarching

A hand search of key HIVIAIDS research journals will be con-
ducied. The refecence list of al studies idencified by the above
methods and bibliogeaphics of any systemadic reviews, mera-anal-
ys, o curtens guidelines we idendify duing the search straregy
process will be checked,

3. Personal communication

Authors of significant papers and relevant policymakers bised in
organizations working on HIV/AIDS inervention programs, in-
dluding UNAIDS and WHO, will be contacted ro find other rel-
evant published and unpublished suudics.

4 Conference praceedings

Conlerence proceecings will be scarched for reievans sbsiraces.
Canferences include the Conference on Restovinuses and Oppor-
wnistc fnfecrions (CROD), 1996-2013; International AIDS Con-
fevence (IAC), 1985-2012: and Inceonasionst AIDS Society Con-
fesesce on HIV Pachogencsis, Treament and Prevention (AS),

Fanily, ph I, social A
social isolaton, secrecy, ncn-d:sdmur: and sexual alwwelmd 20012012,
sigma. 5. Cross.references
2A smp il bl

Dq:rem\‘e symproms: hopelessness about the future, fear,
angicey, frustration, feeling sad, crying easily.

Secondasy ontcomes

1. Tncrease in tolerance towards people living with HIV/AIDS
in the geneaal population, healtacare providers of any other
target groups.

2. Improvement in coping surtegies for dealing with HIV/
ATDS ssigiua among people lving with HIVIAIDS.

of studiss idensified by the procedutes described
above will b scruenized to locate adcitional sudies. The seacch
stategy is ierative in dhar bibliographies of the included studies
il e searched for addiional references

Data collection and analysis

guidance from the Cocheane Handbook for Systematic Reviews
of Interventions (+;

ins 2009

Wiley & Som, Led.

Selection of studies.
The slerions o porenrly relevans saficswill be psformed in

e ssessed wing a srandrdined form. This will ncude mémm-

callabarasion with the Alid
cirarions vl be apprsised independeny and eriically by s
review authors {EO, WW) to derermine the porendilly eligible
studies for inclusion. “The riles, sbscraces, and deseripror s
of the remaining references wifl be scanned, and the inclusion
criteria will be spplicd. Terelevant reports will be discarded; and
e fll asicle or alsact abrined for all poreniaiy relevant or
uncersain teports wil be reviewed for relesance based on study
o : | .

No language restrictions will be applicd. All dissgreements will
e resalved by discussion with the third suthor (RM). Reasons
10 exclude the porentislly relevan trials will be described in an
excluded studies rable. Reference management sofiware will be
nsed to semove duplicare roferences,

Data extraction and management
A dediconed pre-designed dua extracsion shees for esch selecred
study will be complered by swo review authors (EO and W)
independendiy. after inidal search and asticle screcning, The ex-
snacred daa will include the following informasio
o Study decils: Scudy desigas ype, duration and
completeness of ollow-ups country and location of the soudy.
« Participant dewils Sociocutural and economic
characrerstics, nclusion and exchusion it
disgostic criteria for HiV-related stigma,
o Intervention details: Sacial, behavioral and educational
interventious.

(paricipant, personnct and outcome assesios), 1Mm.pl:lc our-
come data, seeciive oweome reporting and other sources of biss.
Meshodulugicsi companears of the seudies will be assessed and
clasifed 35 adequare, inadequice o unclear as explained in the

hrane Handbook f ic Revicwss o s and

as derailed below:

5 bias)
Fos each included siudy, the mehod used t geneeare the allo-
estion sequence wil be described in sufficient dersil to alfow an
assessnent 10 be sade of whecher i would have produced com-
parsble groups.

Low sk

generation process, such a5 the wse of random number rables.
tossing coins , o shuffing cards or envelopes.

igh sisk: authors described a non-random component in the
sequence generation process, such us the use of odd or even birth
dates or an algorithm based on she day/dare of birth. hospiral
civic eeord wnber.
Unelear: insuficient nformation o permit judgment of the se-
quence generation process.
2. Allocation concealment (checking, for possible selecsion bias)
seruence will be described and  judgmens smade as to whesher the
intervention aliocation conld have been forsseca in advance of or
daring recruiament, ot changed afeer assigament.
Loms ik: pasticipns and she nvesiton eseoling paricipsnss
could nor foreseeasignment.

in

* 0 ails: Incre
fivisg with HIV/AIDS and improvement in coping smrty
dealing with HIVIAIDS stigma.

Discrepancis willbe resolved theough discussion or by consulting
with the other review author (RM). Data wil be enrered ino the
Review Manages softwaze and the accuracy will be checked. When
informasion regarding, any of the above is unelear, eontact with
authors of the original aricles will be atcempeed to elice Farther
detsis.

Assessment of risk of bias in included studies
The risk of bias within the included srudies againss key criteria

rmm asigament.

w.m\mm or the method not described.
3. Blindiag (checking for possible pecformancs bias)

P

ey particigants and personne from knowing whicl interven-

o a partcipant received.

sisk: blinding of the parricipanss, key study pessonnel or
e ey pe

s unlikely to intsoduce bias.

High sisks no blinding ar incomplere bisding, whercby he oot
come islikely to be influenced by lack of blinding.

b N . e

descrbed bk il e s rfvirw a0
ne
E(Tz(.nvc Practice and Organization of Care (EPOC} Gtoup nd
the Cachane Handbook for Synema Rsiws o crenions
2 208). The followin
m; igh sk of i o ancle kot (e bt of ack
of information os wneesrainty over the potendial for biss), Dis-
ageeements will be esolved by consansus or seconciled with the
dind reviewer, or an abitcator vill be involved when necessary.

o odberwise of the blinding,
4, d " bias
shrough withdraals, dropouts, prosocal deviations)

For exch ineluded study and for each outcome ot elass of oar-
come, complezencss of the daca wil be assessed including check-
ing anici exchusions, checking the numbess included
in the analysis at exch stzge (compared with the toral number of
rendomised pareicipans) as well 25 reasons for auricion of exclu-

ey & Soms, Lid.

sions where reporied, and fssing daca is
groups or i rehaed to ourcomes. Whes suflcient information is
reputted, or will be supplied by the wial authoss, mssig dora wil
be included in che analyses.
Low tisk: no missing owrcomie daxa, reasons for nissing owcome
data unlikely 1o be welated 10 teue outcome, or missing ourcome
dara will be balanced in nubers across groups.
High s s o mising outeome dua ikl o be el t0
vich eidher imbalance in

reasons for missing disa.
Undless imufficen reporting of artcon/eschsions.
5. Selective seporting bizs
For each inchuded study. che posibiliny of selecrive outcome re-
porting bias will be invesiigated and a conelusion repored.
(.. Other sources of bias

nded s includi

study design and early wial cessarion becyuse n(d:u-dtpend:m
processes or exreme bascline imbatance, will be repor

7. Overallsisk of bi
Explicic judgements wil be made about whesher srudies aze at a
hvgh risk of bias acconding to the critetia given in the handbook
). Wik reerence 1o 11 co 16) bove, the likely
magpitude and disccion of the bias and i kel impact on the
indings will be assessed azd reported.

Measures of treatment effect
1. Dichoramoss data
For dichotomous daca, results will be presented as summaty risk
o (810 wih 3953 confince v (2.
2, Continvous data
For condnuous dta, the mean diffene (MD) witl b: uxd i

of
Given it we anwicipate hererogensiey beeween srudies, random
ffcs models vill b w10 generane pooed effets. Sl

ials will b dfied using
an P s or etesogeneity G alues0.). e s suffcicor
daa, satistical heverogeneity will be explored by looking at the
outcomes of various studies. A narmtive form will be provided in

studies.

Assessment of reporting biases

sady aushors 1o ask them to provide missing dara. If this is not

the impacs of chingsucsfis i he overl e of
sesclts will be eaplored through sensitviy analysis.

Data synthesis
“The s will e pecformed using the ltest version of Review
‘Manager softwate {Revan 5). Tovo auchors (EQ, W) vill encer
e dta independendy 1o sinimize potental crrors leading to
heterogencity.

For <ach included erial, we will calculare the selarive sisk, wich
95% € for dichotomous outcornes, For continuous ourcames,
weighted mean diffetsaces will be used. Ifseudies are considered
elinically and medhodologicall ssitable o be combined, a mosa-
analysis will be conducted. I thace are no ssudies with idenical
interventions and combinable ouicomes, a narrtive review
be waderaken

For the mew-asalysis, outcorne measuzes for dichotomous dara
il b sportedas a el s i 95% CL. Condiuns dcs

mean differences will be used to combine trials \I)ax me.unmi she
same outcome wich different methods.

Unit of analysis issues
All RCTs including elusces-RCTs wil be idenified,

Dealing with missing data

For included srisl, ar

ofuchuling wils wids bigh el f misiog da
e sicasment effect wi

uyzmlys-x Forall tisls ouconcs m\aly;cs il be conduced o

tion Jevels will be noted, and dhe impact
in e overa

ing the weighted standcd
devi iffe i d sials,
we wil caltutate the suandardized mean difiesence (SMD). Sur-
vieat amalgsiedata (f provided) for ime ro sesolution of symmproms
wil ¢ analysed using 2 hazsed rario.

Fincdd-efiect inverse varance meta-analysis will be ussd for com-
biniag dara when triss examine she same incervencion and their
pnpuhnom s ae judged suficienly s Whea

mctzwu];sls will b used. The ciera o the Grading, \vf)koom-

Deselogment and Evaluarion (GRADE)
© mlm e qualicy of the evidence by outcome will be per-
formed (Guyan 2098).

Tasis. ' Y
Lt e b i any pardicipanis
whose outcommes are knewn o be missig.

Wiley & Sons, L.
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ABSTRACT

This is the protoced for s wview and diere is no abaerics, The ebjectives arc as follows:

o evalate the effects of multh 5 " ing icamin A) in bresscfeedi 5
outcomes.

swacernal and infane

BACKGROUND 9. These wonin wmay have a incressd 1k of e
. viumin D andor iran deficionc
¢ . posipartum anacmia may be refated 10
posspartum depresion (Caorss 2563,

e required it swall
cal growy and de-
ty of diet andior inader  Young ehildren, preginane and laciating woien sre pareicularly
e defeency i s ighly pre et to microniat dficncs. They no ony b a

i prob bally eed for viaming and ineels becaue of dcie
dhan e billon pole e st o e e dhe banmfil
s and daly o

pried of vitamins 20d i
amounts to ensure normal merabolism,
menc. Howeres, duc to poot
e s o faod,

95). However, m; Description of the conditions
mothers and thei

<euings, specif

The unmer cequirements for most micronutrients n craring
ally zmm\g wornen who, aveid mexs andfor mill women can teult 1o various advrse flcts for borh

aud

Baby (Protoca)
Copyright ©2013 The Cochrane Collabration, Published by John Wity & Sons, Lid.

infine N
and development of et brese e nns, Lo el e
ik dusingcarion s ioblem in many s of i dhe

pregnant women has ako beea reviewed

; jot shonfalls in dhe concenira-
tion of some of these nutricars in breast milk thus providing sub-
optinnal levels of nourishment (o the snasing infant (1
996). At how levels these defciencies may
manifest in one of more clinical symproms described below. The
World Health Orgunization (WHO) recommends vatious com-
binations of multpe-nicronarent spplemencation of pregiant
smorhess, which may also be applicable 10 breasfeeding womes
irarnis: A, vitamin B3, vitanin B2, niacin, viramin 36,
ol sid, i C viamin D, viamis. . coppes

selenium. ioc
i sclation to e el of unpdtuuw o the mmhrmnum peic

brease milc and s
Deioriy group 1 generally includes water-sotuble
B viuamin - i, ribollavin, vitamin BG and BI2
25 well 2 vitamin A, and in endemically-deficient popularions,
iodine and sclenium. Breast milk is the major source of these mi-
ronuricns o th ifontand the smounis resas i bessr il
axc highly varisble depen:
2 tncdeeffic aid sssmin . e, o, copper and
For hi
effect on their concenteation in human milk, Comequ(mi)c the
suckling infant is compararively well protected from marernal de-
ficiency and the motker runs the greatest risk of depletion duting
cearion i ber intake docs not meet reguitcments. Thore i sorue
diagreement in which group to casegorise folic acid.
Maernal defciency in viramtin A may prevent vimin buiid-
ap of the infincs fiver stores and consequendy fil 10 offet pros
ection from deficicncy beyond six months of age. Morcover,
vitamin A supplemencacion for breasilccding swomen las beer
extensively reviewed in an exdier Cochrane systemaric review
e e

vitansio

dhis soview, The aucbors found that a single dose of vitamin

A showed no effect on infan deads, matesnal dearh of mor-

bidi whic one smill sudy showed an impraent i -

C 269). Improvement in mater-

L, hmur milk secinel and vitamin A liver stores

was demonstrated by the this ftersention, howeer, the review
o S o

limited benefits {( urs 2010). Other Cochrane re-
views e cxamined the effscts of i A spplemc
sing pregnaney (s der

283 1) Jong chin polyunsatursted
supplementation of biesstteeding moth-
200, micromunsi dom for

Description of the i
Generally. & compl v

of mear and dairy in the dier. Infants bora to merhers whose
B vicamin sats s nacquae re ¢ igh 1k of daﬂop-l\; a

as birsh and macesnal breast milk concentrarios:s

wre, oedema and peripheral neuicis, i is sl telatively conmon
ez 44556), Mothers with beri-bers produce breast milk Jow
in vitamin B, which results in infantile beri-beri as repored in
Thailand breast-fed inin

milk from thiamine-deficient mothers (Thasangh

ever, tn mild cases, maternad supplementation widh the vitamin
ncreases milk concenteation and reduces the risk of infamile thi-
3 1599).

i B2) concentrations i breas milk are o
sensicive to matemal siboflavin intalie. In # study n rund Gam-
bia measuring the tiboflavin starus in infans beeween birth and
w0 years of age, infanss born ro ribofavin-deficient mothers were
found to be deficient at birth, and remained so throughous suck-
ing and weaning in comparison to a supplemented group, How-
exer, although ttwfavin statas fell wichin nocmat Huwits in the
trcatment group for the durution of the supplemen, the vitamin
ly deteriorated sgain once the supplement was with-
ves 1952). Masernal supplemencation with ribofiavin
also improved clinical signs associated with riboflavin deficiency
in she supplemented group reducing the mean activation coeff-
cient (AC) of erythrocyre glucathione reductase from 162 10 1.1
within three weeks, Their beease ik siboflavin levels inereased,
‘and et infons’ AC’ were tedvced, compared with those of the
placebo group (Bae: 9823),

Niacia (vieamin B3) deficiency typically eswlis in pellagra, which
is characeerised by dementa, dermariis and diarthoea (fral:
£602), Deicency of vimin B3 i ofin inccelaied wih <

s impo
additionat dose for xm.mng women s 2.4 g Niagin Equivalents
QNEYday - 1.4 mg ol niacin are secrered dafly and ¥ mg is needed
for ot excrgy expends Therefore che co-

g 3 ist7

mglday (V¥
Viamin D6 deficiency wually occurs in combination with ocher
B-complex vitamins (40 4¢3) thezefore, multiple-mi-
cronurrient supplementation is necessary: Matersal vitamin 86

Egyptian motherinfant paiss. Infancs of viamin BG-defcient
mothers were snore iertable thar infans from motbers with ad-

baby (Prococol)

Witey.

2
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equate tevels of vitaruia B6 (S:Ctiough 1998), Therefore, an

addiional 0. mg may be needed for lactaring somen (£

1995), bingieg,the ot RN fordhis subpopulation 10 2.0 mg/
)

Y

).
Although dierary vitamin B12 deficiency in infancy i tare, 2 fewe
cases e been repoeed. most of who e bieastfed infonns of
meshes o thmelvesae efen i he siamin (i 20

wal suueics suggest diar efficiency of copper may increase, While
the WHO/FAO have not seta RN for copper, the Institutes of
Medicine ser the RDA at 1300 pg/day for factating women, up
400 gfday compared to noi-lacrating women (SALH 213).

Selenium RN for facrating women is 35 jugfday with noughr to
six month old infauts) and 42 prgfay Gt seven 10 12 monhs
old infancs)

Eonery 1557; Weiss 2654), Clni in breast mi maternal siz-
deficiency include the devel of i i

ical and. i iies in breast-led y ingh i

usually the presenting feauure of marernal deficiency upon clin-  brain d demic

ical investigation. In the case of a five month old breas-fed in-
fant, deficiency was due ro fow vituwin BI2 concentrations in
dhe satecmal breast ik and srsrment of he ifant wieh vitanin

occur ifiodine intake Rordher decreases (1O 2065), Concentra-
tions of fodine and selenium i breast miff may respond 1o sup-
lenecion i chosicly defcen populsions (3 1959

B12 ressieed in 2 rapid cinicd and

imilar recovery vias also observed in other re-
i D12 defiency esuling feom insdqice
2454). The inceraction of vi-
amin 812 wich ol o folic scid say e mporcant in he pre-
veation of anzemia (WHE 2095).

Folicacid (foare) needs doring lacation are increised du to che
important DNA

(3 Sonser 1997). Despite maremal incake not affecting concen-
trarions i itk wnless the maternal deficiency is severe, tivcse may
be consequences for the mother-iufant pair which bave not been
sufficiently researclied (' Connor 1997). The RN for lactasing
‘women is 500 jegfday (WHO 2645).

Viamin Cdeficiency presentsas seurvy (5503 20
resommends an exta 25 g of itain C for

g and
(HC 2005). 'l"n: zoral RNI o fulfil the needs of the nv'hu-
inan i 70 iy

ald brca milk o concemavion ovee xl\t fest six snoiths of
feedi 3 times
and 1.7 times higher in women supplemented wich 75 1 1id (P
.030) i 150 yg 1 (7« 0.000), respecrivly, tham i women
w 2543). The RNI for
Tacaing women s 200 gfcy CWHO 2,
Brease ik content of iran, copper and zie with rheir physio-
logical pantern of decline during luctation appear to be uninflu-
enced by ravernal diecary intake making the morher especially
ulnerable to deplerion during lactation (A8 1994). Observa-
sional studies have found no correlation between tmaternal mean
dierary inake of g, coppec, and iron with their concentrarins
in beease milk (Honnan 200% Mah 10).
“The nueritive demands of Jacraion are considerably grester dhan
shos of gy (024 1991, Tt o ot s i e
afeer b
N smm when the fully bres-fed infane

growing welland

oy (55
1285). Milk conent of vitamin D is not very responsive to in-
ercaed matemal iakes (Fiions 266). The WHOIFAO (Boor
d Agiculture Organut

{00 1), Tt is generally assumied thar the muritional de-
ands aftaion are v dively proportions o the intensiy and
ks hess

duration of breasi!

12 supplementasion s nor necessary, hawever, it encaurages good
nutrtion and sunshine exposure ro mothers and infams (VAC
found that vitamin D ioi dur-

ing laceation improved the stauus of mother and mnm Ty
2333). The RNI for lactating women is § juglday (307403 2083).
Gencrally, thers ate 1o specifc recommendarions or i
supplemenation in lactaing women (SACN 2912} however, the
Instituce of Medicine's recommended dietary allowance (RDA)
s 19 wgfday for lctaring women up from 15 mgfday for non-
lacating, non-pregrant women (SAN 20
Coppr content in milk decrsss hroughos the couse of -
wation (P o Mscomnniens 2007). Approximacly 200 g/
dayare secreted and the bioavailabiliry is 65% t0 70%. Therefore,
an adnlivimml 300 jug/day wonld be needed to replace she copper
ed (Faned on Micronusrients 2603). This assumes there is
10 inctease in copper absorption during lactaion, howeves, ani-

mended, k i g d
ingly low Gesven 19550, Breast ik b bes proven to be ade-
q ‘nrition up to ags provid-

quuantiy s being tansferred to the infans (Craswer 2604). How-
ever, measurable differences in milk nuntiens content can and do
U e e

particularly vitamin A and B i 2001 ). The nutritional re-
quircanenss of the brca(\f«dmg o s s 0 s
tnfane g 1 erab

How the intervention might work

s highlighied abovs, actarion fnvolves complex physiological
clranges assosiared with increned nurricional needs. Lacuting.

i feorn a shortage of dierary eueegy or prorcin. Also, micsonit-

T evaluzee the effeets of multimicronutrient supplementation

and consequently the developmen and nuisionsl starus of the
nussing infane, Micronutrient supplementation can increase the
scctcion of many of these nuiens in bieass milk,and improve

599, Mgle de-

i
e benele of mulriple-neicronurrient supplements in becustfeed-
g women becuse it is possible that deficiencies in one nuuricnt
may bea marker for other nurrient inadequacies. For example, an
observarional srudy in Indonesia showed tha dhe micronutsient
status of lacuaring mothers and thar of their infants were closely
related with deficiencies of viamin A, iron and zinc occuring
concunredy i borh mothersnd ifant (Dt 2603). I

f iramin A} in breastfceding mothess on maernal and
infane oucomes.

METHODS

Criteria for considering studies for this review

Types of studies
All prospective rndomised coceolld rets evaluating mliple-
fexcluding vitamin A) supplementation of bresst-

‘maltiple nurrients may
standing of murient-nutien ierscrions (Kabioa $996).

Why it is important to do this review
“The WHO recommends that infants be exclusively breast-fed for
e i six woontls of life. This fecding sty hus the potea-
tial o reduce the isk of infections while benefng infune heslth
el B
mendation is the

statusin licearing womsn

hasis on she imporiance of the murricional
= 240i). Lasation s a complex

of muvints 1o the manmnary glands for ranser to the nfant
(Ficsiano 20663). Micronunicms sve a special role during facta-
tion for maternat and infant health owtcomes (ermass 2611)

FPor example, vitamin D is necessaty for healthy bone growth and
s proscarion of sickets s vt BG (pyvidosing) i impor-

Seeding, mothers including individunly-rindomised or chuster-
randomised trials, and multi-armed studics. Quasi-randomised
wials and cross-over eials will be excluded.

Trpes of particpants

p snothers s 2 wilk or
practicing mixed fecding (breasc milk and — HlV—yoamve
wwomen sl be cxcluded o the

Types of interventions
Studies comparing the ontcomes of supplementing breasfeeding
men who are not preganant with muldiple-micronicnt sup-
plemercs of theee or more micronutrients {excluding viramin A)
copared with placebo, o no suppleciadion with two or les
ients. Trils that

e — pinenc e cental

ninfuns. Theseore,
of essential nurrients in breast milk in laceading mothers is im-
porant. Despite rhis sigaificance, the global status on the preva-
Tence of micronutsicnt deficiency for various vicumins i lactaring
wamen is scarce. Addicionally, the ezrent to which low insakes of

health has nor been sulfcieny ecxunined except when 3 distinet
nutifional deficiency is evident in the nursing infant, for ecam-
ple.vitamin BG (rieCutiongh 1930) and riboflavin {sies 165

e fes i dhrce supplements groupwill be
exciuded segardless of their owrcome. There wil be o fimits on
e duzation of spplementation.

Types of outcome measures

Prinary outcames

Some stadies and progras with the aim of iipioving mORers  Mareraal
and infan’s health focus on multipk supplemen- . p N .

1 . respitatery tract infection,
i of cassding woineo. Howees e vo consisens - 0

i
peactices ot o £ sents it chtee dayt of
evidence seganding maldple-microrutrion: supplemenadion for | = cHeas IR shice Cays o

s

is wornanied.

1 the supplement

Tnfant

1. infant moreal

‘mothess ate more likely 10 suffer from micronutrient defciencies OBJECTIVES 2. Chitd morality
g 2 5 3 2 ) w 4
baby (Protocol) by (Protocol)
he ey & Sons, Led. i o & Soms, Lad.
Secondary outcomes “Two reiew authors will independenly asiess for inclusion all the (3.1) Blindi o low risk of bias {where it i clear that all of the zcudy's pre-

Maternal

b Anacmia
2. Satisfaction

Infunt

1. Clinical micronursiest defciency

2. Morbidity episades (febrile ilness, cespiracory trace
infecsion, diarrhoca, otheq)

5. Adverse effects of mictonutzients within thrze days of
receiving the supplemen

Search methods for identification of studies

Electronic searches

We will contact the Trials Search Co-ordisaror to search the

Cochrane Pregnancy and Childbirch Groups Trials Register

e Cochrane Pregoancy and Childbinh Group's Teinls Reginer
Trials Search Go-ordi

idenified from:

1. monrhly seirches of the Cochrane Cenrial Register of
Conrolled Trizls (CENTRAL

2. weskly scarches of MEDLINE:

5. weekly searches of Enbases

4. handsearclies of 30 journsls and the proceedings of msjor
conferences;

5. weekly current avareness alects for a fucher
plus monchly BioMed Conral emsil alerts.
Decails of rhe search sttarcgies for CENTRAL. MEDLINE and
Embase, the lis of handsearched journals and conference pro-
ceedingy, and dhe list of fournals reviewed via the current sware-
siess service can be found in the "Specialized Register’ section
wuhm the el infomadon aboue the i 1

journals

Tmls  Henited through the scarching acsiviries described sbore
are cach asigned 10 2 review topic o wopics). The Trials Search
Co-ordinaror searches the register for each teview wsing, the ropic
fis rather than heywoeds.

We will ot apply ang language rescictions,

Data collection and analysis

Selection of studies

pocatial stadics we identify 25 u esult of the scarch straegt
will vealve sny disspressment through discassion oz, if required,
e vill consulc a third person,

Data extraction and management

W will design a form 1o extract dara, For eiigible sudies, aclease
owo review authors vl extrace he dura using the agrecd fopm.
We wil resolve discrepancies tizough discusion os if required,
sve will consle 2 third person. We will enter data fnto Review
‘Managee softwase (S 2011) and che: for sccuracy.

Whes oot sguling any o th sbove sl we il

d:ml:.

Assessment of risk of bias in included studies

Towo revien aushors willindependenly asses risk of bias for each
study using die critetia oudined in the Coobrane Hardbook for
Systemtic Revicws o ftervensions (-ggins 3911). Wewil resolve
any disagecement by discussion ot by involving a third assesor.

(1) Rand »
selection bias)
W will descrbe for each included suudy the mediod used 1o gen-
erate the allocarion sequence in sufficient detail to allow an astess-
et of whethor it shouid produce comparable groups.
We will assess che method us:
o low cisk of bias (any truly random process, eg. random
sumber able: conspurer ondoww number penerirod:
+ high risk of bias (any non-random process, ¢.5.odd or even
dute of bisth: hosptal or cinic record nurnber)
o unclear sk of bias.

@ possil
bizs)
Wi wifl describe for cach included study the method used o con-

amsese
wherher inervention allocarion could have been fotcieen in ad-
e of or dusing e, orchanged s asignment.
W vill ascss he echods as

o lows risk of bias (e, telephone or centraf andomisations
consecutiscly mumbord scaled opague enveiopesh

o high risk of bias open random slfocation; unssaled of non-
opaquc envelopes, zll:manon‘ dare of birthl;

o wnclearsisk

haby (Protocol)

Witey & Sons, Ltd.

possible performance bias)
We will describe for each indluded sudy the methods used, if
<o blind scudy pasticipants and pessosunel from knowdedgs of
whicl intersention 2 paricipant received. We will consider thar
srudies are ar ow risk of bias if they were blinded, or if we judge
tha the Lk of bindling sl be unlikely co aileet resuls. We
willasees blinding separatcly for different outcomes or classes of
ourcomes,
Wi will sses the methods a5

« lov high or wnclear sisk of bias for pardicipanis;

« fovw, high or unclear rsk of bias for personnel.

specified ouscomes and all expecred outcomes of interest t0 the
review have been reporied;

o high risk of bias fwhore ot il the study’s pre-specified
outcomes hase beon reported; one or more reported prinary
outcomes were mox pre-specilieds ourconnes of interest aze
reported incompletely an so cannot be used: suudy fifs o
nchucde resuls of ey outcome that would have been expectsd
10 have been reported);

« unclear cisk of biss

for bias due to
coverss by (1) to (5) above)
(3.2) Blindi g for p e will d for each included importans concerns
detection bias) we ke about other possible soutees of bas.
W will o

‘We will deseribe for each included study the merhods used, if any,

a porticipan received. We sill assess Blinding separatcly for 61
ferent owteones o chasses of outcomes,
il i

s
« low, high er unclese risk of bias.

bias due to the ture. i

outcome data)

W will describe for :aclx mclud(d studys and for cach outcome

o clss of ot dar including acric

conld o it at isk of blas:
 low risk of rher bias;
o high risk of ather bias;
o woclear whedher there s risk of orher bias,

(1) Overatt risk of bias
We sifl make explicc judgements about whether suudies ave at
h.,k sk of hias, sccarding 10 the critedi gives in the Hindbook

(Fliggins 2013). Wit reference to (1} to 6) above, we will assess
e ikely magsiode aud dircction of the bias and whether we
consider it s Hikely to impact on the findings. We will explote the

and exclusions from the analysis. We will
and exclusions were eporied a0 the nambers ncltd in the
sis v each stage (compared with the toral randomised par-
icigants), reasons for auition of exclusion where teported, and
whether sissing iata were balanced across groups ar wese rebaed
10 ourcomes. Whese sufficient information is repored, or can be
supplied y the rrial authors, we will re-include wissing dara in
e analysos which we undeetake.
W will asscss mechods as:

o low tisk of bize {e.g. 0 missing aucconne daa: missing
aurcome data balanced across geoups);

» high risk of bias {e.3. numbsrs or reasons for missing data
ioabalunced actoss groups; s reared analysis done with
substantial deparcare of intervention received from that assigned
ac randomisuion

o wnclear tisk of bizs.

We will describe for cach inciuded study how we investigated the
possibily of selective outcarne reporing bias and wht v found.
‘e will assess the medhods as:

Iy

Measures of treatment effect

Dichotomous data
For dichatorons data, we will prescat resulis a5 sammary risk
ratio with 95% confidence incervals.

Continuous data
For continuous dacs, we will use the mean differsnce if ovcomes

re measured in che same way benween teisls, We will use the
standawdised mean difference 10 combine trals that smeasuse the
same autcome, but use different n

Unit of analysis issues

Cluster.randomised trials

baby (Protocol)

Sons, Led.
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ABSTRACT
Background

A major cause of Failue 1o achieve spontaneous vagina! bird is delay i labour due to presumed inefcient uterine action. Oxyrocin
i iven to increase contractions and high-dose regimens may porenrially increase dhe nurnber of spomancots vaginal bicdhs, bur as
oxytocin ean cause hyperstimulacion of the wierus, thersis 2 possibiticy of increased adverse events,

Qbjectives

Tos compare stas erement dose of oxyracia for angmentation for wamen delayed in lsboue to determine wheder
augmencation by high-doze regimens of exytocin irproves libour outcomes and 1o examine the efieet on both mazemalfneonatal
uicomes and women's birds experiences.

Search methods
We searched the Cochrane Pregnancy and Childbineh Groug's Triaks Register (31 May 2013) and referonce fists of setrieved soudies.

Selection crireria

sed alfrandorsised and quasi-sandouised controlled i in delayed labour requiring by oxyrocin
ghdose regiens (defied a saring dosc and increment of equsl t> o more chan 4 mlJ per minote) with lowedose
et o st dose et ofles an 4 el per i Increae meval: berwson 15 0 40 s, The
separation of fow- and high~dose regimensis based on an 3 sion.

Datz collection and analysis

Tour review authors underrook assessment of uial eligibifit, risk of bias, and data excr

o independendly.

Highwdose s i
D i Wiley & Sons, Ltd.

Main resules

We included four ssudics involving 644 pregnsns women. Three seadics were randomised controlied rials i one risl was 2 quasi-
randomised sy, A ighr doe of cxytocin wasssocited with a sttt o in g of aboue reerid fom o et
D) -3.50 hours: 9 ce nnersal (C1) -6.38 10 -0.62 one trial, 40 women). There was a decrease i the

nte o(:aenu:r secrion (ris ratio (RR) 0.62; 95% C 0.44 1o 0.86 fou crals, 614 women) and an incresse i the rae of spontancous
i i he ighedoe roup (RR 11351 95% Ci 113 0 162, thre i, 484 wamen), kdhough for bodk of hse ourcomes
inconsitencies between studics i the shre of ffect, When o study

dhere wer
ac high tik of bias) she ifcrences berwecen grotups were o longer sttistically ngn:ﬁ:mt

“There swere o signifieant difesences e bigh and low-dose rgimens for nstrmenal saginal birh,epidusal snalgess, byper-
periences, For nconata] ouscomes, dhece wos no.
1 cord ph, admission to special caze baby unit. ot nesnatat mormaliny.

Th
womsn's pyrexia, dysiocia and neonatal ncurological mobidi.

Authors conclusions

Highec dose g i (6 mU per minc red with a educsion i she fengih of abour and in ¢
sccton, and an ncrease i spomaneois v Howeven,drs i e eidence 0 rcommen diat igh-dose remens
are advised toutinely for women wil delay in the first stage of labous, Furdh of high-l

of oxytocin for wormen deayed in abour and should include maternal and feomaral outcornes s wel as the lfects o women,

PLAIN LANGUAGE SUMMARY
Osyrocin in high versus low doses for augmentation of delayed lubonr

Women have difftcn lesgchs of lsbour, with fise Libours isting, on avessge cight Hours (and kel <o ast more than 13 howrs)
anc econd and subscquens abooss istingm avcrag of ve houes 5wkl 10 1t s tham 12 houss, Assessincat o progres
i Tabour tabes into account ot just cervieal diararios, but also descent and rouation of the feral head and the sticageh, daration and
Fcquncyofcomacon.Some denseugi i p 100 of e . el o ket &p(ym\(c deb) They are oftcn
givena wincrese andshy a soutine
et et whieh it shouid e given s o Known. ahhwg'\ some corn crdose egimens

s gttt

fusi

the dose of o 1o seduse th chanses of the biby being dissressed in tabour,

h 3
dose of axytacin (47 mlJ pec minute, corapared with i) redbaced e Fegh of bibonre and the race of cresarean
scerions wich increased sponcancons vaginal bichs, but id ot provide enough evidence on possible differences berwecn
e high- and low-dase regimens on adverse events inchuding hypersimulation of the ureeus, and vurconies for the newbarn infi,
Only one tial reposted on the passible effcct on womer. The overall qualcy of the incladed wrials was mixed, bur this mighe reflecc
how dlinical trials were reported it the past.

engh of I3

suggess hat « st and he
dose regianens arc used routinely for women delayed in labou.

sections, his evidence is nor strong ciongh fo secomimend that
We recommend diac further reseach is carri

)
Wiley & Sons, Lid.
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