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ABSTRACT

This is the protocol for a review and there is ne abswract. The objectives are us foffows:

“The privury objective of the study s to investigute whether hypnosis is an effective means of inducing libour.

BACKGROUND

Deseription of the condition
Labour s

isamerdiod ro ariifici a
o bring aborsechidbireh. This mshodd

ied ont 10 address y
plications, such as prolonged pregnancy. marerl illness of letal
death, I recent years the rare of Laboue inducrion s been eapidiy
increasing (Cialinian 20473 and approvinarely 10% of 300,000
dlveris sctoss 24 sounaies e fnduced, cngin o 1:4%
in Niger 10 35.5% in Sri Lanka (WHO 201 1), Possible compli-
cuions that lead co inducien of Libour inclade poscrerm preg-

nancys prelabonr cuprusce of membranes, hyperiensive disorders
(e.g. gessarional hyperiension. pre-eclampsia, or eclimpsis). -
ol i compliaions e et el brupio sl

feual dearh. feval dteal macro-
o (e by dmnmmnmx\ms finfaacion of e el

plications (ACOG 206% WHE 201 1. A relared Cochirane revicw
shaws that a policy of tabour inducrion compared with expectant
mmagement in posuernt woen i asociaed with ewer penaul
deachs nd Suraensgi 2012). 1
induced b can also give tise to increased complications, such
15 bleeding, cresitean section, urerine hyperstimutucion and rup-
care (WK 2615, Alhaugh nos advocared in cnrrent gaidelines,
induction of 1ibour is somerimes clected by pregnant wounen, of
for dhe convenicnce of clinicins (WO 2611).

There are a variery of methods aviilsble for induction. includ-
ing the following: pharmacological merhods (c.g. administrarion
of axyrocin. prosuglandins, hyaluronidase, coniconcroids. or oc-
stcogen): mechanical mediods fe.g. manually rupraring dhe soni-
otic membranes, membrane sweeping, Luninaris tents or blloon
caherers): and alernative medicine merhods (e, acupuncrure,
ypnosis o non-invsise intersentions). l cun be complicated to
balance the benefics and risks of each merhad, For ins
cent systemaic review suggesred thar prostaglindin E2 (PGE2)
reduced the possibilicy of filure 1o deliver vaginally within 24
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hours and vaginal wisoprostol reduced the need for caesarean de-
cs. bus borh inverventions heightened the sisk of uterine hy-
perstimudarion (Mauzkewichs 2011). Mechanical wethods such
a5 Laminaria tents and halloon catherers sedced wserine hypere

stinulation, but incrcased masernal and neonaca infecrious com-
plications (Moauthaich 20113, Given these possible problems,
complementary and alrerarive medicine (CAM) mechods may
provide a saler ssnegy. ypnosis cames nder ihis cuegory. Up
w0 now it fus been vsed nwosly during active Libour while its
effeceiveness in the induction of labour is largely unknown. The
purpose of this protocol is 10 search out evidence of irs use and
benefits, i any, in induction,

Description of the intervention

Hypnosis ique cha i

suggesibiliny. white simuhancously decreasing sensory awitencss
(Burrows 2601).

According 10 the Sociery for Paychological Hypnasis, Division 30
af the Americyn Peychological Associrion, a definition of hypno-
sisis a5 folows: “Fypnosis sypically involves an inroducion 1o
the procedure during which the subjec is told thar suggeseions
for imaginaive experiences will be presented. The bypnoric in-
duction is an excended initial suggestion for using one's imagitia-
tion, and may contain fuccher elborarions of the inroducrion. A
hypnotic procedute is used o encourage and evaluate responses
10 suggestions. Wien using hypnosis, oe person {the subject) is
guided by another (the hypnoist) o respond o suggestions for
changes in subjective experience, alterations in perceprion, sensi-
tion, emation, thought or behavior. Pessons can aso fearo seli-
yprosis, which is the ac of administering hypnotic procednres
ou one’s own. If the subjece xesponds 1o hyproric suggestions, it is
generilly inferred that hypross has been nduced” (Groen 2005).
Hypuasis is practiced as hypnotherapy in psychorherapy and has
applcions in mang orher s, inclacing pin mansgemnc
26). The effctof by b e

e &

20009, which s undersood 10 b involed in processing negaive
emorional responses (Fist: 201 1), A growing body of literauze
suggess thae the ACC in the bran is ceiically involved i the
processing of anxiety 1 2 2010), meaning thac
bypnosis couid phay a role in minimising an rxiows emorion
sespose from this part of the beain. The mechod can be adminis-
ered cither by 1 hypuotherapist or through selt-hypnosis. which
women can leen 10 masier during their pregnancy.

How the intervention might work

Te s currendy unknown how hyprosis works for induction of
tabour, However, x case report suggests that hyprosis migh effect
berter rlaxation of the cervis (Fist 1964). Also, hypnosis may exi-

ince self-esieem (Torens ¢ ¢ 1990), self-confidence,
mistery and well-belog (Simbu 20040), which can help <o re-
duuce anxicry in pregnans women. Maverml conditions of ansicey
were sigaificany associied with the onset of Libeur in a com-
s anlyss of induced and sponianeons Lbours i the UK
yhsey 2009). Recently, oxytocin asbeen considered 1o have
aniolcic or uesyeleving effeces (Marsrl 2008 e
2611),anda pr
tion besween oxyrocin and ansicy (Sessnaosbuke 2007). Thus it
mighe be plausible vo hyporhesise thar women who are extreanely
ansious abour heir impending Libous s bl 1o produce the
. . and therefore, may
find dhe rekoeane pmp:mmc ofby s encticl. These findings
hold ap
e tecmique o indice bour by dx'\:rmsmzu(m in preguam
wotnen.

Why it is important to do this review

Alihough there have bheen various revicws of CAM methods 1o
imanage pain duciag Lbous and childbirch (Cens 2004: Jones
2012 Midden 2012). candomised comrolled teials on hypaosis
telated 10 labour induetion have not been fully evalused. There
hase been some case teports or series on the effcs of hypno-
sis on labour induction (Cyiss 2603: Fist 960 Rice 1961), bun
it lack of forml evidence. As induced labout is 4 sundard ob-
stewric interveuion experienced by pregnane women when com-
plications arise during pregnancs, ir is important to find methe
ods of labour induction that have miniunf significant side effects.
Hypnotic techniques have been used in obstetrics for oser 1 100
3

showed sigaificandly less use of labour augmentation by oxyrocin
and an inceesed incidence of wousen delivering spontancousl in

group.
will prevent associared side eficrs. Few previous sundies reporied
the costs of providing hypnosis in Lubowr Ganes 2612). However,
Crua suggested dhat it vas expecied 10 be low in relarion 1 the
tatal costs of an episode of care. 50 it may be associated with stib-
st decsasd coss o he hhare s i effecive (€
2006). Thi st

of hypnasis for induction of Libour and its porential significance
10 healthease professionsls aud consumers who ace seehing
ahternarive methods of Libous induction,

safe

OBJECTIVES

The privary objecsive of the stady is to investigare whether hyp-
wosis is an efective means of inducing Libour.

Hypnosis for induction of labour (Protacol)
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METHODS

Criteria for considering studies for this review

Types of studies
All published and unpublished randomised controlled wrials
(RCTS) of acceprable quality comparing hyposis with no inter-
vention or any orher imervesisions, where the priwary ourcore i
10 assess wherher there s labonr inducrion. We will include RCTs
in which the unit of randomisution is individuals and clusters. We
will exclude quasi-RCTs ar cross-over uials.

Types of participants

Pregnane women.

Types of interventions

n0sis 15 meelod of Libour induction with those receiving o in-
tervention or any other interventions for hibour induction

Types of outcome measures

Primary outcomes
1. Vaginal delivery within 96 hours or within the duration
delined by the esalse
2. Caesarean section

Secondary outcomes

Matemal outcomes

1. Serious maternal morbidity or deah {e.g., werine ruprure.
admission 10 inuensive care uni, septicaemis

2. Urerine hyperssimulition

3. Bpidusal analgesia

4. Instramencal vagioal deliveey

5. Postparnum haciorehage defined by the trial authors

6. Maeral swistaction

7. Categiver saishiction

8. Chorioumnionitis

Neonatal outcomer

1. Serious neonaral morbidicy or perinatal death (c.g, sizures,
bireh asphyia defined by the tral aurhors, neonatal
encephalopathy, disibiliy in childhood)

2. Neonatal admission 1o special care andfor incensive care
anic

3. Apgar score ar five miucesless than seven

Search methods for identification of studies

Electronic searches
e will comact the Trisls Search Co-ordincor 1o search the

Co:hr-\l\( Pregnancy and Childbisth Group’ Trials Register.
This register is maintained by the Tridls Scarch Co-ordinutot and
connins tials ideaified from:

1. monehly searches of the Cochrane Central Register of
Conteolicd Tr

2. weekly scarches of MEDLINE,

3. weekly searches of Embuse;

4. handsearchis of 30 journals and the proceedings of major
conferencess

5. weckly curren avarencss alers for a further 44 journils
plos monthly BioMed Canral enmail alerts.
Derails of the seacch stracegies for CENTRAL, MEDLINE and
Ermbase, the lis of handscarched joursils and confercice pro-
ceedings, and the lise of journals revieswed v the current awre-
vice can be found in the ‘Specialized Regiser’ scction
formation abour tlic Cochrine Pregancy

ENT! 3

ness se
within the edirori
2nd Chidbinh Groug.
“Teals idencified sheough rhe scaeching sctivities described above
ate exch assigned o eview topic. The Trials Seasch Co-ordinator
seatches the register for cach review using the topic list eather than
keywords.

Searching other resources
) Handsearching: see will Randsearch sefevant jousanls and other
sources inchuding cross-reférences.

b} Persomal communication: we sill contact key personnel and
organisucions in ehe relevan field for published wnd npublished
references.

) We will search conference proceedings of nadional and ineern-
tiomal conferences relned to hyprosis interventions and will list
dhese i the seview:

W will not apply any Linguage sesteicsions.

Data collection and analysis

Hyprosisfor Induction of fabour (Protocol
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Selection of studies
Towo review authiors (D Nishi, MN Shirakawea) will independently
assess o inclusion all potential suudies identifed as a result of the
search strategy. We wil resolve any disagreenent through discus-
sequited, we will consult a third author (E Ota).

Data extraction and management

We will design 4 form 0 extrc daa. For eligible studies, two
seview authors will extract the daca using the ageed form, We will
sesolve discrepancies through discussion or, if required, we will
consubt a third author. We will encer dara into Review Manager
soltware (RevMan 2012) and check i for accuracy.

When information egarding any of the above is unclea e.g. ab-
sizacts onlys we will autempt 10 contice aurhors of the original re-
ports o provide further decals.

Assessment of risk of bias in included studies
“Tiwo review authors (DN, MNS) will independeny assess cisk
of bias for esch study using the criteria outlined in the Cochrane
Hodbunk ir Sy Review of tueroenions (liggis 101 1)

dis byinvolv-

inga third assessor (EQ).

1) Rand \ g for p
sefection bias)

Ve will describe for cach ncluded stady the medhiod used to gen-
erate the aHocition scquarice in sulficient decail to o assess-
men of whethe it should produuce comparable groups.

We will assess the method as:

« low risk of biss (uny reuly random process, <.g. Fundom
nuber able: compater eandom uenber generaor):

« high risk of bias (any non-random process, ¢.g. odd or even
dare of birdh; hospical or clinic record ramber);

o uncleae cisk of bias.

(2) Allocation concealment (checking for possible selection
hin)

We will describe Iur cach mdm‘c(l seudy che methed wsed o con-

al allocari and will assess

(3.1) Biindis
possible performance bias)
We will describe for each included swudy the methods used, if
v 10 blind study pascicipams and personnel from knowledge of
which incervention a pareicipant reccived. We will consider thar
studies are ac low risk of bias if they were blinded, or f we judge
thar the fack of blinding would be unlikely 1o affect results, We
will assess blinding separately for different outcomes or classes of
outcormes.
We willassess the mechods as:

» low, high or unclear isk of bias for participants:

o lows, high or unclear risk of bias for personil.

(3.2) Blinding of outcome assessment (checking for possible
detection bias)

We will desceibe for each included study the methods used, if oy,

a participant received. We will assess blinding separuely for dif-
ferent ourcomes or classes of ourcomcs.
W vill asscss mierhods used ro blind ourcome assessment as:

« low, high or unclear risk of biss.

aterid
bias due to the amount, nnm and handl{ng of incomplete
outcome data)

We will describe for each included study, and for each oucome
or cass of ourcomes. the complerencss of daty including auericion
and exclusions from the analysis, We will srae whether auricion
and exclusions were reported and the numbers included in the
amalysis ac each suge (compared with the ol randomised par-
icipanis), reasons for aurition or exclusion where reporied, and
shesher missing dava were balaneed across groups or were relared
1o gurcomes. Where sulliciens information is reporced, or can be
supplied by the weal authors, we will re-include missing dacs in
the analyses which we wnderuake.

W wil assess methods 15

« low risk of bias (¢.g 00 missing outcome daca: missing.
outcome data balanced actoss groups):

o bigh risk of bias (e.g. mumbers or reasons for missing data
imblanced across groups; as reared anysis done with
substantial depariure of intervention received from that assigned

«

sehether intervention aflocarion could have been forescen in ad-
vance of or during secruitmen, or changed aiier assigament.
We will assess the mechods as:

 uuclear risk of bias.

o low tisk of bias (e.g. welephone or central
consecutively numbered seiled opaque envelopes):

o high isk of bias (open random allocation: wnseated or non-
opaque envelopes, alernrion; dare of birthl;

« unclear sisk of bixs.

We wi!l dx-sc ibe ier each included smdv Imw we. mvnugued the

sposting bix 3
We il ases the tnchods 15

nasis for induction of labour (Protoco!)
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o low sisk of biss {whiere i s clar dstallof th
specificd onrcomes and all expected ovncornes of nterest 10 the
review have been reported)s

 high sisk of bixs seha ot all the study's pre-specified
ouncomes have been reporsed: ore or more teporied primmiry
ouncones were tior pecespecificds ourcomnes of inveeest arc
weporied incomplerely and so canor be use
include resules of 4 ey ostcome thar wondd lave been espected

10 have been reported;
o uaclear isk of birs.

®) (o g,
covered by (1) to (5) above)
We will describe for exch included swudy any imporcans concerns
we liave about ot possible sources of biss.
W will assess whether each sudy ws frec of other probleans i
conld put it at rick of bias:
o Tow sish of orher bis
o high risk of other bias;
o unclear whether there s risk of other biss.

(7) Overall risk of bias
We will make explicit judgenents tbowt whedher studics ace a1
high sk of bis, according 10 the crteria given in the Cachrane
Hondlook (Higins 2011). Witk reference 10 (1) 10 (6) abose,
e wil asess the likely muagnitate and disection of the bias and
wherher we consider it s fikely to fmpact on she fudings. We
will esplose the impact of the level of bias through undercsking
¢ analyses - see Seasiriviry anaiys

Measures of treatment effect

Dichotomous data

For dichoromous dita, we will present sesults as 1 sunnary risk
ratio with 95% confidence intervals.

Continuous data
For comtinuous daca, we wil use the mean difference if ouscomes
are measred in dhe swe vy benseen wials. We will use die
siandasdised mean difference 10 combine wrials than messure the
sme outcome, b use ditferen methods.

Unit of analysis issues

Cluster-randomised trials

individusly-candomiscd erids. We will adjust their suple sizes
using che merhods described in the Cochrane Himdbook wsing an
estinine of the intrachuster corselation co-cflicient (ICC) derived
froms e eea F possible), rom a similar wial or from a suudy of
s similr populaon. 1 e s ICCs o e souces, we il
cepars d sen
o eiion i e 10O I e l\knnh' borh cluster-rand
wialsand indi d vsials, we phan to 5y
slesat informarion. We vill consider it ssonable 1o combine
s sl fom b thee s lle hcerogeneiy b she
suudy d jon b et of i i
and the choice of randonsisation it is considered 1 be unlikely.
Wil Jo ke
and perforen 3 seasiiviny analysis to investigate the effects of dhe
randomisation unit.

nised

Mutd-armed trials

We will include multi-armed veials i the analyses. We will con-

bine all relevant methods of ipnosis into a single group nd in-

corporare all relevant control groups intoa single group. Auy other
p "

Hone ol the awe will exclude i front the an

Dealing with missing data

i cs, we will p
the impace of including susdics with high levels of mising daa
in the overall assessment of treament efleet by using sensiriviry

analysis.

For 4l outcornes. we will carey ou asalyses, as far a5 possible.
o an intencion-to-teext basis, ie. we wil atempt ro include all
pasticipasms randomised to cach group in the avalyses, and all
pacticipancs will be analysed in the gronp 10 which they were
alloced, regircless of whether or ot they received the allocared
imservemion, The denominsior for each outcome in cack rial
will be the wantber randomised niimis any parcicipants whase

oucornes are kiwos to be missing.

Assessment of heterogenty
W vl isvical ity i cach iy
dhe T2 12 and Chi regard heerogenc

sutistics. We wi
substanrial i an 17 is geeaer han 30% and cither 4 T+ is greaee
shan 2670, o there isa Jows P valie (ess thav 0.10) i the Chit tes
for heserogencity:

s

Assessment of reporting biases
IF there are 10 or more swdies in the met vsis, we will in-
vestigiee reponing biases {such as publication bias) using fimnct
plors. We willassess fianel plos asymmenry visually. I ssymmerry

‘Hypnosis for induction of labour (Frotocol)
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is suggested by a visual assessinent. we will perform exploracory
amalyses 0 investigae ir.

Data synthesis

We will carry o sunistical amlysis using vhe Review Mansger
sofissare (Hovae 2612). We will use fixed-clleet mera-amalysis

estinnaing the zame anderlying eesment effect: L. where wiils
are examining the sise intersention, and the teials’ populacions

6. precermn (36 weeks of less) defivery versus serm delivery (37
wecks 0 41 wecks) versus postterm delivery (42 weeks of morc).
Only the prinary omcome will be included in the subgeoup anal-
yses. W will assess subgroup differences wsing interactian tests
available within RevMan (RevMas 2012). We wil report the re-
sults of subgeotp analyses quoting the x2 sttistic and P vatue.
and the inseraction test 1 salue,

Sensitivity analysis

and merhodsare judged ¥ ehere s clivical het-
crogencity sullicien 10 expect that the wnderlying treatent ¢t
fects it bevweon il o f substancal sisicl heterogenciey
s detecred, we will use sandons-cffcts imea-analysis 1o produce
anoverdi samumar, if an average teatmens eflice across trials is
considercd clivically meaninglol. The randon-ctfects sunmary
will be wreated as the average sange of possible tement effects
and v will discuss the clinical implications of reatmem elfeces
diflering beoween tils. f dhe average teament effee is not clin-
caly meaningful, we will not combine
1 e use random-elfeers anlyses, he resubts will be presented s

ials.

she average sreaument effect with 95% confidence intervals, and
she estinmates of T

Subgroup analysis and of

18 e ideouify subsiantal heserogeneiny. we il nvestigare it us-
g subgroup analyses and sensiivity amlyses. We will consider
swherher an overall summary is meaningfil, and if i is, use ran-
dom-effects amalysis o produce i
We plan 1o carry out the following subgroup analyses:

1. previous cacsarean section versis no previous caesareds

seation:
2. nullipariey sersus muhipaicy:

membranes intact versus suprured:
. cervix ivourable versus unfavaurable or undefined:
history of previons indction of ibour versus wo history of

4,

indhction:

We wil v i if e review mighr affce the
el ot he igh ek o bissafsome of the included il
For the purpose of this sensiciviry analysis, we will define "high
qualivy’as 2 tial bavissg low risk of candom sequence generarion,
adequare allocarion concealment and the percentage of missing
daa less than 20%, given the sured inuportance of aueririon as 1
quality measure (Tieruey 206%). Ouly the primaey outcome will
b hded e i mayses. 1 seaiscieal hewcrogensiy
exises i oucomes. we will carry ow the sensirivity analysis 0
axplore the efleets of fixed- or randonneffecrs analyses. Furdher-
ot if there are any assumptions for 1CC value sed in cluster-
randomised s, we will perfortn 4 seusisiviry analysis.
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ABSTRACT
Background

There ate several Cochane systenvuic reviews looking ar postpartus haemosehage (PPH) prophylais in the third stage of fabour and

anorher Cocheane revie nvestigacing the fiming of prophylactic uierotonics in che third stage of labour (.c. belore or afer delivery of

the phacenca). There are, however, no Cochrane reviews looking at the use of intervenrions given purely after delivery of the placents
Ergometrine or merhylergomerine are used for the prevention of PPH in the postparcun period (the period afier deivery of the
infine) afier delivery ol the phaceuta in soe countrics, There ate, farthesmore. 00 Cochrane reviews har have so far considered herbal
etapies or homeopathic remedies for the prevenrion of PPH afier delivery of the plicenta.

Objectives

To assess he effectiveness of awailable prophylactic interventions for PPH including prophylactic use of ergotamine, ergomercine,
methylergonserrine, herbal therpics. and homeopathic remedies, adwinisered atier delivery of the plicenca, compared with 1o wero-

romic agents as well as with different toutes of adwinistration for prevention of PRH afier delivery of the placenta.

Search methods

W scasched he Cochrne I‘l\'g:mm el Groups Trs Rt (30 Apit 2013, The Fonl e Dig Adminisaion
{FDA) (USA). Medici Lesdthenre Prod (UK B e ¢ (EMA) (EU), Phuc-
aceuricals and Medical Devices Agency (PMDA) (Japan). Fheespeutic Goods Adumiistea u(mm (Ausalia, Chu
Carrent Conerolied Trisiv, WHO International Clinical Trials Regisiry Pladorm (JCTRI Jniversity Hospital Medical lulunmnmx
Network Clinieal Trials Regisery (CAIN-CTR: Ligas), Japan Phasmaceutical Informarion Cenver Clinical Trsls Information (Jpic-
CF bipan), Japan Medical Association Clinical Triah Registestion (MACET CYR. fypas) (oll an 30 Apeil 2013) and refesence fises
of rercieved studics

- - " T
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Selection criterix

All sandomised or quasi-randomised conseolled trials compacing prophylictic ergotamine. ergometine. methylergomerrine, herbal
herapics. and homcopathic remedies (using ny ronte and rinsing of adwinistearion) during the posypastam period afer delivery of
+he placenta with no uieroronic agens o teials comparing difleen toutes of ciming of administerion of ergotumine, ergomersine.
herbl therapics. and ic semedies, during the postpustam peiod afier delivery of the placenta.

Data collection and analysis

“Tvo review amhors independently assessed tial efigibiity and the mechodological qualivy of i, extracred dara using the agreed
form. Data were checked for accuracy.

Main resuls

Five randamised suudics involving 1966 women met the inclusion crivria, All scudies were classified as having an uncleat risk of bizs.
T studies (involving 1097 woren) campared oral merhylergometsine with 4 placebo, nd one Ginvolving 171 woren) compared
oral methylergomerrine with Kynki-chonketsu-in, a Japanese traditional herbal medicine. The remaining oo sudics {involving 198
wonsen) did not repore the outcomes of intexest for this teview. Notie of the included studies reported primary outcomes prespecified
in the review protocol (blood loss of 1000 mL o mote aver the pesiod of obscreatios, marcrnal desth or sevcre morbidity). Overall,
thee was no clear evidence of differeaces betseen groups in the following PPH omcamses: blood loss of 500 L os more {risk rario
(RR) 1.45: 95% conidence inrerval (CI) 0.39 (@ 547, w0 studies), amounc of lochis during the firse 72 howrs of the pucrperium
(mean difference (MD) -25.00 g 95% C1-69.79 1o 19,79, one study). or amount of lochia by foue weeks postpariam (MD -7.00 g
95% C1-23.99 109.99).

The Japanese sindy with @ relacively sall sample size comparing oral merylergomettine with 4 Japanese ezadiional herbal medicine
found that oral meshylergomerrine significandy incressed the blood haemoglobin concentration ar day one postparcans (MD 0.50 g/
dL: 95% C1 6,11 10 0.89) compited 10 herbal medicine. Adverse events wee not well-reponed in the included sudics. We did not
find any swudies comparing homeoparhic remedics with cicher 1 placebo or no treamient.

Authors’ conclusions

“There was insufficient evidence 10 support the use of prophiylictic oral methylergomerrine given afier delivery of the phacenca for the
prevension of PPH. Additionally: the efieccivensss of prophylaciic use of herbal medicine or homeopathic remedics for PPH is selt
unclear a5 we could ot find any clear evidence. Trials 10 assess the effectiveness of herbal medicines and homeopathic remedics in
preventing PPH are warransed.

PLAIN LANGUAGE SUMMARY
Prophylactic interventions afver delivery of placenta for reducing bleeding during the postnatal period

Haemorshage following childbireh (posparmurn hasmorrhage) i a mujor cause of 1 deanls and healeh problems in
seing ot dow.an igh-ocne coes. Pz b i o s ol o he gl of o han
2 12 uveeks.

Possibl are t b mlmgmmmm(l after atony), a reained phicenta, insereed or ruprured urerus
and el il the joinn poi onal Confed

of Midwives. the Intennational Federarion of Gynecology and Obsterrics. mid the World Health Organiration recommend “active
manigement of ehird suge of Libour', which includes the adnsinistcation of 2 weroronic drag Gniaverons oxyiociny. just before
o just after delivery in order 1o help the wrerine muscles to comrace. The use of oral uicrotonic drugs such 1s merhylergomerrine
for the prevention of possparsum haemorehage afier delivery of the plicenta is not recommended in the joint policy surenens. Vet
orally delivered seraronic drugs, such as ergor alkaloids (including merhylergomertine). hednl therapics, of homeopathic remedivs
are casyeto-adminisres agents that miay be considered as possible alcesnatives after defivery of the placenta in developing countrics, s
in Japan. We ses ot 1o determine whether such agents ate effective in preventing haemorshage afier childbirth, We found a roral of
five randomised clinical wrils (avolving 1466 women). In three of the trids (involving 1268 women), oral mehylergomertine was
compared i lacbo (o 1) o e Jpaes sadiions el e wkichonksisoin (one tria). The oehcr owo sids
{involving 198 womten) did nor repors rerse e Overall, there was no clear evidence
that prophylactic oral methylergomestine was effective in reducing hemorthage afver childbirih. The wials were not of good quality

yofp i :
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s adverse eventswers o wel-aoported: We did noe i sy complesed s looking arthe ffciveness of bommeopasbic emedies

n reducing, itdbirth. Th

such temedies

BACKGROUND

Description of the condition

Poscpartum haemorrhage (PPH), or excessive bleeding at o afier
childbird is  feading cause of mtermal morcaliey and morbidicy
warldwide, accounting for approximarely a quacter of deaths that
oceur as a consequence of complicared pregnancy (W10 2695)
Although the majoriy of these deaths oceur in developing coun-
wies, industrialised countics afso sufler fron: direct cause-relaced
mareraal morealicy such as T‘FH Sewml recent publications fuve
d dani PP ver ime i resource-
affiuent seusings (Cruecor: 2000 Fotd 2007; fosepiz 2007), in-
cluding Australin, Canada, the UK, and the USA (Krighe 200%).
The posspactn peciod is generaliy decmed w0 stae afier defivery
of the infane, PPH is generally defined as blood loss from che gens
wal racu in excess of 500 L with severe postparoum hacmorchige
(SPPH) being a foss of 1000 m. or more, and very SPPH being
aloss of 2500 ml. or more. PPH i the third stage of labour and
PPH within the fest 24 hours followeing, delivery of the placesa
(so called inanediate PRH o primary PPH) form the majority of
postpartum complicuions (Cunsnngharm 2616). PPH ar SPPH,
howese, occsionally desclop even in dhe postpaa peod be-
aween 24 houss and six o 12 weck d ot

of Midsvives (ICM) and the Intcemational Federation of Gyecol-
ogy and Obsterrics (FIGO) and the World Heslth Organizarion
QWHO have secommended acive managemen of the thid suage
of abour dhar includes the adminisustion of oxytocin of another
wreratonic drug wihin one minuc after the birch of the child.

el wmbilicl cord clamping and cutting, controlied card reac-
vion, and urerine massige afier delivery of the phacenty a3 decued

approprs. Howeve.use ofuesozanic drugs o the presenion
2 s o the
starements (ICM. ¥ l(»\‘. U(!ﬁl 1 l’ICO 2006; WHO 2009
“The use and management of deug therapies to prevent PP alier
delivery of the placenta remains uncleas. Hovever, some suudies
{Andersen 1998: De Graor 19963 Van Selu 1995) have reported
different types of ergor alkafoids, and varying rouses and timing,
of aduinistration of prophyhaceic weasures. Orl esgomettine or
methylergomerine wete considesed a5 possible alteritive pro-
phytaceic oxytocics thae were casy o aduinisier and suicable for
use in developing countries (i Grans 199%5), Likevise, in 2 re-
source-affivent couniry such as Japan, the use of these praphy
Inctic medicarions foltowing defivery of the placenta is routincly
adniniseered (Ohads 2005).
Acconding to the published reviews invescigring che ole of il

x ) s medicaions

o st-

secondaty PPH) (RCOG 2006). Therelore, the postparuumn pe-
riod beween 24 hoursand six o 12 weekscan also bea potentially
haracdous period during childbireh. The dominan cavse of pri

e PRI i e aony. whescs, secondry PP G be s
ciated with dary PPH s ¢y -
volution of the placental site, recained producrs of concepion,
infection and inherired cosgularion defécts (3COG 2005). Clin-
ically problemacic werine hacmosrhage develops wishin one to
w0 weeks in 1% of women. Such bleeding predominausly occurs
due o she abnormal involurion of the plicenratsive (Citainghun

Commaon causes of primary o secondary PPH include Eilure of
the nerus ro contrict sdequately after bisth (wonic PPH). genicl

wabtissue and coxgolavion disorders. Atonic PPH s the most preva-
tencamong all of these conditions. T s effort to prevent werine
atony and associated blecding, adntinistering oxyrocin son alice
delivery s 4 routine magement therapy (ACOG 2006), The

of PPH 101 ar lem chwee rcwons u:mg the lh]uu
orally. they are less effective. unsuble, and phacmacokinerically
wnreliable (3¢ Groor 1996h: De Genor 19930, Therefore, effec-
tiveness and safery of the prophylcic use of ergomserrine follow-
ing delivery of the placensa seeds 1o be backed up by elear evie

dence.
Moreover, 4 vaying wumbes of agents aee adwinisiered eiher in
Terhal forms or 45 homeapabic remedies for she wbird stige of
Iabour management (Beweches 201, Therefore, it can be assined
hhat apars feom ergon alkatoids, numerous prophylacic interven-
tions {e.g. herbal thesapies, homeoparhic remedics, and ather oxy-
tocic drugs) do exist to help with the prevention of PPH after
delivery of che placenta, However, the ellecriveness and safery of
dhese prophylactic interventions are yet to be investiged.

Description of the intervention

tncamusculas o
o in 1 u of

joins policy scarements bevween che Imernationat Confecd

3 ‘Wiiey & Sors, Ltd.

and for the prevention of puctperal haemorthage (WH 2009),
Onal ergometcine or methylergomerrine were considered 1o be
posable lsermive oxyeocies har were essy 10 adminises w0
suiabl for use in developing countries (De Grone 1996b). In
I

of secondasy PPH in wonten in the postatal period after delivery
of the placeis (Okids 2005),

Furdiermaore, heebal medicincs or homeoparhic remedics in the
forms of tablets,tex of echer preparations can also be used during
e shird stage of Libour (Bevcher 2631).

How the intervention might work

There are three geoups of ureroronic ageuns: ergor alkaloids, oxy-
tocin, and prosuaghndins. The mechanisms theough which these
wreratonic sgens \Lork for the prevenon of m’u are however,
different. Oxy

prostaglandin receprors in che myomettium leading to fist and
long-lasing chyshnic cantractions. Begomerrine and med
‘gomerrine are the most common types of ergor alkuloids and in-
crease the muscle rone of the wrerus with continmos (ot thyih-
wmic) wetanic contractions resuling i compressed nyomerrial
blood vessels (e Graex 199%)

Ergomerrine and medylorgomerrine improve uterine involurion
comriburing to sccondary PPH prevention, in which uterine
subinvolution of the placental site is likely 10 be the underlying
Gouse (RCOG 2006 Cansinghan: 2919). Howser, adminies-

yler-

260% Mor:

: Novikova 20115 Oladapn 2032; Robwes 2012;

S 2012; Tunguip 2012) aswell s orher measores (Hofeye 2018:

Peta-Mared 264; Soltani 2011). Another Cochrane review ex-

amined the timing of prophyhceic uteroronics in the third stage

of tabour (Solasi 2619). Current evidence provided from these
. J ! :

P
sive managemens of this stage of labour, involving aduinistcaion
of 4 prophylactic oxyrocic before delivery of the phicenta. How-
ever, there are o Cochrane reviews looking ar the use of prophy-
lnceic interventions given purely afeer delivery of the placena. fu
addision, there aze no Cochran reviews investigating hetbal ther-
apies or fromeapathic remedies for the prevention of PPH afies
detivery of the placenta

Existing evidence indicues it ergomerrine ot methyler-
gomeurine are wsed for the prevention of PPH in the postpar-
v period afier delivery of the placenta in developing counries,
including a bigh-income counery, Japan, However, the elfccrive-
nessand safery of prophylactic usage of these drugs are nor clear
and muse cherefore be systemarically assessed. Focehermore, un-
derseanding the balnce berween the tisks and benefits of such an
intervention is crucial.

OBJECTIVES

“To asssss the effecriveness of available prophyhactic interventions
fox PP inclding prophy s s of eronmine,eromerne
ine, herbal b

tion of d ay incresse the i
of hatsedous side effects in mothers such 75 hypertension and
e complicions of vseconsiicion. Morcoves. intoxcued

» and can-
walsions in uewboras have fzo ben documented el 2003).

Prescribing herbal or homeopahic medicines on he othes haud,
depends on the charucteriscics of individul pariencs. There-
fore, the overal] concepr of admivisteriug herbal or homeopahic
medicines for PPH prevension is ditferent 10 conserv,
et medication cheeapies. Yer, heebal or homeoparhic medicines

West-

s be consiered s drvg s, and dheefse, el
{the nsage of these i agenss is
:qlmlly importnt.

Why it is important to do this review

PPH convines 10 be a clallenge in the presetion of mternil

ic remedics.
adminiscered after delivery of the pi,.m.m, compared with no
N it nistnti
for preveuion of PPH after delivery of he phacenta.

METHODS

Criteria for considering studies for this review

Types of studies

We considered all randonised or quasi-zandomised such as rer-
e afocaon or lloarion b healdhimsisance b, sl
record. cic.)

worbidine and moruali vlhllshmu o prevenc-

with 1o e ing

e i ferent coutes

elte Adniin-

ing PPE

istration of ergomtercine or ine in pa

ordining of of ergul.m\im. exgometine, ety
!

& »
period might b hod. Several Cochira i

investiging PPH prophylass in e third suge of Libour Gc.
both of vhwc

the pospan period e .m"m‘ of the phacenta, We included
studies thar provided sufficiont informavion

drugs (Begler 201; Co

for he targered evaluation. Sudics uhar did ot provide suffcient

4
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Suadies avaining elassiicuion’ canegory unil they are published
as fll seporss.

Types of participants
Wonen who |

bad @ spontancous waginal del

Types of interventions

Ergomersine, merhy N isccced by
any rouwe o timing of adiistration for the prevention of posi-
pattan baesmorthage afier delivery of the phcena.

Comparisons

. Ergometrine/medbylergomersine versus placcbofno
weanmeat.
2. firgomerrine/medhykergomersing admivisteation via
ifferent routes: ol versus inteaverious, oral versus
or sub i
or subeutancous.
3. Herbal medicine

dually or combincd, when
appropriare, o vonsiting, wisen, dlevation of disstalic blood
pressate, dhivering, headache. chest paiu. shortness of breath,
fysesia, and diarchoea

» Posnacal ansemsia (defined by erial authors, absoluce of
selative deop in haemoglobin)

* Thromboembolic evens

» Cost involved i the treatment sought

« Amounc of ochia (vaginal discharge alier giving birth)
during the fiss 72 houss postpastan outcome noe prespecified)

+ Amouns of lochia by four veecks postpartu: {outcome ot
prespecified)

+ Dugation of fochis of more than four weeks (ovtcome ot
prespecified)

* Endoiesritis (aurcome not prespecified)
in requiring analgesia (outcomse not prespecified)

Search methods for identification of studies

Electronic searches

(any soe or dosige), or vezsus plicebo/no treatnent

4. Homeoparhic semedy vessus one of the ollowing:
ergomentinelmedytergomesine (sny rouie or dosige), herbal
wmedicine, placebofno trexment.

5. Other agents versus exgomerrine/meihylergomerine (uny.
fause or dosage), or versus placebofio reamear.

Types of outcome measures

Primary outcomes
* Blood loss of 1000 L. or more over the petiod of
obscrvation (15 deteamined by the trial investigator)
© Maemal dearh or severe morbidiey (e.g. major surgers.
argan Fiilure, hyperpyresia, insensive care it admission,
hyserectomny: compression suntes. aseery ligarions, or s defined
by wral authors)

Secondary outcomes.

 Marernal deah indisidual componernts of severe worbidity
aslisedt above or as delined by the trial authors)

« Blood foss of' 500 . niore aver dhe period of
observation (as deternivied by the reial investigator)

» Blood sranstusion

« Use of therapeutic werotonics

o Addirional treaument for posiparcam hacmorduge (uterine
wamponade, Xeray. entbolisation)

Ve searched die Cochraie Pregnancy and Childbirih Group's Tri-
als Register by conacting the Trials Search Co-ordinacor (30 April
2013).

“The Cochrane Preganancy and Childbirsh Groups Trils Register
isminained by the Trisls Search Co-ordimor and conrains trials
identified from:

3. wmomihly searches of the Cochrane Cenrral Register of
Controlled Trials (CENTRAL);

2. weekly searches of MEDLINE;

3. weekly searches of Embase;

4. handsearches of 30 journals and the proceedings of insjor

couferences;
5. weekly custenc awareness alers for 3 furdher 44 journals

plus oy BioMed Central el alers.

Decails of the search strategies for CENTRAL, MEDLINE and
Buubase, che list of hundsearehied journals and conference pro-
ccedings, and dhe s of jounmls reviewed via the current aware-
an be found in the “Specilized Regisrer’ seerion
within the cditorial informarion sbo the Cod
bt Gieos
s idaied heough the sewching aceviris desc

fuss service

e Preggrancy

bed abae
are cach assigued 1o @ review wpic (or topics). The Tridls Search
Co-ordinator searches the register for cach review nsing the topic
st rarher than heywords.
“To tind clinical wials for approval of new drugs. we also searched
e folfowing darabases chrough 30 April 2013:

« The Food and Drug Adwinisceation (FDA) i the USA

» The Medicines and Healehcare products Regulawory Agency
(MHRA) iu the UK

» The European Med

ies Agency (EMA) in the EU

v & Sons, Ltd.

o The Pharmaceuticals snd Medicat Devices Agency
PMDA) in Japis
* The Therapeuric Goods Administrarion (TGA} in Australia

bue received no reply. The review athors wete not blinded to the
wames of authors, jourals, of instiunions.

erials,we scarched th

30 Apet 2015

o Clinial Teiahs gor
o Cusiesn Conarol

o The WHO lncermn
ey

» University Hospital Medical Infomation Newwork Clnical

ls Registry (UMEN-CTR; Japia)

* Japan Pharmaccurical Informscion Cener Clnical Triss
Tuformarion ()

. ]1pau Medical Association Clinical Tridl Registcarion (
IMACK

Teidls
nal Clinical Trials Regisuey Plarform (

Searching other resaurces

theabove

search stratey

s vo restieve additional celevand studies.

id informn

was provided,
W did not apply iy Language resui

Data collection and analysis

Selection of studies

“The inclusion of suudics idenrified dhrough the seazch seategy was
independendy assessed by wro review sothors, Yukari Yaju (¥Y)
nd Yacko Kataoka (YK). We resolved any dissgreement dhrough
discussion among the review authors

Data extraction and management

W designed a form thas would ernable us to exerace dara. For

bl studies. o review authors (¥, YK) used dhe form o extract

the dacs independenty. We resolved discrepancies through dis-

cusiots among the review aurhors. We used the Reviesy Manager

soffwste (Resdions 2001) for dartenvey i checked he accoracy
h

of risk of bias in included studies

Two review authors (¥Y, YK} independemly assessed risk of bias
# each included study using The Cochrane Collsboration’s taol
for assessing risk of biss, owlined in dhe Cuchrane Handbuok for
Systemnic Reviews of biaerventions (Fiiggins 2011) and conained
in RevMan (Revan 2003). Any disigreement was resolved by

o i »

blas)

For cach included sty we deseribed the method sed in the se-
quence generarion process in safficient detail 10 allow an assess-
ineat of whether it should produce comparible groups.

We assessed the methods as

« ves (low sisk of bias) (any eruly randonm process. e.g.
Feferring 10 3 xandom number 1ble, using 1 compur randon
wumber generor, mininssiion method):

o (bigh risk of bias) Cany ton-random process, e.g. odd or
exen date of bisth, somc eule based on dare o dy of adbmission.
sonme rule based on hospical or dlinic record nurmber): or

o unclear (ancertain tisk of bias) Gsuficient inlormarion
about tlie sequence generation process 1o perit judgement of
“yes” of o).

{2) Atlocation concealment (checking for possible selection

bias)

Forcachncluded s wedesribed e mithod wsed o conecsl
It icient deail and

ieesearon dlotaion cold e been forseen in e o, o
during recroianen, o changed after assignmens.
We ssscssed the mathods as

o yes (low risk of birs) g centea aflocarion inchuding
elephore, web-based and phiiacy-controllcd randomisirion:
sequenially munnbered drug conrainers of identical appearance:

ally auibered, opaque sealed enselopesh:
igh risk of bias} (using an open raudoms allocarion
asa list of random numbers, assignment nvelopes

ofthed,
wecostacud the anbors of the wrginal rports 10 oo fonir
derails, We contacred the authors of two stu {Andessen 1998;
Acibin 1946) to request details on random sequence generarion
and prespecitied ourcomes and receised 4 sarsfictory answer from
e author of one sudy (Arsbiu 1986). We conacted the author
off one sty (shicaysma 2063) ta ask abou inconsistency in
blood hacwoglobi dons reporeed in his article and he
provided an appropriate answer, Further, we contacred the author
of one study (Grunberger 1983) 10 request devails of ourcomes

svithont approprite sifeguards [e.g.. unsealed of non-opuguel,
alternation or roration, dtc of birth, cise cecord aumber, any
ather explicitly unconceated procedure): or

 unclear (uncertain rish of bias) (insuflicient information (o
permic judgensenc of ‘es' or o).

(3) Blinding of participants, personnel and outcome
assessors (checking for possible performance bias)

3 Wiley & Sons, Ltd.
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ABSTRACT

This is the prorocol for 4 review and shere is o abstrace. The objectives are as tollows:

“To assess the effects of vitamin K supplemencarion adnsinistered 10 pregnant somen for improving muaternat asd nconaisl owtconies.

BACKGROUND

Description of the condition

Vicmin K deficiency can present a serious healdh risk 1o prege
st womes and theis babies that may lead ro hemorehage, espe-
cially in newborns. Haemorrhaging occurs due 1o reduced levels
of prochrombin - an importamt clemenr of che biood dependeint
on viamin K for coagulation -t stows dawn the blood-cloriing.
process and may result in excessive maternal o neonacal bleed-
ing (Shifs 2008). Vicumin K deficiency is exsremely sare among
the general adale popalarion, although it may oceur when vici-
i asonpion s mpuised d 0 n underling pubalogy (1o
and Natritien (3 2004). Ir is lacgely un-

Tngestion of cercain therapeuric drags such as carbanazepie and
pnelen & pedevitmink e

pregnant women and give risc to vitamin K deficiency (D
1956; Shis 2006). Women's esposure 1o vinmin K aticoagi-
Lunts duriug pregaancy may affect the fews in wero, resulding in
counnarin embryoputhy (CE) (Feuzel 2006). Approxinuaeely 6%
of newbarns exposed o muncesal coummatin inake during preg-

ncy develop CE. with skel

sia and epiphyseal calcificarions) found in 80% of these babics.
Cetal nervous malformations (e.g. midiive siruerural defects)
were derected in 43% of babies dirgnosed withh CE: and signs of
rscrania hacorthage were obsceved s 10% (Van Dire: 250.).
v .

ton

el coagalvion which nceases the sk o ascaril hacor
ihage el binh (Vi D 2602). Woeis consmnprion of

Lo whua ey d rolevitwin K play

(UMMC 2011, However. as nurririona] requiremeats gencrally
increase i pregaancy; the isks of elinically relevint del
sl escalae. especialy mong pregaant women i poor i
donal scacns (Grelineks 206

2 pregrsancy may be associaned with e
ol h\]mpl.ma i newborns i the fist trmeser, which can
Jead 1o problewns with ficial and ordhodansic development (FHows:

19945, Vo Exiel 2002 and colleagues observed that of the preg-

Copyright & 3014 The Cochrans Collaboration. Published by Johr Wilsy & Sons, L1d.

g women who were adsninistered with coumagins, a viramin K
icongaln o b e medi !
carrage (Van Drie) 26002), However, there s lnsatficient evidence
w0 support a link berween viranin K deficiency and wiscarriage.
eIt may.
waney outcomes associaned with vacous nuseiional defic
(ACOG 201.3). Woren ase likely 10 experience frequent mucri-
tionl shortages following burbeic surgery. but the risks of se-
vere deficiencics are greater alier
rarher chan procedures that are solely restriceive (Guelin 2un(»)‘
Deficiencies of vitumin K, vitswin By.. and soe trace minerals

urge

have previousty been reporied in preguant women who hive -
dergone bariauric surgery (Guslincs 2009 St
Vicunin K deficiency bleeding (VKDB) is 1 bleding disordec i
e levels of vitamin K thar can bead o
fanes skl soon afier bireh (Sicacar
2609, Infans ase born with arurally low lesels of viumin K
and do ot seceive adequare amousus from breast milk due to she
slower uransfer race dheough che placenes (Steer 2069). Prem-
e infants it sinamin K shoctiges and impaised oral sy

don 4 le o viemin K.
lwing birth (Sheser 1992). The onset of zarh' VKDB. for ex-
fe, infants from birth

prior o delivecy (Lane 1995). Muernal dmgmummpnoﬂ alleet-
-y rypically increase chis condirion

% Severson 1989). Therefore, co-
sgulaion disorders sequire mmedizre ereatinent with virmin K
adinistaion prior o diagnoss In Western European countrics,
flue VKDB in inl K prophy-

Lovis s found to be /105 births vecsus 11 and 72105 ik

in Japan and Thailaad, sespectively (Shearer 200). lmmediarely
ing birth, th fon of VKDB infants wh §

proy
vitamin K duinistrasion was estimaed 10 be 0.0 0 0.44%
(Kazinin 2010). A morrality rate of 20% was also estimated in
mewborns with severe bleeding disordess. including insracranial
baemortluge (56%), and comuon persistent neurologic impaic-
mene (McNinch 19915 Von
Sevetal adverse pregancy ourcomes affect babies botn 10 wonen
with epilepsy (WAVE), Evidence suggesss that amticonvulsane
drugs may impede folic acid and phytomenadione (viumin K)
mewabolism causing higher risks of neural tbe defecss and carly
Luemorrhage amotig newboens ( 99). 1 has been rec-
ounnended thar pregnan women who take phenobarbital, carba
maepinie o phenytoin should commence marernal phytomeins-
dione supplemcncarion four weeks prior 10 the delivery due dare
(N 1999). Aldboragh unconmmnon, the use o vimin K -
in neonares
(Hlarat 2006). Hearel 2006 sugeests shas vivanin K ancagonis
should be highly controlled daring anri-cougulasion in pregase
womnen with mechanical et valves.

aan 1

Description of the intervention

e women deficient in vitumin K miy need ro incorpo-
i K supplements invo their prewanl vivamin regimen
I cecusin disease conditions such as cystic brosis, cocliac dis-

ease. o Croh's disease iy which sulficient vitumin K sbsorprian
is impaired. vitamin K supplenenutions are essential, especially
i she forn of 2 mstiviansa thas contins vieamin K, which s
cqarded beneficial o

vitmin K lone
(CMMC 2011). Pregnant women tsking anticonvulsant drugs
are recommended 10 ke vitmin K wo weeks prior o deliv-
ety (UMMC 2013). Viamin K sutus i pregaane women who
ke prodhrontbin-depressing anricosgalans, such as counnarin,
should be carefully assessed Gasticure of Medisiae 1950). Women
withour these condliions who experience a nozona preguancy are
generally ot sequited to ke vitunin K supplements nness, for
eximple, they are diagnosed with malabsorpiion syndrome or are
waking anribiorics such uphalospotius. which inibic vitumin
Kabsoeprion by destroing vitamin K-forming bacteria as well s
b o i i 10 body (UMM 2311
Vitamin K formulazion and prophyhictic adminiscrasion differ by
country (WHOFAC 2094). For exumple, in the Unired Stares.
vicumin K1 or phylioquinone is waikible as & suppleaent cirder
separately or as 3 component of 1 multivivamin complex in 3 mg
tablecs (CMMC 20133, Vicamin K is widely sold over the counier
s sacr-sluble chlorophyl iblss, caples. o iquid (UMM
2011 Vicain K is administered pasemeraly of orafly and var-
ious tepocted doses have been aduinistered 10 pregaant womnen:
for esample, 10 mg of intravenous or intramusculir vitumin K
daily for w0 10 seven dys (Lin 2006); one 10 mg dose of vi-
wamin K intcamusculacty, sepeated again afier four days followed
by 20 mg daily of oral vieamin K (Xai 1959); 10 mg of insea-
wosculac vitaniin K bewween four and 96 bours belore delivery
(Pacak 1999); and 10 g of vitumin Ki daily is recommended
for pregaant women on muoo:\\u[sm( therapy trom 36 wecks of
regnaney onvards (Co: ) 1991).
e s e evdonce 0 shose tha exceses i K
ingestion lus tosic effcerson che buman body. As viramin K passes
AP "

i hould seck advice from thei irioner be-
fore commencing vitamin K supplemsats (UMMC 293 1), How-
ever, oxidurive damige, red ool fragility. and nseremoglobin
may develop in cases of high doses of warer-soluble vitamin K3
(nenadione) consumprion, and local hypessensitvi
mosdly duc 1o viumin K1 dermal \lx;ecm’ms_ nuy also oceur
(Expert Grosp o 2als 2003), A daily incake
of 1 mg or fess is untikely o hase any hunnful effects accord-
ing 10 guidelines from the United Kingdom (NIS 2013, Also,
s woxicity for dhe oral consumprion of sitmin K rem.ins un-
Ko 1010 20 mg of ore o plsloinone i ecommended
w0be sife for li inthe
CWHOFAQ 2604). Furthermore, pariets with chronic fat mal-
absorprion who take such doses have shown o evidence of side

reactions,
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effects (WHC/TAQ 2005). Syachetic menadione and its deriva-
dives e nos recommiended, parcicularly for viramin supplements
in newboens (WHO/EAG) 2004). Moreover, duc 1o inseractions
with cerrain deugs and the potential for side effects, vitamin K

supplements are restricred for pregnunt and lactaring vomen, as

viain K pseshough che placenand s found inbrcss ik
i d those witha

glucose-G-phosphate dehydrogense (GEPD) deficiency (LMMC

031).

How the intervention might work
Ancenaral adeministration of vitumin K on for preg-

it wornen may provide significant benefis for improving both
maternal and neonaal outcoms. Viesmin K supplementition
wits N "

of preguancy with thrombocyiopenia (Mozis 1963). Adequate
supplementation that includes sivamin K and other essential mi-
cronurrients has been tecommended for preganant women wha
have undergone bariacic sargery in order 1o remedy mavernat and
fecal complicarions such s severe anaemia, congenital abnormal-
ieies and fow birthweight (Guoficke 2009: Shanksr 2010). Fur-
thermore, maternal administration of vitamin K has been sug~
gessed to improve prothrombin and parrial chromboplastin ac-
tivities and reduce the incidence and severity of intraventricular
hacmorrhage (IVH) in infints (Mosales 198; Powerance 1997)
although a Cocheane reviewy (¢ rowber 2030) shows no impact of
vinin K in preseing [VEL Al viamin K supplenenc
tion m

05 bora 10 WAWE who ke anvieplepeic drugs during preg-
saney (Chaclika 2004 Kaxjz 2002), inchuding « reduction in the
occurrence of vicumin K deficiency in such infants (Cosach
1993).

Why it is important to do this review

The efficersof viramin K deficiency: especially 1

phicatic \&mlmmdwrsﬂ)uuomcsnulx[veuc«\ tor vizaniin Ksup-
pleancnaion, have mostly been reported in relarion 1o nconaes.
sewcdial supplemcnation and associred
el s o .

Vieamin K deficiency

of viramin K supplementition on x sct of neonscal and marernal
outcomes that were not covered by earlice reviews, specifically by
Crow

OBJECTIVES

in K.

preganc women for improving mateenal and neonaral outcomes.
METHODS
Criteria for considering studies for this review

Types of studies
Al andomised (ndividual and cluster) or quasi-randormised con-
volled s assessing, the cllecr of vimin K supplensenravion
during pregancy. We will o cosider teials presented only a5
abstraces. W will exclude cross-over trals.

Types of participants
Al yregnant women in any stage of their pregnancy and their
afanas, We will include swids in which pregnanc women are 4
subset of vhe participanss included it the suudy. if reported in
¢ s selevant data can be exipacted. This review will exclude
studics in which vicamin K was given o women a sk of insminent
preserm bireh for prevennting neonasal PVH, as this is covered in
an existing reviow by Crosrher 2616,

Types of interventions.
W will assess the effeess of vieamin K adminiscered onlly: inera-
musculaly or intravenously to pregnant women during any sge
of their preguancy: This review will exclude sudis in which vit)-
i K v v 10 o s sk of i prtcn

ey, have nos been well described.

Sreatimen regiume amin K

bieeh f ion of ueonal PV, eady been
evaluaned in an existing review by Crohee :n 0. T inerven-
vion group sill e pregiant womess o base eceived presaui i
lowe or in combination it micronu-

camin K

um.m.n ounconies, A prsions Cochrae dihe -
of vi K i e
o

et very pretersn birch i dic prevention of neonata pe
wricubar baemorrage (PVH) and associured adverse awicomes in
pretenn eonnes (Gt 2010). Theeloe. i chis prosocol

stiens, regardless of the dosiges, frequency: duration and timing
of defiveny The thace comparison groups will conss of pregane
women receiving any dosage of vitansin K supplemnenns versus 1o
sieamies K supplenents: micronuerients including vitamin K ver-

wewill
10 assess the effects

les of thle preguancy sage and we will

sas wishous vicamin K and visniin K versus 1
placebo o no treauen

X
The Cochrane

Wiley & Sons, Ltd.

Types of outcome measures

Primary outcomes
1. Peinal death.
2. Neonaal blseding.
3. Macernal bleeding incidence, e.g, during pregnancy,
intrapartun haemorthage and postpastum haemorthige.

Secondary outcomes

Newborns
L. Seittbirth.
2. Neotaral dearh.
3. Infane deah,
4. Subcuegorics of nrmmu] bleeding: a) very mlvunm

Special carefintensive care admission; length of hospitalisutions;
fengeh of other treatment cate afeer hospital discharge: and lengeh
of mechanical ventil

Mothers
Amenacal hospial admission: uilisstion of inten
use of daycare units: and veaitarion and dialysis.

e care units;

Search methods for jdentification of studies

Electronic searches

We will contact the Tridls Search Co-ordinator to search the
Cochrane Pregnancy and Childbirsh Group's Trials Regiscer.
The Cochrine Pregnincs and Childbicd Group's T Regiseer

(nought to 24 hou , b} of
the newbarn (24 hours o seven days of i), and o face
haemolytic disease of acquired prorein C deficiency (APCD) of
the newborn {iwo t0 12 weeks of ife).
5. Preverm birch (less than 37 weeks of gestarion).
6. Low birdhweighe.
7. Longeterm neurodeselopmeat,
8. Congenical malformnarian.
9. Severe fiver disease: 2 induced imrabeparic biliasy
obstruction, b) cholestaic discase,
10. Malabsorpeion of visamin K, ¢.g. gt resection.
11, Biliary resia (congenital absence or closure of the major

bile ducss, the ducts thac drain bile frow the liver).
12, Octier morbid condicions, e.g. low Apgac scoce ac five

‘minmes. vimin K deficieney.

studies.

Mothers
1. Viramin K deficiency in pregom woinen.
2. Antenia, .. megaloblastic anacinia,
oprothrombineinia.
4. Thrombocyropenia.
5. Odher morbid condisions, e.g. spontancous sbortion.

sudies.

Economic data for the use of healthcare resources.

Newberns

 the Trials Search Co-

idenified from:

1. monthly searches of the Cochrane Conrral Register of
Conrolled Trtals (CENTRALY;

2. weekly searches of MEDLINE:

3. weekly searches of Embi

4. handsearches of 30 journals and the proceedings of major
conferences;

5. weebly curtent aveareness alerss for a fucchec 44 journals
phus mouhly BioMed Centeal entail alerts.
Details of the search siraregies for CENTRAL, MEDLINE and
Embase, the fist of bandsearched journals aud conference pro-
ceedings, and dhe Jist of journals reviewed via the current aveare-
ess service can be found in the “Specialized Regisrer’ section
within the editorial informarion about the Cochrane: Pregasvcy
and Childbinh Group.
We will apply no dare restrictions on (he searches. Trials idendi-
fied through the searching acivities described above are each as-
sigaed 1o review wpic {or topics). The Trials Search Co-ordina-
tor searches the register or each ceview using the wopic list rather

Searching other resources
We will tso search rerence st of reatieved rrial, included sriais
1nd selevant review papers.

We will not apply any binguige restictions.

W will contace escarchers in the area, f needed

Data collection and analysis

Selection of studies

Published by John Wiley & Sons, Ltd,

Tivo teview authors (§ Shahrook {$$), N Hanada (NHJ K Sawad
(KS), E Out (EO) and R Mori (RM)) will i assess

3.1) Blinding of participants

for inclusion alt the potencial studics we identily a5 a tesul of che
search straregye W will resolve any disigrecnent throu
ed, see il consultu thied person.

discus-

sion or, i requ

Data extraction and management

We will design 4 form 0 exsrace dara. For eligible saies, a lease
oo seview authors (S5, NH, KS. EO and RM) will extsaer daca
using dhe agreed form, We will resolve discrepancics through dis-
ussion o i requised. weill consut a hisd persor. We will enrer
danaineo Review Managee sofiware (RevMass 2012) and check for
ey,

When information regarding any of the abave is wnclear, we will

W will describe for each included study the methiods used, il
any, 10 blind suudy participanis and personnel (rom knowledge of
which incervenrion @ pasticipant received. We will consider that
scudics are ac low cisk of ias i they were linded, o if we judge
tha the dack of blinding wonld be unlikely 10 affect results. We
swill assess biinding sepaarely for different otitcomes or classes of
owcomes
W wil assess the merdods as:

 low, high or unclear risk of biss for participants:

 low, high or unclear sizk of bias for personnel

6 P

details,

Assessment of risk of bias in included studies

“Tivo revieweasthors (55, NH, KS. O i

assess risk of bias for eachs suwdy wsing the criveria oudined in
b Cochrane Hanibook for Speematic Reviews of Ineerventions (
cins 203 1). We will resolve any disagreement by discussion or
by involving a third asscssor,

(1) Random sequence generation (checking for possible
selection bias)
W will describe lor each included sudy the medhiod zed (o gen-
erate she allocarion sequenc: ene el o allow s assess-
‘ment of whether it showld produce comparable groups.
W will asess the miethod as:
 low risk of biss Gy cruly random process, e.g. candont
mmber able; computer sundom nuniber generator);
o high ri of bis (any nos-randam process. .. odd or even
dave of birdh: hospital or clitic record nutnber):
o undlear risk of bias.

i suf

(2) Allocation concealment (ehecking for possible selection
bias)

W will describe for each included ssudy the method used o con-
el occion 10 isserventions prior to assignmient and will ssess
whether intervencivn allocation could have been forescen in ad-
vance of, or duriisg recruitment, or changed fies assigntent.
We will assess the niechods as;

W will describe for each inchuded sudy the methods used. it ar

10 blind owrcone assessors from knowledge of which interverion

a participane received. We will wssess blinding separately for di

ferens owcornes of clhsses of ottcomes.

W will assess merhods used 1o blind oucome assessment
 low: high oz uncleat risk of bias.

ible attriti

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

W will describe for esch included study, and for each oucome
or class of ourcomes, the completencss of daw including areition
aud exclusions fram the analysis. We will stite whether atsirion

wnd exclusions were reported and the numbess inchded in the
analysis ac each stage (compared with the totat randomised par-
ticipanes), reasons for auuition o exclusion wihere reported. aud
whether missing daa were balanced across groups or veere relaed
w0 oucomes. Where sufficient informarion i reported. or can be
supplied by the rial authors, we will se-include missing dana i
e analyses which we undertske.
We will assess merhods as:

o low risk of biss (e 1o missing ouicorne daa; missing
outcone dara balnced across groups);

o ligh isk of bis (eg. numbers or reasons for missing dra

!

imbalanced across groups; s tened” analysis done with
substantiat depareure of inervention reccived from that assigned
 sandomisiion):

« unclear risk of biss.

(5) Selective

o fow risk of bias (e.g. telephone or central
consecurively nmbered sealed opaque envelopes)s

« high risk of bias {open sandom allocarion; unsealed of nos-
opaque envelopes, aiernation: date of birth):

o unclear isk of biss.

W will describe for each included srudy how we investigred the
possibiliy of sclective oucom reportig bias and what we found.

W will assess the methods s

Vitamin K

The Wiley & Sons, Ltd.

o low risk of bias (wher
specified outcomes and all expected outcomes of nterest 1o the
review have been reposted);

o high risk of bias {wheee vot all of the study's pre-specified
ourcomes have been reported: orie o mare eporeed priviary
ourcamies were nor pre-specified; onccomes of intrest are
reporied incomplercly and so cannor be usedk: the study fils 0
include resulis of 1 hey ourcome 1has would have been expecred
0 have been reported):

« unclear isk of bizs.

i chear shn all of e suudy's pe-

(6) Other bias (checking for bias due to problems not
covered by (1) to (5) above)
We will describe for each fncluded study any imporcant concerns

We will include chuster-randonsised rris in the analyses along
with individually-randonised 1rids. To take account of design cf-
fecr, we vill adjse heir sumple sies using tive methods described
in she Cocbrane Handbook using an cscimte of the inteacluseer
corrclation co-effcient (ICC) derived from che wrisl GF possible),
from a similar sral ot from a study of « simikir population. If we
use JOCs from other sources, we villseport shis nd conduct sen-
siivity analyses o investigae the effecs of variacion in the ICC. I
e idenify borh cluster-tandomised ials and individudiy-ran-
domised trals, we plan to syndhesise the relevant information, We
will consider it seasonable (o combine the resahs trom borh if
shere i B hecoeuiy beavieen the study desis, ! i the
imeraction berween the elfect of the iniervention and the choice
o cadnnsion i s conierd 0 b bl

We.

unit
o investigate the cllicis of the

. Wewilla

ach study was free of other problems shar could pus i e risk of

bias:
o fow risk of other bis:
« high tisk of other biass
o unclear shether there s risk of other biss.

{7) Overall risk of blas
We will make explicit judgemesnts abour wherber studics are as
high risk of bias, according 10 the criteria given in the Cochrane
Handbaok (Hliggins 2011). With reference to {1} 10 (6) above.
e vl assess the likely magnitude and dircerion of the bis and
whether we consider i s ikely 10 impact o the findings, Wewill
explore the impact of the leve of bias by undenaking sensiiiry
5 - see Sensiviviy

analy

Measures of treatment effect

Dichotomous data
For dichoromous daca, we vill present results as summacy disk
cacio with 95% confidence inervals,

Continuous data
For continuous daca. we will use the nwean difference if outconies
are measured in the sume way berween tridls, We will use the
suandardised mesn difference 1o combine trials du wicasure the
same outcome, but use different merhods.

Unit of analysis issues.

Cluster-randomised trials.

and ycrlurm a
sandomisition wni.

Triats with more than two treatment groups
1 rials with more than tvo iservention groups (mulei-arm stud-
ics) s idenrificd, only dircctly selevam ruis will be included.
1 sadies with varions selevant atmis are idenified, groups will
b combined o genceae single i comnprion (s
2811), and d datain i b
category will be included. 1 the control group is shared by two or
miore study ateas, the control group over the number of relevant
subgroup crregorics will be divided to avoid double connring the
parccipants (fos dichoromons data, we will divide the evencs and
the toral population, and for continous dauz, we will assume the
same mean and sundard deviasion but will divide the toul pop-
ubnion). The details will be described in 1he ‘Characserisics of
included studies” tables.

Dealing with missing data

P
she impace of including studies witlk high levels of missing data
in the overall sessment of reament effect by using sensirivity
andysis.

For all ourcomes, we wil curry out andyses, as L as posible.
on an imsention-to-trear basis, .¢. we will snvempr 1o include ail
participanss sandomised 1o each group in the analyses, and all
participants will be anatysed in the group 1o which they were
allocared, segardlcss of whether or not they received the allocated
Sitervention. The denominator for each oucome in each i
will be dhe mumber sandomised wminus any participants whose
outconnes are kown to be wissing.

s,

Assessment of helerogenelty
We will ineach Iy N
dho T, 12 and Chi? stistcs. We will regard hetcrogenciry as

.
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"Third wave’ cognitive and behavioural therapies versus
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ABSTRACT

Background

So-culled third veave's <

wsed in the trcaumenn of peychologicil problems. However, the effectivencss and bl of thisd-wa rive aind behsvioural
therapy (CBT) approachies as rreatment for acute depression remain unelear.

Objectives

L To he etfectsof i BT

pscebo comrol condiions foracute depression.
2T heetiecasol di id eave CBT. e (ACT:
di

o
waiting listlarzendion placebo/psychological placebo coneral conditions for cure depression.

compared with weatment s nsualf

3 To exansine dhe effects of all third wave CBT approaches compared with different types of comparavors (reatment as wsual, no
wreannent, waiting list, autention placebo. psychological placebo) for acute deptession.

Search methods.

We scirched the Cochrane Depression Aniery snd Neurosis Group Trals Specialised Register (CCDANCTR 10 01/01/12), which

includes relevant randomised controlled wrisls from The Cochratie Librasy (I years). EMBASE, (1974-), MEDLINE (1930-) and

PsyeINFO {1967-). We also searched CINAHL (May 2010) and PSYNDEX (June 2010) and reference Jists of the included swidies

and relevans reviews for additionat published and unpublished swdics. An updared search of CCDANCTR sesrricted 1o scarch teruss

selevant 1o thid wave CBT therapies was conducred in March 2013 (CCDANCTR t0 01/02/13).

Trird wave' i on (Revs i
' om. Pl ey & Soms, L.

infory

on when required. We raced the quatity of evidence using GRADE metliods,

Main results

Four small studies (224 pardicipants) were included in the review. Litde informarion was provided dbout the process of llocaring

. The four studies examined a diversicy ofthird wave CBT !
Lmllmummlrhrnp\ d competi ing) and I condii s conducted foll
“The resuls shoned 4 significont dilfeence in eloicl response rtes in Fivour of third wave CBT when compared wih rrcaent 35
usual {TAU) conditions (three studies, 170 pare s, risk ratio (RR) 0.51, 95% confidence interval (CI) 0.27 10 0.95: very low
quiin. No sgnfican differrc in restmentaccepabil bused on dropout s s found beoscen dhird vave CBT approsches
and TAU (four studies, 224 parsicipants, RR 101, 95% CI0.08 10 12.30; very quatiey}. Both cal
heterogen

Authors’ condlusians

Very low- qlL third wave CRT h e mnuu asusual in the rrearment
of a . Th di i Fi i together
with mmhndnlomc\l hlm(auou‘ Timir the ability 10 dnw .xm conchxsmus on !hex! effiect in the short term or mcr a longer term.
The incressing populirisy of thitd wave CBT i practce undescores the i et studics

of thitd wave CBT approaches in the wreunent of acune d(‘pms:mn. on a short- and long-temm busis. to provide evidence of theic
effecriveness 10 policy-makers, linicians and users of services.

PLAIN LANGUAGE SUMMARY
“Third wave’ cognitive and behavioural therapies versus treatment as usual for depression

Major depression is  vecy conumon condition in which people experience 4 persistenly low mood and loss of interest in plessurable
activites, accompanied by  range of symproms including weight loss, insomnia, Extigue, loss of energy: inpproprite guit, poor
concenteacion and morbid thoughis of death. Paychological therapies are an importan: and populac ahiernitive 10 amidepressants in
the seeanment of depression. Many different peychological therapy approaches have been developed over dhe past cencury. including
copnisive-behvioural (CBT), behaviaucal, third wave' CBT. psychodynamic, humanistic and integesrive thesapics.

I this review, we focused on thitd wave CBT approaches, 1 gronp of psychological herapies dhat target the process of thoughts (rather

dan e coment, as in CBT), hlpiog people 1@ become aware of their thonghts and to accept the in & non-judgemental way. The

it of the review was o find ous whether third weave CRT eas effective and acceptable 1 people in the acune phase of depression.

P s incuded o s, invobing ol of 24 peopl. T s cxmined dis difliren o f thind v CBT

i iherapy (ACT) one study) and anather form

4 sind e CRT spprochs with
. The

consisting of extended behvi e
of third wave CBT called u\mpmnve n\md raining. (om study). Theee of the studies camp,\r
secarment as usaal conl < The fourch seudy «d ACT witha

dua ehid w.lwCBT.)ppm,\(lxcxwﬂecl} tive on ashoriterns bass i trating depresson, Homewes,dhe qualicy of evidence was sery
o b ofdh sall e of sndisprcipins incudd i e i, ogee Wi dhe divrse i goups, inereavions
and conrol condiri d possible llegince of: King it difficolt 10 draw conclusions
with any confidence. & is notble, to0, that none of the sudies looked a1 the loug-ter effect of third weave CBT approaches. Given the
increasing populaciy of third wave CBT approaches in clinical peacrice, further well-designed suudics should be priofitise to establish
whether third wave CBT approaches ase helpfi in trearing people with acute depiession.

drd wave cogni
Copright © 1613 The Cochrane Coliaboration. Published by John Wiley & Sons, Lid.
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SUMMARY OF FINDINGS FOR THE MAIN COMPARISON [Explasation]
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therefore no dropouts from treatment. One study had 50% dropout rate in TAU group vs.

We are very uncertain about the estimate.

Further research i
Further research s very liely to have an important impact on our confidence in the estimate of effect and s ikeiy to change the estimate.

Further research is very unfikely to change our confidence in the estimate of effect

wias not ashievable. The risk of bias was assessed as high for researcher alfegiance and as unclear for therapist qualifications.

“Moderate statistical heterogeneity indicated. Treatment length varied from a single session to 12 sessions over 3 months.
#Qne study fimited to singie-session intervention with callege Students reporting mild depression

Treatment length varied from a single session to 12 sessions over 3 months.
“Righ proportion of participants prescribed antidepressants naturalistically.

7 Smalt to very small sample sizes with wide confidence intervals.

2
£
£
g
s
5
8
]
£
H
g
=

One study used a single-session intervention;

“Third way
Copyrist

h©2013 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

BACKGROUND

Description of the condition

Major depression is chusacterised by persisten low mood and loss
of uerest in pleasurable acrivivies. accompanied by 1 range of

cliological dicrapics may be brosdly caregorised into four sepa-
a d i prising psychox

tyticldyaniic (Freud 918 Klew: 1960 hang. 1968, behaioural
(Wisson 1924 Shioner 1953 Wolpe 1958), humanistic (Mo
1951 Moy 1961) and cogitive approaches (Lazaress
Ech of these four schools incorporates several

143 R
19753 B

diffesing and overlapping psvchotlierapentic approaches. Some

inappropriste g, poor concentration and morbid dioughts of
dearh (AFA 2006). Somatic complaings ave also & common feiture
of depression, and people with severe depression might develop
psychoric symprorms (AVA 2000).
Depression is the hird leading cause of disease busden world-
wide and is expected to show a rising trend over the next 20 years
10 2604 WHO 2005). A tecenc Buropean scudy has esi-
mated che poist prevatence of iajor depression and dysihymia G
mild long-term form of depression) ar 3.9% and 1.1%, respec-
cively (FSEMeDMEEDE 2804, As the Lirgest source of non-
facal discase burden in e world, accounting for 12% of years fived

> ic approichs, such a5 cogitive aalytic therapy
(Reke 1998), explicitly inegrute components from several theo-
ciical schools. Osher appraches. such as inerpersonal therapy
for depression (Kietmun 19%). have been developed o address

characerisics considered to e specibc ta dhe disorder of interest,
Increasing innerest in the role of cognition gave rise 10 1 ‘cogn
dive revolution' in the ield of psychology in the 1970s (Mahoses
1978), The most infhuential approiches weee eitional emotive be-
haviour cherapy (Ehis 1962, coguirive behaviour modificarion
eichenbazs 1977) and cognitive therapy (Back 1979), The
’ asan 1 easing de-
. However, botl Beck and Blls acknowedged the alue

b disabiliy (Useun 20809, isassocisred with
personal, socish aud cconomic morbidicy and loss of Fincion-
g aud productivicy and creates significant demands on service
providers in rerms of workload (NICE 2069). Depression is also

ey inceeased risk of moreality (C:

associed with a siguifi
2002). The sirengab of this associarion. even when confounders

avione thesapy (st 1997), and during dhe 19905 and
19905, the swo approaches weee merged to forms cognitive-be-
havioural therapy (CBT).

CBT s generally regarded as 1 Eamily of allied therapics (L
2008) that deaos o a comuon base of behviosral und cogitive
sodels of psychological disorders and urilise 1 se of overlappiog

socio-

cconomic ficros e taken into account, fus been shown 10 be
compurble with. or greater than, the strengeh of she associarion
between smoking and mortality (Mykierun 2679

Description of the intervention

Clinical uidelines recomoend pharmacological and psscholog-
ical inserventions, alone or i combi
depression (NI
i d

moderae (0 sov

v in oy
sries over the pase 20 years, mainly with the advent of selective
scroronin teuptie inhibitors and newer agents such as venlaas-
i and amnidepressints continue 10 be the smainsiay of tcearmen
for depression in healtheare sertings (61 i 3

Whilst antidepressines ate of proven efficacy o acute depres-
2005 Gangiana 26071 Ariol 2009
Cipriani 2009 Ciptiani 20096), ad) es remain very low

acion, in dhe weament of
109). The presceibing of

i 2008). b CT, coguition is centeal 1o the reat-
e of psychological disordess, with emorions and bebuionr
dhoug 0 be mediaed by cogaitive processes. The fundame
Gl it of CBT is o idenify unhelpfil cognitions or “negarive
sutomatic thoughts' derived from fong-sanding negarive beliefs/
assamptions about the self, orher people or the world. The CET
model proposes that by challenging sheie meaning and eliciting
s 4 i ions and behaviowt
can e changed (Clask 1995), An extensive evidence base is v
able on the effecrivencss of CBT, which is recommended as the
firsiline psychological sherapy approach for depression (¥
2009).
Alhough the evolurion of CBT over the past three decades hus
tended to overshadows approaches tha ace more behaviourat i -
e, evidy ing purely behaviours
vinued to energe. The findings from Jacobson 196, a component
e " .

anighe work just as veell s CBT. These lindings revivalised tnterest

(unor 2047 van Geflr: 2099), in pars because of patiens’ con-
crns abour side effects aud possible dependency (Fuer 2007)
Fusthermore. surs demausseate parents’ prefes-

consisies

in purely beluavioura ereamens for depression and the develop-
e of A more fuly reatised belsioneal imsecvention bused on 1
comtentnal apprasch (Mastelt 2005,
Prompred by cominuing debare in this area. 4 recens sysrematic

£
K
=
g g cnce T pohologin heraien v anedepresns it TP 3
s g et ")’{‘ ”::;;’:"ﬁ-‘"‘ '3‘: ks ‘:’ N “”‘II ’;' ‘_'“‘I"T ( “’_ ;”‘ review of 17 randomised controlied teiafs (RCTS) demonsiered
3 2000; Ridel- Kefier 2005). Therefore. psychological therapies can A, - . o
sELET g e s mpocant aheanioe o e fereenon o Clslence et CHT and beaviourl herpy i res of
TEEtx S " e depression recoveey rares.syinprom levels and participaut dropout
22528 g depresive diorders lepression o levels nd pasticipant drop
£L8% H : . o S genera
S = -2 = ives AN of i is now availible . . . e
SESEF = A divease range of psychological heripies is now wailible for i e hind wave of CBT (Hares 2604 Hofonm 2019,
ZE8s:z 4 e wearmens of common senca disordess (Fileivs 26123, Pey- "
@=fz2

28z =
FEZES & T ro— T
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ABSTRACT
Background

So-calied “hird wave” cognitive and behavioural therapies represents a new gei
being used in the rcament of psychological problems. Hower

cion of psychological therapies thar are increasingly
the effectiveness and acceprability of thid wave cognitive and
bchavioural chceapy (CBT) appronches as.a cescancns for depression compared with orher psychological herapics remin nclear.

Objectives

1. To exaning the effects of Wl hind wase CBT appraaches compared with all other psyctiological dherapy approaches for acuce
depression.

BT app
extended behaviousal activacion and mevicognitive therapy) compated with all orher psychological thecapy approaches for acute
depression.

3. To examis Al b =13 (b differe ical chetapyapp
bebavioucal, hansnistic, isegrarive, cogaitive-behvionzal) for acure depression.

Search methods

We searched the Cochrane Depression. Ansiery and i Graup Specialised Register (CCDANCTR 10.01/01/1.2), shich includes
relevant candomised conrotled tridls from The Cochrane Library (ail MEDLINE (1950-) and PsycINFO

(1967-), We alse searched CINAHL (May 2010) and PSYNDEX (June 2010) au relerence lists of the included studics and relevant
reviews for additionat published and unpublished studies. An updired search of CODANCTR resticred 10 search terms relevant to
third wave CBT vas conducted in March 2013 (CCDANCTR to 01/62/13).

"Third wave’ i !
tihd o Wiy & Sons 56

Selection criteria

Randonised conrrolled trials thar compaed vasious thied waave CBT with osher psychologicat drerapies for acure depression i
Daca collection and analysis

nformarion where required. We raed the quality of eviderce wsing GRADE methods.

Main resubts

s weee included in the review. Tivo of the studics (56 panicipans) compared
(ACT) with CBT. and one scudy (38 cligible parcicipancs) compared extended
o with CBT: No orhersudies ofeied wve CBI sar . The o ACT stais e s s being
High ik of d reseascher allegiance. sesuls, whi Jcopout rites, showed 110 evidence
of g diffrence bersean hied wave CRT and orhe psychologied thecapics for the prinsaey otcomes of efcac (sisk o (RR) of
 sespouse 1,14, 95% confidence interval (CH) 0.79 1o 1.64; very low quality epuability. Results nc rwo-monch follos-up
showed no evidence of any difte i 3
prcicipancs, RR 0.2, 95% C10.04 o 1.15), Moderare suatstical hererogencity

Aot of th srudics favolving 144 cligible pani

eas indicated i the acceprabilicy analyses (1% = 41%).
Authors’ conclusions

Very s quli vidence suggests that hid v

c CBT and CHT apprashesate cquilly llcie andaceprble o s s of
and breadl

10 their short- o | & populsity of third wave CBT thes n clinical pra
{ complering frrd i pare various third wave CBT approaches with other psychological tetpy apps
1o mform clncians and policy e mose effece f therapy in creacing depression.

PLAIN LANGUAGE SUMMARY

“Third wave’ cognitive and behavioural therapies versus other psychological therapies for depression

Major depression v common condition, people expetience persisiendly low mood and foss of interest in pleasurable
activites, accompasied by a range of symproms including weight loss. insonnia, Exigue, loss of energy. inappropriate guite, poor
concenteation and morbid shoughts of death. Psychological sheraies are an important uid populas aliernative to wntidepressas in
the treamen of depression. Many different psychological therapy approaches have been deseloped over the pase centusy, including

behvioural, cognitive-behsvionrat (CBT). third wave' CBT, psychodgnamic, humaniseic and incegrative therapics

I this review, we focused on third wave CBT approaches, u group of psyclological therapics thir warget he proces of thoughs (rather
than i onsen 5 CIT)to el people o e f i hooghis and acept hem & oot vy, The i of
s o find out CBT i her
ptopl« with acure depresion. The review inchuded shree studics, v e studics exan
forms of third veave CB, consisting of acceprance and commitmen: therapy (ACT) (1o studis) and extcnded beha
(5) fone soudy). Al e suies compred these thind sase CBT approaches with CBT, The reslts sugeested tha chid wave CBT
and CBT approaches were equally effective in treating depression. However, che qualiy of evidence s very low because of the suuil
sntnber of s of poor quiliy thas e inchded in the reiows dhecetor i s ot pessbl 10 conclude whecher thind wave CBT
it be more effective and acceprable thar orhy derapics in the shore term o over  longer period of ke,

he 4

Given the inceeasng popularity of thied wase CBT approaches i clinical pracice, furdher stadics should b prioriised o esubiih
whether third wave CBT approschies are more helpfe than ovher psyeh therapies in tening people with scute depression.
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SUMMARY OF FINDINGS FOR THE MAIN COMPARISON [Eplanation]

Mindiulness-based third wave’ cognifive and behavioural therapies compared with olher psychalogical therapies fo deprassion

Patient or population: individuals with depression
Settings: primary, Secondary and community care

lelele]
very low

(3 studies}

144

RR1.14
(0.79101.64)

populatior

Intervention: mindfulness-based Wird wave' cognitive and behavioura! therapies

Clinical non-response at  Study.

post-treatment

very lowe

BOOO
(2 studes)

(0.0810 1.26)

Follow-up: 2 months

Clinical non-resgonse at
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of the intervention {and its 95% CI).

/e are very uncertain about the estimate.

in the comparison group and the risk rat

*The basis for the assumed risk {e.g. the median control group risk across studies) is provided in footnotes. The carresponding risk {and its 35% confidence interval) is based on the.
of clinicians/participants was not achievable. The risk of bias was assessed as high for researcher aflegiance and as unclear for

treatment fielity and therapist qualifications.

"Only two

GRADE Working Group grades of evidence.
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for researcher aliegiance and as unclear for treatment fidelity and therapist qualifications,

Sample sizes were smail and/or confidence intervals were wide.
“Only one study provided clinical remission data.

“poderate staistical heterogeneity was
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BACKGROUND

Description of the condition

Major deppression is characterised by persistent low mood and loss
of st n essamble scvs, acompanicd by a tnge o

dmlngm A theripics sy be broadiy ciegorised into four sepa-
d rheorcticad sch

i (s (935 Klen 193 b 1563), belvioural

1936), humanistic (Vasiow

19731 Beck 1979, Each of hese f

v schools incorporres several
dilering and overlapping paychotherspeutic spproache. Some

s I ) approaches, such a5 cognitive amalytic therapy
inappropriae gl poor concentauion unl ‘morbid thoughts of  (Rele 1990), explicitly inregrate components from several theo-
deads (APA 2000). S feamute  rerical schools, Other approaches. such as inserpersomal therapy

of depression, and people with severe Alrpr&mu might develop
psyehotic somproms (APA 2000).
Depression is the third leading cause of discase burden world-
wide and is (x,m«f 10 show a rising trend over the next 20 years
(V110 2004 WHO 2005, A recent Buropean scudy has esii-
mated the poine pmnklut of major depression and dyshymia (1
mild Tongricrn forn of depression) ar 3.9% and 1,196, respec-
divly (ESEMEDIMUEDER 2004). Asthe bgest source of non-
{1 is in the world. i
ey (Usin 200:4), depression i associared with marked
and cconomic moebidivy and loss of fncrion-
e and creates significant demands on service
providers in terms of workload (NICE 2099). Depression s also
associared with a significinly increased ik of mortaliey ¢
2002). The sl of this asociion. even v confounders
s physical impaioens, healh
economic factors are taken into account. has been shown 0 be
comparable with, or greater than, the strength of the association
Dersween simoking and morcatisy (Mgkiznn 2099).

Description of the intervention

Clinical guidelings recomsmend pharmacalogical and pcholog-

ical invervendons. alone o in combination, for dhe treatment of
moderate 1o severe depression (NICF 2009). The prescribing of

eries over the pass 20 years, wninly with dhe advent of sclective

seroronin reupake inhibitors and newer agents such as venlafix-
e, and ancidepressanns reniin the of treacent for de-
pression in heahheare serings (1 1CE 2000).

Wil anidepressns e of proven ellciy in acuce depics-
sion 1l Cipriani 200
). acdherence rates remyin very fow
G i part because of puienns’ con-
ceons abou side ftcas and possible dependency (Huo
Fushomore, survys comsiscntly demonsse s preer.

provide an imporsans ahesative or adjuncivs fmerseaion for
deprassive disordrs,

A diverse sange of psychological therapies is now available for
the weament of comnmon mental disorders (Pigeivn 2092). Pey-

2 194, have been developed o address
cted o be specifc to the disorder of interest.
Increasing interest in the roke of cogaition gave tise 1© « ‘coni-
tive revolution’ in the field of psycholagy in the 19705 (M
1974). The mos infiucatial approsches were rational emotive be-
Taviour therap 2. cogaitive behaviour modiicision
(eicherbana nd cognirive dherapy (eck 1979). The
Lavter developed as an approach to undersianding and weating de-
pression. However, both Beck and fis acknowledged the value
of behaviour terapy (Rchonan £997), and during the 19805 and
1990s. the wo approsches were merged 10 form cogairive-be-
ravioural thesapy (CBT).

CBT s generally regarded as  Funily of allied therapies (3
2008) thar draw on 1 conmon buse of behasioural and cognitive
wodels of pndwlogic al disorders and urilise 2 et of oveclapping
cechniques (Ros 0 CBY, cognition is cenal vo the
et of pychologicil et s cmodons and behivione
though o be medised by cogaiive processes. The Fndmen-
al sim of CBT s o idencify unhelplil cogaitions or “aegive
tonuntic thoughts' derived from long-standing negarive beliels
sumyions about the sel, other people o the world. The CBT
ol propeses dhar by chlienging their mewning aud dliciing
d behviours
canbe changed (Clack 3999). An excensive evidence base is avail
able on the effectiveness of CBT, which is secommended as o
Srstline psychological therapy approich for depeession
2a09).

Abangh he xslon of CET ane he pos s decdes s

for depression (i

Hhis 196

nsell

s
I

e, evi -

Jacobson 99
[CBT, A behavi I

ighe sork just as seell 1s CBT. These findings revitised inerest
in puscly behavioural trcaunets fos depression and dhe develop-
e of 4 ore fully realised behavioural ineervenrion based on 2
contextual approach (Mcl: 2003).

Prompicd by contining debare in shis area. 1 recent sysiematic
review of 17 tandomised controlled rrils (RCTS) demonsicared

cquivalesice berseen CBT and behavioural therapy in terms of
depression recovery rates, symprom levels und participant dropot
45 2005 Proponenssof e geceaion of behsiouel ther-
apies, the ‘third wave’ of CBT (Fayes 2301 Hlotsomn 2616),

“Third wave’
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