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2. S YN O P S IS

T rialT itle AN O DE: arandom ised controlled trialofprophylactic AN tibioticsto
investigate the prevention of infection follow ing O perative vaginal
DElivery

Internal ref. no. (or
shorttitle)

AN O DE: prophylactic AN tibiotics for the prevention of infection
follow ingO perativeDElivery

ClinicalP hase IV

T rialDesign M ulticentrerandom ised,blinded,placebo-controlledtrial

T rialP articipants W om en w ho have had an operative vaginaldelivery at 36+0 w eeksor
greatergestation

P lannedS am pleS ize 3,424

T reatm entduration S ingledose

Follow upduration S ix w eeks

P lannedT rialP eriod 38m onths

O bjectives O utcom eM easures

P rim ary T o com pare the incidence of
confirm ed orsuspected m aternal
infection in the first six w eeks
after operative vaginal delivery
am ongst w om en w ho have been
random ised to receive a
prophylactic antibiotic versus
thosew horeceivedaplacebo.

Confirm ed orsuspected m aternal
infection w ithin 6 w eeks of
delivery,asdefinedby oneof:

 A new prescriptionof
antibioticsforpresum ed
perinealw ound-related
infection,endom etritisor
uterineinfection,urinary
tractinfectionw ithsystem ic
featuresorothersystem ic
infection

 Confirm edsystem icinfection
onculture

 Endom etritisasdefinedby
theU S CentersforDisease
ControlandP revention
(CentersforDiseaseControl
andP revention2013)

S econdary T o investigate the effect of the
intervention on various other
short-term m aternal outcom es,
including severe sepsis,perineal
w ound infection,perineal pain,
use of pain relief,hospitalbed
stay,hospital/ GP visits,need for
additional perineal care,
dyspareunia, ability to sit
com fortably to feed the baby,
m aternal general health,breast
feeding,w ound breakdow n and
occurrenceofanaphylaxis.

S ystem icsepsis:defined according
to m odified S IR S criteria
(W aterstone,Bew ley et al. 2001,
Acosta,Kurinczuketal.2013).
P erinealw ound infection: defined
according to the P ublic Health
England S urveillance definition of
surgicalsite infection (S S I) (P ublic
Health England (Health P rotection
Agency)2013).
S urgicalS ite infection (perineal):
Identified using the item sincluded
in the P ublic health England
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“ surgical w ound healing post
discharge questionnaire” (P ublic
Health England (Health P rotection
Agency)2013).
P erineal pain/use of pain
relief/dyspareunia/ability to sit
com fortably to feed the
baby/need foradditionalperineal
care/breast feeding: Identified
using standard questions
developed for the HO O P study
(M cCandlish,Bow ler et al. 1998)
and the P R EVIEW study (Ishm ail,
personalcom m unication).
M aternal general health: As
elicitedby theEQ -5D-5L (Herdm an,
Gudex etal.2011).
Hospitalbed stay/Hospitaland GP
visits/W ound
breakdow n/antibioticsideeffects:
Identified through specific
questionsincluded in the m aternal
questionnaire, to include
m edications prescribed, critical
care adm ission,hospitalinpatient
adm issions,outpatient visits,and
m idw ifeandpracticenursevisits.
Hospitaladm issionsanddiagnoses
atone-yearpostdeliveryidentified
from linked Hospital Episode
S tatistics(HES )dataorN HS W ales
Inform aticsS ervice.

Investigational
M edicinalP roduct(s)

Co-am oxiclav(activedrug)and0.9% saline(placebo)

Form ulation,Dose,
R outeofAdm inistration

A singleintravenousdose(1gam oxicillin/200m gclavulanicacid in20m l
w aterforinjectionsforactivedrug,20m l0.9% salineforplacebo)
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3. T R IA L FL O W CHA R T
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4. A BBR EVIA T IO N S

AE Adverseevent

AR AdverseR eaction

AR R AbsoluteR iskR eduction

BER C BlindedEndpointR eview Com m ittee

CI ChiefInvestigator

CIG Co-InvestigatorGroup

CR N ClinicalR esearchN etw ork

CT ClinicalT rials

CT A ClinicalT rialsAuthorisation

CT R G ClinicalT rialsandR esearchGovernanceO ffice,U niversity ofO xford

DCF DataCollectionForm

DM C DataM onitoringCom m ittee

DS U R Developm entS afety U pdateR eport

eCR F ElectronicCaseR eportForm

EDD ExpectedDateofDelivery

FT E FullT im eEquivalent

GCP GoodClinicalP ractice

GP GeneralP ractitioner

HS CIC HealthandS ocialCareInform ationCentre

HT A HealthT echnology Assessm ent

IB InvestigatorBrochure

ICF Inform edConsentForm

ICH InternationalConferenceonHarm onisation

IM P InvestigationalM edicinalP roduct

IT T Intention-T o-T reat

L R M L ocalR esearchM idw ife

M HR A M edicinesandHealthcareproductsR egulatory Agency

N HS N ationalHealthS ervice

N ICE N ationalInstituteforHealthandCareExcellence

N IHR N ationalInstituteforHealthR esearch

N P EU CT U N ationalP erinatalEpidem iology U nitClinicalT rialsU nit

N R ES N ationalR esearchEthicsS ervice

P I P rincipalInvestigator
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P IL P articipant/P atientInform ationL eaflet

P M G P rojectM anagem entGroup

Q R Q uickR esponse

R &D N HS T rustR esearchandDevelopm entDepartm ent

R CO G R oyalCollegeofO bstetriciansandGynaecologists

R EC R esearchEthicsCom m ittee

R R R iskR atio

S AE S eriousAdverseEvent

S AR S eriousAdverseR eaction

S M P C S um m ary ofM edicinalP roductCharacteristics

S O P S tandardO peratingP rocedure

S U S A R S uspectedU nexpectedS eriousAdverseR eactions

T M F T rialM asterFile

T S C T rialS teeringCom m ittee
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5. BA CKGR O U N D A N D R A T IO N A L E

S epsisisnow them ostim portantcauseofdirectm aternaldeathintheU K(L ew is,Cantw elletal.2011).In

additiontoeverym aternaldeath,anestim ated50 w om enhaveseveresepsis(requiringlevel2 or3 critical

care)butsurvive(Acosta,Kurinczuketal.2014).Anincreased riskofsepsisinassociationw ithcaesarean

section delivery hasbeen recognised form any years(Declercq,Bargeret al.2007),and N ICE guidance

recom m endsthe use ofprophylacticantibioticsatallcaesarean deliveries(N ationalInstitute forHealth

and ClinicalExcellence2011),based on substantialrandom ised controlled trialevidenceofeffectiveness

(S m ailland Gyte 2010).S tudiesconducted both in the U K and U S ,have docum ented an additionalrisk

associated w ith operative vaginaldelivery (Acosta,Bhattacharyaet al.2012,Acosta,Knight et al.2013,

Acosta,Kurinczuketal.2014),and particularly inrelationto GroupA streptococcalinfection,theleading

andm ostseverecauseofm aternalinfection(L ew is,Cantw elletal.2011,Acosta,Kurinczuketal.2014).A

Cochranereview ,updated in 2012,hasidentified only onesm allprevioustrialofprophylacticantibiotics

follow ing operative vaginaldelivery,including atotalof393 w om en,w ith arelative risk of0.07 (95%

confidenceinterval0.00 to1.21)forpostpartum infection(L iabsuetrakul,Choobunetal.2004),andgiven

thesm allstudy sizeandextrem eresult,recom m endsthatfurtherrobustevidenceisneeded.

Furtherw orksuggeststhat the burden oflocalised infection follow ing operative vaginaldelivery isalso

significant (Johnson,T hakaret al. 2012),w ith m ore than 10% ofw om en experiencing sym ptom sof

perinealw ound infectioninthethreew eeksfollow ingdelivery.W om eninvolved inprioritisingchildbirth

relatedperinealtraum aoutcom eshaverated“ fearofperinealinfection” asthem ostim portantoutcom e

they are concerned aboutin the firstfew w eeksafterchildbirth related perinealtraum a(P erkins,T othill

etal.2008).

L atest figuresshow that approxim ately 13% ofw om en have an operative vaginal(forcepsorventouse)

delivery in England,representing asignificant burden ofpotentially preventable m orbidity (Health and

S ocialCare Inform ation Centre 2012).Current N ationalInstitute forHealth and Care Excellence (N ICE)

guidelinesforIntrapartum Care m ake no reference to prophylactic antibioticsfollow ing instrum ental

delivery (N ationalInstitute forHealth and ClinicalExcellence 2007).R oyalCollege ofO bstetriciansand

Gynaecologists(R CO G)Guidance on O perative VaginalDelivery (Bahl,S trachan et al.2011)statesthat

there are insufficient datato justify the use ofprophylactic antibioticsin operative vaginaldelivery,

referencingtheCochranereview identifiedabove.R CO G guidanceonBacterialS epsisfollow ingP regnancy

doesnotidentify operative vaginaldelivery asariskfactorforpostpartum infection (M organ,Hugheset

al.2012)and lackofaw arenessofthe associated riskm ay contribute to adelay in diagnosis.Evidence

suggeststhat progression to severe sepsisfollow ing delivery,particularly in association w ith group A

streptococcalinfection,canbevery rapid (L ew is,Cantw elletal.2011,Acosta,Kurinczuketal.2014).T his

em phasisestheim portanceofurgentinvestigationofpotentialprophylacticm easures.

T hirteen percent ofw om en in the U K undergo forcepsorventouse deliveries(Health and S ocialCare

Inform ationCentre2012),anestim ated104,000 w om enannually.T heconservativelyestim atedincidence

of m aternalinfection follow ing operative vaginaldelivery is4% ,based on the one previoustrial

(L iabsuetrakul,Choobun et al. 2004),resulting in an estim ated 4,160 w om en potentially having an

infection afterinstrum entaldelivery.O fthese w om en,around 200 w illbe diagnosed w ith severe sepsis

(Acosta,Bhattacharyaetal.2012),anduptofourm aydiefrom theirinfection(L ew is,Cantw elletal.2011,

Acosta,Kurinczuket al.2014).T here istherefore considerable scope fordirect patient benefit from an

effectivepreventivestrategy.
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T he intervention being assessed isasingle dose ofintravenousco-am oxiclav (1g am oxicillin/200m g

clavulanicacid)follow ingdelivery,versusaplacebo(0.9% norm alsaline).

R ecentrecom m endationssuggestthatantibioticprophylaxisforcaesarean section should be given prior

to delivery.T histrialspecifically investigatesthe use ofantibiotic prophylaxisafteroperative vaginal

delivery oftheinfantforthefollow ingreasons:

a) T hereareincreasingconcernsabouttherisksofprenatalexposuretoantibiotics,w ithknow n

associationsw ithnecrotisingenterocolitis(EuropeanCentreforDiseaseControlandP revention

2011)andcerebralpalsy (M cCulloch,Altm anetal.2009)am ongstthechildrenofw om en

m anagedw ithantibioticsforsuspectedpreterm labour.U seofantibioticsinthethirdtrim ester

hasalsobeenassociatedw ithanincreasedriskofasthm ainearly childhood(S tensballe,

S im onsenetal.2013),andthepotentialforantibioticstoaltertheinfantm icrobiom eandthus

havelongterm im pactsonotherdiseasestatesisalsoincreasingly beingrecognised(Gulm ezoglu

andDuley 1998).

b) T hem ajordifferencebetw eentheepisiotom y w oundandthecaesareansectionw oundisthe

factthatthereisongoingcontam inationofthesurgicalfield.T hus,w ithcaesareansectionas

soonastheoperationiscom pletedandaw ounddressingapplied,them ajorriskofinfectionis

over.Incontrast,anepisiotom y w oundisim possibletocoverandthereforeourrationaleisto

actually increasethelengthoftim ethattherew ouldbetherapeuticlevelsofantibioticfrom a

singledoseby givingitpost-delivery,tocoverforongoingcontam inationforaslongaspossible.

c) T herehavebeenseveralcasesofanaphylaxisrelatingtoantibioticsgivenprophylactically for

caesareandelivery identifiedinanongoingN IHR fundedstudy (M Knight,personal

com m unication).Althoughtheincidenceisextrem ely low ,thisisofconcernparticularly w ith

antenataladm inistrationw henthereisthepotentialforfetalcom prom ise.

Becauseofconcernsoverprenatalexposuretoco-am oxiclav,prophylaxisatcaesareandeliveryhasm oved

tow ardstheuseofcephalosporins.How ever,thereareseveralreasonsw hy co-am oxiclavispreferableto

cephalosporinsasprophylaxisatoperativevaginaldelivery andhencethisstudyw illinvestigatetheuseof

co-am oxiclav:

a) Co-am oxiclavhasaw iderspectrum ofactivity (encom passinganaerobesand enterococci),w hich

isim portant in view of the likelihood of perinealcontam ination w ith bow elfloraand the

associationofanaerobicbacteriaw ithperinealw oundbreakdow n;

b) Am oxicillin isup to 10-fold m oreactivethan cefuroxim eagainstgroup A streptococci(GAS ).GAS

isassociated w ith very severe,rapidly progressive postnatalinfection and adequate coverage

against thisorganism isessential.W e plan to adm inisterprophylaxisafterdelivery ofthe baby,

thusavoidingany drug-relatedriskofnecrotisingenterocolitis;

c) Departm ent of Health and P ublic Health England guidance on Clostridium difficile advises

avoidanceofuseofcephalosporins.M any hospitalshavethusrelegatedcefuroxim efrom first-line

use on the basisof thisguidance. A cefuroxim e-based regim en istherefore unlikely to be

acceptable to m any hospitalsand w ould require arrangem entsforensuring stocksofdifferent

antibiotics.

d) Co-am oxiclav islesslikely to select for antibiotic resistances(e.g. M R S A,ES BL -and Am pC-

producing Gram -negative bacteria) (ChiefM edicalO fficer2013).Cephalosporinsare associated
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w ithselectionofanum berofantibioticresistances(asw ellasC.Difficile),m ostnotoriously M R S A

and ES BL -producing Gram -negative bacteria. Also,in neonates,cephalosporinshave been

associated w ith an increased risk ofcandidiasisand there isatheoreticalrisk ofthe sam e in

w om en.

6. O BJECT IVES A N D O U T CO M EM EA S U R ES

O bjectives O utcom eM easures T im epoint(s) of

evaluation of this

outcom em easure

P rim ary O bjective

T ocom paretheincidenceof

confirm edorsuspectedm aternal

infectioninthefirstsixw eeksafter

operativevaginaldelivery am ongst

w om enw hohavebeen

random isedtoreceivea

prophylacticantibioticversusthose

w horeceivedplacebo.

T heprim ary outcom ew illbeconfirm edor

suspected m aternal infection w ithin 6

w eeksofdelivery,asdefinedby oneof:

 A new prescriptionofantibiotics
forpresum edperinealw ound-
relatedinfection,endom etritisor
uterineinfection,urinary tract
infectionw ithsystem icfeatures
orothersystem icinfection

 Confirm edsystem icinfectionon
culture

 Endom etritisasdefinedby theU S
CentersforDiseaseControland
P revention(CentersforDisease
ControlandP revention2013)

At6 w eekspost-

delivery by

telephone

interview w itha

researchm idw ife

S econdary O bjectives

T oinvestigatetheeffectofthe

interventiononvariousother

m aternaloutcom es,including

severesepsis,perinealw ound

infection,perinealpain,useofpain

relief,hospitalbedstay,hospital/

GP visits,needforadditional

perinealcare,dyspareunia,ability

tositcom fortably tofeedthebaby,

m aternalgeneralhealth,breast

feeding,w oundbreakdow nand

occurrenceofanaphylaxis.

S ystem ic sepsis: defined according to

m odifiedS IR S criteria(W aterstone,Bew ley

etal.2001,Acosta,Kurinczuketal.2013).

P erineal w ound infection: defined

according to the P ublic Health England

S urveillance definition of surgical site

infection (S S I) (P ublic Health England

(HealthP rotectionAgency)2013).

S urgical S ite infection (perineal):

Identified using the item sincluded in the

P ublic health England “ surgical w ound

healing post discharge questionnaire”

(P ublicHealth England (Health P rotection

Agency)2013).

P erineal pain/use of pain

relief/dyspareunia/ability to sit

com fortably to feed the baby/need for

additionalperinealcare/breast feeding:

Identified using standard questions

developed for the HO O P study

(M cCandlish,Bow leret al.1998)and the

A postaloronline

questionnaire(as

preferredby each

w om an)atsix

w eekspost-

delivery,follow ing

initialtelephone

interview .

Clinicaldata

collectionfrom the

w om an’sm edical

recordsorhospital

laboratory atsix

w eekspost-

delivery ifthe

initialtelephone

interview indicates

thatthew om an

hasbeenadm itted,
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P R EVIEW study (Ishm ail, personal

com m unication).

M aternalgeneralhealth:Aselicitedbythe

EQ -5D-5L (Herdm an,Gudex etal.2011).

Hospital bed stay/Hospital and GP

visits/W ound breakdow n/antibiotic side

effects: Identified through specific

questions included in the m aternal

questionnaire, to include m edications

prescribed, critical care adm ission,

hospitalinpatient adm issions,outpatient

visits,and m idw ife and practice nurse

visits.

Hospital adm issions and diagnoses at

one-year post delivery identified from

linked Hospital Episode S tatistics (HES )

dataorN HS W alesInform aticsS ervice.

orhadsam ples

sentforculture.

Datafrom linked

inform ation

containedw ithin

HospitalEpisode

S tatisticsorN HS

W alesInform atics

S ervice.

7. T R IA L DES IGN

A m ulticentre,random ised,blinded,placebo-controlled trialto investigate w hether asingle dose of

prophylacticantibioticfollow ingoperativevaginaldelivery isclinically effectiveforpreventingconfirm ed

orsuspectedm aternalinfection.

W om en w ho have undergone forcepsorventouse delivery at 36+0 w eeksorgreatergestation,w ith no

indication forongoing prescription ofantibioticsin the postpartum period and no contra-indicationsto

prophylacticco-am oxiclav,w illbe random ised to receive asingle intravenousdose ofprophylactic co-

am oxiclavorplacebo.

T he research m idw ife,m ost cliniciansand the w om en w illrem ain blind to allocation (note that the

research m idw ife w illbe collecting outcom esinform ation).T he people responsible forpreparing and

checking the trialdrug w ho m ay be,for exam ple,adoctor,m idw ife,nurse,O perating Departm ent

P ractitioner(O DP ) orother healthcare professional(centre-dependant),w illbe the only people not

blindedtoallocation(thesepeoplew illnotbeinvolvedinthecollectionofoutcom esinform ation).

O utcom einform ationw illbecollectedbyasingletelephoneinterview andquestionnaire,w ithclinicaldata

collection from m edicalrecordsorthe hospitallaboratory ifnecessary,atsix w eekspost-delivery.T here

w illbenofurtherfollow -up,butparticipantsw illbeasked forperm issiontolinktheirrecordstoHospital

EpisodeS tatisticsorN HS W alesInform aticsS erviceinordertoassessoutcom esatoneyear.

T hetrialdesignandscheduleofeventsaresum m arisedinsections3 and9.1.

7.1.S tructureandDurationoftheS tudy

T hetrialaim storecruit3,424 participantsfrom 14 centresintheU Koveraperiodof26m onths(Appendix

A).An initialnine m onth internalpilot study w illbe undertaken to test w hetherthe com ponentsand
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processesofthestudy w illw orktogetherandrunsm oothly.P rojectionssuggestthatapproxim ately 1,128

w om encouldberecruitedinthattim e.Datacollectedfrom theinternalpilotphasew illbeincludedinthe

finalanalysis.

T hedecisiontoprogressw iththem aintrialw illbebasedonefficacy,safety,andlogisticsandw illbem ade

in consultation w ith the T S C and the funder.S top/go criteriaupon w hich adecision w illbe m ade w illbe

establishedpriortothestartoftheinternalpilotphase.S houldadecisionbem adenottoprogresstothe

m ain phase,areport on the internalpilot phase w illbe subm itted forpublication according to the

publicationpolicy.

T hetotaldurationoftheprojectisestim atedtobe44 m onths:

P re-trial: O btainR esearchEthicsCom m itteeapproval;establishT S C andDM C;recruittrialstaff.

M onths1-11: O btainR &D approvalsandset-upstudy sites;trainlocalpersonnelintrialprocedures.

M onths12-20: 9 m onthsinternalpilotstudy.

M onth21-38: M aintrial(postsuccessfulpilotstudy),recruitm entinstudy sitesanddatacollection.

M onth39: Com pletionoffollow -up.

M onths40-44: Analysis,reportinganddissem inationofresults.

8. P A R T ICIP A N T IDEN T IFICA T IO N

8.1.T rialP articipants

W om en w ho have undergone operative vaginaldelivery at 36+0 w eeksorgreatergestation,w ith no

indication forongoing prescription ofantibioticsin the postpartum period and no contra-indicationsto

prophylacticco-am oxiclav.

8.2.InclusionCriteria

 W om enaged16 yearsorabove,w illingandabletogiveinform edconsent.

 W om enw hohavehadanoperativevaginaldelivery at36+0 w eeksorgreatergestation.

8.3.ExclusionCriteria

W om enm ay notenterthetrialifAN Y ofthefollow ingapply:

 Clinicalindication forongoing antibioticadm inistration post-delivery e.g.due to confirm ed

antenatalinfection,3rd or4th degree tears.N ote that receiving antenatalantibioticse.g.for

m aternalGroupB S treptococcalcarriageorprolongedruptureofm em branes,isnotareason

forexclusionifthereisnoindicationforongoingantibioticprescriptionpost-delivery.

 Know n allergy to penicillin orto any ofthe com ponentsofco-am oxiclav,asdocum ented in

hospitalnotes.

 History of anaphylaxis (a severe hypersensitivity reaction) to another β-lactam  agent (e.g. 

cephalosporin,carbapenem orm onobactam ),asdocum entedinhospitalnotes.
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9. T R IA L P R O CEDU R ES

9.1.T rialA ssessm ents

Procedure
Eligibility
screening

Trial Entry and
drug

administration
(day 1)

Up to 6 hours
after trial drug

was
administered

6 weeks of
post-delivery

Demography 

Confirmation of
Eligibility



Consent 

Randomisation 

Co-amoxiclav/
Placebo Dosing1 

SAEs  

Concomitant
Medication2  

6 week telephone
interview



6 week Mother’s
Questionnaire



1 Initialtriald ru gad minis trations to be given as s oon as pos s ible afterrand omis ation.
2 C onc omitantmed ic ations to be rec ord ed onlyin relation to S A Es . In the eventofan S A E allc onc omitantmed ic ation,

from ad mis s ion to labou rward to time ofevent, mu s tbe rec ord ed on the S A E form .
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Figure1:Consentandrandom isationprocesses

9.2.R ecruitm ent

Inform ation aboutthetrialw illbe w idely available throughoutthe m aternity unitand com m unity clinics

intheform ofpostersandleaflets(w ithQ R codestothetrialw ebsite).Allw om enatparticipatingcentres

w illbe provided w ith w ritten inform ation about the trialduring theirpregnancy,forexam ple,at their

Inform ation
provision

antenatally

(allw om en)

L eaflets/posters
aboutthetrial

available
throughoutthe

m aternity
unit/com m unity

clinics

L eaflets
providedat
antenatal

bookingvisit,as
parthand-held
notesorat19–
21 w eekscan
visit(centre-
dependent).

P rovidesan
introductionto

thetrial.

Inform ation
provisionon

adm issioninlabour
orforinductionof

labour

(allw om ennot
bookedforcaesarean

sectionandno
relevantallergies)

Allw om enin
labourorbeing
inducedw illbe

rem inded about
thetrialby their

healthcare
professional.

Inform ation
aboutthetrial

w illbeprovided
ifnotpreviously

seen.

VerbalConsent

(w heninstrum ental
delivery isindicated)

N otim e
constraint(e.g.
delay insecond
stageprogress,

effective
epidural)

Verbalconsent
notapplicable

T im econstraint
present(e.g.

fetal
com prom iseor
delivery already

com pleted)

T rialinform ation
providedand

verbalconsent
sought

im m ediately.

R andom ised
postnatally.

W rittenconsent

Fulltrial
inform ation

review ed and
w rittenconsent

sought.

R andom ised
postnatally.

W om anfreeto
w ithdraw atany

point.

W ritten
inform ed

consentfor
inclusionof

follow -updatain
thetrial

obtainedpriorto
discharge.

W om anfreeto
w ithdraw atany

point.
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antenatalbooking visit,aspart oftheir hand-held notesor at their19– 21 w eek scan visit (centre-

dependent).

O n adm ission,allw om en in labouroradm itted forinduction w illbe rem inded about the trialby their

healthcare professional.Inform ation about the trialw illbe provided ifnot previously seen.Afterthe

clinicaldecision foroperative vaginaldelivery ism ade and the w om an orherrepresentative hasgiven

consent foroperative vaginaldelivery,the w om an w illbe approached by herm idw ife,obstetrician or

anaesthetistasdescribedinsection9.3.

9.3.Inform edConsent

W rittenandverbalversionsoftheP articipantInform ationandInform edConsentw illbeprepareddetailing

no lessthan:the exact nature ofthe trial;w hat it w illinvolve forthe participant;the im plicationsand

constraintsofthe protocol;the know n side effectsand any risksinvolved in takingpart.Itw illbe clearly

statedthattheparticipantisfreetow ithdraw from thetrialatany tim eforany reasonw ithoutprejudice

tofuturecare,andw ithnoobligationtogivethereasonforw ithdraw al.

T he follow ing approachesw illbe used by the w om an’sm idw ife,obstetrician oranaesthetist to obtain

inform edconsent,dependingontheclinicalcircum stances(figure1):

1. W herethereisnotim econstraint(e.g.incasesofoperativevaginaldelivery fordelayedsecond

stageprogress),thehealthcareprofessionalw illdiscussthetrialw iththew om anandprovide

herw iththeP articipantInform ationleaflet.Ifsheishappy tojointhetrialinform edw ritten

consentw illbeobtained.

2. W herethereisatim eorotherconstraint(e.g.incasesofoperativevaginaldelivery for

suspectedfetalcom prom iseordelivery isalready com pleted),w om enw illbeapproachedtogive

verbalconsent.Itispossiblethaturgentdeliveriesareassociatedw ithalow erstandardof

asepsis,andsoitisparticularly im portantthatthesew om enareabletoparticipateinthetrial.

Inform ationaboutthetrialw illhavebeenavailabletoallw om enpriortohavingbeenadm itted

tohospitalinlabourorforinduction.Iftheattendingobstetricianorm idw ifefeelsitis

appropriate,thew om anw illbeprovidedw ithverbalinform ationaboutthetrialandaskedifshe

isw illingtoparticipate,inprinciple;ifsheagrees,shew illberandom ised.Ifshedoesnotgive

verbalconsent,shew illnotberecruitedintothetrial.Verbalconsentw illbedocum entedby the

clinicianrecruitingthew om anandcountersignedby aw itness.Allw om enenrolledunderthis

procedurew illbeapproachedbeforedischargeby study m idw ivestogivefullw rittenconsentfor

inclusionoftheirdatainthetrialandforparticipationintheplannedfollow -up.

T hew om anm ustpersonally signanddatethelatestapprovedversionoftheInform edConsentform .

W here there are no tim e constraintsthe w om an w illhave the opportunity to askquestionsofthe care

team and otherindependent partiesto decide w hethershe participatesin the trial.W ritten Inform ed

Consentw illbeobtained by m eansofparticipantdated signatureand dated signatureofthepersonw ho

presented and obtained the Inform ed Consent.T he person w ho obtained the consentm ust be suitably

qualified and experienced,and havebeenauthorised to do so by theChief/P rincipalInvestigator.A copy

ofthe signed Inform ed Consentw illbe given to the w om an,acopy placed in herm edicalrecordsand a

copy retainedatthetrialsite.T heoriginalsignedform w illbesenttothecoordinatingcentre.



DateandversionN o: Version5.0,01/12/2017

P age20 of39

9.4.S creeningandEligibility A ssessm ent

W om en w illbe assessed foreligibility before and afterthe operative vaginaldelivery.T he screening

procedurew illincludeassessm entofgestationalage(obtained from clinicalrecords)and m edicalhistory

toassesseligibility.

9.5.R andom isation,blindingandcode-breaking

A random isationlistw illbegeneratedby theS eniorT rialsS tatisticianattheN P EU -CT U usingperm uted

blocksofvariablesizetoensurebalanceandunpredictability overall.P acknum bersw illbeaddedby the

S eniorT rialsP rogram m erattheN P EU -CT U ,w how illliaisedirectly w iththepackaginganddistribution

com pany.T heS eniorT rialP rogram m erw illbecustodianofthecom pleterandom isationscheduleand

m onitortheim plem entationoftheallocations.Centresw illbesuppliedw ithsealedsequentially

num beredindistinguishablepackscontainingactivedrugorplacebo(salinesolution),asdesignated.

W om enw illberandom isedby theallocationofthenextsequentially num beredpackonceconsentand

eligibility areestablished.

Anem ergency code-breakingprocedurew illnotberequired;asonly asingledoseofco-am oxiclavw illbe

adm inisteredthereisnoneedtocode-breakiffurtherantibioticsarerequired. Ifaw om anw astohave

ananaphylacticreactionshew ouldbetreatedasifshehasbeengiventheactivedrug.

9.6.BaselineA ssessm ents

Foreligiblew om en,clinicaldetailsw illbecollectedattrialentry (random isation).T hisw illincludedetails

toconfirm eligibility includingthew om an’sage,gestationalage,m odeofdelivery andconfirm ationof

w rittenorverbalconsent.

9.7.Definitions

Primary outcome:

Confirm edorsuspectedm aternalinfectionw ithin6w eeksofdelivery,asdefinedby oneof:

 A new prescriptionofantibioticsforpresum edperinealw ound-relatedinfection,endom etritisor
uterineinfection,urinary tractinfectionw ithsystem icfeaturesorothersystem icinfection

 Confirm edsystem icinfectiononculture

 Endom etritisasdefinedby theU S CentersforDiseaseControlandP revention(Centersfor
DiseaseControlandP revention2013)

Anepisodeofendom etritisrequiresm eetingatleastoneofthefollow ingcriteria:

1.O rganism sareculturedfrom fluid(includingam nioticfluid)ortissuefrom endom etrium obtainedduring

aninvasiveprocedureorbiopsy.

2.W om anexhibitsatleasttw oofthefollow ingsignsorsym ptom s:fever(>38°C),abdom inalpain*,uterine

tenderness*,orpurulentdrainagefrom uterus*.

* W ithnootherrecognisedcause

Secondary outcomes (within 6 weeks of delivery):
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S ystem icsepsis:defined according to m odified S IR S criteriaforpregnancy used in previouspopulation-

basedsurveillancestudies(W aterstone,Bew ley etal.2001,Acosta,Kurinczuketal.2013),nam ely

1.Any w om andyingfrom infectionorsuspectedinfection

2.Any w om anrequiringlevel2 orlevel3 criticalcare(orobstetricHDU typecare)duetoseveresepsisor

suspectedseveresepsis

3.A clinicaldiagnosisofseveresepsis(tw oorm oreofthefollow ing):

a.T em perature>38°C or<36°C m easuredontw ooccasionsatleastfourhoursapart

b.Heartrate>100 beats/m inutem easuredontw ooccasionsatleastfourhoursapart

c.R espiratory rate>20/m inutem easuredontw ooccasionsatleastfourhoursapart

d.W hitecellcount>17x109/L or<4x109/L orw ith>10% im m atureband form s,m easured ontw o

separateoccasions.

P erinealw ound infection: defined according to the P ublic Health England S urveillance definition of

surgicalsiteinfection(S S I)(P ublicHealthEngland(HealthP rotectionAgency)2013),nam ely

S uperficialIncisionalInfection: S S Ithat occursw ithin 30 daysofsurgery,involvesonly the skin or

subcutaneoustissueoftheincisionandm eetsatleastoneofthefollow ingcriteria:

1. P urulentdrainagefrom superficialincision

2. Cultureoforganism sandpuscellspresentin:fluid/tissuefrom superficialincisionorw oundsw ab

from superficialincision

3. Atleasttw osym ptom sofinflam m ation:pain,tenderness,localisedsw elling,redness,heat

AN D EIT HER : 1)incisiondeliberately openedtom anageinfection

O R 2)clinician’sdiagnosisofsuperficialS S I

Deep IncisionalInfection: S S Iinvolving the deep tissues(i.e.fascial& m uscle layers),w ithin 30 daysof

surgery(or1 yearifanim plantisinplace)andtheinfectionappearstoberelatedtothesurgicalprocedure

andm eetsatleastoneofthefollow ingcriteria:

1. P urulentdrainagefrom deepincision(notorganspace)

2. O rganism sfrom cultureandpuscellspresentin:fluid/tissuefrom deepincisionorw oundsw ab

from deepincision

3. Deepincisiondehiscesordeliberately openedandpatienthasatleastonesym ptom of:feveror

localisedpain/tenderness

4. Abscessorotherevidenceofinfectionindeepincision:re-operation/histopathology /radiology

5. Clinician’sdiagnosisofdeepincisionalS S I

O rgan/space Infection: S S Iinvolving the organ/space (otherthan the incision)opened orm anipulated

duringthesurgicalprocedure,thatoccursw ithin30 daysofsurgeryandtheinfectionappearstoberelated

tothesurgicalprocedure& m eetsatleastoneofthefollow ingcriteria:

1. P urulentdrainagefrom drain(throughstabw ound)intoorganspace

2. O rganism sfrom cultureandpuscellspresentin:fluidortissuefrom organ/spaceorsw abfrom

organ/space

3. Abscessorotherevidenceofinfectioninorgan/space:re-operationIhistopathology Iradiology
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4. Clinician’sdiagnosisoforgan/spaceinfection

9.8.Follow -upA ssessm entsandDataCollection

Dataw illbecollectedat:

1. Hospitaldischargeafterdelivery by extractionofinform ationfrom thew om an’sclinicalrecords

by theresearchm idw ife.

2. 6 w eekspost-delivery by telephone interview w ith aresearch m idw ife to obtain inform ation on

the prim ary outcom e,follow ingw hich each w om an w illbe sentapostaloronline questionnaire

(aspreferredby eachw om an)forcollectionofdataonsecondary outcom es.

Any concernsarising from the responseson the follow -up questionnaire w illbe referred to the CIand

actioned appropriately.T ext rem indersforcom pletion w illbe sent asappropriate,w ith the option for

telephone com pletion in the event ofadelayed response to ensure ahigh response rate.Inform ation

aboutany hospitalreadm issionsw illbecollectedfrom hospitalrecordsby theresearchm idw ife.

Dataonthe prim ary outcom ew illbe collected through specifictailored questionnaires.In addition,case

recordsofparticipating w om en w illbe flagged to allow foradditionalcapture ofdatarelevant to the

prim ary outcom e at readm ission to hospital,ifthisoccurs.Basic dem ographic,m edicaland obstetric

detailsw illbecollectedonallw om en,includingdetailsofanyantibiotictreatm entinthesevendaysbefore

delivery.

Dataon m aternalanaphylaxisw illbe collected up untilhospitaldischarge.Dataon othersecondary

outcom esw illbecollectedat6w eekspost-deliveryusingstandardinstrum entsw herepossibleasdetailed

below .

S urgicalS iteinfection(perineal):Identifiedusingtheitem sincludedintheP ublichealthEngland“ surgical

w oundhealingpostdischargequestionnaire” (P ublicHealthEngland(HealthP rotectionAgency)2013).

P erinealpain/use ofpain relief/dyspareunia/ability to sit com fortably to feed the baby/need for

additionalperinealcare/breast feeding: Identified using standard questionsdeveloped forthe HO O P

study (M cCandlish,Bow leretal.1998)andtheP R EVIEW study (Ishm ail,personalcom m unication).

M aternalgeneralhealth:Aselicitedby theEQ -5D-5L (Herdm an,Gudex etal.2011).

Hospitalbed stay/Hospitaland GP visits/W ound breakdow n/antibioticside effects:Identified through

specificquestionsincludedinthem aternalquestionnaire,toincludem edicationsprescribed,criticalcare

adm ission,hospitalinpatientadm issions,outpatientvisits,and m idw ifeand practicenursevisits.Allside

effectsoftheIM P w illberecorded.Know nsideeffectsoftheIM P exam inedw illbeasfollow s:

Com m onsideeffects(affectingm orethan1 inevery 100 w om en):thrush(candida),diarrhoea.
U ncom m on side effects(affecting m ore than 1 in every 1,000 w om en): urticarialrash,itching,nausea,
vom iting,indigestion,dizziness,headache,alteredliverenzym es.
R aresideeffects(affectingm orethan1 inevery 10,000 w om en):erythem am ultiform e,throm bophlebitis
attheinjectionsite,throm bocytopenia,leucopenia.
Frequency unknow n:Anaphylaxis.

Inordertocaptureany additionalrelatedhealthoutcom esafterthe6-w eekspost-delivery,w ew ouldlike

to extract hospitalinpatients,criticalcare,outpatients,and A&E inform ation from HospitalEpisode

S tatistics(HES )orN HS W alesInform aticsS ervice up to 1-yearfollow -up foralltrialparticipants.Explicit

consentforthisw illbesought.
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9.9.Discontinuation/W ithdraw alofP articipantsfrom T rialT reatm ent

Each w om an hastherightto w ithdraw from thetrialfollow -up atany tim e follow ingtheirsingle doseof

antibiotic. U nlessw e obtain consent to continue to use dataat w ithdraw al,the datafor w om en

w ithdraw ing from the trialw illbe excluded from future analyses,w ith the exception ofsafety analyses

(i.e.antibioticside-effects).

T hereasonforw ithdraw alw illberecordedintheeCR F,ifareasonisgiven.

9.10. DefinitionofEndofT rial

T heendoftrialisthedatew henthedatabaseislocked.

10.IN VES T IGA T IO N A L M EDICIN A L P R O DU CT (IM P )

T histrialisclassifiedasatypeA ClinicalT rialofanIM P .

10.1. IM P Description

T rialtreatm ent:asingledoseofintravenousco-am oxiclav(1gam oxicillin/200m gclavulanicacid)

P lacebo: asingledoseofintravenoussterilesaline.

Co-am oxiclav1,000 m g/200 m gpow derforsolution forinjection issupplied asbottlesofsterile pow der

form akingupasaninjectionreconstitutedw ithsterilew aterforinjection,alsosupplied.

P lacebo(0.9% saline)w illbesuppliedas20m lsingleusevialsofclearliquid.R econstitutionisnotrequired.

10.2. S torageofIM P

A stockofpacksw illbe stored centrally on the delivery suite at room tem perature forim m ediate use.

N orm alhospitalpolicy w ithregardstom onitoringofstorageofco-am oxiclavw illapply.

10.3. A ccountability oftheT rialIntervention

Drugpacksw illbeallocatedby selectingthelow estsequentially num beredindistinguishableboxavailable

w ithin the recruitingcentre.P ackuse w illbe recorded by the recruitingsite and review ed by N P EU CT U .

T hetrialinterventionconsistsofasingleintravenousdoseofantibioticorplacebo.A record ofindividual

adm inistrationsw illbekeptand thetim ingofadm inisteringthetrialintervention w illberecorded inthe

eCR F.

10.4. Concom itantM edication

T here are no contra-indicated concom itant m edications. Current clinical protocolsregarding drug
adm inistrationw illnotbealteredby thistrial(apartfrom theadditionaltrialm edication).Allconcom itant
m edicationsw illberecordedintheeventofanim m ediately reportableS eriousAdverseEvent.
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10.5. P ost-trialT reatm ent

T herew illbenoprovisionoftheantibioticbeyondthetrialperiodasitisgivenasasingledoseonly.

11.S A FET Y R EP O R T IN G

11.1. Definitions

Adverse Event

(AE)

Any untow ard m edicaloccurrence in aparticipant to w hom am edicinalproduct has

been adm inistered,including occurrencesw hich are not necessarily caused by or

relatedtothatproduct.

Adverse R eaction

(AR )

Anuntow ard and unintended responseinaparticipanttoaninvestigationalm edicinal

productw hichisrelatedtoany doseadm inisteredtothatparticipant.

T he phrase "response to an investigationalm edicinalproduct" m eansthat acausal

relationship betw een atrialm edication and an AE isatleast areasonable possibility,

i.e.therelationshipcannotberuledout.

Allcasesjudgedby eitherthereportingm edically qualifiedprofessionalortheS ponsor

ashavingareasonablesuspected causalrelationshipto thetrialm edication qualify as

adversereactions.

S erious Adverse

Event(S AE)

A seriousadverseeventisany untow ardm edicaloccurrencethat:

 resultsindeath

 islife-threatening

 requiresinpatienthospitalisationorprolongationofexistinghospitalisation

 resultsinpersistentorsignificantdisability/incapacity

 consistsofacongenitalanom aly orbirthdefect.

O ther‘im portantm edicalevents’ m ay alsobeconsideredseriousifthey jeopardisethe

participantorrequireaninterventiontopreventoneoftheaboveconsequences.

N O T E:T he term "life-threatening" in the definition of"serious" refersto an event in

w hichtheparticipantw asatriskofdeathatthetim eoftheevent;itdoesnotreferto

aneventw hichhypothetically m ighthavecauseddeathifitw erem oresevere.

S erious Adverse

R eaction(S AR )

Anadverseeventthatisbothseriousand,intheopinionofthereportingInvestigator,

believedw ithreasonableprobability tobeduetooneofthetrialtreatm ents,basedon

theinform ationprovided.

S uspected

U nexpected

S erious Adverse

R eaction(S U S AR )

A seriousadversereaction,thenatureand severity ofw hichisnotconsistentw iththe

inform ationaboutthem edicinalproductinquestionsetout:

 in the case ofaproduct w ith am arketing authorisation,in the sum m ary of

productcharacteristics(S m P C)forthatproduct

 in the case ofany otherinvestigationalm edicinalproduct,in the investigator’s

brochure(IB)relatingtothetrialinquestion.
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N B:toavoid confusionorm isunderstandingofthedifferencebetw eentheterm s“ serious” and “ severe” ,

the follow ing note ofclarification isprovided:“ S evere” isoften used to describe intensity ofaspecific

event,w hich m ay be ofrelatively m inorm edicalsignificance.“ S eriousness” isthe regulatory definition

suppliedabove.

11.2. Causality

T herelationshipofeachadverseeventtothetrialm edicationm ustbedeterm inedbyam edicallyqualified

individualaccordingtothefollow ingdefinitions:

U nrelated – w hereaneventisnotconsideredtoberelatedtotheIM P

P ossibly – althougharelationshiptotheIM P cannotbecom pletely ruled out,thenature

ofthe event,the underlying disease,concom itant m edication ortem poralrelationship

m akeotherexplanationspossible.

P robably – thetem poralrelationshipandabsenceofam orelikelyexplanationsuggestthe

eventcouldberelatedtotheIM P .

Definitely – the know n effectsofthe IM P ,itstherapeutic classorbased on challenge

testingsuggestthattheIM P isthem ostlikely cause.

AllAEs(S AEs)labelledpossibly,probably ordefinitely w illbeconsideredasrelatedtotheIM P .

T hefinaldecisionrelatingtocausalitym ustbem adebyam edicallyqualifiedInvestigatorw hoisam em ber

ofthestudy team .

11.3. P roceduresforR ecordingA dverseEventsandR eportingS eriousA dverseEvents

T he safety reporting w indow forthistrialw illbe from adm inistration ofintervention to 6 hourspost

adm inistrationordischarge(w hicheverissooner).AlltrialsrunbytheN P EU ClinicalT rialsU nit(N P EU CT U )

follow the unit’ssafety reporting S tandard O perating P rocedure (S afety R eporting in T rialsusing IM P s).

S pecificarrangem entsforthistrialaresum m arisedasfollow s:

R ecordingadverseevents:

N on-seriousadverseeventsw illnotberoutinely recorded astheIM P isalicensed productw hichisbeing

givenatastandarddose.How everadverseeventsw hicharepartofthestudy outcom esw illberecorded

intheCR F.

R eportingS eriousA dverseEvents

AllS AEsw illbe reported im m ediately,atleastw ithin 24 hours;exceptthe follow ing S AEsw hich are not

consideredtobecausally relatedtothetrialintervention:

 Birthdefect/congenitalanom aly

 Hypertensivedisorderofpregnancy (e.g.pre-eclam psia/eclam psia)

 P P H w ithonsetbeforetheintervention
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T he S AEsnoted above that are not considered due to the trialintervention do not require reporting

becausetheseeventsoccurredpriortothetrialinterventionbeingadm inistered.

P rocedureforim m ediatereportingofS eriousA dverseEvents

 S itestudy staffw illreportallS AEsexceptthosenotconsideredtocausally relatedtothetrial

intervention(listedabove)toN P EU CT U im m ediately,atleastw ithin24 hoursoftheresearch

sitebecom ingaw areoftheevent.

 S AEscanbereported inoneofthefollow ingw ays:

i. usingtheClinicalDatabaseO penClinica© ,only staffw ithaccesstoO penClinica© m ay

reportS AEsin thisw ay,site staffw illbe required to printoffthe O penClinica© S AE

form and obtaintheinform ation and signatureoftheS tudy Cliniciancarryingoutthe

causality assessm ent.

ii. by com pletingan S AEform w hich isem ailed orfaxed to N P EU CT U .P apercopiesw ill

beavailablew iththetrialdocum entationtoenableanyonetoreportanS AE.

 Follow -upinform ationshouldbereportedonanew S AEform andthisforw ardedtotheN P EU

CT U by faxorem ailorreported usingO penClinica© .

 T heChiefInvestigatororsafety delegatew illreview allS AEsandassessesthecausality and

expectednessoftheeventinrelationtotheR eferenceS afety Inform ationfortheInvestigational

M edicinalP roduct.

 R eview ofS AEsw illbetim ely,takingintoaccountthereportingtim eforapotentialS U S AR .

 S itestudy staffw illreceivetrainingonthesafety reportingprocessdefinedintheprotocolat

theirsiteinitiationcontact.

11.4. Expectedness

Expectednessw illbedeterm ined accordingtotheup-to-dateS um m ary ofP roductCharacteristicsforco-

am oxiclav.

11.5. S U S A R R eporting

AllS U S AR sw illbereported by N P EU CT U to the relevantCom petentAuthority and to theR EC and other

partiesasapplicable.Forfatalandlife-threateningS U S AR S ,thisw illbedonenolaterthan7calendardays

afterthe S ponsorordelegate isfirst aw are ofthe reaction.Any additionalrelevant inform ation w illbe

reported w ithin8 calendardaysoftheinitialreport.AllotherS U S AR sw illbereported w ithin15 calendar

days.

T reatm entcodesw illbeunblindedforspecificparticipants.

P rincipalInvestigatorsw illbe inform ed ofallS U S AR sforthe relevant IM P forallstudiesw ith the sam e

S ponsor,w hetherornottheeventoccurredinthecurrenttrial.

11.6. S afety M onitoringCom m ittee

T heDataM onitoringCom m ittee(see15.6)w illberesponsibleforsafetym onitoring.T heDM C w illconduct

areview ofallim m ediatelyreportedS AEsateachm eetingandcum ulativelytoevaluatetheriskofthetrial

continuingandtakeappropriateactionw herenecessary.
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11.7. Developm entS afety U pdateR eports

T he CIw illsubm it(in addition to theexpedited reportingabove)DS U R sannually throughoutthetrial,or

onrequesttotheCom petentAuthority (M HR A intheU K),EthicsCom m ittee,HostN HS T rustandS ponsor.

12.S T A T IS T ICS

A S tatisticalAnalysisP lan w illbe produced separately,priorto unblinding ofdataforthe first interim

analysis,tobeapprovedbytheT S C follow ingreview andcom m entsfrom theDM C.T hisS tatisticalAnalysis

P lanw illdetailthefrequency oftheinterim analysesfortheDM C.

12.1. T heN um berofP articipants

Existingliteraturesuggestsaconservativeestim ateofthebackgroundrateofm aternalinfectionfollow ing

operativedeliveryof4% (L iabsuetrakul,Choobunetal.2004).W ehaveassum edanestim atedrelativerisk

reduction of50% in thisrate w ith antibioticsto 2% in the treatm ent arm (the single trialrelating to

operativedelivery suggestsagreaterreductionthanthis,butthisrateofreductionisbased onthatseen

in the m ore robust antibioticprophylaxisforcaesarean section trials(S m ailland Gyte 2010)).T o detect

such adifference w ith 90% statisticalpow eratthe tw o-sided 5% levelofsignificance requires1,626 per

group;w ith an estim ated 5% lossto follow -up the trialw ould require 1,712 pergroup,atotalof3,424

w om en.T heplannedrecruitm entcurveisshow ninAppendix A.

12.2. DescriptionofS tatisticalM ethods

Dem ographicand clinicaldataw illbesum m arised w ithcountsand percentagesforcategoricalvariables,

m eans(standarddeviations)fornorm allydistributedcontinuousvariablesandm edians(w ithinterquartile

orsim pleranges)forothercontinuousvariables.

W om enw illbeanalysedinthegroupstow hichthey w ererandom ly assigned,com paringtheoutcom eof

allw om enallocated toactivetreatm entw ithallthoseallocated to placebo,regardlessofdeviationfrom

theprotocolortreatm entreceived(referredtoastheIntentiontoT reat(IT T )population).

Forthem ainanalyses,binaryoutcom esw illbereportedusingunadjustedriskratios,w hilstapproxim ately

norm ally distributed continuousoutcom esw illbe analysed usingat-testand reported usingunadjusted

m ean differences.Forexcessively skew ed continuousoutcom esm edian differencesw illbe presented

instead. 95% CIsw illbe presented foranalysesofthe prim ary outcom e and 99% CIsforsecondary

outcom es.Any sensitivity analysesrequiringadjustm entw illbe perform ed usinglogbinom ialregression

forbinary outcom esandlinearregressionforcontinuousoutcom es.

L ossto follow -up isexpected to be am axim um of5% forshort-term outcom esup to six w eeks.A pre-

specifiedsensitivityanalysisw illbeundertaken,exam iningtheprim aryoutcom erestrictedtow om enw ho

hadnotreceivedantibioticsinthesevendayspriortodelivery,incaseanym askingofaprophylacticeffect

isoccurringby inclusionofpre-treatedw om en.

S ince random isation isperform ed w ithoutm inim isation orstratification the prim ary analysisw illnotbe

adjusted forotherfactors,how ever,asensitivity analysisw illbeconducted includingcentreasarandom

effect.
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12.3. T heL evelofS tatisticalS ignificance

T w osidedstatisticaltestingw illbeperform edthroughout.A 5% levelofstatisticalsignificancew illbeused

foranalysesoftheprim ary outcom e,and1% forsecondary outcom es.

12.4. Early T rialCessation

A recom m endation m ay bem ade by theDataM onitoringCom m ittee to the T rialS teeringCom m ittee to

stopthetrialearly follow ingreview ofinterim analysisorevidencefrom otherrelevantstudiesbecom ing

available.Guidelinesforthe early cessation ofthe trialw illbe agreed w ith the DM C and docum ented in

theDM C Charter.

12.5. Dealingw ithM issingData.

M issingdataasaresultofw om enbeinglosttofollow -upisexpectedtobem inim al.Allreasonableefforts

w illbe taken to m inim ise lossto follow -up w hich isexpected to be no m ore than 5% .W om en forw hom

no follow -up prim ary outcom e dataare received w illbe com pared to w om en w ith dataon dem ographic

and clinicalcharacteristicsto assessany potentialbiasdue to the im pactofthem issingdata.Asthere is

expectedtobealinkbetw eenoutcom eandlosstofollow -up,im putationtechniquesw illnotprovideany

m eaningfulinform ation.

12.6. P roceduresforR eportingany Deviation(s)from theO riginalS tatisticalP lan

Alldeviationsfrom theoriginalstatisticalplanw illbereportedinthefinalreport,asappropriate.

13.DA T A M A N A GEM EN T

13.1. S ourceData

S ourcedocum entsarew heredataarefirstrecorded,andfrom w hichparticipants’ eCR Fdataareobtained,

w hetherelectronicorpaperrecords.T hese include,butare notlim ited to,hospitalrecords(from w hich

m edicalhistory and previousand concurrentm edicationm ay besum m arised into theeCR F),clinicaland

officecharts,laboratory andpharm acy records,diaries,m icrofiches,radiographsandcorrespondence.

eCR Fentriesw illbeconsideredsourcedataiftheeCR Fisthesiteoftheoriginalrecording(e.g.thereisno

otherw rittenorelectronicrecordofdata). Alldocum entsw illbestoredsafely inconfidentialconditions.

O n alltrial-specificdocum ents,otherthan the signed consent,the participantw illbe referred to by the

trialparticipantnum ber/code,notby nam e.

13.2. A ccesstoData

Direct accessw illbe granted to authorised representativesfrom the S ponsor,host institution and the

regulatory authoritiestoperm ittrial-relatedm onitoring,auditsandinspections.
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13.3. DataR ecordingandR ecordKeeping

Alltrialdataw illbeenteredintoeCR Fs.S O P sareinplaceforthecollectionandhandlingofdatareceived

at the N P EU CT U .T he CIw illtake overallresponsibility forensuring that each participant’sinform ation

rem ainsconfidential. Allpaper docum entsw illbe stored securely and kept in strict confidence in

com pliancew iththeDataP rotectionAct(1998).DatacollectedontheeCR Fsw illbestoredinanelectronic

databaseinw hichtheparticipantw illbeidentifiedonly byatrialspecificnum ber.T hew om an’snam eand

any otheridentifying detailsw illbe stored in aseparate database linked only by the trialnum ber.After

the trialhasbeen com pleted and the reportspublished,the dataw illbe archived in asecure physicalor

electroniclocationw ithcontrolledaccess.

S toragew illbeonarestrictedareaofafileserver.T heserverisinasecurelocationandaccessisrestricted

to afew nam ed individuals.Accessto the buildingin w hich the N P EU CT U issituated isviaan electronic

tagandindividualroom sarekeptlockedw henunoccupied.Authorisationtoaccessrestrictedareasofthe

N P EU netw orkisasdescribedintheN P EU security policies.

Dataw illbe processed on aw orkstation by authorised staff. T he com puterw orkstationsaccessthe

netw orkviaaloginnam eandpassw ord(changedregularly).N odataarestoredonindividualw orkstations.

Backingupisdoneautom aticallyovernighttoanoffsitestoragearea.T helocationoftheback-upcom puter

isin aseparate departm ent w hich haselectronictag access.Accessto the room in w hich the back-up

m achineislocatedisviaakey-padsystem .

Allessentialdocum entsw illberetainedforatleast5yearsafterthecom pletionofstudy-relatedactivities,

orforalongerperiod w here so required e.g.geneticstudiesornationallaw s,asspecified in the N P EU

archivingS O P .

14.Q U A L IT Y A S S U R A N CEP R O CEDU R ES

14.1. R iskA ssessm ent

N P EU CT U hasperform ed ariskassessm entofthe trialpriorto com m encem entthatw illbe review ed at

regularintervalsduringthecourseofthetrial.T hisisatrialinvolvingam edicinalproductlicensed inthe

U Krelatedtothelicensedrangeofindications,dosageandform ;itisproposedthatthetrialbeconsidered

tobeofT ypeA (risknohigherthanthatofnorm alclinicalpractice).

14.2. N ationalR egistrationS ystem s

Allw om enrecruitedintoAN O DEw illbe‘flagged’ afterdischargetoconfirm statususingrecordsheldand

m aintainedby T heHealthandS ocialCareInform ationCentreandothercentralU KN HS bodies.

14.3. S iteInitiationandT raining

S tart-up visitsateach participatingcentreto ensure trainingin trialproceduresw illbe perform ed either

in person orrem otely before recruitm entofw om en isperm itted.R egularsite visitsw illbe m ade by the

L ocalR esearchM idw ife(L R M )toensureadherencetotheprotocolandtodealw ithanyspecificsiteissues.

S tudy daysw illbe undertaken to ensure that doctorsand m idw ivesinvolved w ith the study are fully

apprisedofissuessuchasinform edconsent,datacollection,follow -up,andchangingregulations.



DateandversionN o: Version5.0,01/12/2017

P age30 of39

14.4. DataCollectionandP rocessing

Alltrialdataw illbecollectedusingbespokeeCR Fs.Dataw illbeprocessedinlinew iththeN P EU CT U Data

M anagem entS O P s,usingvalidateddatam anagem entsystem stoensureconsistency,viability,andquality

ofthedata.Itisthenstoredinlinew iththeDataP rotectionAct(1998).

14.5. CentralandS iteM onitoring

A m onitoringplan forthe trial,includingresponsibilities,w illbe developed in lightofany risksidentified

intheriskassessm ent,priortothestartofrecruitm ent.

15.T R IA L GO VER N A N CE

15.1. S iteR esearchandDevelopm entApproval

Individualsitesw illonly com m ence recruiting participantsonce they receive approvalfrom N HS T rust

R esearchandDevelopm ent(R &D)O ffices.ApplicationstoR &D officesw illbesubm ittedthroughtheN IHR

Co-ordinatedS ystem forgainingN HS perm ission.

15.2. T rialS ponsor

T heU niversity ofO xfordisthenom inatedsponsorforthetrial.

15.3. Co-ordinatingCentre

T he trialco-ordinatingcentre w illbeatthe N P EU CT U ,U niversity ofO xford w here theT rialCo-ordinator

w ill be based. T he N P EU CT U w ill be responsible for all trial program m ing,random isation and

m anagem ent,conductingstatisticalanalyses,servicingboththeDM C and T S C,and,incollaborationw ith

theCIandtheT rialR esearchN urse,fortheday-to-dayrunningofthetrialincludingrecruitm entofcentres

andtrainingofstaff.

15.4. P rojectM anagem entGroup

T he trialw illbe supervised on aday-to-day basisby the P M G.T hisgroup reportsto the T S C w hich is

responsible to the trialsponsor.At each participating centre,alocalP Iw illreport to the P M G viathe

projectfundedstaffbasedattheN P EU CT U .

T hecoreP M G w illconsistoftheCIandN P EU CT U staffincludingbutnotlim itedto:

 N P EU CT U Director

 S eniorT rialsM anager

 T rialsP rogram m er

 T rialCoordinator

 T rialS tatistician

 Adm inistrator/DataM anager

T he core P M G w illm eetregularly (atleastm onthly).Every 3– 4 m onthsthe ClinicalInvestigators’ Group,

(CIG)w illm eet.T hisw illcom priseallco-applicantsandm em bersofthecoreP M G.
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15.5. T rialS teeringCom m ittee

T rialS teering Com m ittee (T S C) w illinclude an independent chair,at least tw o other independent

m em bers,aP P Irepresentative(s),andtheChiefinvestigator,joinedbyobserversfrom theN P EU CT U .T he

HT A program m em anagerw illbeinvitedtoattendallT S C m eetings.

15.6. DataM onitoringCom m ittee

A DM C independentoftheapplicantsandoftheT S C w illreview theprogressofthetrialatleastannually

andprovideadviceontheconductofthetrialtotheT S C and(viatheT S C)totheHT A program m em anager.

T heDM C w illactaccordingtoitsCharter,w hichw illbeagreedatitsfirstm eeting.

16.S ER IO U S BR EA CHES

T he M edicinesforHum an U se (ClinicalT rials)R egulationscontain arequirem ent forthe notification of

"seriousbreaches"totheM HR A w ithin7 daysoftheS ponsorbecom ingaw areofthebreach.

A seriousbreachisdefinedas“ A breachofGCP orthetrialprotocolw hichislikely toaffecttoasignificant

degree–

(a)thesafety orphysicalorm entalintegrity ofthesubjectsofthetrial;or

(b)thescientificvalueofthetrial” .

In the eventthataseriousbreach issuspected the S ponsorm ustbe contacted w ithin 1 w orking day.In

collaboration w ith the CI,the seriousbreach w illbe review ed by the S ponsorand,ifappropriate,the

S ponsorw illreportitto the R EC com m ittee,R egulatory authority and the N HS hostorganisation w ithin

sevencalendardays.

17.ET HICA L A N D R EGU L A T O R Y CO N S IDER A T IO N S

17.1. DeclarationofHelsinki

T heInvestigatorw illensurethatthistrialisconductedinaccordancew iththeprinciplesoftheDeclaration

ofHelsinki.

17.2. GuidelinesforGoodClinicalP ractice

T heInvestigatorw illensurethatthisstudy isconductedinaccordancew ithrelevantregulationsandw ith

GoodClinicalP ractice.

17.3. A pprovals

T heprotocol,inform edconsentform ,participantinform ationsheetandanyproposedadvertisingm aterial

w illbesubm ittedtoanappropriateR esearchEthicsCom m ittee(R EC),regulatoryauthorities(M HR A inthe

U K),thefunder,andhostinstitution(s)forw rittenapproval.

T he Investigator w illsubm it and,w here necessary,obtain approvalfrom the above partiesfor all

substantialam endm entstotheoriginalapproveddocum ents.
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17.4. R eporting

T he CIshallsubm itonce ayearthroughoutthe clinicaltrial,oron request,P rogressR eportsto the R EC,

hostorganisationandS ponsor. S ixm onthly progressreportsw illbesubm ittedtothefunder.Inaddition,

an End ofT rialnotification and finalreport w illbe subm itted to the M HR A,the R EC,host organisation,

funderandS ponsor.

17.5. P articipantConfidentiality

T hetrialstaffw illensurethatparticipantanonym ity ism aintained.Alldocum entsw illbestored securely

and only accessibleby trialstaffand authorised personnel.T hetrialw illcom ply w iththeDataP rotection

Act,w hichrequiresdatatobeanonym isedassoonasitispracticaltodoso.

17.6. ExpensesandBenefits

T herearenointendedpaym entsorotherbenefitstoparticipants.

18.FIN A N CEA N D IN S U R A N CE

18.1. Funding

T he N ationalInstitute forHealth R esearch (N IHR )Health T echnology Assessm ent (HT A)program m e is

fundingthetrial.

18.2. Insurance

T heU niversityhasaspecialistinsurancepolicyinplacew hichw ouldoperateintheeventofanyparticipant

sufferingharm asaresultoftheirinvolvem entintheresearch(N ew lineU nderw ritingM anagem entL td,at

L loyd’sofL ondon). N HS indem nity operatesinrespectoftheclinicaltreatm entw hichisprovided.

19.P U BL ICA T IO N P O L ICY

T hesuccessofthetrialdependsonalargenum berofm idw ives,obstetriciansandanaesthetists.Creditfor

thestudyfindingsw illbegiventoallw hohavecollaboratedandparticipatedinthestudyincludingalllocal

co-ordinatorsand collaborators,m em bersof the trialcom m ittees,the N P EU CT U ,and trialstaff.

Authorship at the head ofthe prim ary resultspaperw illtake the form [nam e],[nam e]… and [nam e] on

behalfoftheAN O DECollaborativeGroup,w herenam edauthorsform partofthew ritingcom m ittee.T he

w riting w illbe the responsibility ofthe w riting com m ittee w hich it isanticipated w illinclude allofthe

investigators.N am ed authorsw illbe listed in the follow ing order:individualresponsible forcom pleting

thefirstdraftofthepaper,leadanalyst,allotherm em bersofthew ritingcom m itteeinalphabeticalorder,

leadsupervisingauthor.Allothercontributorstothestudyw illbelistedattheendofthereport,w iththeir

contributiontothestudy identified.

T hose responsible for other publicationsreporting specific aspectsof the study,such asdetailed

m icrobiologicaloutcom es,m ayw ishtoutiliseadifferentauthorshipm odel.Decisionsaboutauthorshipof

additionalpapersw illbediscussedandagreedby thetrialinvestigatorsandtheT S C.
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W om enw illbesentasum m ary oftrialpublicationsifthey w ish,w hichw illcontainfullreferences.A copy

ofthejournalarticlew illbeavailableonrequestfrom theCI.
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21.A P P EN DIX A: P L A N N ED R ECR U IT M EN T
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22.A P P EN DIX B: A M EN DM EN T HIS T O R Y

A m endm ent
N o.

P rotocol
VersionN o.

Dateissued A uthor(s) of
changes

DetailsofChangesm ade

N /A Version2.0 N /A Changesm ade of
behalfofP M G

S ubsequenttoP rotocolVersion1.0
beingapprovedby R EC theM HR A
requestedseveraleditstothe
AN O DEP rotocolw henitw as
subm ittedaspartoftheinitial
ClinicalT rialsAuthorisation(CT A)
application.T heseeditsw erem ade
tocreateVersion2.0 17th O ctober
2015 (seesum m ary ofchanges
below ).Version2.0 17th O ctober
2015 w asapprovedby theM HR A
andCT A hasbeenaw arded(CT A
acceptanceletterdated29th

O ctober2015).

T hefollow ingchangeshavebeenm adetocreateP rotocolVersion2.0 17th O ctober2015:

8.3.ExclusionCriteria(page16)
T he exclusion criterion w asam ended to exclude allparticipantsw ho have the contraindicationslisted in
theS m P C forCo-am oxiclavasrequestedby theM HR A.

R eporting S eriousA dverse Events(S A Es)and P rocedure forim m ediate reporting ofS eriousA dverse
Events(pages25-26):
T hesectionw asam endedinresponsetoarequestm adebytheM HR A onreview ingtheinitialAN O DECT A
application:

'T he protocolstating som e seriousadverse events(S AEs) exem pted from im m ediate reporting to the
sponsor isnot acceptable. According to Article 16(1) ofDirective 2001/20/EC and CT -3,N o. 20,the
investigatorm ustreportallS AEsim m ediately tothesponsorw ithin24 hoursofaw areness,irrespectiveof
causalrelationship.T herefore,theexem ptionsm ustberem oved.'

Editsw erem adeto addressthispoint;thelistofS AEsw hicharenotconsidered to becausally related to
the trialintervention,w ere agreed w ith P rofessorBhattacharyachairofthe AN O DE DataM onitoring
Com m ittee.T he S AE reportingprocedure w asalso am ended to include the ability to reportS AEsviathe
ClinicalDatabaseO penClinica© onpage26.

L istedbelow arealleditsreview ed by theM HR A priortotheCT A beinggranted (AN O DEP rotocolVersion
2.0):

1. T heEthicsR eferencenum berw asbeenaddedtopage1.
2. S ocialcarevisitsw ererem ovedfrom thesecondary outcom es;they hadbeenincludedinerror.
3. T hespellingofam oxicillinhasbeenm adeconsistentthroughoutthedocum ent.
4. T hedurationofthestudy onpage16 w asam endedtoreflectchangesm adetotherecruitm entstart

date(changedfrom the1stS eptem ber2015 to1stDecem ber2015).
5. A referencew asdeletedonpage34 oftheP rotocolbecauseitw asduplicatedinerror.
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1 Version3.0 06/01/16 Changesm ade of
behalfofP M G

S ubstantialam endm ent1 w as
review edby bothR EC andM HR A.

T hefollow ingchangeshavebeenm adetocreateP rotocolVersion3.0 3rd Decem ber2015:

8.3.ExclusionCriteria(page16)
Inthepoint‘N otethatreceivingantenatalorpostnatalantibioticse.g.form aternalGroupB S treptococcal
carriage orprolonged rupture ofm em branes,isnot areason forexclusion ifthere isno indication for
ongoing antibioticprescription post-delivery.’ the w ords‘orpostnatal’ have been rem oved because this
w ordingw asincorrectandcontradictstheprevioussentence.

R eporting S eriousA dverse Events(S A Es)and P rocedure forim m ediate reporting ofS eriousA dverse
Events(pages25-26):
W ording am ended im prove consistency and to m ake it clearthat eventsw hich com m ence priorto the
adm inistrationofthetrialInterventiondonotrequirereportingasanS AE.

9.5. R andom isation,blindingandcode-breaking(pages20)
T exteditedregardingbalanceandunpredictability from 'w ithincentre'to'overall'by T rialS tatistician.

T exteditedtoshow thatanem ergencycode-breakingprocedurew illnotberequired;asonlyasingledose
ofco-am oxiclavw illbeadm inistered thereisnoneed to code-breakiffurtherantibioticsarerequired. If
aw om an w asto have an anaphylacticreaction she w ould be treated asifshe hasbeen given the active
drug.

O thereditstotheP rotocolinVersion3.0 arelistedbelow :

1. T helistofInvestigatorshasbeenrem ovedfrom thecoverpagetom aketheP rotocolclearerand
toensurethattheAN O DET rialteam attheClinicalT rialsU nitareapproachedw ithany P rotocol
queriesinthefirstinstanceratherthanaCo-investigator.T heInvestigatorsw illbelistedonthe
AN O DEw ebsite.

2. T heconfidentiality statem enthasbeenrem ovedfrom page2 astheP rotocolisnolonger
confidentialandisavailablepublicly.

4 Version4.0 22/04/16 Changesm ade of
behalfofP M G

Changeslistedbelow

T hefollow ingchangeshavebeenm adetocreateP rotocolVersion4.0 22nd April2016:

S ection7.0 T rialDesign(page15)
Editstothissectionhavebeenm adetospecify exactly w how illnotbeblindedtoallocationtoclarify that
thisalso includesthe person responsible for checking the intervention. T he people not blinded to
intervention w illbe the person w ho prepared the trialintervention and the person w ho checksthe
interventionpriorto adm inistration.T rainingw illbeprovided to allunblinded staffontheim portanceof
m aintainingblindingandunblindedstaffw illnotbeinvolvedinthecollectionofoutcom esinform ation.

O thereditstotheAN O DEP rotocol
- P age1 -IS R CT N addedandsignatureblocksfortheChiefInvestigatorandtheS tatisticianhavebeen

rem oved;they w illbedocum entedseparately andfiledw iththeP rotocolintheT rialM asterFile.
- Globaledit-w hereHospitalEpisodeS tatistics(HES )isreferenced'orN HS W alesInform aticsS ervice'

hasbeenadded.HES w illbeaccessedforparticipantsrecruitedinEngland;N HS W alesInform atics
S ervicew illbeaccessedforthoseparticipantsrecruitedinW ales.

- P ages15-16 andAppendixA -durationofstudy editedtoreflectthechangeinstartdateagreedw ith
theHT A.
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- P age19 -editedtoclarify thattheoriginalsignedconsentform sw illbesentthecoordinatingcentre
andacopy retainedatsite.

- P age20 -section9.5 editedtoclarify therolesoftheS eniorT rialsS tatisticianandtheS eniorT rial
P rogram m erw ithregardtotheirresponsibilitiesregardingtherandom isationschedulegeneration.

13 Version5.0 30/11/17 Changesm ade of
behalfofP M G

Changeslistedbelow

T hefollow ingchangeshavebeenm adetocreateP rotocolVersion5.0 30th N ovem ber2017:

A m endm enttothedefinitionoftheprim ary outcom e(pages7,9 (inflow chart),14 and20)
P rim ary outcom erefinedtotheam endedtextbelow :

 A new prescriptionofantibioticsforpresum edperinealw ound-relatedinfection,endom etritisor

uterineinfection,urinary tractinfectionw ithsystem icfeaturesorothersystem icinfection

 Confirm edsystem icinfectiononculture

 Endom etritisasdefinedby theU S CentersforDiseaseControlandP revention(CentersforDisease
ControlandP revention2013)

T rialtim elineupdated toreflected changesfollow inganextensiontothedurationofthetrial(page16
andpage39)

12.2 DescriptionofS tatisticalM ethods(page27)
The statistics section of the protocol has been updated to make it consistent with the current strategy
detailed in the statistical analysis plan as requested by the ANODE Data Monitoring Committee in a meeting
held on the the 27th November 2017.

P rotocolam endm entsm ust be subm itted to the S ponsorforapprovalpriorto subm ission to the R EC

com m itteeorM HR A.


