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SUMMARY	

Background	

Preterm	birth	is	a	global	health	priority.	Using	a	progestogen	during	high-risk	pregnancy	could	reduce	PTB	and	

adverse	neonatal	outcomes.	

	

Methods	

Systematic	review	of	randomised	trials	comparing	vaginal	progesterone,	intramuscular	17-

hydroxyprogesterone	caproate	(17-OHPC),	or	oral	progesterone	with	control,	or	with	each	other,	in	

asymptomatic	women	at	risk	of	preterm	birth.	We	identified	published	and	unpublished	trials	that	completed	

primary	data	collection	before	July	30,	2016	(12	months	before	data	collection	began)	by	searching	MEDLINE,	

Embase,	CINAHL,	the	Maternity	and	Infant	Care	Database,	and	relevant	trial	registers	between	inception	and	

July	30,	2019.	Trials	of	progestogen	to	prevent	early	miscarriage	or	immediately-threatened	preterm	birth	

were	excluded.	Individual	participant	data	were	requested	from	investigators	of	eligible	trials.	Outcomes	

included	preterm	birth,	early	preterm	birth,	and	mid-trimester	birth.	Adverse	neonatal	sequelae	associated	

with	early	births	were	assessed	using	a	composite	of	serious	neonatal	complications,	and	individually.	Adverse	

maternal	outcomes	were	investigated	as	a	composite	and	individually.		Individual	participant	data	were	

checked	and	risk	of	bias	assessed	independently	by	two	researchers.		Primary	meta-analyses	used	one-stage	

generalised	linear	mixed	models	that	incorporated	random	effects	to	allow	for	heterogeneity	across	trials.		

	

Findings	

Initial	searches	identified	47	eligible	trials.	Individual	participant	data	were	available	for	30	of	these	trials.	An	

additional	trial	was	later	included	in	a	targeted	update.	Data	were	therefore	available	from	a	total	of	31	trials	

(11,644	women	and	16,185	offspring).	Trials	in	singleton	pregnancies	included	mostly	women	with	previous	

spontaneous	preterm	birth	or	short	cervix.	Preterm	birth	before	34	weeks	was	reduced	in	such	women	who	

received	vaginal	progesterone	(nine	trials,	769	women;	relative	risk	[RR]	0·78,	95%		CI	0·68–0·90),		17-OHPC	

(five	trials,	3,053		women;	0·83,	0·68–1·01),		and	oral	progesterone	(two	trials,	183	women;	0·60,	0·41–0·90).		

Results	for	other	birth	and	neonatal	outcomes	were	consistently	favourable,	but	less	certain.	A	possible	

increase	in	maternal	complications	was	suggested,	but	this	was	uncertain.	We	identified	no	consistent	

evidence	of	treatment	interaction	with	any	participant	characteristics	examined,	although	analyses	within	

subpopulations	questioned	efficacy	in	women	who	did	not	have	a	short	cervix.	Trials	in	multifetal	pregnancies	

mostly	included	women	without	additional	risk	factors.	For	twins,	vaginal	progesterone	did	not	reduce	

preterm	birth	before	34		weeks		(eight	trials,		2046		women:	RR	1·01,		95%		CI		0·84–1·20)		nor	did		17-OHPC		

for	twins	or	triplets	(eight	trials,	2253	women:	1·04,	0·92–1·18).	Preterm	premature	rupture	of	membranes	

was	increased	with	17-OHPC	exposure	in	multifetal	gestations	(rupture	<34	weeks	RR	1·59,	95%	CI	1·15–2·22),	

but	we	found	no	consistent	evidence	of	benefit	or	harm	for	other	outcomes	with	either	vaginal	progesterone	

or	17-OHPC	

	

Interpretation	

Vaginal	progesterone	and	17-OHPC	both	reduced	birth	before	34	weeks’	gestation	in	high-risk	singleton	

pregnancies.	Given	increased	underlying	risk,	absolute	risk	reduction	is	greater	for	women	with	a	short	cervix,	

hence	treatment	might	be	most	useful	for	these	women.	Evidence	for	oral	progesterone	is	insufficient	to	

support	its	use.	Shared	decision	making	with	woman	with	high-risk	singleton	pregnancies	should	discuss	an	

individual’s	risk,	potential	benefits,	harms	and	practicalities	of	intervention.	Treatment	of	unselected	

multifetal	pregnancies	with	a	progestogen	is	not	supported	by	the	evidence.	

	

Funding: Patient-Centered	Outcomes	Research	Institute	(PCORI):	PPA-1608-35707				

Registration:	This	meta-analysis	is	registered	with	PROSPERO,	CRD42017068299.	 	
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Evidence	before	this	study	

Preterm	birth	is	the	most	common	cause	of	neonatal	morbidity	and	mortality	globally,	and	it	is	unclear	if	

giving	a	progestogen	during	pregnancy	to	asymptomatic	women	at	high	risk	of	preterm	birth	reduces	the	

risk	of	preterm	birth.	Previous	reviews	focused	on	a	single	form	of	progestogen	in	at-risk	subpopulations,	

and	no	individual	participant	data	(IPD)	meta-analysis	of	17-hydroxyprogesterone	caproate	(17-OHPC)	in	

single	gestation	pregnancies	had	been	done.	We	considered	published	and	unpublished	trials	that	

completed	primary	data	collection	before	July	31,	2016,	(12	months	before	data	collection	began).	We	

searched	MEDLINE,	Embase,	CINAHL,	the	Maternity	and	Infant	Care	Database,	and	relevant	trial	registers,	

with	a	final	search	date	of	July	30,	2019.	Trialists	were	invited	to	identify	additional	trials.	Received	IPD	were	

checked	thoroughly	and	risk	of	bias	was	assessed.	

	

Added	value	of	this	study	

We	included	participant-level	data	from	31	trials,	including	more	than	11,000	women	and	16,000	offspring,	

in	the	largest	IPD	meta-analysis	of	progestogens	used	to	prevent	preterm	birth	to	date.	Included	trials	were	

generally	at	low	risk	of	bias.	For	the	high-risk	population	included	in	trials	of	singleton	pregnancies	

(predominantly	participants	with	a	previous	spontaneous	preterm	birth	or	sonographic	short	cervix),	

analyses	showed	that	both	vaginal	progesterone	and	17-OHPC	reduced	the	risk	of	preterm	birth	before	34	

weeks	compared	with	control.	Evidence	of	benefit	in	reducing	preterm	birth	before	34	weeks	was	more	

certain	for	vaginal	progesterone,	but	there	was	no	clear	evidence	that	either	vaginal	progesterone	or	17-

OHPC	was	superior.	A	consistent	direction	of	benefit	was	noted	for	other	birth	and	neonatal	outcomes,	

including	preterm	birth	before	28	weeks,	preterm	birth	before	37	weeks,	perinatal	mortality,	and	composite	

serious	neonatal	complications.	We	noted	possible	variations	in	the	size	of	treatment	effect	by	risk	factor,	

but	there	was	no	conclusive	evidence	that	the	relative	effect	of	treatment	varied	according	to	participant	

characteristics	within	our	high-risk	dataset.	There	was	no	evidence	of	benefit	in	unselected	multifetal	

pregnancies,	although	our	dataset	included	few	women	with	both	multifetal	gestation	and	other	risk	

factors,	such	as	short	cervix.	

	

Implications	of	all	the	available	evidence	

Vaginal	progesterone	and	17-OHPC	both	reduced	birth	before	34	weeks	in	high-risk	singleton	pregnancies.	

Given	increased	underlying	risk,	absolute	risk	reduction	is	greater	for	women	with	a	short	cervix,	hence	

treatment	might	be	most	useful	for	these	women.	Maternal	complications	were	possibly	increased	with	

exposure,	indicating	a	need	for	further	study	of	safety.	Additional	evaluation	of	long-term	infant	outcomes	

is	also	required.	Further	investigation	of	women	with	a	previous	preterm	birth	and	longer	cervical	length	

(>30	mm)	might	be	required	to	substantiate	that	the	risk–benefit	ratio	in	this	group	is	clinically	favourable.	

Evidence	for	oral	progesterone	was	insufficient	to	support	clinical	decision	making.	Shared	decision	making	

with	women	with	a	high-risk	singleton	pregnancy	should	discuss	individual	risk,	potential	benefits,	harms,	

and	practicalities	of	intervention.	Treatment	of	unselected	multifetal	pregnancies	with	a	progestogen	is	not	

supported	by	the	evidence.	
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INTRODUCTION	

	

Preterm	birth	is	the	most	common	cause	of	neonatal	morbidity	and	mortality	globally,	with	rates	

ranging	from	5%	in	European	to	18%	in	African	countries.
1
	Infants	born	prematurely	are	at	greater	

risk	of	difficulties	at	birth,	health	problems	during	infancy,	and	death	during	their	first	year.
2
	They	

are	more	likely	to	experience	long-term	health	problems	such	as	cerebral	palsy,	epilepsy,	cognitive	

disability,	blindness	or	hearing	loss.	Preterm	birth	can	have	important	economic	consequences	for	

families	as	well	as	for	payers	and	purchasers	of	health	care.
3,4
	Reducing	rates	of	preterm	birth	could	

therefore	accrue	significant	health	and	fiscal	benefits	globally.		

	

Endogenous	progesterone	is	important	in	maintaining	pregnancy,	and	decline	of	progesterone	

activity	is	believed	to	play	a	role	in	the	onset	of	labour.	Progestogens	(compounds	with	

progesterone-like	action)	have	been	regarded	as	promising	therapeutic	agents	since	the	1960s	and	

may	compensate	for	functional	decline	in	progesterone	levels	in	gestational	tissue	or	counter	the	

inflammatory	response	leading	to	PTB.
5
	Natural	progesterones	are	similar	to	those	produced	by	

living	organisms;	semi-synthetic	progestogens,	including	17-hydroxyprogesterone	caproate	(17-

OHPC),	have	a	different	chemical	structure.
6
	Natural	progesterone	is	most	commonly	administered	

as	a	vaginal	gel	or	suppository;	17-OHPC	is	given	as	a	weekly	intramuscular	injection.		

	

Previous	reviews
7,8,9,10,11,12

	(Appendix	Table	1)	focussed	on	a	single	form	of	progestogen	in	particular	

at-risk	subpopulations.	Uncertainty	about	effectiveness	and	the	appropriateness	for	specific	

indication(s)	for	treatment	remained.	EPPPIC	aimed	to	bring	together	participant-level	datasets	from	

all	relevant	completed	RCTs	to	enable	independent,	robust	and	standardised	evaluation	of	all	forms	

of	progestogen,	and	of	potential	differences	in	effectiveness	in	different	types	of	women	and	

pregnancies.	It	is	the	most	comprehensive	IPD	dataset	established	to	date.	There	is	no	existing	

individual	participant	data	(IPD)	meta-analysis	of	17-OHPC	in	singleton	pregnancies.		

	

In	October	2020	the	FDA	proposed	that	the	synthetic	drug	should	be	removed	from	the	market	for	

indication	to	prevent	recurrent	spontaneous	preterm	birth.
13
	

	

	

METHODS	

	

This	international	collaborative	IPD	meta-analysis	followed	a	registered	(PROSPERO:	

CRD42017068299),	published
14
	protocol	and	a	statistical	analysis	plan	produced	in	advance	of	

analysis.
15
	Findings	are	reported	in	accordance	with	PRISMA-IPD.

16
	

	

EPPPIC	included	RCTs	comparing	progestogen	with	placebo	(or	non-intervention),	or	comparing	

different	forms	of	progestogen,	in	asymptomatic	women	at	increased	risk	of	preterm	birth.	Trials	

where	progestogens	were	given	to	prevent	early	miscarriage	or	to	treat	symptomatic	women	with	

signs	of	threatened	preterm	labour	were	excluded.	Published	and	unpublished	trials	that	completed	

primary	data	collection	before	July	2016	(12	months	before	EPPPIC	data	collection	began)	were	

considered	for	inclusion.	Bibliographic	searches	of	MEDLINE,	Embase,	CINAHL,	the	Maternity	and	

Infant	Care	Database	and	relevant	trial	registers	were	last	updated	30/07/2019	(Appendix:	EPPPIC	

study	identification),	trialists	were	invited	to	identify	additional	trials.	Titles	and	abstracts	of	
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identified	literature	were	screened	independently	by	two	researchers,	as	were	full	publications	of	

potentially	relevant	trials.	Discrepancies	were	resolved	by	discussion.	In	2020,	data	from	a	large	

additional	trial	completed	outside	of	the	EPPPIC	inclusion	time	frame	was	included	in	a	targeted	

update	of	initial	analyses.	

	

Trial	investigators	supplied	participant-level	data,	which	were	harmonised	and	recoded	to	EPPPIC	

definitions	by	them	or	by	the	EPPPIC	team.	Data	were	requested	for	all	women	randomised,	even	if	

excluded	from	original	trial	analyses.	Two	researchers	independently	examined	received	data	for	

missing,	duplicated	or	possibly	erroneous	values,	and	for	internal	consistency.	Where	data	allowed,	

the	pattern	of	treatment	allocation	was	examined	to	check	whether	consistent	with	randomisation.	

Risk	of	bias	(RoB)	was	independently	assessed	by	two	researchers	using	the	RoB	tool
17
,	alongside	

assessment	of	the	provided	IPD.	Differences	were	resolved	by	discussion;	if	information	was	

insufficient,	clarification	was	sought	from	trialists.	

	

Outcomes	(defined	in	Appendix	Table	2)	included	preterm	birth,	early	preterm	birth	and	

midtrimester	birth	(respectively:	delivery	before	37+0,	34+0,	28+0	weeks	gestation).	Adverse	

neonatal	sequelae	associated	with	early	births	were	assessed	using	a	composite	of	serious	neonatal	

complications	(SNC)	as	well	as	individually.	The	composite	included	severe	necrotising	enterocolitis	

(NEC)	stages	II/III,	intraventricular	haemorrhage	(IVH)	grades	3/4,	retinopathy	of	prematurity	(ROP)	

stage	3	or	worse;	bronchopulmonary	dysplasia	(BPD),	confirmed	sepsis,	patent	ductus	arteriosus	

(PDA)	and	neonatal	infection.	Respiratory	distress	syndrome	(RDS)	was	assessed	individually	as	was	

neonatal	respiratory	support.	Adverse	maternal	outcomes	were	investigated	as	a	composite	

(gestational	hypertension,	pre-eclampsia,	gestational	diabetes,	and	maternal	infection	including	

chorioamnionitis)	and	individually.		

	

All	available	data	for	each	outcome	of	interest	were	analysed	on	an	intention-to-treat	basis,	

separately	for	vaginal	progesterone,	17-OHPC,	and	oral	progesterone,	and	also	separately	for	

singleton	and	multifetal	pregnancies	(combining	twin	and	triplet	data).	Primary	analyses	used	“one-

stage”	generalized	linear	mixed	models	(GLMM)	which	incorporated	random	effects	to	allow	for	

heterogeneity	across	trials
18
	fitted	using	R	software	lme4	and	coxme	libraries.	“Two-stage”	random-

effects	(DerSimonian-Laird)
19
	meta-analyses	used	R	meta	and	metafor	libraries,	with	heterogeneity	

examined	by	visual	inspection	of	forest	plots	and	using	I
2
.
20
	Potential	effect	modifiers	(Appendix	

Table	2)	were	investigated	by	adding	covariate	parameters	and	interactions	between	covariate	and	

progestogen	to	the	GLMM	(Appendix:	Formal	specification	of	statistical	models).	Network	meta-

analysis	(NMA)	included	trials	directly	comparing	different	progestogens	(without	a	control	arm)	and	

indirect	evidence	from	trials	comparing	each	form	with	control,	using	a	Bayesian	network	model	

analysed	in	OpenBugs
21
	(Appendix:	Formal	specification	of	statistical	models).	As	only	two	available	

trials	compared	progestogens	directly,	formal	tests	for	network	inconsistency	were	not	performed.		

	

Aggregate	data	were	extracted	(by	one	researcher	and	checked	by	another)	from	publications	for	

trials	not	supplying	IPD	and	relative	risks	calculated.	Sensitivity	analyses	combined	these	with	the	

individual	relative	risks	calculated	for	each	trial	supplying	IPD	in	two-stage	meta-analyses.	Forest	

plots	were	generated	using	in-house	R	code.	
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Women’s	experience	of	using	progestogens	was	gathered	using	focus	groups	and	individual	

interviews	in	a	linked	project	(Appendix:	Linked	Qualitative	Study).	

	

ROLE	OF	THE	FUNDING	SOURCE	

	

Research	reported	in	this	article	was	funded	through	a	Patient-Centered	Outcomes	Research	

Institute	(PCORI)	Award	PPA-1608-35707.	The	views	presented	are	solely	the	responsibility	of	the	

authors	and	do	not	necessarily	represent	the	views	of	PCORI,	its	Board	of	Governors	or	Methodology	

Committee.	Through	two	of	its	employees,	PCORI	had	the	opportunity	to	comment	on	the	draft	

protocol	and	project	outputs	and	was	responsible	for	establishing	the	Advisory	Group	and	for	

convening	teleconferences	and	meetings.	PCORI	had	no	role	in	data	collection	or	data	analysis.	The	

corresponding	author	had	full	access	to	all	the	data	in	the	study	and	had	final	responsibility	for	the	

decision	to	submit	for	publication.	March	of	Dimes	funded	meetings	of	the	Secretariat	and	Advisory	

Group.	One	member	of	its	staff	was	involved	in	establishing	the	Secretariat	and	had	an	opportunity	

to	comment	on	the	draft	protocol,	two	members	had	opportunity	to	comment	on	project	outputs.	

	

RESULTS	

	

Searches	identified	2,911	unique	references	(Figure	1).	After	screening,	49	unique	completed	trials	

were	eligible	for	inclusion.
22-69,	one	unpublished

	Two	of	these	were	later	excluded	following	IPD	receipt	

and	checking
68,69

.	One	trial
70
	(which	fell	outside	EPPPIC	inclusion	dates)	reported	just	after	initial	

analyses	were	completed.	Owing	to	its	size	and	potential	impact,	IPD	were	obtained	and	included	in	

updated	meta-analyses.	Overall,	31	trials	(11,644	women)	were	included.
22-50,70,

	
one	unpublished

	Trial	

design	details	including	numbers	of	women	randomised	are	given	in	Appendix	Table	6	(available	

trials)	and	7	(unavailable	trials).	Fourteen	included	trials	compared	VP	with	control
22-35

	six	in	

singleton,	five	in	multifetal	pregnancies	and	three	with	mixed	populations	(mainly	singletons).	

Thirteen	trials	compared	17-OHPC	with	control,
38-48,70,	one	unpublished	

five	in	singleton	and	eight	in	

multifetal	pregnancies.	Two	compared	OP	with	placebo
36,	37

,	and	two
49,50

	compared	VP	and	17-OHPC	

directly	in	singleton	pregnancies.	Trials	were	generally	at	low	risk	of	bias	(Appendix	Figure	1).	

	

Seventeen	potentially	eligible	trials	were	unavailable	(without	access	to	IPD	we	were	unable	to	

confirm	eligibility	or	verify	randomisation).
51-67	

Three	trials	could	not	be	traced,	no	response	was	

obtained	from	eight	and	two	declined	to	participate,	data	were	no	longer	stored	for	four	trials	

including	three	completed	before	1985	Appendix	Table	7).	Together	these	17	trials,	which	were	

mostly	single-centre	and	unregistered,	accounted	for	a	relatively	small	proportion	of	data.	EPPPIC	

included	88%	of	the	total	number	of	women	randomised	across	all	available	eligible	plus	all	

unavailable	potentially	eligible	VP	and	17-OHPC	trials.	Twelve	trials	for	which	IPD	were	not	available	

published	sufficient	aggregate	data	for	inclusion	in	sensitivity	meta-analyses.		

	
Table	1	summarises	the	proportion	of	women	in	VP/17-OHPC	versus	control	trials	by	two	main	risk	

factors.	Other	characteristics	are	shown	in	Appendix	Table	3.		
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Singleton	pregnancies	

One-stage	meta-analyses	found	that	vaginal	progesterone	(RR	0·78,	95%	CI	0·68-0·90)	and	17-OHPC	

(RR	0·83,	95%	CI	0·68-1.01)	reduced	the	risk	of	early	preterm	birth	before	34	weeks	in	singleton	

pregnancies	(Figure	2)	compared	to	control,	although,	for	17-OHPC	the	confidence	interval	just	

crossed	the	line	of	no	effect.	This	is	also	shown	in	two-stage	forest	plots	(Appendix	Figure	2),	where	

all	but	two	trials	lie	to	the	left	of	equivalence.	Some	heterogeneity	between	vaginal	progesterone	

trials	was	evident	(I
2
=	23%,	95%	CI	0-59%)	but	there	was	less	variation	for	17-OHPC	(I

2
	=	0%,	95%	CI	

0-57%).	For	an	illustrative	baseline	risk	of	20%,	the	RR	of	0·78	equates	to	an	absolute	risk	reduction	

of	4·4%	whereas	for	a	baseline	of	60%,	the	same	RR	gives	an	absolute	risk	reduction	of	13·2%.	

Results	for	PTB<28	weeks	and	<37	weeks	were	generally	consistent	with	findings	for	PTB<34	weeks	

(Figure	2).		

	
Analyses	also	suggested	a	possible	reduced	risk	of	perinatal	death	for	vaginal	progesterone	(RR	0·74,	

95%	CI	0·52-1·07)	and	17-OHPC	(RR	0·88,	95%	CI	0·59-1·31)	and	for	composite	SNC	for	vaginal	

progesterone	(RR	0·82,	95%	CI	0·65-1·04)	and	17-OHPC	(RR	0·81,	95%	CI	0·60-1·09)	(Figure	2).	

	

Vaginal	progesterone	reduced	risk	of	low	(<2500g)	and	very	low	(<1500g)	birthweight,	neonatal	

intensive	care	unit	(NICU)	admission,	RDS,	and	respiratory	support	(Figure	3).	Results	also	suggested	

a	possible	reduction	in	neonatal	death	after	live	birth.	No	discernible	impact	on	fetal	death/stillbirth,	

BPD,	neonatal	infection,	or	PDA	was	found.	Results	for	severe	ROP,	NEC,	and	IVH	were	highly	

uncertain.	Results	for	17-OHPC	suggested	reductions	in	risk	of	neonatal	death,	low	birthweight,	very	

low	birthweight,	RDS,	BPD,	sepsis	and	PDA	(Figure	4)	and	no	discernible	effect	for	fetal	

death/stillbirth,	NICU	admission	and	respiratory	support.	Results	for	severe	ROP,	IVH,	and	NEC	were	

highly	uncertain.	There	was	no	evidence	of	substantial	heterogeneity	in	any	analysis.	

	

A	possible	increase	in	composite	maternal	complications	was	suggested	for	vaginal	progesterone	(RR	

1·14,	95%	CI	0·93-1·40)	and	17-OHPC	(RR	1·18,	95%	CI	0·97-1·43)	(Figure	2),	mostly	a	result	of	

increased	gestational	hypertension	and	maternal	infection	events.	However,	each	individual	

outcome	was	very	uncertain	(Appendix	Figures	3&4).	There	were	no	maternal	deaths	in	any	trials.		

	
Singleton	pregnancies:	maternal	risk	factors	as	potential	effect	modifiers		

Analyses	including	cervical	length	were	based	on	around	65-70%	of	women	as	not	all	trials	recorded	

it	(Table	1).	There	was	no	indication	that	the	relative	treatment	effect	for	either	vaginal	

progesterone	or	17-OHPC	varied	between	categories	of	women	with	a	shorter	cervix	(≤25mm)	and	

with	a	longer	cervix	(>25mm).	Nor	was	there	evidence	of	effect	modification	when	cervical	length	

was	analysed	as	a	continuous	variable;	all	p-values	for	interaction	were	>	0·1	(Appendix	Table	4).	

However,	the	distribution	of	cervical	length	within	the	dataset	limited	the	potential	to	examine	

treatment	effect	over	the	full	spectrum	of	cervical.		

	

Prior	preterm	birth	was	analysed	because	data	were	insufficient	to	distinguish	reliably	between	

preterm	birth	and	spontaneous	preterm	birth	for	all	women	in	all	trials.	There	was	no	consistent	

evidence	that	relative	effectiveness	varied	between	women	with	a	previous	preterm	birth	and	those	

without;	most	p-values	for	interaction	were	>0·1.	The	exceptions	were	for	vaginal	progesterone	for	
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the	outcome	of	preterm	birth	before	28	weeks	(p=0·012)	and	SNC	(p=0·079),	where	vaginal	

progesterone	may	be	less	effective	in	women	with	a	previous	preterm	birth.		

	

Given	trial	eligibility	criteria,	women	without	a	previous	preterm	birth	mostly	had	a	short	cervix,	

whilst	those	with	a	previous	preterm	birth	mostly	did	not	have	a	short	cervix	at	trial	entry.	To	reduce	

this	confounding,	we	analysed	cervical	length	and	preterm	birth	covariates	jointly	(Appendix	Table	4)	

and	consider	this	to	be	the	most	robust	analysis	of	effect	modification.	We	found	some	evidence	

suggesting	a	possible	reduction	in	benefit	of	17-OHPC	with	increasing	cervix	length	(PTB<34	weeks	

p=0·06;	PTB	<37	weeks	p=0·095).		

	

There	was	evidence	of	treatment	interaction	and	greater	risk	of	composite	maternal	complications	

(defined	in	Appendix	Table	2)	with	increasing	BMI	for	vaginal	progesterone	(p<0·001)	and	17-OHPC	

(p=0·052).	Numbers	of	events	were	insufficient	to	explore	this	observation	within	individual	

maternal	complications.	This	observation	is	best	interpreted	as	hypothesis	generating,	particularly	as	

some	composite	elements	are	known	to	be	more	frequent	in	women	with	high	BMI	as	pregnancy	

advances.	There	was	no	clear	or	consistent	indication	that	the	effects	of	intervention	differed	by	any	

other	risk	factor	examined	(Appendix	Table	5).	

	

Oral	progesterone	

Available	data	(2	trials,	183	women)	accounted	for	46%	of	women	recruited	in	all	potentially	eligible	

trials.	Analyses	showed	that	oral	progesterone	reduced	risk	of	preterm	birth	before	weeks	(RR	0·60,	

95%	CI	0·41-0·90)	compared	to	control	(Appendix	Figures	5&6);	results	for	preterm	birth	before	

weeks,	maternal	complications	and	perinatal	death	were	broadly	consistent	with	those	for	vaginal	

progesterone,	but	CIs	were	wide	(Appendix	Figure	5).	

	

Trials	comparing	vaginal	progesterone	and	17-OHPC	

Only	two	of	five	potentially	eligible	trials	(224	women)	comparing	vaginal	progesterone	and	17-

OHPC	directly	provided	data	(18%	of	women	entered	in	all	potentially	eligible	trials),	and	only	

gestational	age	at	birth	was	available	for	both.	Results	showed	no	clear	difference	between	agents	

(preterm	birth	before	28	weeks:	RR	1·06	95%	CI	0·41-2·78;	preterm	birth	before	weeks:	RR	1·18,	95%	

CI	0·69-2·03;	preterm	birth	before	weeks:	RR	1·15	95%CI	0·82-1·61)	(Appendix	Figure	7).	

	

Network	meta-analyses	

Results	of	NMA	comparing	vaginal	progesterone	and	17-OHPC	were	based	mostly	on	indirect	

evidence,	favoured	vaginal	progesterone	for	most	main	outcomes	but	were	not	conclusive	

(Appendix	Figure	8).		

	

Singleton	pregnancy	subpopulations	by	indication	for	treatment	

We	performed	supplementary	two-stage	analyses	of	subpopulations	categorised	by	prior	preterm	

birth	status	and	cervical	length,	using	the	most	commonly	accepted	25mm	cut-off	and	a	30mm	cut-

off	as	a	sensitivity	analysis	(two	trials	used	30mm	to	define	short	cervix	as	an	eligibility	criterion).	

These	categorised	meta-analyses	required	both	variables	to	be	recorded,	and	consequently	were	

based	on	considerably	fewer	data	than	the	main	analysis	(59%	for	17-OHPC,	43%	for	VP).	Six	trials	

did	not	provide	cervical	length	and	could	not	be	included	
22,	23,	26,	34,	44,	one	unpublished

.	Results	for	short	
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cervix	groups	demonstrated	benefit	and	were	generally	consistent	with	overall	effects	(Appendix	

Figures	9&10).	Results	for	>25mm	without	prior	preterm	birth	categories	were	much	more	uncertain	

(Appendix	Figure	9).	Treatment	benefit	was	not	apparent	for	women	with	cervical	length	>30mm	for	

both	vaginal	progesterone	and	17-OHPC	(Appendix	Figure	10).	Different	trials	contributed	to	

different	categories	and	there	may	be	differences	between	categories	other	than	the	main	factors	

by	which	they	are	grouped,	which	confounds	interpretation.		

	

NMA	restricted	to	women	with	a	short	cervix	found	no	evidence	of	difference	between	vaginal	

progesterone	and	17-OHPC	(Appendix	Figure	11).	Nor	did	NMA	restricted	to	women	with	a	prior	

preterm	birth	(Appendix	Figure	12).	

	

	

Multifetal	pregnancies	

All	vaginal	progesterone	trials	in	multifetal	pregnancies	were	of	twins,	two	17-OHPC	trials	were	of	

triplet	pregnancies.	Most	women	had	no	recorded	risk	factors	other	than	multifetal	gestation	(Table	

1).		

	

For	vaginal	progesterone	compared	with	control	the	RR	of	preterm	birth	before	34	weeks	in	twin	

pregnancies	was	1·01	(95%	CI	0·84-1·20).	For	17-OHPC	the	RR	for	twin	and	triplet	pregnancies	was	

1·04	(95%	CI	0·92-1·18)	(Figure	5).	Two-stage	forest	plots	(Appendix	Figure	13)	show	that	most	

individual	trial	results	were	highly	uncertain.	For	other	outcomes	most	meta-analysis	effect	

estimates	were	close	to	one	and/or	had	very	wide	confidence	intervals	(Appendix	Figures	14-17).	

The	main	exceptions	were	preterm	PROM,	where	17-OHPC	increased	risk	(e.g.	rupture	<34	weeks:	

RR	1·59,	95%	CI	1·15-2·22)	(Appendix	Figure	17).	Vaginal	progesterone	did	not	increase	this	risk	(RR	

0·92,	95%CI	0·62-1·35)	(Appendix	Figure	16).		

	

Multifetal	pregnancies:	maternal	risk	factors	as	potential	effect	modifiers		

There	was	no	evidence	of	any	consistent	variation	in	the	relative	treatment	effect	with	cervical	

length	or	previous	preterm	birth	status.	However,	as	trials	did	not	focus	on	selected	multifetal	

gestation	subpopulations	by	indication,	data	were	extremely	limited.	NMA	found	no	evidence	of	any	

difference	in	effect	between	vaginal	progesterone	and	17-OHPC.		

	

Further	and	sensitivity	analyses	

Analysis	in	singleton	trials	found	no	evidence	of	any	trend	linked	to	planned	vaginal	progesterone	

dose	or	preparation	(Appendix	Figure	18).	As	there	was	little	variation	in	planned	17-OHPC	dose,	no	

such	analysis	was	done.	Sensitivity	analyses	for	singleton	neonatal	outcomes	irrespective	of	severity	

(e.g.	including	all	IVH	not	just	grades	III-IV),	or	adding	RDS	to	composite	SNC	(Appendix	Figure	19),	

did	not	lead	to	different	conclusions	from	the	main	analyses.		

Sensitivity	meta-analyses	incorporating	aggregate	data	(AD)	from	unavailable	trials	mostly	gave	

slightly	more	favourable	results	but	did	not	lead	to	different	conclusions	than	the	main	IPD	meta-

analyses	(Appendix	Figures	20-24).	For	vaginal	progesterone	in	multifetal	pregnancies,	the	addition	

of	AD	from	one	trial	gave	meta-analysis	results	that	were	suggestive	of	possible	benefit	(preterm	

birth	before	34	weeks	RR	0·91,	95%	CI	0·73-1·12)	(Appendix	Figure	20),	whereas	analyses	of	just	IPD	

were	not.	Sensitivity	analysis	incorporating	AD	for	unavailable	trials	comparing	vaginal	progesterone	
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and	17-OHPC	are	not	given	owing	to	a	published	note	of	concern
71
	about	a	contemporaneous	trial	

by	the	same	authors	as	the	largest.	

	

	

DISCUSSION	

EPPPIC	addresses	an	important	global	health	issue	about	which	there	continues	to	be	much	debate.	

Our	aim	was	to	provide	an	independent,	comprehensive	and	robust	evaluation	of	IPD	from	all	

relevant	RCTs	in	order	that	decisions	made	by	clinicians	and	childbearing	women	can	be	informed	by	

the	totality	of	available	evidence,	rather	than	focussing	on	the	published	results	of	individual	trials.		

	

High-risk	singleton	pregnancies	

Most	women	with	singleton	pregnancies	enrolled	in	the	trials	included	in	EPPPIC	were	high-risk	

because	of	prior	SPTB,	a	short	cervix,	or	both.	Results	showed	a	consistently	favourable	direction	of	

effect	for	birth	and	neonatal	outcomes	with	clear	reductions	in	the	relative	risk	of	early	preterm	

birth	before	34	weeks	for	vaginal	progesterone	and	for	17-OHPC	(although	the	confidence	interval	

just	crossed	equivalence	for	17-OHPC).	Relative	risks	for	preterm	birth	before	38	weeks	and	

midtrimester	birth	before	28	weeks	were	also	reduced	for	both	agents.		

	

Results	also	suggested	possible	reductions	in	composite	serious	neonatal	complications	and	

incidence	of	low	birthweight	infants.	A	possible	increase	in	the	relative	risk	of	maternal	

complications	was	noted	for	both	17-OHPC	and	vaginal	progesterone	vaginal	progesterone.	

However,	caution	should	be	exercised	when	interpreting	these	findings	as	only	four	of	nine	vaginal	

progesterone	trials	and	four	of	five	17-OHPC	trials	contributed	maternal	complication	data,	and	

some	had	data	for	some	components	only.		

	

Analyses	of	treatment	covariate	interactions	found	no	clear	evidence	that	the	relative	effects	of	

vaginal	progesterone	or	17-OHPC	differed	by	cervix	length	(as	represented	and	distributed	within	the	

meta-analysis	population),	or	by	history	of	a	prior	preterm	birth.	Therefore,	the	overall	pooled	risk	

reduction	is	the	most	robust	estimate	of	treatment	effect	for	each	type	of	progestogen.	However,	

because	underlying	risk	of	preterm	birth	is	greater	at	shorter	cervical	lengths
72,73

	(supported	by	

exploratory	analysis	of	this	dataset	Appendix	Figures	25&26),	absolute	risk	reductions	are	greater	for	

women	with	a	shorter	cervix,	hence	treatment	might	be	most	useful	for	these	women.		

	

Supplementary	analyses	of	subpopulations	with	a	short	cervix	were	in	line	with	the	main	results	and	

support	previous	observations	of	treatment	benefit	for	women	with	cervical	length	of	≤25	mm	

irrespective	of	obstetric	history.
8
	We	also	found	benefit	for	women	with	cervical	length	≤	30mm,	for	

both	progestogens.	There	was	no	apparent	benefit	in	subpopulations	of	women	with	prior	preterm	

birth	and	cervical	length	>30mm,	though	confidence	intervals	were	wide	and	consistent	with	both	

benefit	and	harm.	Further	investigation	of	women	with	a	prior	preterm	birth	and	longer	cervical	

length	(>30	mm)	may	be	required	to	confirm	that	risk-benefit	ratio	in	this	high	risk	group	is	clinically	

favourable.	
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We	obtained	little	evidence	comparing	vaginal	progesterone	and	17-OHPC	directly.	No	clear	

difference	in	effect	between	the	two	agents	was	identified.	Similarly,	the	NMA,	which	was	based	

mostly	on	indirect	evidence,	provided	no	definitive	evidence	of	difference	between	vaginal	

progesterone	and	17-OHPC	in	preventing	preterm	birth,	although	findings	for	most	main	outcomes	

tended	in	the	direction	of	favouring	vaginal	progesterone.	NMA	also	found	no	definitive	evidence	of	

clinically	important	differences	between	vaginal	progesterone	and	17-OHPC	when	restricted	to	short	

cervix	and	prior	preterm	birth	subpopulations.	Our	linked	study	exploring	the	experience	of	11	

women	who	had	used	progestogen	during	pregnancy	found	that	some	women	experienced	long-

lasting	pain	from	17-OHPC	injection	and	some	women	found	using	vaginal	progesterone	unpleasant	

and	inconvenient.	They	were,	however,	prepared	to	accept	personal	risk	to	prevent	preterm	birth		

(Appendix:	Linked	qualitative	study).	

	

Data	were	too	limited	for	oral	progesterone	to	adequately	evaluate	safety	and	effectiveness.	

However,	effect	sizes	for	preterm	birth	outcomes	were	consistent	with	those	for	vaginal	

progesterone	and	17-OHPC;	data	on	maternal	and	neonatal	outcomes	were	limited.		

	

Multifetal	pregnancies		

The	only	risk	factor	for	most	women	included	in	trials	of	multifetal	gestations	was	their	twin	or	

triplet	pregnancy.	There	was	no	evidence	that	either	vaginal	progesterone	or	17-OHPC	reduced	the	

risk	of	preterm	birth.	Across	outcomes	most	estimates	were	close	to	no	effect	and/or	were	highly	

uncertain,	and	we	did	not	identify	any	consistent	benefit	or	harm	for	either	agent	in	these	

unselected	multifetal	pregnancies,	although	preterm	PROM	was	increased	with	17-OHPC.		

EPPPIC	included	few	women	with	multifetal	gestations	and	additional	risk	factors,	such	as	short	

cervix	or	previous	preterm	birth,	and	for	such	women	a	benefit	of	progestogen	cannot	be	excluded.	

The	authors	of	a	vaginal	progesterone	trial	of	250	women	with	a	short	cervix	and	twin	gestation	

declined	to	participate	in	EPPPIC
54
	and	further	evaluation	of	IPD	from	this	trial	could	be	informative.	

A	recently	published	trial	of	vaginal	progesterone	in	twins
74
	was	consistent	with	EPPPIC	in	finding	no	

overall	reduction	in	the	incidence	of	PTB,	but	a	data	driven	post	hoc	analysis	suggested	that	vaginal	

progesterone	might	delay	birth	for	women	with	cervical	length	<30mm.	

	

Comparison	between	EPPPIC	and	other	recent	IPD	meta-analyses	

EPPPIC	results	are	generally	consistent	with	previous	IPD	meta-analyses	(Appendix	Table	1).	

However,	although	we	found	no	benefit	of	progestogen	in	multifetal	gestations,	a	previous	IPD	

meta-analysis	of	vaginal	progesterone	in	women	with	a	twin	pregnancy	and	cervical	length	≤25mm	

did	identify	benefit.	In	addition	to	the	differing	inclusion	criteria	for	cervical	length,	two	additional	

trials,
54,69

	which	accounted	for	75%	of	the	data	in	that	IPD	meta-analysis	but	are	not	included	in	

EPPPIC.	We	obtained	partial	data	(twins	but	not	singletons)	for	the	smaller	of	these	trials,
69
	but	

excluded	it	because	we	were	unable	to	confirm	adequate	randomisation.		Sensitivity	analyses	

showed	that	inclusion/exclusion	of	this	trial	had	little	impact.	The	other	trial
54
	declined	to	

participate.	

	

Strengths	and	limitations		

Strengths	include	evaluation	of	different	progestogens	in	singleton	and	multifetal	pregnancies	using	

the	same	protocol.	We	provide	the	first	IPD	NMA	on	this	topic	and	the	first	IPD	meta-analysis	of	17-
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OHPC	in	singleton	pregnancies.	Included	trials	were	generally	at	low	risk	of	bias.	Other	strengths	

include	standardisation	of	definitions	and	outcomes,	detailed	analysis	including	exploration	of	

potential	effect	modifiers	and	extensive	data	checking	with	trial	investigators	to	ensure	the	quality	

of	the	dataset.	

	

IPD	were	unavailable	for	17	potentially	eligible	trials,	but	these	were	mostly	small,	unregistered,	

conducted	at	a	single	centre,	and	accounted	for	a	small	proportion	of	all	possible	data	from	vaginal	

progesterone	and	17-OHPC	trials.	With	one	exception	(vaginal	progesterone	in	multifetal	

pregnancies),	sensitivity	analyses	incorporating	published	aggregate	data	from	unavailable	trials	did	

not	alter	conclusions.	

	

Our	IPD	meta-analysis	had	some	limitations.	Only	limited	data	were	available	for	oral	progesterone	

and	for	head	to	head	trials,	and	these	findings	should	be	interpreted	accordingly.	We	were	unable	to	

determine	whether	preterm	birth	was	spontaneous	for	all	women	in	all	trials,	and	so	analyses	of	

effect	modification	and	categorised	analyses	of	subpopulations	assessed	women	with	any	previous	

preterm	birth.	However,	as	previous	spontaneous	preterm	birth	was	an	inclusion	criterion	for	many	

trials,	and	because	available	data	showed	that	most	previous	preterm	births	were	spontaneous,	

most	of	the	data	included	in	these	analyses	were	from	previous	spontaneous	preterm	birth.	

Supplementary	analyses	of	subpopulations	were	also	based	on	fewer	data	and	at	risk	of	

confounding.	NMA	was	based	mostly	on	indirect	comparison,	and	results	could	be	at	risk	of	bias	and	

confounding.	Because	many	analyses	were	done,	chance	alone	may	be	responsible	for	some	

statistically	significant	findings	-	although	consistency	across	our	main	and	additional	outcomes	and	

between	progestogens	provides	reassurance.	

	

Some	trials	collected	only	immediate	birth	outcomes	and	data	on	maternal	complications	were	

available	for	just	over	half	of	singleton	trials.	Few	collected	data	on	longer-term	infant	outcomes,	

and	data	were	too	few	for	analyses.	This	is	an	important	gap	in	knowledge.	Data	on	patient-centred	

outcomes	were	also	lacking	in	most	trials.	

	

Implications	for	practice	

	

Both	vaginal	progesterone	(suppositories	or	gels)	and	intramuscular	17-OHPC	injections	reduced	the	

relative	risk	of	early	preterm	birth	in	high-risk	singleton	pregnancies.	Progestogen	administration	

had	a	consistent	pattern	of	benefit	for	other	birth	and	neonatal	outcomes.	Although	based	on	

limited	data	and	inconclusive,	a	potential	increase	in	maternal	complications	should	provide	caution	

against	overprescribing.		

	

Although	the	evidence	for	vaginal	progesterone	in	reducing	preterm	birth	before	34	weeks	and	for	

most	neonatal	outcomes	was	more	certain	(narrower	confidence	intervals)	than	the	evidence	for	17-

OHPC,	EPPPIC	findings	support	both	vaginal	progesterone	and	17-OHPC	being	considered	as	

treatment	options	in	high-risk	singleton	pregnancies.	Owing	to	higher	underlying	risk	and	hence	

greater	absolute	risk	reduction,	treatment	may	be	most	useful	in	women	with	a	short	cervix.	

	

Shared	decision	making
75
	with	women	with	a	high-risk	singleton	pregnancy,	for	whom	a	progestogen	

is	being	considered,	should	include	discussion	of	their	own	risk	profile	and	how	this	might	be	altered	



	 13	

by	intervention	in	terms	of	both	absolute	and	relative	risk	reductions	and	lived	experience.	In	our	

small	linked	qualitative	study,	women	reported	that	they	believed	that	women	should	be	given	the	

opportunity	to	make	an	informed	decision	about	progestogen	and	suggested	that	more	information	

about	possible	benefits,	harms	and	mechanisms	of	action	was	needed	(Appendix:	Linked	qualitative	

study).		Availability	and	costs	of	different	forms	of	progestogen	in	different	jurisdictions	may	also	be	

an	important	component	of	decision-making.	

	

EPPPIC	found	no	evidence	to	support	use	of	progestogen	in	unselected	multifetal	pregnancies.	

Effectiveness	for	women	with	multifetal	gestation	and	short	cervix	or	prior	PRETERM	BIRTH	remains	

uncertain.	Given	an	identified	risk	in	multifetal	pregnancies,	intervention	may	be	appropriate	only	in	

the	context	of	research	for	this	subpopulation.	

	

Implications	for	research	

	

Current	and	recently	completed	trials	in	women	with	multifetal	gestation	and	short	cervix	

(NCT03058536,	NCT02518594,	NCT02697331,	NCT03863613,	NCT03781674)	have	a	combined	target	

of	>1600.	Further	trials	without	cervical	length	restriction	(NCT02350231,	ISRCTN69810120,	and	the	

EVENTS
74
	trial	mentioned	above)	have	a	combined	target	of	almost	1500.	It	might	be	prudent	to	

wait	for	the	results	of	these	trials	before	designing	new	ones.			

	

For	singleton	pregnancies	further	study	of	women	considered	at	high	risk	of	preterm	birth	but	who	

do	not	have	a	short	cervix	in	the	index	pregnancy	is	required	to	further	evaluate	the	risk-benefit	

ratio	of	intervention	in	this	group.		

	

Whether	vaginal	progesterone	and	17-OHPC	have	equivalent	effectiveness	in	singleton	pregnancies	

(overall	or	given	different	indications/risk	factors)	would	be	best	addressed	by	trials	that	compare	

them	directly.	Four	such	current	or	recently	completed	trials	(NCT02304237	CTRI/2015/01/005467,	

NCT02913495,	NCT03537287)	have	a	combined	target	of	>800	women.	Further	evaluation	of	oral	

progesterone	may	be	warranted,	in	which	case	assessing	potential	harms	of	systemic	treatment	

would	be	important.	Two	ongoing	trials	compare	oral	progesterone	with	vaginal	progesterone	or	17-

OHPC	(NCT03343795,	NCT03537287).		

	

New	adequately	powered	trials	should	follow	offspring	into	childhood	and	study	long-term	

outcomes.	Data	on	maternal	outcomes	should	also	be	collected	and	potential	interaction	with	

maternal	BMI	investigated.	Collecting	data	on	maternal	behavioural	outcomes	including	

breastfeeding,	mother/baby	attachment	and	maternal	mood	would	also	be	valuable,	as	would	

further	qualitative	research	exploring	women’s	experience	of	using	progestogen	during	pregnancy,	

and	their	decision-making	needs.		

	

Finally,	our	need	to	update	initial	analyses	to	include	PROLONG	and	subsequent	and	forthcoming	

completion	of	further	trials	highlights	the	value	of	a	‘living	review’
76
	approach	to	IPD	meta-analyses	

whereby	new	trial	data	are	obtained	and	incorporated	as	they	emerge.	
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Figure	1:	Trial	identification	(PRISMA-IPD	flow	diagram)	

PROLONG	was	added	in	a	targeted	update	although	completed	outside	of	EPPPIC	inclusion	dates,	owing	to	its	

size	and	clinical	interest.			

	

	

	 	

E
li
g
ib
il
it
y
	

References	after	de-duplication:	2911	

1600	

References	after	full	text	screening:		198	

Unique	underlying	trials:	49	

A
v
a
il
a
b
le
	d
a
ta
	

Id
e
n
ti
fi
ca
ti
o
n
	

A
n
a
ly
se
d
	d
a
ta
	

O
b
ta
in
in
g
	d
a
ta
	

Excluded:	2483	

	

S
cr
e
e
n
in
g
	

References	identified:	3861	

Excluded:	241	

• Population:	43	

• Intervention:	4	

• Comparator:	10	

• Outcome:	4	

	

• Not	RCT	or	multiple	reports	

of	the	same	trial:	161	

• In	progress/published	after	

data	cut-off:	19	

• Database	searches:	3324	

• Cochrane	Childbirth	&	Pregnancy	Register:	233	

• Public	trial	registries:	299	

• Citation	searches:	4	

• Trialist	referral:	1	

	

References	after	title	and	abstract	

screening:		428	

Excluded:	2	following	IPD	checking	

	

Trials	for	which	IPD	was	not	provided:	17	

Randomised	participants:	2,627	

	

Reasons	IPD	not	available:	

• Unable	to	trace	authors:	4	trials	

• No	response:	7	trials	

• Declined	participation:	2	trials	

• Data	unavailable:	4	trials	

	

Trials	for	which	IPD	sought:	49	

	

	

Trials	for	which	IPD	provided:	30		

Randomised	participants:	9,936	

	

	

• Trials	included	in	analyses:	31	

• Participants	included	in	analyses:	11,644	

	

PROLONG	trial	included	in	targeted	update		
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	Cervix	length	≤	

25mm	n	(%)	

Cervix	length	

>25mm	n	(%)	

Cervix	length	

unknown	n	(%)	

	

Total	

Single	gestation	VP	 	

Parous,	with	prior	PTB	 359	(9·4)	 1218	(31·9)	 1042	(27·3)	 2619	(68·6)	

Parous,	no	prior	PTB	 277	(7·3)	 213	(5·5)	 73	(1·9)	 563	(13.7)	

Nulliparous	 365	(9·6)	 32	(0·8)	 0	(0)	 397	(10·4)	

Parity	unknown	 13	(0·3)	
$
222	(5·8)	 2	(0·1)	 237	(6·2)	

Total	 1014	(26·6)	 1685	(44·0)	 1117	(29·3)	 3816		

Single	gestation	17-OHPC	 	

Parous,	with	prior	PTB	 82	(2·7)	 1223	(39·7)	 1070	(34·7)	 2375	(77·1)	

Parous,	no	prior	PTB	 14	(0·5)	 0	(0)	 1	(0)	 15	(0·5)	

Nulliparous	 340	(11)	
@
348	(11·3)	 0	(0)	 688	(22·3)	

Parity	unknown	 4	(0·1)	 1	(0)	 0	(0)	 5	(0·1)	

Total	 440	(14·3)	 1572	(51·0)	 1071	(34·7)	 3083		

Twin	gestation	VP	 	

Parous,	with	prior	PTB	 1	(0)	 28	(1·4)	 32	(1·5)	 61	(2.9)	

Parous,	no	prior	PTB	 22	(1·1)	 465	(22·5)	 124	(6)	 611	(29·6)	

Nulliparous	 49	(2·4)	 576	(27·7)	 433	(20·9)	 1058	(51·0)	

Parity	unknown	 0	(0)	 86	(4·2)	 252	(12·2)	 338	(16·4)	

Total	 72	(3·5)	 1155	(55·8)	 841	(40·6)	 2068		

Multifetal	gestation	17-OHPC	(twins	and	triplets)	 	

Parous,	with	Prior	PTB	 22	(1.0)	 102	(4.5)	 78	(3·4)	 202	(8·9)	

Parous,	No	prior	PTB	 61	(2.7)	 453	(20)	 358	(15·8)	 872	(38·5)	

Nulliparous	 141	(6·2)	 566	(24·9)	 484	(21·3)	 1191	(52·4)	

Parity	unknown	 3	(0·1)	 0	(0)	 2	(0·1)	 5	(0·2)	

Total	 227	(10·0)	 1121	(49·4)	 922	(40·6)	 2270		

	

Table	1	:	Proportion	of	women	included	in	trials	comparing	VP	or	17-OHPC	with	control	by	prior	PTB	status	

and	cervix	length	(at	randomisation)	for	singleton	and	multifetal	pregnancies.		

PTB:	preterm	birth.	Categories	with	≥20%	of	meta-analysis	population	are	shown	in	bold	and	shaded.	
$
	These	

women	are	mainly	from	the	trial	in	women	who	underwent	IVF,	
@	
these	women	are	from	SCAN	and	have	

cervical	length	≤	30mm.		
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Figure	2:	Singleton	pregnancies:	main	outcomes	(one-stage	meta-analysis)	

SNC:	serious	neonatal	complications.	3	trials	of	VP	including	230	women	were	unavailable,	7	trials	of	17-OHPC	

including	776	women	were	unavailable.	For	PTB	<	37	weeks	VP=	661,	control	(C)=705;		PTB<34	weeks	VP=	276,	

C=	343;	PTB	28	weeks	VP=	92	C=	111;	maternal	complications	VP=186,	C=171;	perinatal	death	VP=49,	C=64	

events;	SNC	VP=	119,	C=140	events.	For	17-OHPC	PTB<37	weeks	17-OHPC=510,	C=330	events;	PTB<34	weeks	

17-OHPC=	206,	C=	158;	PTB	28	weeks	17-OHPC=	77,	C=	66;	maternal	complications	17-OHPC=285,	C=178;	

perinatal	death	17-OHPC=57,	C=40	events;	SNC	17-OHPC=95,	C=75	events.	

	
	



	 17	

	
Figure	3:	Singleton	pregnancies:	additional	neonatal	outcomes,	VP	(one-stage	meta-analysis)	

NICU	(admission	to	neonatal	Intensive	or	special	care	unit),	RDS	(respiratory	distress	syndrome),	BDP	

(bronchopulmonary	dysplasia),	PDA	(patent	ductus	arteriosis)	Severe	IVH	(intraventricular	haemorrhage)	

(grade	III	or	IV),	Severe	ROP	(retinopathy	of	prematurity)	(stage	3	or	worse).	Severe	NEC	(Necrotising	

enterocolitis)	(grade	II	or	III).	Fetal	death/Stillbirth:	VP=	23,	C=	24	events;	Death	after	live	birth:	VP=	26,	C=	40;	

Birth	weight	<	2500g:	VP=442,	C=	524;	Birth	weight	<	1500g:	VP=131,	C=168;	NICU:	VP=	286,	C=353;	RDS:	VP=	

99,	C=132;	Resp.	support:	VP=100,	C=128;	BDP:	VP=	32,	C=32;	NEC:	VP=3,	C=6;	Neonatal	infection:	VP=113,	

C=111;	Sepsis:	VP=	25,	C=30;	PDA:	VP=	37,	C=35;	IVH:	VP=	7,	C=13;	ROP:	VP=	1,	C=4	
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Figure	4:	Singleton	pregnancies:	additional	neonatal	outcomes,	17-OHPC	(one	stage	meta-analysis)	

Note	that	x	for	relative	risk	denotes	that	the	outcome	is	not	estimable	in	a	one-stage	model	(data	are	not	

sufficient	for	the	model	to	converge).	Fetal	death/Stillbirth:	17-OHPC=34,	C=19;	Death	after	live	birth:	17-

OHPC=23,	C=21;	Birth	weight	<	2500g:	17-OHPC=342,	C=239;	Birth	weight	<	1500g:	17-OHPC=82,	C=74;	NICU:	

17-OHPC=	312,	C=209	events;	RDS:17-OHPC	=	113,	C=81;	Resp	support:	17-OHPC=192,	C=112;	BDP:	17-OHPC	=	

16,	C=14;	NEC:	17-OHPC=2,	C=5;	Neonatal	infection:	17-OHPC=0,	C=0;	Sepsis:	17-OHPC=20,	C=19;	PDA:17-

OHPC	=	19,	C=22;	IVH:	17-OHPC	=	8,	C=4;	ROP:	17-OHPC	=	1,	C=3	
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Figure	5	Multifetal	pregnancies:	main	outcomes	(one-stage	meta-analyses)		

Models	for	birth	<37	weeks	did	not	converge	for	either	agent,	but	there	was	no	evidence	of	effect	in	the	

equivalent	two-stage	meta-analyses.	Note	that	x	for	relative	risk	denotes	that	the	outcome	is	not	estimable	in	

a	one-stage	model	(data	are	not	sufficient	for	the	model	to	converge).	2	trials	of	VP	including	350	women	were	

unavailable,	1	trial	of	of	17-OHPC	including	77	women	were	unavailable.	For	PTB	<	37	weeks	VP=	599,	C=554	

events;		PTB<34	weeks	VP=	202,	C=	187;	PTB	28	weeks	VP=	41	C=	31;	maternal	complications	VP=125,	C=134;	

perinatal	death	VP=56,	C=44	events;	SNC:	VP=127,	C=125.	For	17-OHPC	PTB<37	weeks	17-OHPC=854,	C=663	

events;	PTB<34	weeks	17-OHPC=	368,	C=	285;	PTB	<	28	weeks	17-OHPC=	83,	C=	65;	maternal	complications	

17-OHPC=358,	C=284;	perinatal	death	17-OHPC=112,	C=85	events;	SNC:	17-OHPC=287,	C=229.	

	

	
	

	 	



	 20	

Members	of	the	EPPPIC	authorship	group	

Mona	M	Aboulghar	MD
€*1,2

,	Zarko	Alfirevic	MD
€#3
,	Azam	Azargoon

*4,5,6
,	Rashmi	Bagga	MD

€*7
,	Elham	Bahrami

*8
,	

Lucy	Beresford	MSc	(LB
)®9
,	Sean	C	Blackwell	MD	(SCB)

€*#10
,	Steve	N	Caritis	MD	(SNC)

	€*11
,	C	Andrew	Combs	MD	

PhD
*12
,	Jennifer	M	Croswell	MD	(JMC)

+13
,	Caroline	A	Crowther	MD	(CACr)

€*#14
,	Anita	F	Das	PhD

*15
,
	
Kay	Dickersin	

PhD	(KD)
€®16

,	Kristina	C	Dietz	PhD	(KCD)
®9
,	Lelia	Duley	MD	(LD)

€®17
,	Andrew	Elimian	MD

*18
,	William	A	Grobman	

MD
€*#19

,	Alexander	Hodkinson	PhD	(AH)	
®9,20

,	Alexis	Llewellyn	(AL)
®9
,	Kimberley	A	Maurel	MSN

*21
,	David	S	

McKenna	MD
*22
,	Ben	W	Mol	PhD	(BWM)

€*#23
,	Kelle	Moley	MD

€#24	
,		Jamie	Mueller	MSc

#25
,	Anwar	Nassar	

MD
€*26

,	Jane	E	Norman	MD	(JEN)
€*#27

,	John	Norrie	MSc
€*28

,	John	M	O’Brien	MD	(JMO)
	€#*29

,	Raphael	Porcher	

PhD
€*30,31

,	Shalini	Rajaram	MD
€*32

,	Line	Rode	PhD	(LR)
33,34*

,	Dwight	J	Rouse	MD
€*35

,	Carol	Sakala	PhD
#36
,	Ewoud	

Schuit	PhD
*37,38

,	Marie-Victoire	Senat	MD	PhD
*39,40,41

,	Sahar	Sharif	(SS)
®9
,	Mark	Simmonds	PhD	(MS)

®9
,	Joe	L	

Simpson	MD
€#42,43,44

,	Katherine	Smith	PhD	(KS)
€®45

,	Lesley	A	Stewart	PhD	(LAS)
€,®9

,	Ann	Tabor	DMSc	(AT)
€*#34,46

,	

Elizabeth	A	Thom	PhD
*#47

,	Melanie	A	van	Os	MD	PhD
*48
,	Ruth	AE	Walker	MSc	(RAEW)

®9
,	Tom	Walley	MD

€#49,50
,	

Evelyn	P	Whitlock	MD	MPH	(EPW)
+13
,	Stephen	Wood	MD

€*51
,	Kath	Wright	MA	(KW)

®9
.	

	

*Trial	Investigator	#Secretariat	®Research	team	
+
Funder	€	full	professor	

	

1
The	Egyptian	IVF	Center,	Cairo	Governorate,	Egypt,	

2
Cairo	Fetal	Medicine	Unit,	Cairo	University,	Giza	Governorate,	Egypt,	

3
Department	of	Women's	and	Children's	Health,	University	of	Liverpool,	Liverpool,	UK.

	4
Abnormal	Uterine	Bleeding	

Research	Center,	Semnan	University	of	Medical	Sciences,	Semnan,	Iran.	
5
Department	of	Infertility,	Amir-AL-Momenin	

Hospital,	Semnan,	Iran.	
6	
University	of	Medical	Sciences,	Semnan,	Iran.	

7
Department	of	Obstetrics	and	Gynaecology,	Post	

Graduate	Institute	of	Medical	Education	and	Research	(PGIMER),	Chandigarh,	India.	
8
Vali-Asr	Hospital,	Kazeroun,	Iran.	

9
Centre	for	Reviews	and	Dissemination,	University	of	York,	York,	UK.		

10
	Department	of	Obstetrics,	Gynecology,	and	

Reproductive	Sciences,	McGovern	Medical	School-UTHealth,	Houston,	Texas.
11
Department	of	OBGYN,	University	of	

Pittsburgh,	Pittsburgh,	USA.	
12
Obstetrix	Medical	Group,	San	Jose,	California,	USA,	The	Mednax	Center	for	Research,	

Education,	Quality,	&	Safety,	Sunrise,	Florida,	USA.	
13
Patient-Centered	Outcomes	Research	Institute	(PCORI),	Washington,	

DC	20036,	USA.	
14
Liggins	institute:	The	University	of	Auckland,	Auckland,	NZ.	

15
Das	Consulting,	Guerneville,	California.	

16
Department	of	Epidemiology,	Johns	Hopkins	Bloomberg	School	of	Public	Health,	Baltimore,	Maryland,	USA.	

17
Nottingham	

Clinical	Trials	Unit,	University	of	Nottingham,	Nottingham,	UK.	
18
New	York	Medical	College,	Westchester	Medical	Center,	

Advanced	OBGYN,	Hawthorne,	NY,	USA.	
19
Feinberg	School	of	Medicine,	Northwestern	University,	Chicago,	IL,	USA.	

20
National	Institute	for	Health	Research	School	for	Primary	Care	Research,	Manchester	Academic	Health	Science	Centre,	

University	of	Manchester,	Manchester,	M13	9PL,	UK.	
21
Obstetrix	Medical	Group	Inc.,	The	Mednax	Center	for	Research,	

Education,	Quality,	&	Safety,	Sunrise,	Florida,	USA.
22
Maternal-Fetal	Medicine,	Miami	Valley	Hospital,	Dayton	Ohio,	USA.	

23
Department	of	Obstetrics	and	Gynaecology,	Monash	University,	Monash	Medical	Centre,	Victoria,	Australia.	

24
March	of	

Dimes.
	25
Lamaze	International,	Washington,	DC,	USA

	26
American	University	of	Beirut	Medical	Center,	Department	of	

Obstetrics	and	Gynecology,	Beirut,	Lebanon.
	27
Faculty	of	Health	Sciences,	University	of	Bristol,	UK.	

	28
Robertson	Centre	

for	Biostatistics,	University	of	Glasgow,	Glasgow,	UK.
	29
Department	of	Obstetrics	and	Gynecology,	University	of	Kentucky,	

Lexington,	KY	40506,	USA.
	30
Université	de	Paris,	CRESS-UMR1153,	INSERM,	Paris,	France.

	31
Centre	d'Epidémiologie	

Clinique,	AP-HP,	Hôpital	Hôtel-Dieu,	Paris,	France.	
32
Department	of	Obstetrics	&	Gynecology,	University	College	of	Medical	

Sciences	&	Guru	Teg	Bahadur	Hospital,	Delhi,	India.	
33
The	Department	of	Clinical	Biochemistry,	Copenhagen	

University	Hospital,	Rigshospitalet,	Copenhagen,	Denmark.
	34
Center	of	Fetal	Medicine,	Department	of	Obstetrics,	

Copenhagen	University	Hospital	Rigshospitalet,	Copenhagen,	Denmark.
	35
Department	of	Obstetrics	and	Gynecology,	

Warren	Alpert	Medical	School,	Brown	University,	Providence,	RI,	USA.
	36
National	Partnership	for	Women	&	Families,	

Washington,	D.C.,	USA.
	37
Julius	Center	for	Health	Sciences	and	Primary	Care,	University	Medical	Center	Utrecht,	Utrecht	

University,	Utrecht,	The	Netherlands.
		38
Cochrane	Netherlands,	University	Medical	Center	Utrecht,	Utrecht	

University,	Utrecht,	The	Netherlands,
39
Assistance	Publique-Hôpitaux	de	Paris,	Department	of	Gynecology-Obstetrics,	

Bicêtre	Hospital,	Le	Kremlin-Bicêtre,	France.	
40
University	of	Paris-Sud,	University	of	Medicine	Paris-	Saclay,	Le	

Kremlin-Bicêtre,	France.	
	41
Université	Paris-Saclay,	Univ.	Paris-Sud,	UVSQ,	CESP,	INSERM,	Villejuif,	94807,	

France.
	42
Department	Obstetrics	and	Gynecology,	Florida	International	University,	Miami,	Florida,	USA.	

43
Department	

Human	and	Molecular	Genetics,	Florida	International	University,	Miami,	Florida,	USA.	
44
Herbert	Wertheim	College	of	

Medicine,	Florida	International	University,	Miami,	Florida,	USA.
	45
Centre	for	Qualitative	Studies	in	Health	and	Medicine,	

Johns	Hopkins	Bloomberg	School	of	Public	Health,	Baltimore,	MD,	USA.
	46
Faculty	of	Health	Sciences,	University	of	

Copenhagen,	Copenhagen,	Denmark.
	47
Milken	Institute	School	of	Public	Health,	George	Washington	University,	

Washington,	DC,	USA.
	48
Department	of	Obstetrics	and	Gynecology,	Amsterdam	UMC,	University	of	Amsterdam,	

Amsterdam	The	Netherlands.
	49
National	Institute	for	Health	Research.	

50
University	of	Liverpool,	Liverpool,	UK.	

51
University	

of	Calgary,	Calgary,	AB,	Canada,	Alberta	health	services,	Edmonton,	Alberta,	Canada.
51
Ballarat	and	District	Aboriginal	Co-

op,	Australia.			



	 21	

	

Author	contributions	

LAS,	LD	and	MS	designed	the	meta-analysis	and	were	responsible	for	overseeing	all	aspects	of	

conduct.	LB,	KCD,	AH,	AL,	SS	and	RAEW	contributed	various	stages	of	the	project	including	aspects	of	

design,	eligibility	screening,	data	extraction,	risk	of	bias	assessment,	IPD	checking	and	trial	analysis.	

LAS	managed	the	project	and	collaborative	process,	MS	carried	out	data	synthesis,	LD	provided	

clinical	oversight	and	KW	designed	and	conducted	the	literature	searches.	LAS,	MS	and	LD	wrote	the	

manuscript	with	input	from	LB,	AL,	SS	and	RAEW.	KS	designed,	conducted,	analysed,	and	wrote	the	

report	for	the	qualitative	study	with	input	from	KD	and	LAS.	Secretariat	members	had	opportunity	to	

comment	on	the	initial	scope,	draft	protocol	and	draft	statistical	analysis	plan,	and	participated	in	

telephone	meetings	convened	by	PCORI	as	the	project	progressed.	Trial	investigators	prepared	and	

supplied	data	and	answered	questions	about	their	trials.	All	members	of	the	EPPPIC	group	had	the	

opportunity	to	review	and	provide	comment	on	analyses	and	the	content	of	the	manuscript.	The	

independent	research	team	considered	and	took	account	of	feedback	from	group	members	and	

were	responsible	for	decisions	about	methods,	analyses	and	content	of	the	manuscript.		

Acknowledgements		
The	EPPPIC	research	team	gratefully	acknowledges	the	contribution	of	the	late	Professor	John	

Morrison	in	providing	data	from	NCT00811057
46	
and	the	additional	contribution	from	of	trial	

investigator	Pratima	Majhi	for	trial
26
.	We	thank	all	trial	investigators	and	those	working	in	their	trial	

groups	who	provided	data	for	analysis,	answered	queries	and	worked	with	us	to	understand	their	

datasets	including	those	responsible	for	the	following	trials	who	provided	data	for	analysis	but	are	

not	members	of	the	author	group	(NCT00422526
22
,	NCT00615550/PREGNANT

23
,	NCT00480402

29
,		

NCT01031017
31
).	We	thank	AMAG	Pharmaceuticals	for	their	support	in	releasing	data	from	the	

PROLONG	trial,	the	Mednax	Center	for	Research,	Education,	Quality	and	Safety	for	providing	data	

from	the	trials	of	twins	and	triplets	reported	by	Combs	et	al;	and	Allergan	for	locating	and	providing	
archived	data	for	the	trial	reported	by	O’Brien.	We	very	much	appreciate	the	administrative	and	

financial	support	of	secretariat	and	group	meetings	provided	by	March	of	Dimes.	We	would	also	like	

to	acknowledge	funding	from	and	the	helpfulness	and	support	of	PCORI	staff	throughout	the	

project.	We	gratefully	acknowledge	the	contribution	made	by	the	thousands	of	women	who	

participated	in	the	trials	on	which	our	analyses	are	based.	We	thank	Martha	Richardson	for	

providing	feedback	on	the	protocol	and	data	dictionary	and	Genie	Han	for	her	valued	assistance	in	

working	with	the	consumer	groups	and	individuals	to	identify	interview	participants.	We	also	thank	

the	women	who	took	part	in	our	interviews	and	shared	their	experience	so	frankly	and	willingly.	We	

wish	to	acknowledge	the	contributions	made	in	supporting	the	project	by	CRD’s	NIHR	Systematic	

Review	Training	Fellows	(funded	by	the	National	Institute	for	Health	Research).	We	thank	Melissa	

Harden	who	set	up	and	maintained	the	EPPPIC	website	and	Vanda	Castle	for	administrative	support.		

Statement	of	interests	

LAS	and	members	of	the	project	team	are/were	employees	of	the	University	of	York	which	received	

funding	from	PCORI	to	carry	out	the	EPPPIC	project.	LD	reported	grants	from	NIHR	Programme	for	

applied	research,	outside	the	submitted	work.	KD	reported	that	her	employer	John	Hopkins	

Bloomberg	School	of	Public	Health	received	funding	through	a	sub-contract	from	York	for	patient	

engagement	and	conduct	of	the	study	of	patient	experience.	MS	and	LAS	reported	grants	from	the	

NIHR	outside	of	the	submitted	work.	No	member	of	the	project	team	had	involvement	with	any	of	

the	included	trials	or	had	any	conflict	of	interest.	SCB	presented	to	the	FDA	Advisory	Board	on	behalf	

of	the	Sponsor	(AMAG,	Inc)	regarding	FDA	approval	of	17-OHPC.	He	did	not	receive	any	financial	

payments	or	financial	support	for	this	role.		SNC	reported	grant	support	from	Amag	to	perform	a	

pharmacokinetic	study	on	intramuscular	vs	subcutaneous	17-hydroxyprogesterone	caproate.	Amag	

Pharmaceuticals	also	supplied	17-hydroxyprogesterone	caproate	for	a	study	he	directs	for		the	



	 22	

NICHD-	sponsored	Obstetric-Fetal	Pharmacology	Research	Centers.	CACr	reports	she	was	lead	

investigator	for	the	PROGRESS	Trial	one	of	the	studies	included	in	the	IPD-MA.	AD	reported	personal	

fees	from	AMAG	during	the	conduct	of	the	study	and	personal	fees	from	Hologic	outside	the	

submitted	work.	BM	declared	grants	from	NHMRC,	personal	fees	from	ObsEva,	personal	fees	from	

Merck,	personal	fees	from	Guerbet,	grants	from	Guerbet,	grants	from	Merck,	outside	the	submitted	

work.	JEN	chaired	the	2015	UK	Nice	Guideline	on	preterm	labour	and	birth	and	received	fees	for	this	

activity.	She	has	received	grants	from	government	and	charitable	bodies	for	research	into	

understanding	the	mechanism	of	term	and	preterm	labour	and	understanding	treatments.	Within	

the	last	3	years	she	has	acted	on	a	Data	Safety	and	Monitoring	Board	for	a	study	involving	a	preterm	

birth	therapeutic	agent	for	Glaxo	Smith	Kline,	and	has	provided	consultancy	for	Dilafor	on	drugs	to	

alter	labour	progress.		JN	reported	grants	from	University	of	Edinburgh	and	grants	from	University	of	

Aberdeen,		outside	the	submitted	work.	He	was	Deputy	Chair	of	the	UK	NIHR	Health	Technology	

Assessment	(HTA)	General	Funding	Committee	2016-2019;	and	is	currently	Chair	of	the	UK	Medical	

Research	Council	(MRC)	/	NIHR	Efficacy	and	Mechanisms	Evaluation	(EME)	Funding	Committee	

(2019-present).	JMO	was	involved	in	studies	of	progesterone	gel	treatment	for	preterm	birth	

prevention	sponsored	by	a	maker	of	progesterone	gel.	He	was	a	principal	investigator	for	studies	

published	in	2011	and	2007.	He	once	served	on	Advisory	Boards	and	as	a	consultant	for	Watson	

Pharmaceuticals,	a	company	with	a	financial	interest	in	marketing	vaginal	progesterone	gel	for	

preterm	birth	prevention.	He	is	a	cofounder	of	a	company	interested	in	developing	and	marketing	

interventions	to	prevent	preterm	birth,	but	that	entity	does	not	have	an	approved	or	commercially	

available	intervention	to	date.	He	and	others	are	listed	in	a	patent	on	the	use	of	progesterone	

compounds	to	prevent	preterm	birth	(USA	Patent	Number	7884093:	Progesterone	for	the	Treatment	

and	Prevention	of	Spontaneous	Preterm	Birth).	He	has	received	other	patents	for	devices	to	treat	

obstetrical	patients,	including	subpopulations	at	increased	risk	for	preterm	birth.	He	has	not	

received	any	funds	from	a	royalty	agreement	or	licensing	of	any	patent	to	date,	nor	has	his	

university.	AT	and	LR	reported	grants	from	the	Danish	Medical	Research	Council,	Fetal	Medicine	

Foundation,	Copenhagen	University	Hospital’s	Research	Fund,	Aase	and	Ejnar	Danielsens	Fund,	

Augustinus	Fund,	Ivan	Nielsen	Fund,	Doctor	Sofus	Carl	Emil	Friis	and	wife	Olga	Doris	Friis’	Fund,	The	

Simon	Fougner	Hartmanns	Family	Fund,	Danish	Medical	Society	in	Copenhagen,	A.P.	Moeller	

Foundation,	during	the	conduct	of	the	study.	EPW	and	JMC	worked	for	the	Patient-Centered	

Outcomes	Research	Institute	(PCORI)	at	the	time	the	work	was	competitively	awarded	and	funded	

by	PCORI.		The	disclosure	provided	by	the	corresponding	author,	is	intended	to	transparently	

reassure	readers	that	the	investigator	team	had	complete	authority	and	independence	over	the	

scientific	conduct	of	the	study	and	there	was	no	undue	influence	by	PCORI	through	EPW	or	JC.	Other	

than	the	fact	that	trial	investigators	contributed	data	from	their	trials	and	had	previously	reported	

these,	no	other	member	of	the	EPPPIC	group	declared	any	potential	conflict	of	interest.		

	

Data	Sharing	Statement	

The	EPPPIC	protocol	is	published
13
,	the	statistical	analysis	plan	and	data	dictionary	are	available	on	

request.	The	trial	investigators	who	shared	IPD	for	the	purposes	of	the	EPPPIC	IPD	meta-analysis	

retain	ownership	of	their	trial	data	and	any	requests	for	access	to	IPD	should	be	made	directly	to	

them.		

	
References		

1.	Blencowe	H,	Cousens	S,	Oestergaard	MZ,	Chou	D,	Moller	A-B,	Narwal	R,	et	al.	National,	regional,	

and	worldwide	estimates	of	preterm	birth	rates	in	the	year	2010	with	time	trends	since	1990	for	

selected	countries:	a	systematic	analysis	and	implications.	Lancet	2012;379:2162-72.		

2.	Martin	JA,	Hamilton	BE,	Sutton	PD,	Ventura	SJ,	Menacker	F,	Munson	ML.	Births:	final	data	for	

2002.	Natl	Vital	Stat	Rep	2003;52:1-113.		

3.	Petrou	S,	Yiu	HH,	Kwon	JJAodic.	Economic	consequences	of	preterm	birth:	a	systematic	review	of	

the	recent	literature	(2009–2017).	2019;104:456-65.		



	 23	

4.	Behrman	RE,	Butler	AS.	Preterm	birth,	cause,	consequence	and	prevention.	Washington,	DC:	

National	Academic	Press;	2007.		

5.	O'Brien	JM,	Lewis	DF.	Prevention	of	preterm	birth	with	vaginal	progesterone	or	17-alpha-

hydroxyprogesterone	caproate:	a	critical	examination	of	efficacy	and	safety.	Am	J	Obstet	Gynecol	

2016;214:45-56.	Available	from:	

http://ovidsp.ovid.com/ovidweb.cgi?T=JS&CSC=Y&NEWS=N&PAGE=fulltext&D=medl&AN=26558340	

6.	Romero	R,	Stanczyk	FZ.	Progesterone	is	not	the	same	as	17α-hydroxyprogesterone	caproate:	

implications	for	obstetrical	practice.	Am	J	Obstet	Gynecol	2013;208:421-26.		

7.	Dodd	JM,	Jones	L,	Flenady	V,	Cincotta	R,	Crowther	CA.	Prenatal	administration	of	progesterone	for	

preventing	preterm	birth	in	women	considered	to	be	at	risk	of	preterm	birth.	Cochrane	Database	of	

Systematic	Reviews	2013.		

8.	Romero	R,	Conde-Agudelo	A,	Da	Fonseca	E,	O'Brien	JM,	Cetingoz	E,	Creasy	GW,	et	al.	Vaginal	

progesterone	for	preventing	preterm	birth	and	adverse	perinatal	outcomes	in	singleton	gestations	

with	a	short	cervix:	a	meta-analysis	of	individual	patient	data.	Am	J	Obstet	Gynecol	2018;218:161-80.		

9.	Romero	R,	Conde-Agudelo	A,	El-Refaie	W,	Rode	L,	Brizot	ML,	Cetingoz	E,	et	al.	Vaginal	

progesterone	decreases	preterm	birth	and	neonatal	morbidity	and	mortality	in	women	with	a	twin	

gestation	and	a	short	cervix:	an	updated	meta-analysis	of	individual	patient	data.	Ultrasound	Obstet	

Gynecol	2017;49:303-14.		

10.	Schuit	E,	Stock	S,	Rode	L,	Rouse	DJ,	Lim	AC,	Norman	JE,	et	al.	Effectiveness	of	progestogens	to	

improve	perinatal	outcome	in	twin	pregnancies:	an	individual	participant	data	meta-analysis.	BJOG	

2015;122:27-37.		

11.	Combs	CA,	Schuit	E,	Caritis	SN,	Lim	AC,	Garite	TJ,	Maurel	K,	et	al.	17-Hydroxyprogesterone	

caproate	in	triplet	pregnancy:	an	individual	patient	data	meta-analysis.	BJOG	2016;123:682-90.		

12.	Saccone	G,	Khalifeh	A,	Elimian	A,	Bahrami	E,	Chaman-Ara	K,	Bahrami	MA,	et	al.	Vaginal	

progesterone	vs	intramuscular	17alpha-hydroxyprogesterone	caproate	for	prevention	of	recurrent	

spontaneous	preterm	birth	in	singleton	gestations:	systematic	review	and	meta-analysis	of	

randomized	controlled	trials.	Ultrasound	Obstet	Gynecol	2017;49:315-21.		

13.	Chang	CY,	Nguyen	CP,	Wesley	B,	Guo	J,	Johnson	LL,	Joffe	HV.	Withdrawing	Approval	of	Makena	-	

A	Proposal	from	the	FDA	Center	for	Drug	Evaluation	and	Research.	N	Engl	J	Med	2020;383:e131.		

14.	Stewart	LA,	Simmonds	M,	Duley	L,	Dietz	KC,	Harden	M,	Hodkinson	A,	et	al.	Evaluating	

progestogens	for	prevention	of	preterm	birth	international	collaborative	(EPPPIC)	individual	

participant	data	(IPD)	meta-analysis:	protocol.	Systematic	Reviews	2017;6:235.		

15.	Simmonds	M,	Duley	L,	Llewelyn	A,	Sharif	S,	Walker	R,	Wright	K,	et	al.	Progestogens	for	prevention	

of	preterm	birth	and	associated	morbidity	in	single	and	multifetal	gestation	pregnancies:	A	

collaborative	individual	participant	data	meta-analysis	of	data	from	30	randomized	controlled	trials.	

Report	to	PCORI	[submitted	2019].	In	press.	Washington,	D.C.:	PCORI.		

16.	Stewart	LA,	Clarke	M,	Rovers	M,	Riley	RD,	Simmonds	M,	Stewart	G,	et	al.	Preferred	Reporting	

Items	for	a	Systematic	Review	and	Meta-analysis	of	Individual	Participant	Data.	Jama	

2015;313:1657.		

17.	Higgins	JPT	AD,	Sterne	JAC	(editors).	Chapter	8:	Assessing	risk	of	bias	in	included	studies.	In:	

Higgins	JPT,	Churchill	R,	Chandler	J,	Cumpston	MS	(editors),	Cochrane	Handbook	for	Systematic	

Reviews	of	Interventions	version	5.2.0	(updated	June	2017).	2017.	[cited	Available	from:	Available	

from	www.training.cochrane.org/handbook.		

18.	Simmonds	MC,	Higgins	JPT,	Stewart	LA,	Tierney	LF,	Clarke	MJ,	Thompson	SG.	Meta-analysis	of	

individual	patient	data	from	randomized	trials;	a	review	of	methods	used	in	practice.	Clin	Trial	

2005;2:209-17.		

19.	DerSimonian	R,	Laird	N.	Meta-analysis	in	clinical	trials.	Control	Clin	Trials	1986;7:177-88.		

20.	Higgins	JPT,	Thompson	SG.	Quantifying	heterogeneity	in	a	meta-analysis.	Stat	Med	

2002;21:1539-55.		

21.	Lu	G,	Ades	AE.	Combination	of	direct	and	indirect	evidence	in	mixed	treatment	comparisons.	Stat	

Med	2004;23:3105-24.		



	 24	

22.	Aboulghar	MM,	Aboulghar	MA,	Amin	YM,	Al-Inany	HG,	Mansour	RT,	Serour	GI.	The	use	of	vaginal	

natural	progesterone	for	prevention	of	preterm	birth	in	IVF/ICSI	pregnancies.	Reprod	Biomed	Soc	

Online	2012;25:133-38.		

23.	Crowther	CA,	Ashwood	P,	McPhee	AJ,	Flenady	V,	Tran	T,	Dodd	JM,	et	al.	Vaginal	progesterone	

pessaries	for	pregnant	women	with	a	previous	preterm	birth	to	prevent	neonatal	respiratory	distress	

syndrome	(the	PROGRESS	Study):	A	multicentre,	randomised,	placebo-controlled	trial.	PLoS	Med	

2017;14:e1002390.		

24.	Fonseca	EB,	Celik	E,	Parra	M,	Singh	M,	Nicolaides	KH.	Progesterone	and	the	risk	of	preterm	birth	

among	women	with	a	short	cervix.	N	Engl	J	Med	2007;357:462-69.		

25.	Hassan	SS,	Romero	R,	Vidyadhari	D,	Fusey	S,	Baxter	JK,	Khandelwal	M,	et	al.	Vaginal	

progesterone	reduces	the	rate	of	preterm	birth	in	women	with	a	sonographic	short	cervix:	a	

multicenter,	randomized,	double-blind,	placebo-controlled	trial.	Ultrasound	Obstet	Gynecol	

2011;38:18-31.		

26.	Majhi	P,	Bagga	R,	Kalra	J,	Sharma	M.	Intravaginal	use	of	natural	micronised	progesterone	to	

prevent	pre-term	birth:	a	randomised	trial	in	India.	J	Obstet	Gynaecol	2009;29:493-98.		

27.	Norman	JE,	Mackenzie	F,	Owen	P,	Mactier	H,	Hanretty	K,	Cooper	S,	et	al.	Progesterone	for	the	

prevention	of	preterm	birth	in	twin	pregnancy	(STOPPIT):	a	randomised,	double-blind,	placebo-

controlled	study	and	meta-analysis.	Lancet	2009;373:2034-40.		

28.	Norman	JE,	Marlow	N,	Messow	C-M,	Shennan	A,	Bennett	PR,	Thornton	S,	et	al.	Vaginal	

progesterone	prophylaxis	for	preterm	birth	(the	OPPTIMUM	study):	a	multicentre,	randomised,	

double-blind	trial.	Lancet	2016;387:2106-16.		

29.	O'Brien	JM,	Adair	CD,	Lewis	DF,	Hall	DR,	Defranco	EA,	Fusey	S,	et	al.	Progesterone	vaginal	gel	for	

the	reduction	of	recurrent	preterm	birth:	primary	results	from	a	randomized,	double-blind,	placebo-

controlled	trial.	Ultrasound	Obstet	Gynecol	2007;30:687-96.		

30.	Rode	L,	Klein	K,	Nicolaides	KH,	Krampl-Bettelheim	E,	Tabor	A,	for	the	Predict	Group.	Prevention	

of	preterm	delivery	in	twin	gestations	(PREDICT):	a	multicenter,	randomized,	placebo-controlled	trial	

on	the	effect	of	vaginal	micronized	progesterone.	Ultrasound	Obstet	Gynecol	2011;38:272-80.		

31.	Serra	V,	Perales	A,	Meseguer	J,	Parrilla	JJ,	Lara	C,	Bellver	J,	et	al.	Increased	doses	of	vaginal	

progesterone	for	the	prevention	of	preterm	birth	in	twin	pregnancies:	a	randomised	controlled	

double-blind	multicentre	trial.	BJOG	2013;120:50-57.		

32.	Wood	S,	Ross	S,	Tang	S,	Miller	L,	Sauve	R,	Brant	R.	Vaginal	progesterone	to	prevent	preterm	birth	

in	multiple	pregnancy:	a	randomized	controlled	trial.	J	Perinat	Med	2012;40:593.		

33.	Brizot	ML,	Hernandez	W,	Liao	AW,	Bittar	RE,	Francisco	RP,	Krebs	VL,	et	al.	Vaginal	progesterone	

for	the	prevention	of	preterm	birth	in	twin	gestations:	a	randomized	placebo-controlled	double-

blind	study.	Am	J	Obstet	Gynecol	2015;213:82.e1-9.		

34.	Azargoon	A,	Ghorbani	R,	Aslebahar	F.	Vaginal	progesterone	on	the	prevention	of	preterm	birth	

and	neonatal	complications	in	high	risk	women:	A	randomized	placebo-controlled	double-blind	

study.	International	Journal	of	Reproductive	Biomedicine	2016;14:309-16.		

35.	van	Os	MA,	van	der	Ven	AJ,	Kleinrouweler	CE,	Schuit	E,	Kazemier	BM,	Verhoeven	CJ,	et	al.	

Preventing	preterm	birth	with	progesterone	in	women	with	a	short	cervical	length	from	a	low-risk	

population:	a	multicenter	double-blind	placebo-controlled	randomized	trial.	Am	J	Perinatol	

2015;32:993-1000.		

36.	Glover	MM,	McKenna	DS,	Downing	CM,	Smith	DB,	Croom	CS,	Sonek	JD.	A	randomized	trial	of	

micronized	progesterone	for	the	prevention	of	recurrent	preterm	birth.	Amer	J	Perinatol	

2011;28:377-81.		

37.	Rai	P,	Rajaram	S,	Goel	N,	Ayalur	Gopalakrishnan	R,	Agarwal	R,	Mehta	S.	Oral	micronized	

progesterone	for	prevention	of	preterm	birth.	Int	J	Gynaecol	Obstet	2009;104:40-43.		

38.	Awwad	J,	Usta	IM,	Ghazeeri	G,	Yacoub	N,	Succar	J,	Hayek	S,	et	al.	A	randomised	controlled	

double-blind	clinical	trial	of	17-hydroxyprogesterone	caproate	for	the	prevention	of	preterm	birth	in	

twin	gestation	(PROGESTWIN):	evidence	for	reduced	neonatal	morbidity.	BJOG	2015;122:71-79.		



	 25	

39.	Caritis	SN,	J	RD,	Peaceman	AM,	Sciscione	A,	Momirova	V,	Spong	CY,	et	al.	Prevention	of	preterm	

birth	in	triplets	using	17	alpha-hydroxyprogesterone	caproate:	a	randomized	controlled	trial.	Obstet	

Gynecol	2009;113.		

40.	Combs	CA,	Garite	T,	Maurel	K,	Das	A,	Porto	M.	Failure	of	17-hydroxyprogesterone	to	reduce	

neonatal	morbidity	or	prolong	triplet	pregnancy:	a	double-blind,	randomized	clinical	trial.	Am	J	

Obstet	Gynecol	2010;203:248.e1-48.e9.		

41.	Combs	CA,	Garite	T,	Maurel	K,	Das	A,	Porto	M.	17-hydroxyprogesterone	caproate	for	twin	

pregnancy:	a	double-blind,	randomized	clinical	trial.	Am	J	Obstet	Gynecol	2011;204:221.e1-21.e8.		

42.	Grobman	WA,	Thom	EA,	Spong	CY,	Iams	JD,	Saade	GR,	Mercer	BM,	et	al.	17	alpha-

hydroxyprogesterone	caproate	to	prevent	prematurity	in	nulliparas	with	cervical	length	less	than	30	

mm.	Am	J	Obstet	Gynecol	2012;207:390.e1-90.e8.		

43.	Lim	AC,	Schuit	E,	Bloemenkamp	K,	Bernardus	RE,	Duvekot	JJ,	Erwich	JJ,	et	al.	17alpha-

hydroxyprogesterone	caproate	for	the	prevention	of	adverse	neonatal	outcome	in	multiple	

pregnancies:	a	randomized	controlled	trial.	Obstet	Gynecol	2011;118:513-20.		

44.	Meis		PJ,	Klebanoff		M,	Thom		E,	Dombrowski		MP,	Sibai		B,	Moawad		AH,	et	al.	Prevention	of	

recurrent	preterm	delivery	by	17	alpha-hydroxyprogesterone	caproate.	N	Engl	J	Med	

2003;348:2379-85.		

45.	Rouse	DJ,	Caritis	SN,	Peaceman	AM,	Sciscione	A,	Thom	EA,	Spong	CY,	et	al.	A	trial	of	17	alpha-

hydroxyprogesterone	caproate	to	prevent	prematurity	in	twins.	N	Engl	J	Med	2007;357:454-61.		

46.	Senat	M-V,	Porcher	R,	Winer	N,	Vayssière	C,	Deruelle	P,	Capelle	M,	et	al.	Prevention	of	preterm	

delivery	by	17	alpha-hydroxyprogesterone	caproate	in	asymptomatic	twin	pregnancies	with	a	short	

cervix:	a	randomized	controlled	trial.	Am	J	Obstet	Gynecol	2013;208:194.e1-94.e8.		

47.	Briery	CM,	Veillon	EW,	Klauser	CK,	Martin	RW,	Chauhan	SP,	Magann	EF,	et	al.	Progesterone	does	

not	prevent	preterm	births	in	women	with	twins.	South	Med	J	2009;102:900-4.		

48.	Winer	N,	Bretelle	F,	Senat	MV,	Bohec	C,	Deruelle	P,	Perrotin	F,	et	al.	17	alpha-

hydroxyprogesterone	caproate	does	not	prolong	pregnancy	or	reduce	the	rate	of	preterm	birth	in	

women	at	high	risk	for	preterm	delivery	and	a	short	cervix:	a	randomized	controlled	trial.	Am	J	

Obstet	Gynecol	2015;212:485.e1-85.e10.		

49.	Bafghi	AS,	Bahrami	E,	Sekhavat	L.	Comparative	study	of	vaginal	versus	intramuscular	

progesterone	in	the	prevention	of	preterm	delivery:	a	randomized	clinical	trial.	Electron	Physician	

2015;7:1301-9.		

50.	Elimian	A,	Smith	K,	Williams	M,	Knudtson	E,	Goodman	JR,	Escobedo	MB.	A	randomized	

controlled	trial	of	intramuscular	versus	vaginal	progesterone	for	the	prevention	of	recurrent	preterm	

birth.	Int	J	Gynaecol	Obstet	2016;134:169-72.		

51.	Akbari	S,	Birjandi	M,	Mohtasham	N.	Evaluation	of	the	effect	of	progesterone	on	prevention	of	

preterm	delivery	and	its	complications.	Sci	J	Kurdistan	Uni	Med	Sciences	2009;14:11-9.		

52.	da	Fonseca	EB,	Bittar	RE,	Carvalho	MHB,	Zugaib	M.	Prophylactic	administration	of	progesterone	

by	vaginal	suppository	to	reduce	the	incidence	of	spontaneous	preterm	birth	in	women	at	increased	

risk:	a	randomized	placebo-controlled	double-blind	study.	Am	J	Obstet	Gynecol	2003;188:419-24.		

53.	Elsheikhah	AZ,	Dahab	S,	Negm	S,	Ebrashy	A,	Momtaz	M.	Effect	of	prophylactic	progesterone	on	

incidence	of	preterm	labour	in	spontaneous	twin	pregnancy,	randomized	controlled	study.	

Ultrasound	Obstet	Gynecol	2010;36:108-08.		

54.	El-refaie	W,	Abdelhafez	MS,	Badawy	A.	Vaginal	progesterone	for	prevention	of	preterm	labor	in	

asymptomatic	twin	pregnancies	with	sonographic	short	cervix:	a	randomized	clinical	trial	of	efficacy	

and	safety.	Arch	Gynecol	Obstet	2016;293:61-7.		

55.	Ahuja	R,	Sood	A,	Pal	A,	Mittal	R.	Role	of	micronized	progesterone	in	prevention	of	preterm	

labour	in	women	with	previous	history	of	one	or	more	preterm	births:	a	research	study	at	a	tertiary	

care	hospital.	Int	J	Reprod	Contracept	Obstet	Gynecol	2015;4:1176-80.		

56.	Ashoush	S,	El-Kady	O,	Al-Hawwary	G,	Othman	A.	The	value	of	oral	micronized	progesterone	in	

the	prevention	of	recurrent	spontaneous	preterm	birth:	a	randomized	controlled	trial.	Acta	Obstet	

Gynecol	Scand	2017;96:1460-66.	Available	from:	



	 26	

http://onlinelibrary.wiley.com/store/10.1111/aogs.13236/asset/aogs13236.pdf?v=1&t=jeochhgt&s=

d25f6b509f669ea4b27b1d1c61e54a85dcb7e05d	

http://onlinelibrary.wiley.com/store/10.1111/aogs.13236/asset/aogs13236.pdf?v=1&t=jet0mggp&s

=bcec68948dd6091339349e5202618a9ae571b7da	

57.	Hartikainen-Sorri	AL,	Kauppila	A,	Tuimala	R.	Inefficacy	of	17	alpha-hydroxyprogesterone	caproate	

in	the	prevention	of	prematurity	in	twin	pregnancy.	Obstet	Gynecol	1980;56:692-5.		

58.	Ibrahim	M,	Mohamed	R,	Ahmed	R,	Younis	MA-F.	Progesterone	supplementation	for	prevention	

of	preterm	labor:	a	randomized	controlled	trial.	Middle	East	Fertil	Soc	J	2010;15:39-41.		

59.	Johnson	JWC,	Austin	KL,	Jones	GS,	Davis	GH,	King	TM.	Efficacy	of	17α-hydroxyprogesterone	

caproate	in	the	prevention	of	premature	labor.	N	Engl	J	Med	1975;293:675-80.		

60.	Moghtadaei	P,	Sardari	F,	Latifi	M.	Progesterone	for	prevention	of	preterm	birth	and	

improvement	in	pregnancy	outcomes	among	primiparae	of	advanced	maternal	age.	Arch	Dis	Child	

Fetal	Neonatal	Ed	2008;93:Fa67-Fa80.		

61.	Saghafi	N,	Khadem	N,	Mohajeri	T,	Shakeri	MT.	Efficacy	of	17α-hydroxyprogesterone	caproate	in	

prevention	of	preterm	delivery.	J	Obstet	Gynaecol	Res	2011;37:1342-45.		

62.	Jabeen	S,	Akhtar	M,	Fatima	N,	Akram	M.	Role	of	progesterone	for	the	prevention	of	preterm	

labour.	Pak	J	Med	Health	Sci	2012;6:253-55.		

63.	Aflatoonian	A,	Amouzegar	H,	Dehghani	Firouzabadi	R.	Efficacy	of	17alpha-	hydroxy	progestrone	

on	decreasing	preterm	labor	in	ART	pregnancies:	A	randomized	clinical	trial.	Iran	J	Reprod	Med	

2013;11:785-90.		

64.	Yemini	M,	Borenstein	R,	Dreazen	E,	Apelman	Z,	Mogilner	BM,	Kessler	I,	et	al.	Prevention	of	

premature	labor	by	17	alpha-hydroxyprogesterone	caproate.	Am	J	Obstet	Gynecol	1985;151:574-7.	

Available	from:	

http://ovidsp.ovid.com/ovidweb.cgi?T=JS&CSC=Y&NEWS=N&PAGE=fulltext&D=med2&AN=3976757	

65.	Maher	MA,	Abdelaziz	A,	Ellaithy	M,	Bazeed	MF.	Prevention	of	preterm	birth:	a	randomized	trial	

of	vaginal	compared	with	intramuscular	progesterone.	Acta	Obstet	Gynecol	Scand	2013;92:215-22.		

66.	Pirjani	R,	Heidari	R,	Rahimi-Foroushani	A,	Bayesh	S,	Esmailzadeh	A.	17-alpha-

hydroxyprogesterone	caproate	versus	vaginal	progesterone	suppository	for	the	prevention	of	

preterm	birth	in	women	with	a	sonographically	short	cervix:	A	randomized	controlled	trial.	J	Obstet	

Gynaecol	Res	2017;43:57-64.		

67.	El-Gharib	MN,	El-Hawary	TM.	Matched	sample	comparison	of	intramuscular	versus	vaginal	

micronized	progesterone	for	prevention	of	preterm	birth.	J	Matern	Fetal	Neonatal	Med	

2013;26:716-9.		

68.	Ndoni	E,	Bimbashi	A,	Dokle	A,	Kallfa	E.	Treatment	with	different	types	of	progesterone	in	

prevention	of	preterm	delivery.	J	Matern	Fetal	Neonatal	Med	2010;23:97-602.		

69.	Cetingoz	E,	Cam	C,	Sakallı	M,	Karateke	A,	Celik	C,	Sancak	A.	Progesterone	effects	on	preterm	

birth	in	high-risk	pregnancies:	a	randomized	placebo-controlled	trial.	Arch	Gynecol	Obstet	

2011;283:423-29.		

70.	Blackwell	SC,	Gyamfi-Bannerman	C,	Biggio	JR,	Jr.,	Chauhan	SP,	Hughes	BL,	Louis	JM,	et	al.	17-

OHPC	to	Prevent	Recurrent	Preterm	Birth	in	Singleton	Gestations	(PROLONG	Study):	A	Multicenter,	

International,	Randomized	Double-Blind	Trial.	Am	J	Perinatol	2019.		

71.	Expression	of	Concern:	Sildenafil	Citrate	Therapy	for	Oligohydramnios:	A	Randomized	Controlled	

Trial.	2019;134:426.	Available	from:	

https://journals.lww.com/greenjournal/Fulltext/2019/08000/Expression_of_Concern__Sildenafil_Cit

rate_Therapy.40.aspx	

72.	Iams	JD	GR,	Meis	PJ,	Mercer	BM,	Moawad	A,	Das	A,	Thom	E,	McNellis	D,	Copper	RL,	Johnson	F,	

Roberts	JM.	The	length	of	the	cervix	and	the	risk	of	spontaneous	premature	delivery.	N	Engl	J	Med	

1996;334:569.		

73.	Heath	VCF,	Southall,	T.R.,	Souka,	A.P.,	Elisseou,	A.	and	Nicolaides,	K.H.	Cervical	length	at	23	

weeks	of	gestation:	prediction	of	spontaneous	preterm	delivery.	Ultrasound	Obstet	Gynecol,	1998;	

12:312-17.		



	 27	

74.	Rehal	A,	Benkő	Z,	De	Paco	Matallana	C,	Syngelaki	A,	Cicero	S,	Akolekar	R,	et	al.	Early	Vaginal	

Progesterone	Versus	Placebo	in	Twin	Pregnancies	for	Prevention	of	Spontaneous	Preterm	Birth	

(EVENTS):	A	Randomised	Double-Blind	Trial.	2020.		

75.	Elwyn	G,	Frosch	D,	Thomson	R,	Joseph-Williams	N,	Lloyd	A,	Kinnersley	P,	et	al.	Shared	decision	

making:	a	model	for	clinical	practice.	J	Gen	Intern	Med	2012;27:1361-7.	Available	from:	

https://www.ncbi.nlm.nih.gov/pubmed/22618581	

76.	Elliott	JH,	Synnot	A,	Turner	T,	Simmonds	M,	Akl	EA,	McDonald	S,	et	al.	Living	systematic	review:	

1.	Introduction—the	why,	what,	when,	and	how.	J	Clin	Epidemiol	2017;91:23-30.		

	

	

	

	


