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Supplementary Fig. S1: Sensitivity Analysis: Leave low-quality studies out 
c) Preeclampsia: Metformin vs. all interventions
a) Gestational weight gain (throughout pregnancy): Metformin vs. all interventions
b) Pregnancy induced hypertension: Metformin vs. all interventions
d) Gestational age at delivery: Metformin vs. all interventions 
e) Preterm: Metformin vs. all interventions


Supplementary Fig. S1: Sensitivity Analysis: Leave low-quality studies out (continued) 
g) Development of GDM: Metformin vs. all interventions 
No studies reporting this outcome were low quality
f) C-section rates: Metformin vs. all interventions
Sensitivity analysis of outcome measures when low-quality studies were removed.
C-section=ceserean-section; GDM=gestational diabetes mellitus; met=metformin.
Odds Ratio or mean difference (where appropriate) ± 95% CI. Fixed or random-effect models where appropriate.



Supplementary Fig S2: Sensitivity analysis: Leave-one-out 
b) Pre-eclampsia: Metformin vs. all interventions
a) Gestational weight gain: Metformin vs. all interventions
a) Gestational weight gain (throughout pregnancy)
b) Pregnancy-induced hypertension
c) Pre-eclampsia
d) Gestational age at delivery
e) Preterm (all causes)
f) Preterm (spontaneous)
Supplementary Fig S3: Funnel Plots


g) Ceserean section rate
h) Incidence of GDM
Supplementary Fig. S3: Funnel Plots (continued)
Funnel Plot analysis
C-section=ceserean-section; GDM=gestational diabetes mellitus; met=metformin.
Odds Ratio or mean difference (where appropriate) ± 95% CI. Fixed or random-effect models where appropriate.

	Primary maternal outcomes of metformin treatment during pregnancy

	Patient or population: Women prescribed metformin for any indication during pregnancy 
Setting: 
Intervention: Metformin 
Comparison: Any comparator 

	Outcomes
	№ of participants 
(studies)
Follow up 
	Certainty of the evidence
(GRADE)
	Relative effect
(95% CI)
	Anticipated absolute effects

	
	
	
	
	Risk with any comparator
	Risk difference with Metformin

	Pregnancy-induced hypertension (all studies) 
	4189
(14 RCTs) 
	⨁⨁⨁⨁
HIGH 
	OR 0.97
(0.77 to 1.22) 
	78 per 1,000 
	2 fewer per 1,000
(17 fewer to 16 more) 

	Gestational age at delivery 
	3081
(17 RCTs) 
	⨁⨁⨁◯
MODERATE a
	- 
	The mean gestational age at delivery was 38.2 weeks 
	MD 0.07 weeks lower
(0.21 lower to 0.06 higher) 

	GWG (through pregnancy) 
	2522
(13 RCTs) 
	⨁⨁⨁◯
MODERATE b
	- 
	The mean GWG (through pregnancy) was 10.5 kg 
	MD 1.55 kg lower
(2.19 lower to 0.91 lower) 

	Preterm: All causes (all studies) 
	6959
(27 RCTs) 
	⨁⨁⨁◯
MODERATE c
	OR 0.91
(0.67 to 1.22) 
	96 per 1,000 
	8 fewer per 1,000
(29 fewer to 19 more) 

	*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% CI). 

CI: Confidence interval; OR: Odds ratio; MD: Mean difference 


Supplementary Fig S4: GRADE analysis – primary outcomes
Supplementary Fig S4: GRADE analysis – primary outcomes (continued)

	GRADE Working Group grades of evidence
High certainty: We are very confident that the true effect lies close to that of the estimate of the effect
Moderate certainty: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different
Low certainty: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect
Very low certainty: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 




Explanations
a. The data set indicates a modest heterogeneity throughout studies as evidenced by the I2 value of 47%, with accompanying modest p value of 0.02. 
b. The data set indicates a very high heterogeneity throughout studies as evidenced by the I2 value of 87%, with accompanying p value of <0.00001. 
c. The data set indicates a fairly high heterogeneity throughout studies as evidenced by the I2 value of 58%, with accompanying p value of <0.0001. 
GRADE analysis for all primary outcomes
GWG=gestational weight gain; RCTs=randomised controlled trials.
Odds Ratio or mean difference (where appropriate) ± 95% CI. Fixed or random-effect models where appropriate.

 









Supplementary Fig S5: GRADE analysis – secondary outcomes 
	Metformin compared to any comparator for women prescribed metformin for any indication during pregnancy: Secondary outcomes

	Patient or population: women prescribed metformin for any indication during pregnancy 
Setting: 
Intervention: Metformin 
Comparison: Any comparator 

	Outcomes
	№ of participants 
(studies)
Follow up 
	Certainty of the evidence
(GRADE)
	Relative effect
(95% CI)
	Anticipated absolute effects

	
	
	
	
	Risk with any comparator
	Risk difference with Metformin

	C-section (all reasons) 
	6122
(29 RCTs) 
	⨁⨁⨁◯
MODERATE a
	OR 0.86
(0.73 to 1.01) 
	425 per 1,000 
	36 fewer per 1,000
(75 fewer to 2 more) 

	Development of GDM 
	2063
(7 RCTs) 
	⨁⨁⨁◯
MODERATE b
	OR 1.07
(0.87 to 1.33) 
	208 per 1,000 
	11 more per 1,000
(22 fewer to 51 more) 

	Glycaemic control: FBS 
	3673
(19 RCTs) 
	⨁⨁⨁◯
MODERATE c
	- 
	The mean glycaemic control: FBS was 90.23 mg/dL 
	MD 0.45 mg/dL lower
(2.26 lower to 1.36 higher) 

	Glycaemic control: RBS 
	3610
(18 RCTs) 
	⨁⨁⨁◯
MODERATE d
	- 
	The mean glycaemic control: RBS ranged from 115.47 mg/dL 
	MD 1.18 mg/dL lower
(2.64 lower to 0.28 higher) 

	Maternal hypoglycaemia 
	1149
(6 RCTs) 
	⨁⨁⨁◯
MODERATE e
	OR 0.47
(0.28 to 0.80) 
	78 per 1,000 
	40 fewer per 1,000
(55 fewer to 15 fewer) 



	*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% CI). 

CI: Confidence interval; OR: Odds ratio; MD: Mean difference 

	GRADE Working Group grades of evidence
High certainty: We are very confident that the true effect lies close to that of the estimate of the effect
Moderate certainty: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different
Low certainty: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect
Very low certainty: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 



Explanations
a. The data set has a fairly high level of heterogeneity across the studies as evidenced by the I2 value (46%) and the accompanying significant p value (0.004). 
b. Only n=7 studies were found for this outcome, most of which had large 95% CI intervals (related to small participant sizes). 
c. The data set has a very high level of heterogeneity across the studies as evidenced by the I2 value (92%) and the accompanying p value (<0.00001). 
d. The data set has a very high level of heterogeneity across the studies as evidenced by the I2 value (83%) and the accompanying significant p value (<0.00001) 
e. Only n=6 studies were found for this outcome, most of which had large 95% CI intervals (related to relatively small participant sizes). 

C-section=ceserean-section; FBS=fasting blood glucose; RBS=random blood glucose; GDM=gestational diabetes mellitus; met=metformin; RCTs=randomised controlled trials.
Odds Ratio or mean difference (where appropriate) ± 95% CI. Fixed or random-effect models where appropriate.

 

Supplementary Fig S6: New GDM development
New GDM development
GDM=gestational diabetes mellitus; met=metformin.
Odds Ratio ± 95% CI. Fixed or random-effect model.



























Supplementary Fig S7: Glycaemic control
a) FBS
b) RBS




















c) Maternal hypoglycemia
Maternal glycaemic control (including FBS, RBS and maternal hypoglycaemia)
Mean differences and Odds Ratios (where appropriate) ± 95% CI.
FBS=fasting plasma glucose; RBS=random blood glucose; met=metformin







Supplementary Table S1: Inclusion/Exclusion table
[image: ]
Inclusion/exclusion criteria
GDM=gestational diabetes mellitus





Supplementary Table S2: Risk of Bias 
Risk of Bias analysis
Green circles=low risk of bias; yellow circles=unknown risk of bias; red circles=high risk of bias





















Supplementary Table S3: Study characteristics table
Separate excel spread-sheet
Supplementary Table S4: GDM/PCOS/maternal obesity diagnosis criteria
[image: ]
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Heterogeneity diagnosis for GDM/PCOS/maternal obesity diagnosis
ADA=American Diabetes Association; ADIPS=Australasian Diabetes in Pregnancy Society; CC=Carpenter-Coustan; FNC=Finnish National Criteria; GDM=gestational diabetes mellitus; IADPSG= International Association of Diabetes and Pregnancy Study Groups;  NDDG= National Diabetes Diagnosis Group; NIH=National Institute of Health; PCOS=polycystic ovary syndrome; WHO=World Health Organisation
Eggers Testing for publication bias
C-section=Cesarean-section; GDM=Gestational Diabetes Mellitus; GWG=gestational weight gain 
Supplementary Table S5: Eggers Test


Supplementary Table S6: Effect of metformin treatment upon side effects (vs. placebo: PCOS and maternal obesity)

	Outcome
	
	Unadjusted OR
(95% CI)
	P value
	Studies
	N
	Het. I2 
	Het. P value

	Nausea

	Placebo
	1.44 (1.13-1.84)
	.003
	4
	1441
	0%
	.51

	Vomiting

	Placebo
	1.42 (1.10-1.84)
	.008
	4
	1441
	7%
	.36

	Diarrhoea

	Placebo
	2.73 (1.59-4.68)
	.0003
	4
	1441
	68%
	.02

	Abdominal pain
	Placebo
	1.00 (0.75-1.33)
	.98
	4
	1242
	0%
	.45


	Bloating

	Placebo
	1.32 (0.73-2.38)
	.36
	1
	240
	N/A
	N/A

	Constipation

	Placebo
	1.11 (0.76-1.63)
	.59
	2
	797
	15%
	.28

	Headache

	Placebo
	1.17 (0.82-1.69)
	.39
	2
	797
	69%
	.07



Likelihood of side effects in PCOS and maternal obesity pregnancies treated with metformin
OR= Odds Ratio ± 95% CI. Het=Heterogeneity


Supplementary Table S7: Gastrointestinal side effects in women with diabetes in pregnancy randomised to metformin.
	First Author
	 
	Raw averages (%)
	     N 

	Ainnudin, 2015
	GI side effects
	  7 (8)
	93

	
	Stopped medication
	  6 (6)
	93

	Ashoush, 2016 
	GI side effects
	14 (30)
	47

	
	Stopped medication
	  0 (0)
	47

	Ijas, 2011
	GI side effects
	  3 (6)
	50

	
	Stopped medication
	  3 (6)
	50

	Niromanesh, 2012
	GI side effects
	  6 (8)
	80

	
	Stopped medication
	  3 (4)
	80

	Rowan, 2008
	GI side effects
	32 (9)
	363

	
	Stopped medication
	  7 (2)
	363

	Spaulonci, 2013
	GI side effects
	21 (46)
	46

	
	Stopped medication
	  1 (2)
	46

	Tertti, 2013
	GI side effects
	  2 (2)
	110

	
	Stopped medication
	  2 (2)
	110

	Wasim, 2020
	GI side effects
	  4 (3)
	137

	
	Stopped medication
	  4 (3)
	137

	Weighted average
	GI side effects
	  12.5
	929

	Incidence (%)
	Stopped medication
	  14.3
	929






Supplementary S1 Text


Supplementary S1 Text (continued)


Supplementary S1 Text (continued)





Supplementary S1 Text (continued)


Supplementary S1 Text (continued)


PubMed:
Initial search date: 19.11.19. (Search date range: June 1997 to 19.11.19). 
Basic search terms: Metformin AND Gestational diabetes mellitus
("metformin"[MeSH Terms] OR "metformin"[All Fields]) AND ("diabetes, gestational"[MeSH Terms] OR ("diabetes"[All Fields] AND "gestational"[All Fields]) OR "gestational diabetes"[All Fields] OR ("gestational"[All Fields] AND "diabetes"[All Fields] AND "mellitus"[All Fields]) OR "gestational diabetes mellitus"[All Fields])
Web of Science:
Initial search date: 19.11.19. (Search date range: 1900 to 19.11.19).
Basic search terms: Metformin AND Gestational diabetes mellitus
OVID EMBASE
Search date range: 1974 to 19.11.19.
metformin.mp.
metformin.ti,ab.
exp*metformin/
2 or 3
(gestation*adj3 diabet*).ti,ab.
exp*pregnancy diabetes mellitus/
5 or 6
4 and 7
OVID MEDLINE
Search date range: 1946 to 19.11.19.
metformin.mp.
metformin.ti,ab.
exp*metformin/
2 or 3
(gestation*adj3 diabet*).ti,ab.
4 and 5
The Cochrane Database
Search date range: Database inception to 19.11.19.
Basic search terms: Metformin AND Gestational diabetes mellitus
www.clinical trials.gov
Search date range: Database inception to 19.11.19.
Basic search terms: Metformin AND gestational diabetes
Supplementary S2 Text: Database search terms
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expected to continue to rse. It difcult 0 fully estimate the numbers of women with PCOS as diagnosis is
challenging, however global estimates show 3-10% of the female population are affected. New trials of
metformin in pregnancy are planned in low-middle human-development.index countries. In these sefings the
high incidence of GDM (>25%) could resultin ~10% of the pregnant population being prescribed mefformin.
‘Given the increasing scale of intrauterine metformin-exposure, studies investgating the potentialeffects on
both mother and her unborn chid are warranted. Preterm delivry is a commonplace pregnancy-complication
with ~ 80, 000 babieslyear in the UK bom at < 37 gestational-weeks. Prematurity is associated with ris of
stil-bith, perinatal, neonatal, and infant-mortalty, with survivors having increased risk of long-term disabilty.
Pre-cclampsia and other hypertensive-disorders-of-pregnancy are common adverse outcomes leading to
significant matemal morbidity. Gestational-weight.gain is an mportant infiuence on health during pregnancy,
and for the mother’s fe-course health. This meta-analysis aims to elucidate the effect of metfomin-exposure
in pregnancy on common matemal adverse pregnancy-outcomes.

Main outcome(s)
Materal outcomes: (Prenatal and perinatal)

« Preter bith: (delvery < 37 weeks); (n values and %); (dichotomous data).
- Gestational age at delivery (weeks); (n values, mean, + SDJ; (continuous data).

« Pre-eclampsia: (where threshold detailed: BP > 140/80mm/Hg with proteinurea >300mgi24hr); (n values
and %), (dichotomous data).
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- Human studies, > 50 cases.

- Randomised controlled and prospective randomised conirolled studies.

- Pregnant women with metformin inervention.

- Metformin v, other pharmacological ntervention ANDIOR diet ANDIOR sty for pregnant women.

- Outcomes: Baseline’ matemal parameters recorded before the study start andlor follow-up ANDIOR

pregnancy and delivery complications recorded (including gestational hypertension, pre.cclampsia and

preterm birth).

Exclusion erteria

- Non human studies, < 50 cases.

- Non primary research artices (including reviews).

- Editoral comments, meeting abstracts (with insuffcient data), book chapters & non-peer review artices.

- Exclusion of participants based on fefalbirth weight

Intervention(s), exposure(s)
Mefformin intervention during pregnancy.

Comparator(s)/control
Dependent upon the study,the reference group will be nsuiin-reated, diettherapy, other phamacological
‘agents (such as glyburid), placebo, or un-reated women.
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Context
Metiorin is an oral glucose-Jowering-agent, increasingly used in pregnancy, yet as it rosses the placenta;
uncertainty exists regarding its use for ndications during pregnancy. It s endorsed as an acceptable,
‘economic altemative to insuii for gestational diabetes (GDM) treatment by national bodies and fe
increasingly used for other indications, including obesity and polycysti-ovarian-syndrome (PCOS), during
pregnancy. GDM affects ~3%-25% of pregnancies woridwide, (113 of which will require drug therapy for
glycaemic contro). With obesity and matemal-age increasing in the matemity popuiation, this rate is
expected to continue to rse. It difcult 0 fully estimate the numbers of women with PCOS as diagnosis is
challenging, however global estimates show 3-10% of the female population are affected. New trials of
metformin in pregnancy are planned in low-middle human-development.index countries. In these sefings the
high incidence of GDM (>25%) could resultin ~10% of the pregnant population being prescribed mefformin.
‘Given the increasing scale of intrauterine metformin-exposure, studies investgating the potentialeffects on
both mother and her unborn chid are warranted. Preterm delivry is a commonplace pregnancy-complication
with ~ 80, 000 babieslyear in the UK bom at < 37 gestational-weeks. Prematurity is associated with ris of
stil-bith, perinatal, neonatal, and infant-mortalty, with survivors having increased risk of long-term disabilty.
Pre-cclampsia and other hypertensive-disorders-of-pregnancy are common adverse outcomes leading to
significant matemal morbidity. Gestational-weight.gain is an mportant infiuence on health during pregnancy,
and for the mother’s fe-course health. This meta-analysis aims to elucidate the effect of metfomin-exposure
in pregnancy on common matemal adverse pregnancy-outcomes.

Main outcome(s)
Materal outcomes: (Prenatal and perinatal)

« Preter bith: (delvery < 37 weeks); (n values and %); (dichotomous data).
- Gestational age at delivery (weeks); (n values, mean, + SDJ; (continuous data).

« Pre-eclampsia: (where threshold detailed: BP > 140/80mm/Hg with proteinurea >300mgi24hr); (n values
and %), (dichotomous data).
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« Pregnancy-induced hypertension: (where threshold defailed: BP >140180 mm/Hg); (n values & %),
(dichotomous data).

« Gestational weight gain (kg), (n value, mean + SD); (continuous data).
+ Other maternal outcomes.

* Measures of effect

Main outcomes willbe assessed as continuous/dichotomous variables in the specified units, at all ages
reporied afteror before delivery.

Additional outcome(s)
Maternal outcomes: (Prenatal and perinatal)
« Mode of defivery (n values and % - ichotomous data) or (n values, mean and & SD - continuous data).

« Matemal glycaemic control(n values and % - dichotomous data) o (n values, mean and  SD - confinuous
cata).

Postnatal outcomes:
« Later postnatal outcomes: (n values and % - dichotomous data) of (7 values, mean and  SD - confinuous
cata).

* Measures of effect

‘Secondary outcomes will be assessed as continuous/dichotomous variables in the specified units, at all ages
reported after o before delivery.
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Data extraction (selection and coding)
PubMed, Ovid Embase, MEDLINE, Web of Science and The Cochrane Library willbe searched
systematicaly, after which the papers wil be screened on Titie and Abstract, by two reviewers
independently. The full texts of these selected studies will e independently assessed using inclusion and
‘xclusion criteria. Disagreement over the slighbilty wil be discussed with a third reviewer.

We intend to extractthe following data: author, year of publcation, country, sample size, exposure unit (mg),
Guration of exposure to metformin, diagnostc critera for GDMIPCOS/obesity of other conditons, population
randomisation critria, reported outcomes including materal bassfine characteristics pregnancy (including
Guration of gestation), defivery and neonatal outcomes.

Risk of bias (quality) assessment
The qualty of studies will be assessed using the macified Cochrane Collaboration too to assess risk of bias
for randomized controlied trals. Bias i assessed as a judgment (high, low, or unclear)for individual
elements rom seven domains; (selection (randomisation), selecton (concealment), performance, detection,
atiton, eporting, and other). This assessment wil be performed by two reviewers independently
Disagreement befween reviewers regarding the quality of a study will be discussed with a hird reviewer.

Strategy for data synthesis
To synthesise and analyse quantiative data, @ systemaic reviewmeta-analysis will be conducted using R.
Heterogeneity will be assessed with Galbrait plots, and the dcision to use a fxed-cfiect o random-<fiects
‘model wil based on this analysis. Data wil be raphically displayed using forest plots. Adcitionally, meta-
regression willbe performed to explore the efiects of heterageneity in terms of tudy-Jevel covariates.
Publcation bias willbe assessed using funnel plots, ploting the cffects sizes against standard eors.

Analysis of subgroups or subsets
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« Pregnancy-induced hypertension: (where threshold defailed: BP >140180 mm/Hg); (n values & %),
(dichotomous data).

« Gestational weight gain (kg), (n value, mean + SD); (continuous data).
+ Other maternal outcomes.

* Measures of effect

Main outcomes willbe assessed as continuous/dichotomous variables in the specified units, at all ages
reporied afteror before delivery.

Additional outcome(s)
Maternal outcomes: (Prenatal and perinatal)
« Mode of defivery (n values and % - ichotomous data) or (n values, mean and & SD - continuous data).

« Matemal glycaemic control(n values and % - dichotomous data) o (n values, mean and  SD - confinuous
cata).

Postnatal outcomes:
« Later postnatal outcomes: (n values and % - dichotomous data) of (7 values, mean and  SD - confinuous
cata).

* Measures of effect

‘Secondary outcomes will be assessed as continuous/dichotomous variables in the specified units, at all ages
reported after o before delivery.
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Data extraction (selection and coding)
PubMed, Ovid Embase, MEDLINE, Web of Science and The Cochrane Library willbe searched
systematicaly, after which the papers wil be screened on Titie and Abstract, by two reviewers
independently. The full texts of these selected studies will e independently assessed using inclusion and
‘xclusion criteria. Disagreement over the slighbilty wil be discussed with a third reviewer.

We intend to extractthe following data: author, year of publcation, country, sample size, exposure unit (mg),
Guration of exposure to metformin, diagnostc critera for GDMIPCOS/obesity of other conditons, population
randomisation critria, reported outcomes including materal bassfine characteristics pregnancy (including
Guration of gestation), defivery and neonatal outcomes.

Risk of bias (quality) assessment
The qualty of studies will be assessed using the macified Cochrane Collaboration too to assess risk of bias
for randomized controlied trals. Bias i assessed as a judgment (high, low, or unclear)for individual
elements rom seven domains; (selection (randomisation), selecton (concealment), performance, detection,
atiton, eporting, and other). This assessment wil be performed by two reviewers independently
Disagreement befween reviewers regarding the quality of a study will be discussed with a hird reviewer.

Strategy for data synthesis
To synthesise and analyse quantiative data, @ systemaic reviewmeta-analysis will be conducted using R.
Heterogeneity will be assessed with Galbrait plots, and the dcision to use a fxed-cfiect o random-<fiects
‘model wil based on this analysis. Data wil be raphically displayed using forest plots. Adcitionally, meta-
regression willbe performed to explore the efiects of heterageneity in terms of tudy-Jevel covariates.
Publcation bias willbe assessed using funnel plots, ploting the cffects sizes against standard eors.

Analysis of subgroups or subsets
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1fthe number of studies available allows, we plan sub-group analyses by comparator group (1. metformin
vs. insulin, metformin vs. piacebo, metiormin vs. glyburide etc) or by indication (Le. GDM, PCOS o obesity)
or by time of metformin exposure (.. pre-pregnancy vs. early . late pregnancy). Performing these sub-
group analyses will be contingent on sufiient data being avalable.

‘Contact details for further information
Jane Tamy-Adkins
Janeackins@ooglemalcom

Organisational afflation of the review
University of Cambridge Metabolic Research Laboratories and MRC Metabolic Discases Unit, Wellcome
Trust- MRC Institute of Metabolic Science.

Review team members and their organisational affiiations
Mrs Jane Tarry-Adkins. University of Cambridge Metabolic Ressarch Laboratories and MRC Metabolic
Diseases Unit, Wellcome Trust-MRC Instiute of Metabolc Science.

Dr Catherine Aiken. Depariment of Obstetrics and Gynaecology, University of Cambridge, the Rosie Hospital
and NIHR Cambridge Comprehensive Biomedical Ressarch Centre.

Professor Susan Ozanne. Universit of Cambridge Metabolic Research Laboratories and MRC Metabolic:
Diseases Unit, Wellcome Trust-MRC Instiute of Metaboic Science.

Type and method of review
Meta-analysis, Systematc review

Anticipated or actual start date
18 November 2018

Anticipated completion date
08 March 2020

Funding sources/sponsors
The Brish Heart Foundation and the Medical Research Council

Conflicts of interest

Language
English
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Country

England

Stage of review

Review Ongoing

‘Subject index terms status
‘Subject indexing assigned by CRD.

‘Subject index terms
Diabetes, Gestational; Female; Humans; Hypogycemic Agents; Metformin; Pregnancy

Date of registration in PROSPERO
14 February 2020

Date of publication of this version
14 February 2020

Detais of any existing review of the same topic by the same authors
‘Stage of review at time of this submission
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1fthe number of studies available allows, we plan sub-group analyses by comparator group (1. metformin
vs. insulin, metformin vs. piacebo, metiormin vs. glyburide etc) or by indication (Le. GDM, PCOS o obesity)
or by time of metformin exposure (.. pre-pregnancy vs. early . late pregnancy). Performing these sub-
group analyses will be contingent on sufiient data being avalable.

‘Contact details for further information
Jane Tamy-Adkins
Janeackins@ooglemalcom

Organisational afflation of the review
University of Cambridge Metabolic Research Laboratories and MRC Metabolic Discases Unit, Wellcome
Trust- MRC Institute of Metabolic Science.

Review team members and their organisational affiiations
Mrs Jane Tarry-Adkins. University of Cambridge Metabolic Ressarch Laboratories and MRC Metabolic
Diseases Unit, Wellcome Trust-MRC Instiute of Metabolc Science.

Dr Catherine Aiken. Depariment of Obstetrics and Gynaecology, University of Cambridge, the Rosie Hospital
and NIHR Cambridge Comprehensive Biomedical Ressarch Centre.

Professor Susan Ozanne. Universit of Cambridge Metabolic Research Laboratories and MRC Metabolic:
Diseases Unit, Wellcome Trust-MRC Instiute of Metaboic Science.

Type and method of review
Meta-analysis, Systematc review

Anticipated or actual start date
18 November 2018

Anticipated completion date
08 March 2020

Funding sources/sponsors
The Brish Heart Foundation and the Medical Research Council

Conflicts of interest

Language
English
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Country

England

Stage of review

Review Ongoing

‘Subject index terms status
‘Subject indexing assigned by CRD.

‘Subject index terms
Diabetes, Gestational; Female; Humans; Hypogycemic Agents; Metformin; Pregnancy

Date of registration in PROSPERO
14 February 2020

Date of publication of this version
14 February 2020

Detais of any existing review of the same topic by the same authors
‘Stage of review at time of this submission
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Preliminary searches Yes Yes
Piloting of the study selection process Yes Yes
Formal screening of search results against eligibilty crteria No No
Data extraction No No
Risk of bias (quality) assessment No No
Data analysis No No
Versions

14 February 2020

PROSPERO
This iformation has bean provided by he named contactfo s review. CRD has accepied tis information in good
it and registred the review in PROSPERO. The registrant confims tha th inormation supplied or tis submission
is acourate and complete. GRD bears no responsbiky o abilty for the content of this regisraton record. any.
‘sssociated ies or external webstas.
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