Supplementary Table S1: Risk of Bias Assessment

	Study
	Study Design
	Confounding considered
	Date of EFV exposure ascertained through physician records
	Differential outcome reporting by drug
	Baseline characteristics balanced (or adjusted for at analysis)
	Loss to follow-up <10%
	Overall risk of bias

	Antiretroviral Pregnancy Registry, 2013
	Prospective
	No
	Yes
	No
	NR
	NR
	Low

	Cressey et al, 2012
	Prospective
	No
	Yes
	**
	**
	Yes
	Low/moderate

	Floridia et al, 2013
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Low/moderate

	Sibiude et al, 2013
	National surveillance study
	NR
	NR
	No
	NR
	NR
	Low/moderate

	Schwartz et al, 2012
	Prospective
	No
	Yes
	**
	**
	Yes
	Low/moderate

	Ekouevi et al, 2011
	Prospective
	No
	
	No
	Yes
	Yes
	Low/moderate

	Phanupak et al, 2011
	Prospective
	No
	NR
	NR
	NR
	NR
	Low/moderate

	Westreich et al, 2010
	Prospective
	No
	NR
	**
	**
	Yes
	Low/moderate

	MTCT Plus
	Prospective
	NR
	NR
	NR
	NR
	NR
	Unclear

	Blood et al, 2009
	Retrospective
	No
	NR
	**
	**
	No
	Moderate

	Areechokchai, 2009
	Retrospective
	No
	Yes
	**
	**
	Yes
	

	Bera et al, 2009
	Prospective
	No
	Yes
	No
	NR
	No
	Moderate

	Townsend et al, 2009
	Prospective
	Yes
	Yes
	No
	Yes
	Yes
	Very low

	Laher et al, 2009
	Retrospective
	No
	NR
	NR
	NR
	Yes
	Moderate

	Machado et al, 2009 
	Prospective
	No
	Yes
	NR
	NR
	Yes
	Low/moderate

	Gonzales-Tome et al, 2008 
	Prospective
	No
	NR
	NR
	NR
	Yes
	Low/moderate

	Oliveira, 2007
	Prospective
	No
	Yes
	**
	**
	NR
	Low/moderate

	Rossouw et al, 2007
	Retrospective
	No
	NR
	**
	**
	Yes
	Moderate

	Bussman et al, 2007
	Prospective
	No
	Yes
	No
	NR
	Yes
	Low

	Joao et al, 2006
	Retrospective
	No
	Yes
	**
	**
	NR
	Moderate

	Jeantils et al, 2006
	Retrospective
	No
	Yes
	**
	**
	NR
	Moderate

	Patel et al, 2005
	Prospective 
	No
	Yes
	No
	NR
	NR
	Low/moderate

	Batallan et al, 2003
	Retrospective
	No
	Yes
	**
	**
	NR
	Moderate


NR, not reported; ** single arm study

Supplementary Table S2: : GRADE assessment for the relative risk of congenital abnormalities comparing exposure to EFV and non-EFV based regimens in the first trimester of pregnancy 
	Quality assessment
	No of patients
	Effect
	Quality
	Importance

	
	
	
	
	

	No of studies
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Efavirenz
	Control
	Relative
(95% CI)
	Absolute
	
	

	congenital abnormalities

	12
	observational studies
	no serious risk of bias
	no serious inconsistency1
	no serious indirectness
	no serious imprecision2
	none
	39/1490 
(2.9%)
	363/9835 
(3.7%)
	RR 0.78 (0.56 to 1.08)
	1 fewer per 100 (from 2 fewer to 1 more)
	LOW
	CRITICAL

	
	
	
	
	
	
	
	 
	
	
	-
	
	


1 Confidence intervals all overlap and no statistical heterogeneity. 2 study has point estimate inconsistent with the overall result but this is based on a low sample size and event rate (1/18 patients exposed to EFV)
2 Confidence intervals cross the null but are narrow enough to rule out appreciable harm/benefit
Supplementary Table S3: leave-one-out meta-analysis
	Study
	Pooled proportion if corresponding study left out

	Antiretroviral Pregnancy Registry, 2013
	1.4% (95%CI 0.6-2.3) 

	Floridia et al, 2013
	1.6% (95%CI 0.7-2.5)

	Sibiude et al, 2013
	1.8% (95%CI 0.8-2.8)

	Cressey et al, 2012
	1.6% (95%CI 0.7-2.5)

	Schwartz et al, 2012
	1.6% (95%CI 0.7-2.5)

	Ekouevi et al, 2011
	1.6% (95%CI 0.7-2.5)

	Phanupak et al 2011
	1.6% (95%CI 0.7-2.5)

	Westreich et al, 2010
	1.6% (95%CI 0.7-2.5)

	Blood et al, 2009
	1.6% (95%CI 0.7-2.5)

	Areechokchai, 2009
	1.6% (95%CI 0.7-2.5)

	Bera et al, 2009
	1.5% (95%CI 0.7-2.4)

	Townsend et al, 2009
	1.6% (95%CI 0.7-2.5)

	Machado et al, 2009 
	1.6% (95%CI 0.8-2.5)

	Gonzales-Tome et al, 2008 
	1.4% (95%CI 0.8-2.1)

	Oliveira, 2007
	1.6% (95%CI 0.7-2.5)

	Rossouw et al, 2007
	1.6% (95%CI 0.7-2.5)

	Bussman et al, 2007
	1.6% (95%CI 0.8-2.5) 

	Joao et al, 2006
	1.6% (95%CI 0.7-2.5)

	Jeantils et al, 2006
	1.6% (95%CI 0.8-2.5)

	Patel et al, 2005
	1.6% (95%CI 0.7-2.5)

	Batallan et al, 2003
	1.6% (95%CI 0.7-2.5)


Supplementary Table S4: Secondary outcomes in pregnancies with 1st trimester efavirenz exposure
NS, not specified

	Study
	Spontaneous Abortion
	Termination of Pregnancy
	Stillbirth
	Pre-term delivery

	
	n/N
	% (CI95)
	n/N
	% (CI95)
	n/N
	% (CI95)
	n/N
	% (CI95)

	Schwartz et al, 2012
	9/56
	16.1%

(7.6-28.3%)
	19/56
	33.9%

(21.8-47.8%)
	NS
	NS
	NS
	NS

	Ekouevi et al, 2011
	12/213
	5.6%

(2.9-9.6%)
	29/213
	13.6%

(9.3-19%)
	15/213
	7.0%

(4.0-11.3%)
	14/147
	9.5%

(5.3-15.5%)

	Bera et al, 2009
	7/200
	3.5%

(1.4 – 7.1%)
	5/200
	2.5% (0.8-5.7%)
	4/200
	2.0%

(0.6-5.1%)
	NS
	NS

	Westreich et al, 2010
	18/81
	16.05%

(8.83-25.88%)
	8/81


	9.90%

(4.40-18.50%)
	NS
	NS
	NS
	NS

	Areechokchai
	0/5
	0%

(0-52.18%)
	0/5
	0%

(0-52.18%)
	0/5
	0%

(0-52.18%)
	NA
	NA

	Townsend et al, 2009
	NS
	NS
	NS
	NS
	1/205*
	0.5%

(0.01-2.7%)
	32/205*
	15.7%

(11-21.4%)

	Laher et al, 2009 
	3/83
	3.6%

(0.8-10.2%)
	28/83
	33.7%

(23.7-44.9%)
	1/83
	1.2%

(0-6.5%)
	NS
	NS

	Machado et al, 2009
	NS
	NS
	NS
	NS
	NS
	NS
	3/18*
	16.7%

(3.5-41.4%)

	Joao et al, 2007 **
	2/30
	6.7%

(1.0-22.1%)
	NS
	NS
	NS
	NS
	NS
	NS

	Rossouw, 2007 
	NS
	NS
	6/37
	16.2

(6.2-32%)
	NS
	NS
	NS
	NS

	Bussmann et al, 2007 
	NS
	NS
	2/38
	5.3%

(0.64-17.7%)
	0/38
	0

(0-9.3%)
	2/22
	9.1%

(1.1-29.1%)

	Floridia et al, 2006
	1/39*
	2.6%

(0.1-13.5%)
	3/39*
	7.7%

(1.6-20.9%)
	2/39*
	5.1%

(0.6-17.3%)
	6/33*
	18.2%

(7.0-35.5%)

	Jeantils et al, 2006
	1/12
	16.7%

(2.1-48.4%)
	1/12
	8.3%

(0.2-38.5%)
	NS
	NS
	NS
	NS


* additional data provided by author

** data updated from a previous study providing birth outcome data

