Table 2: Monitoring approaches and toxicity grading
	Study
	Monitoring
	Frequency
	Time to toxicity
	Adverse event grading system

	Aaron
	Laboratory (ALT/AST)
	1 week after initiation, then 18 weeks
	<6 weeks
	DAIDS

	Bersoff-Matcha
	Symptom and Laboratory (ALT/AST)
	NS
	<90 days*
	ACTG (rash) and DAIDS (hepatotoxicity)

	Black
	Symptom and Laboratory (ALT)
	NS
	NS
	NS

	Bottaro##
	Symptom and Laboratory (ALT/AST)
	NS
	<30 days
	NS

	Coffie
	Symptom and Laboratory (ALT/AST, full blood count and creatinine)
	Symptom = baseline, weekly for 2 months, then monthly. Laboratory non-pregnant = baseline, month 1, then every 3 months. Laboratory pregnant = baseline, week 2, month 1, then every 3 months
	HT: 2.5 months

Rash: 1 month 
	ANRS

Validated by 2 physicians

	Hitti
	Symptom and Laboratory (ALT/AST)
	NS
	<26 weeks (median 5 weeks)
	DAIDS

	Jamisse
	Symptom and Laboratory (ALT/AST and haemaglobin)
	1-2 weeks after initiation. Then monthly for antenatal care/symptoms. Laboratory at 1-2 weeks, then at 1, 3 and 6 months
	Severe HT <10 weeks (median 4.5 weeks). Severe rash/SJS <6.5 weeks (median 5 weeks)
	DAIDS 

Severe rash = SJS, confirmed by at least 2 physicians

	Joao
	Symptom and Laboratory (ALT/AST and full blood count)
	At each prenatal visit. Frequency NS.
	<7 weeks
	NS

	Joy
	Symptom and Laboratory (ALT/AST)
	NS
	<6 weeks
	DAIDS

	Kilewo
	Symptom and Laboratory (ALT/AST, full blood count and creatinine)
	Baseline, week 2, 6, month 3 and 3 monthly
	NS
	ACTG

	Kondo
	Symptom and Laboratory (ALT/AST and full blood count) 
	Liver biochemistry at baseline and then twice a month for 18 weeks. Thereafter once monthly.
	<7 weeks (mean 25 days)
	DAIDS

	Lyons#
	Symptom and Laboratory (ALT/AST)
	NS
	NS
	DAIDS

	Marazzi
	Symptom and Laboratory (ALT/AST and haemaglobin)
	Baseline, every 2 weeks for 1st month and every 4 weeks thereafter
	HT <2 months 
	ACTG

	Natarajan ##
	Symptom and Laboratory (ALT/AST)
	NS
	HT <6 weeks
	HT = AST or ALT >3 times ULN. Rash = any new cutaneous abnormality that might be caused by drug toxicity

	Peters
	Symptom and Laboratory (ALT/AST/Bilirubin and full blood count)
	Weekly before delivery. Then after delivery at 1, 2, 6, 10 and 14 weeks and then at 6 months)
	NS
	DAIDS

	Phanuphak  2007
	Symptom and Laboratory (ALT/AST)
	Pregnant women (laboratory)- baseline, at weeks 2, 4, 6 and 8, and then every 4 weeks until delivery. Non-pregnant women – at baseline and then according to symptoms/signs.

Clinic visits for both pregnant and non-pregnant at weeks 2, 4, 6 and 8 and then every 2 months and telephone follow-up at weeks 1, 3, 5 and 7 and at months 3 and 5.
	Symptomatic HT <25 weeks, Asymptomatic HT <20 weeks. Rash <3 weeks
	ACTG

	Snijdewind
	Laboratory (AST/ALT)
	Baseline, at 2, 4 and 12 weeks, then every 3 months
	Median time to grade ¾ HT <8 weeks
	ACTG

	van Schalkwyk
	Symptom and Laboratory (ALT/AST/Bilirubin, full blood count, creatinine and lactate)
	Baseline and then monthly until delivery
	<7 weeks
	DAIDS

	Weinberg
	Symptom and Laboratory (ALT/AST/Bilirubin, Amylase, full blood count and creatinine)
	Every 4 to 6 weeks
	NS
	DAIDS

	Zuk
	Symptom and Laboratory (ALT/AST and amylase)
	NS
	NS
	Laboratory – ACTG. Symptom – Naranjo probability scale and adjudicated by one investigator


# mixed

## women initiation NVP pre-conception excluded

* Study assessed toxicity within 90 days

ALT Alanine aminotransferase

AST Aspartate aminotransferase

ACTG Aids Clinical Trials Group grading system

DAIDS The Division of AIDS Table for Grading the Severity of Adult and Pediatric Adverse Events

SJS Stevens-Johnson syndrome

ANRS Agence Nationale de la Recherche sur le Sida et les hepatites virales
NS, Not specified; HT Hepatotoxicity

Supplementary Table S1: risk of bias

	Study
	Design
	Baseline risks excluded 
	Confounding accounted for in adjusted analysis
	Non-differential follow up by group
	Non differential laboratory monitoring by group
	Baseline groups balanced 
	NVP exposure ascertained by medical records
	Concomitant use of isoniazid, rifampicin, co-trimoxazole 
	Overall risk of bias

	Aaron
	Retrospective
	Yes
	Yes
	Yes
	Yes
	No (CD4)
	Yes
	NS
	High

	Bersoff-Matcha
	Retrospective
	No
	No
	Yes
	Yes
	Yes
	Yes
	NS
	High

	Black
	Retrospective
	NS
	No
	NA
	NA
	NA
	Yes
	Yes (CTX if CD4) <200
	High

	Bottaro
	Retrospective
	No
	Yes
	NS
	NS
	NS
	Yes
	Yes (Sulfonamides)
	High

	Coffie
	Prospective


	Yes
	NA
	NA
	NA
	NA
	Yes
	Yes (99% CTX)
	Low/moderate

	Hitti
	RCT


	Yes
	NA
	NA
	NA
	No (CD4)
	Yes
	NS
	Moderate

	Jamisse
	Prospective


	Yes
	NA
	NA
	NA
	NA
	Yes
	NS
	Moderate

	Joao
	Retrospective
	No
	Yes
	NA
	NA
	NA
	Yes
	Yes (CTX if CD4<200)
	High

	Joy
	Retrospective
	Yes  (in those who had AE)
	NA
	NA
	NA
	NA
	Yes
	No (in those who had AE)
	High

	Kilewo
	Prospective
	No
	No
	NA
	No
	NA
	Yes
	No
	Low/moderate

	Kondo
	Retrospective
	Yes
	NA
	NA
	NA
	NA
	Yes
	Yes (CTX if CD4 <200)
	High

	Lyons
	Retrospective
	Yes 
	NA
	NA
	NA
	NA
	Yes
	NS
	High

	Marazzi
	Retrospective
	Yes 
	NA
	NA
	NA
	NA
	Yes
	Yes (CTX if CD4 <200)
	High

	Natarajan
	Retrospective
	No
	Yes
	NA
	NA
	NA
	Yes
	Yes
	High

	Peters
	RCT
	Yes
	NA
	NA
	NA
	NA
	Yes
	Yes (TMP-SMX)
	Moderate

	Phanuphak
	Prospective


	No
	No
	No
	No
	No (CD4, BMI and follow-up)
	Yes
	NS
	Moderate

	Snijdewind
	Retrospective
	Yes 
	NA
	Yes
	Yes
	No (CD4 and HCV co-infection)
	Yes
	NS
	High

	van Schalkwyk
	Prospective
	No
	Yes
	NA
	NA
	NA
	Yes
	NS
	Moderate

	Weinberg
	Retrospective
	No
	No
	NA
	NA
	NA
	Yes
	NS
	High

	Zuk
	Retrospective
	No
	No
	NA
	NA
	NA
	Yes
	NS
	High


NA, not applicable; NS, not stated; AE Adverse event; HCV Hepatitis C virus; CTX Co-trimoxazole; TMP-SMX Trimethoprim-Sulfamethoxazole

Supplementary Table S2: GRADE Assessment of the quality of evidence: comparison of adverse events at CD4 cell count >250 cells/mm3 vs to ≤250 cells/mm3
	Quality assessment
	No of patients
	Effect
	Quality
	Importance

	
	
	
	
	

	No of studies
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	>250 cells/mm3
	≤250 cells/mm3
	Relative
(95% CI)
	Absolute
	
	

	Hepatotoxicity overall

	14
	observational studies
	serious1
	no serious inconsistency2
	no serious indirectness
	very serious3
	none
	169/1856 
(9.1%)
	68/833 
(8.2%)
	OR 0.88 (0.65 to 1.19)
	9 fewer per 1000 (from 27 fewer to 14 more)
	
VERY LOW
	IMPORTANT

	
	
	
	
	
	
	
	 
	0%
	
	-
	
	

	Severe hepatotoxicity

	14
	observational studies
	serious1
	no serious inconsistency4
	no serious indirectness
	very serious5
	none
	80/1856 
(4.3%)
	20/833 
(2.4%)
	OR 1.45 (0.91 to 2.32)
	11 more per 1000 (from 2 fewer to 32 more)
	
VERY LOW
	CRITICAL

	
	
	
	
	
	
	
	 
	0%
	
	-
	
	

	Rash overall

	14
	observational studies
	serious1
	no serious inconsistency2
	no serious indirectness
	very serious5
	none
	118/1305 
(9%)
	50/712 
(7%)
	OR 1.25 (0.87 to 1.80)
	16 more per 1000 (from 9 fewer to 49 more)
	
VERY LOW
	IMPORTANT

	
	
	
	
	
	
	
	 
	0%
	
	-
	
	


	Severe rash

	12
	observational studies
	serious6
	no serious inconsistency2
	no serious indirectness
	very serious5
	none
	50/1201 
(4.2%)
	20/626 
(3.2%)
	OR 1.41 (0.82 to 2.42)
	13 more per 1000 (from 6 fewer to 42 more)
	
VERY LOW
	CRITICAL

	
	
	
	
	
	
	
	 
	0%
	
	-
	
	

	Hypersensitivity reaction

	4
	observational studies
	very serious7
	no serious inconsistency2
	no serious indirectness
	very serious5
	none
	100/543 
(18.4%)
	30/158 
(19%)
	OR 0.94 (0.60 to 1.48)
	9 fewer per 1000 (from 67 fewer to 68 more)
	
VERY LOW
	IMPORTANT


	
	
	
	
	
	
	
	 
	0%
	
	-
	
	


1 6 of 14 studies retrospective in design; 7 studies rated as at high risk of bias
2 No statistical heterogeneity (I-squared = 0.0)
3 Tendency towards a significant result but lower bound still crosses the null. Results for all but 1 study crossed the null
4 Low statistical heterogeneity (I-squared = 0.7%)
5 Wide confidence intervals consistent with an appreciably greater number of adverse events in either CD4 group; no individual study report a statistically significant difference between CD4 groups
6 No explanation was provided
7 3 of 4 studies retrospective in design and rated as at high risk of bias
