Supplementary Table 1. Adjusted competing risk regression models examining year of ART initiation as a predictor of single-drug substitution over 24 months on ART in all countries (N=377,656)

	
	SOUTH AFRICA
Adjust Hazards¥
Ratio (95% CI)
	ZAMBIA
Adjust Hazardsβ
Ratio (95% CI)
	KENYA
Adjust Hazardsβ
Ratio (95% CI)
	UGANDA
Adjust Hazardsβ
Ratio (95% CI)
	COTE D’IVOIRE
Adjust Hazards€
Ratio (95% CI)
	NIGERIA
Adjust Hazards€
Ratio (95% CI)

	Year initiated onto ART

	2005
	3.76 (3.24-4.36)
	4.52 (2.72-7.52)
	0.71 (0.62-0.82)
	1.01 (0.29-3.55)
	2.30 (1.55-3.42)
	-

	2006
	4.14 (3.55-4.84)
	4.51 (2.75-7.39)
	1.31 (1.16-1.49)
	2.72 (1.64-4.49)
	1.93 (0.93-3.99)
	-

	2007
	4.38 (3.83-5.01)
	4.93 (2.97-8.18)
	1.66 (1.60-1.73)
	5.07 (3.08-8.33)
	4.67 (3.20-6.82)
	3.76 (2.20-3.45)

	2008
	4.08 (2.91-5.73)
	4.44 (2.72-7.25)
	1.76 (1.34-2.31)
	1.28 (0.66-2.50)
	9.85 (7.49-13.0)
	3.87 (2.42-6.19)

	2009
	5.51 (4.36-6.97)
	3.53 (2.00-6.21)
	1.85 (1.60-2.14)
	1.67 (0.94-2.95)
	7.10 (5.85-8.62)
	4.15 (2.76-6.23)

	2010
	2.49 (1.73-3.56)
	3.52 (1.86-6.64)
	1.87 (1.75-2.02)
	2.30 (0.76-6.92)
	4.09 (2.73-6.11)
	3.98 (3.17-5.00)

	2011
	0.96 (0.85-1.08)
	1.97 (0.93-4.15)
	1.23 (1.21-1.24)
	0.88 (0.64-1.21)
	2.56 (1.56-4.21)
	0.96 (0.50-1.83)

	2012
	Reference
	Reference
	Reference
	Reference
	Reference
	Reference


¥Models also adjusted for age, non-nucleoside reverse transcriptase inhibitor, WHO stage, hemoglobin levels, CD4 count, gender and tuberculosis status at ART initiation

βModels also adjusted for age, non-nucleoside reverse transcriptase inhibitor, hemoglobin levels, CD4 count and gender at ART initiation

€Models also adjusted for age, non-nucleoside reverse transcriptase inhibitor, CD4 count and gender at ART initiation
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Supplementary Figure 1. Rates of single-drug substitution by year and NRTI used in first-line ART (n=33,441)

*Dashed lines represents the change in national guidelines to introduce zidovudine or tenofovir into first-line ART (2007 for Zambia and 2010 for all other countries)

Supplementary Figure 2. Proportion of patients with a single-drug substitution stratified by initiating NRTI and substituting NRTI in sub-Saharan Africa (n=33,441)

Supplementary Table 2. Estimates of the effect of tenofovir or zidovudine (exposed) versus stavudine (unexposed) group on single-drug substitution, corrected for an unmeasured confounder for various estimates of the prevalence of the confounder and the effect of the confounder on single-drug substitution.

	Prevalence in
	 
	RR (Confounder-single-drug substitution)



	unexposed to stavudine 
	exposed to stavudine
	10
	10.25
	10.5
	10.8
	11
	11.3
	11.5
	11.75
	12
	12.25
	12.5

	       0.04
	0.40
	0.94
	0.95
	0.96
	0.98
	0.99
	1.00
	1.01
	1.03
	1.04
	1.05
	1.06

	0.09
	0.50
	0.84
	0.85
	0.86
	0.87
	0.88
	0.88
	0.89
	0.90
	0.91
	0.91
	0.92

	0.14
	0.55
	0.73
	0.73
	0.74
	0.75
	0.75
	0.76
	0.76
	0.76
	0.77
	0.77
	0.78

	0.19
	0.60
	0.65
	0.66
	0.66
	0.67
	0.67
	0.67
	0.68
	0.68
	0.68
	0.68
	0.69

	0.24
	0.65
	0.60
	0.60
	0.61
	0.61
	0.61
	0.61
	0.62
	0.62
	0.62
	0.62
	0.62

	0.29
	0.70
	0.56
	0.56
	0.56
	0.57
	0.57
	0.57
	0.57
	0.57
	0.58
	0.58
	0.58

	0.34
	0.75
	0.53
	0.53
	0.53
	0.53
	0.54
	0.54
	0.54
	0.54
	0.54
	0.54
	0.54

	0.39
	0.80
	0.50
	0.51
	0.51
	0.51
	0.51
	0.51
	0.51
	0.51
	0.51
	0.51
	0.52

	0.44
	0.85
	0.48
	0.48
	0.49
	0.49
	0.49
	0.49
	0.49
	0.49
	0.49
	0.49
	0.49

	0.49
	0.90
	0.47
	0.47
	0.47
	0.47
	0.47
	0.47
	0.47
	0.47
	0.47
	0.47
	0.47

	0.54
	0.95
	0.45
	0.45
	0.45
	0.45
	0.45
	0.46
	0.46
	0.46
	0.46
	0.46
	0.46











