S3 Table. Prevalence of Protease Inhibitor (PI) Drug-Resistance Mutations (DRMs) in PI-Naïve and -Treated Individuals and Their Estimated Contributions to Reduced PI Susceptibility
	DRM
	HIVDB
Scorea
	SDRMb
	Prevalence (%)c
	
	Phenotypic Fold Resistancee

	
	
	
	PI-Naïve
(n=60,537)
	PI-Treated
(n=13,660)
	
	ATV
(n=1100)
	DRV
(n=590)
	LPV
(n=1389)

	I84V
	60
	+
	0.02
	15
	
	4
	3
	3

	N88S
	60
	+
	0.03
	2
	
	7
	0.9
	1.1

	I47A
	60
	+
	0
	0.5
	
	0.9
	2
	43

	I50L
	60
	+
	0.01
	0.5
	
	6
	0.4
	0.3

	I84A
	60
	+
	0
	0.2
	
	47
	NA
	6

	I84C
	60
	+
	0
	0.2
	
	5
	NA
	1.9

	V82A
	30
	+
	0.04
	24
	
	1.5
	0.8
	3

	G48V
	30
	+
	0
	4
	
	4
	0.8
	2

	L76V
	30
	+
	0.01
	4
	
	0.4
	2
	4

	I50V
	30
	+
	0.02
	2
	
	0.9
	4
	4

	V82F
	30
	+
	0
	2
	
	2
	4
	7

	G48M
	30
	+
	0
	0.5
	
	2
	1.1
	1.8

	L90M
	25
	+
	0.3
	33
	
	3
	1.2
	1.9

	V82T
	25
	+
	0
	3
	
	2
	0.6
	3

	V82S
	25
	+
	0
	1
	
	4
	NA
	6

	V82M
	25
	+
	0
	0.3
	
	1
	1.2
	0.9

	I54L
	20
	+
	0.01
	3
	
	2
	3
	1.9

	I54M
	20
	+
	0
	3
	
	2
	5
	3

	I54V
	15
	+
	0
	27
	
	3
	1.4
	4

	M46I
	15
	+
	0.3
	23
	
	1.2
	1.2
	1.6

	V32I
	15
	+
	0.01
	5
	
	3
	3
	1.3

	I47V
	15
	+
	0.03
	5
	
	0.9
	1.3
	4

	I54A
	15
	+
	0
	1
	
	12
	NA
	11

	I54T
	15
	+
	0.01
	0.9
	
	9
	6
	9

	I54S
	15
	+
	0
	0.7
	
	10
	2
	11

	M46L
	10
	+
	0.3
	10
	
	1.5
	1.3
	1.6

	G73S
	10
	+
	0.03
	9
	
	2
	1.2
	1.5

	D30N
	10
	+
	0.02
	6
	
	3
	-0.9
	1.1

	L24I
	10
	+
	0.02
	6
	
	2
	1
	1.8

	F53L
	10
	+
	0.04
	6
	
	1.7
	1.1
	1.3

	K20T
	10
	
	0.1
	5
	
	2
	1.1
	1.9

	G73T
	10
	+
	0
	3
	
	2
	1.6
	1.5

	T74P
	10
	
	0.04
	2
	
	2
	1.5
	1.4

	G73C
	10
	+
	0
	1
	
	1.7
	1.1
	1.6

	N83D
	10
	+
	0.02
	0.8
	
	3
	0.9
	1.3

	V82C
	10
	+
	0
	0.6
	
	1.3
	1.3
	3

	V82L
	10
	+
	0.02
	0.3
	
	2
	1.5
	1.2


[bookmark: _GoBack]aHIVDB Score: The highest mutation penalty score according to the Stanford HIV Drug Resistance Database (HIVDB) genotypic resistance interpretation program (version 7.0) for atazanavir (ATV), darunavir (DRV), and lopinavir (LPV). Total scores of 15 to 29, 30 to 59, and ≥60 indicates low-level, intermediate, and high-level resistance. bSurveillance Drug Resistance Mutation (SDRM): When present in ARV-naïve individuals, these DRMs are considered specific indicators of transmitted drug resistance (TDR) [1]. cPrevalence of DRM in samples from individuals with known ARV treatment history in HIVDB. The ARV-Naïve category excludes viruses containing ≥2 SDRMs as these were considered to be consistent with TDR rather than natural variation.. dEstimated contribution to fold-reduced susceptibility based on linear regression analysis of PhenoSense susceptibility test results [2] (http://hivdb.stanford.edu/pages/genopheno.dataset.html). ‘NA’: fewer than three phenotypes with the DRM. Fold-resistance levels in bold (≥2 for ATV and ≥3 for LPV and DRV) indicate a statistically and probable clinically significant increase compared with wildtype.
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