Supplemental Digital Content 1. Table. Characteristics and genotypes of patients with cumulative resistance mutations in four classes on available genotype tests.

	Characteristic
	N (%) or median (IQR)

	Total
	11 (100%)

	Sexual risk group
	

	Heterosexual male
	4 (36%)

	Female
	4 (36%)

	MSM
	3 (27%)

	IDU a
	1 (9%)

	Race/ethnicity 
	

	White
	4 (36%)

	African-American
	6 (55%)

	Hispanic or other
	1 (9%)

	Initial ART regimen
	

	NRTI-only
	5 (45%)

	Unboosted PI
	2 (18%)

	NNRTI
	3 (27%)

	Other
	1 (9%)

	Year of ART start
	2000 (1995, 2002)

	Age at ART start, years
	31 (30, 38)

	CD4 at ART start, cells/mm3
	53 (9, 330)

	Patient
	Cumulative Genotype

	
	NRTI
	PI
	NNRTI
	INSTI

	1
	A62V, K65R, M184I, M184V 
	M46I, M46L, I50L
	K103N
	N155H

	2
	M184V
	Q58E, N88S
	K103N, P225H
	N155H

	3
	D67N, M184V
	I50L, V82A
	K103N, P225H
	Q148H, Q148R

	4
	K70E, M184I, M184V
	M46I, I84V
	K103N, V108I, Y181C
	E92Q

	5
	M41L, K65R, M184V, L210W, T215Y
	D30N
	G190A
	Q148H

	6
	M41L, L74V, F77L, M184V, L210W, T215Y
	V32I, M46I, I54L, T74P, V82A, V82T, I84V
	K103N, K103S, G190A
	Q148H

	7
	M41L, D67N, L210W, T215Y
	V32I, M46I, I47V, Q58E, L76V, V82A, L90M
	K103N
	Q148H

	8
	D67N, K70R, Q151M, M184V, T215F, K219E
	V32I, M46L, T74P, V82A, I84V, L90M
	V108I, Y181C, G190A
	Y143C

	9
	M184V
	I50V
	L100I, K103N
	Q148R

	10
	A62V, K65R, V75I, F77L, Y115F, F116Y, Q151M, M184V
	V32I, M46I, I47V, I54L, I84V, L90M
	Y181C, G190A
	Y143C

	11
	184V
	V32I, M46I, I47V, Q58E, V82A
	K103N, Y181C
	Q148H


Abbreviations. ART: antiretroviral therapy. IDU: injection drug use. INSTI: integrase strand transfer inhibitor. IQR: interquartile range. NNRTI: non-nucleoside reverse transcriptase inhibitor. NRTI: nucleoside reverse transcriptase inhibitor. PI: protease inhibitor.

a IDU identified as a risk factor for HIV acquisition.
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Supplemental Digital Content 2. Figure. Estimated prevalence of resistance mutations and 95% confidence bands by drug class and multiclass combinations among patients in care with HIV viremia who initiated ART between 2007 and 2016. pptx
Supplemental Digital Content 3. Table. Multivariable odds ratios of HIV drug resistance with 95% confidence intervals for patients in care in 2016.

	Characteristic
	Number of Resistant Drug Classes

	
	1 or more (N = 584)
	2 or more (N = 339)
	3 or more (N = 163)

	
	OR (95% CI)a
	P
	OR (95% CI)
	P
	OR (95% CI)
	P

	Sexual risk factor 
	
	
	
	
	
	

	Heterosexual male
	1 (ref.)
	
	1 (ref.)
	
	1 (ref.)
	

	Female
	0.95 (0.68, 1.33)
	0.77
	0.77 (0.52, 1.14)
	0.19
	0.85 (0.50, 1.45)
	0.55

	MSM
	0.90 (0.66, 1.24)
	0.53
	0.91 (0.62, 1.33)
	0.63
	1.02 (0.60, 1.76)
	0.93

	IDUb
	1.19 (0.77, 1.84)
	0.43
	1.30 (0.78, 2.14)
	0.31
	1.49 (0.73, 3.08)
	0.28

	Race/ethnicity 
	
	
	
	
	
	

	White
	1 (ref.)
	
	1 (ref.)
	
	1 (ref.)
	

	African American
	1.08 (0.68, 1.70)
	0.71
	0.93 (0.53, 1.65)
	0.88
	0.52 (0.18, 1.48)
	0.68

	Hispanic or other
	1.05 (0.80, 1.40)
	0.75
	1.03 (0.73, 1.44)
	0.82
	1.11 (0.68, 1.83)
	0.22

	Initial ART regimen
	
	
	
	
	
	

	NRTI-only
	4.07 (2.90, 5.70)
	<0.01
	5.61 (3.71, 8.48)
	<0.01
	5.39 (2.99, 9.69)
	<0.01

	Ritonavir-boosted PI
	1.29 (0.88, 1.89)
	0.19
	1.08 (0.64, 1.82)
	0.78
	0.91 (0.41, 2.04)
	0.82

	Unboosted PI
	4.07 (2.63, 6.32)
	<0.01
	5.17 (3.11, 8.59)
	<0.01
	4.88 (2.42, 9.83)
	<0.01

	NNRTI
	1 (ref.)
	
	1 (ref.)
	
	1 (ref.)
	

	INSTI
	0.89 (0.58, 1.37)
	0.59
	0.42 (0.17, 1.03)
	0.06
	0.25 (0.03, 1.83)
	0.17

	Other
	1.77 (1.13, 2.76)
	<0.05
	2.09 (1.21, 3.59)
	<0.01
	2.35 (1.11, 4.99)
	<0.05

	Detectable HIV viral loadc
	4.44 (2.86, 6.91)
	<0.01
	3.98 (2.50, 6.34)
	<0.01
	4.10 (2.33, 7.20)
	<0.01

	Age at ART start, per 10-year increase
	0.77 (0.68, 0.87)
	<0.01
	0.72 (0.62, 0.84)
	<0.01
	0.73 (0.59, 0.92)
	<0.01

	Nadir CD4 count, per 100-cell increase
	0.77 (0.71, 0.82)
	<0.01
	0.69 (0.62, 0.77)
	<0.01
	0.61 (0.51, 0.72)
	<0.01


Abbreviations. ART: antiretroviral therapy. ARV: antiretrovirals. CI: confidence interval. IDU: injection drug use. INSTI: integrase strand transfer inhibitor. IQR: interquartile range. MSM: men who have sex with men. NNRTI: non-nucleoside reverse transcriptase inhibitor. NRTI: nucleoside reverse transcriptase inhibitor. OR: odds ratio. PI: protease inhibitor. 

a Estimates, 95% confidence intervals, and P values from logistic regression model with cumulative logits and unequal slopes (i.e. ordinal logistic regression). Model includes all characteristics listed in table.

b IDU identified as a risk factor for HIV acquisition.

c Measured in 2016.

