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Supplemental Table 1. Patient-centered Outcomes at Screening at All Time Pointsa
	Measure
	Time point 
	BUP-XR 300/300mg
	BUP-XR 300/100mg
	Placebo

	
	
	N
	Statistic
	N
	Statistic
	N
	Statistic

	EQ-5D-5L Index, Mean (SD)
	Screening
	194
	0.794 (0.175)
	194
	0.773 (0.177)
	99
	0.800 (0.159)

	
	Week 1/ Baseline
	193
	0.890 (0.119)
	192
	0.901 (0.116)
	97
	0.904 (0.119)

	
	Week 9
	155
	0.924 (0.106)
	156
	0.926 (0.108)
	49
	0.893 (0.120)

	
	Week 21
	130
	0.931 (0.110)
	131
	0.919 (0.108)
	35
	0.887 (0.140)

	
	Week 25/ End of Study
	130
	0.921 (0.124)
	126
	0.905 (0.118)
	39
	0.859 (0.149)

	EQ-5D-5L VAS, Mean (SD)
	Screening
	194
	66.7 (19.7)
	194
	65.6 (20.9)
	99
	66.0 (21.7)

	
	Week 1/ Baseline
	193
	78.7 (15.8)
	192
	77.8 (17.7)
	97
	78.2 (14.2)

	
	Week 9
	155
	79.2 (17.1)
	156
	80.2 (16.1)
	49
	72.0 (20.1)

	
	Week 21
	130
	80.9 (17.1)
	131
	82.5 (15.3)
	35
	73.9 (16.0)

	
	Week 25/ End of Study
	130
	80.9 (15.7)
	126
	82.7 (13.8)
	39
	73.4 (14.1)

	SF-36v2 PCS, Mean (SD)
	Screening
	194
	47.7 (8.9)
	194
	47.3 (9.0)
	99
	49.2 (9.3)

	
	Week 1/ Baseline
	192
	52.2 (7.4)
	191
	51.5 (8.0)
	97
	53.0 (7.8)

	
	Week 9
	155
	53.8 (6.9)
	156
	53.5 (7.7)
	49
	52.2 (8.5)

	
	Week 21
	130
	54.5 (6.6)
	131
	53.8 (7.4)
	35
	51.3 (9.5)

	
	Week 25/ End of Study
	130
	54.2 (6.4)
	126
	53.6 (7.3)
	39
	51.1 (8.5)

	SF-36v2 MCS, Mean (SD)
	Screening
	194
	43.0 (11.9)
	194
	41.6 (12.0)
	99
	40.7 (11.1)

	
	Week 1/ Baseline
	192
	48.2 (9.2)
	191
	47.5 (9.2)
	97
	44.9 (9.6)

	
	Week 9
	155
	53.6 (7.5)
	156
	52.6 (6.7)
	49
	48.1 (10.8)

	
	Week 21
	130
	52.6 (8.4)
	131
	52.6 (8.2)
	35
	45.8 (11.7)

	
	Week 25/ End of Study
	130
	52.6 (8.7)
	126
	52.3 (8.3)
	39
	46.8 (10.2)

	SF-36v2 Physical functioning, Mean (SD)
	Screening
	194
	77.3 (24.5)
	194
	76.6 (24.6)
	99
	79.0 (25.5)

	
	Week 1/ Baseline
	192
	88.4 (18.8)
	191
	85.7 (20.9)
	97
	89.0 (18.2)

	
	Week 9
	155
	89.7 (20.2)
	156
	88.9 (20.1)
	49
	86.2 (21.5)

	
	Week 21
	130
	90.8 (17.2)
	131
	88.1 (23.2)
	35
	86.0 (24.2)

	
	Week 25/ End of Study
	130
	92.5 (15.3)
	126
	88.5 (22.6)
	39
	86.8 (20.7)

	SF-36v2 Role physical, Mean (SD)
	Screening
	194
	68.2 (27.3)
	194
	66.1 (26.0)
	99
	72.5 (28.3)

	
	Week 1/ Baseline
	192
	82.5 (21.0)
	191
	78.9 (23.8)
	97
	81.8 (21.8)

	
	Week 9
	155
	90.9 (18.5)
	156
	87.9 (19.7)
	49
	82.7 (26.6)

	
	Week 21
	130
	90.0 (18.3)
	131
	86.3 (24.0)
	35
	77.3 (30.0)

	
	Week 25/ End of Study
	130
	88.6 (18.9)
	126
	86.3 (21.0)
	39
	77.6 (25.3)

	SF-36v2 Bodily pain, Mean (SD)
	Screening
	194
	57.1 (27.5)
	194
	54.8 (26.5)
	99
	58.4 (27.3)

	
	Baseline
	192
	69.0 (22.4)
	191
	69.3 (23.8)
	97
	67.6 (24.7)

	
	Week 9
	155
	81.0 (20.9)
	156
	81.1 (21.2)
	49
	73.7 (25.5)

	
	Week 21
	130
	81.6 (20.7)
	131
	81.1 (21.2)
	35
	69.7 (24.9)

	
	Week 25/ End of Study
	130
	79.3 (21.5)
	126
	79.4 (20.3)
	39
	71.9 (23.8)

	SF-36v2 General health, Mean (SD)
	Screening
	194
	58.2 (20.0)
	194
	55.7 (22.7)
	99
	57.5 (21.4)

	
	Week 1/ Baseline
	192
	68.9 (18.7)
	191
	67.6 (19.8)
	97
	67.7 (18.8)

	
	Week 9
	155
	73.9 (17.8)
	156
	71.5 (20.3)
	49
	65.4 (20.6)

	
	Week 21
	130
	75.5 (17.8)
	131
	75.5 (19.7)
	35
	62.3 (20.0)

	
	Week 25/ End of Study
	130
	74.4 (18.2)
	126
	74.8 (18.6)
	39
	59.9 (18.2)

	SF-36v2 Vitality, Mean (SD)
	Screening
	194
	45.8 (20.5)
	194
	43.9 (19.7)
	99
	43.1 (19.8)

	
	Week 1/ Baseline
	192
	57.3 (17.7)
	191
	55.6 (19.7)
	97
	53.4 (18.7)

	
	Week 9
	155
	66.8 (18.2)
	156
	64.7 (18.0)
	49
	59.2 (18.7)

	
	Week 21
	130
	66.8 (19.0)
	131
	67.6 (17.8)
	35
	54.8 (21.2)

	
	Week 25/ End of Study
	130
	67.5 (18.9)
	126
	67.0 (18.6)
	39
	53.8 (17.6)

	SF-36v2 Social functioning, Mean (SD)
	Screening
	194
	64.2 (28.4)
	194
	61.0 (28.4)
	99
	61.2 (27.8)

	
	Week 1/ Baseline
	192
	79.5 (21.6)
	191
	76.0 (24.2)
	97
	75.4 (23.7)

	
	Week 9
	155
	89.6 (17.4)
	156
	90.1 (16.7)
	49
	78.8 (25.2)

	
	Week 21
	130
	88.0 (19.1)
	131
	88.7 (18.0)
	35
	71.8 (26.5)

	
	Week 25/ End of Study
	130
	88.5 (18.3)
	126
	86.6 (20.9)
	39
	76.0 (25.2)

	SF-36v2 Role emotional, Mean (SD)
	Screening
	194
	74.6 (26.9)
	194
	72.0 (27.2)
	99
	72.8 (27.8)

	
	Week 1/ Baseline
	192
	85.6 (19.6)
	191
	85.6 (19.8)
	97
	81.1 (21.2)

	
	Week 9
	155
	93.5 (16.2)
	156
	91.8 (15.7)
	49
	84.4 (26.1)

	
	Week 21
	130
	91.9 (16.3)
	131
	88.6 (22.7)
	35
	79.0 (27.6)

	
	Week 25/ End of Study
	130
	91.3 (17.2)
	126
	90.1 (18.3)
	39
	81.2 (23.8)

	SF-36v2 Mental health, Mean (SD)
	Screening
	194
	60.6 (22.1)
	194
	57.9 (22.4)
	99
	56.5 (20.4)

	
	Week 1/ Baseline
	192
	70.1 (17.3)
	191
	68.0 (17.7)
	97
	63.4 (17.9)

	
	Week 9
	155
	81.0 (15.4)
	156
	78.3 (14.7)
	49
	69.9 (19.2)

	
	Week 21
	130
	79.2 (17.0)
	131
	79.2 (16.0)
	35
	67.6 (21.5)

	
	Week 25/ End of Study
	130
	79.2 (17.4)
	126
	78.1 (17.4)
	39
	69.2 (17.9)

	Participants employed (full-time or part-time), N (%)
	Screening
	194
	79.0 (40.7)
	194
	63.0 (32.5)
	99
	41.0 (41.4)

	
	Week 1/ Baseline
	195
	78.0 (40.0)
	193
	65.0 (33.7)
	98
	45.0 (45.9)

	
	Week 9
	155
	74.0 (47.7)
	156
	60.0 (38.5)
	49
	19.0 (38.8)

	
	Week 21
	130
	57.0 (43.8)
	131
	55.0 (42.0)
	35
	12.0 (34.3)

	
	Week 25/ End of Study

	130
	66.0 (50.8)
	126
	55.0 (43.7)
	39
	13.0 (33.3)

	Hours worked per week, Mean (SD)
	Screening
	194
	14.0 (19.4)
	194
	10.8 (17.5)
	99
	14.0 (18.5)

	
	Week 1/ Baseline
	195
	14.2 (19.5)
	193
	11.1 (17.9)
	98
	14.8 (19.0)

	
	Week 9
	155
	17.2 (20.6)
	156
	13.6 (19.2)
	49
	13.9 (19.5)

	
	Week 21
	130
	16.7 (20.7)
	131
	15.1 (20.1)
	35
	11.0 (17.6)

	
	Week 25/ End of Study


	130
	17.7 (20.7)
	126
	15.6 (20.0)
	39
	11.6 (17.0)

	Participants Uninsured, N (%)
	Screening
	194
	79.0 (40.7)
	194
	79.0 (40.7)
	99
	39.0 (39.4)

	
	Week 1/ Baseline
	195
	86.0 (44.1)
	193
	78.0 (40.4)
	98
	37.0 (37.8)

	
	Week 9
	155
	66.0 (42.6)
	156
	64.0 (41.0)
	49
	18.0 (36.7)

	
	Week 21
	130
	52.0 (40.0)
	131
	47.0 (35.9)
	35
	17.0 (48.6)

	
	Week 25/ End of Study
	130
	52.0 (40.0)
	126
	45.0 (35.7)
	39
	18.0 (46.2)




[bookmark: _Hlk536527011]Supplemental Table 2. Change from Baseline in EQ-5D and SF-36v2 Scores at Week 25 based on MMRM Adjusting for Age and Race
	[bookmark: _Hlk536513800]Measure
	Placebo
	BUP-XR 300/100mg 
	Difference between BUP-XR 300/100mg and Placebo
	BUP-XR 300/300mg 
	Difference between BUP-XR 300/300mg and Placebo

	 
	LS mean (SE)
	p-value
	LS mean (SE)
	p-value
	LS mean difference (SE)
	p-value
	LS mean (SE)
	p-value
	LS mean difference (SE)
	p-value

	 
	Change from Baseline to Week 25

	EQ-5D
	
	
	
	
	
	
	
	
	
	

	Index
	-0.05 (0.02)
	0.009
	-0.01 (0.01)
	0.356
	0.04 (0.02)
	0.056
	0.01 (0.01)
	0.378
	0.06 (0.02)
	0.003

	VAS
	-2.6 (2.2)
	0.235
	4.9 (1.2)
	<0.001
	7.4 (2.5)
	0.003
	3.1 (1.2)
	0.010
	5.7 (2.5)
	0.021

	SF-36v2
	
	
	
	
	
	
	
	
	
	

	Physical component summary
	-1.5 (0.9)
	0.100
	1.5 (0.5) 
	0.005
	3.0 (1.0)
	0.003
	2.1 (0.5)
	<0.001
	3.6 (1.0)
	<0.001

	Mental component summary
	1.9 (1.3)
	[bookmark: _GoBack]0.131
	4.2 (0.7)
	<0.001
	2.3 (1.4)
	0.107
	4.6 (0.7)
	<0.001
	2.7 (1.4)
	0.057

	Physical functioning 
	-2.1 (2.3)
	0.355
	0.3 (1.3)
	0.838
	2.4 (2.5)
	0.342
	3.1 (1.3)
	0.022
	5.3 (2.5)
	0.036

	Role physical 
	0.1 (2.9)
	0.972
	5.4 (1.7)
	0.001
	5.3 (3.3)
	0.108
	7.0 (1.7)
	<0.001
	6.9 (3.3)
	0.037

	Bodily pain 
	1.8 (3.3)
	0.592
	8.0 (2.1)
	<0.001
	6.2 (3.5)
	0.078
	8.5 (2.1)
	<0.001
	6.7 (3.5)
	0.053

	General health
	-6.0 (2.6)
	0.022
	6.1 (1.5)
	<0.001
	12.0 (2.9)
	<0.001
	6.2 (1.5)
	<0.001
	12.2 (2.9)
	<0.001

	Vitality
	0.9 (2.8)
	0.752
	11.2 (1.7)
	<0.001
	10.3 (3.1)
	<0.001
	11.4 (1.7)
	<0.001
	10.5 (3.0)
	<0.001

	Social functioning
	2.9 (3.3)
	0.379
	8.4 (1.9)
	<0.001
	5.5 (3.5)
	0.117
	10.2 (2.0)
	<0.001
	7.4 (3.5)
	0.037

	Role emotional
	1.8 (2.7)
	0.511
	3.4 (1.5)
	0.025
	1.6 (3.1)
	0.606
	5.3 (1.5)
	<0.001
	3.6 (3.1)
	0.245

	Mental health
	4.6 (2.6)
	0.081
	8.4 (1.5)
	<0.001
	3.8 (2.9)
	0.189
	9.4 (1.5)
	<0.001
	4.8 (2.9)
	0.101



[bookmark: _Ref491866801][bookmark: _Ref491867259]Supplemental Figure. Healthcare Resource Utilization per Person-Year Observeda
[bookmark: _Hlk495488952][image: ]
BUP-XR, buprenorphine extended-release monthly injection, for subcutaneous use [CIII]; IDC, individual drug counselling; RR = rate ratio (see note below for calculation)
a Overall, HCRU was low throughout the 6-month study. However, despite this short period, we were able to show a significant decrease in days in hospital with BUP-XR 300/300mg and 300/100mg compared to placebo and a significant decrease in ED visits with BUP-XR 300/300mg compared with placebo. Due to potential differences in follow-up time due to drop-outs, HCRU was analyzed using an incidence-based approach as observed “events” per person-month. In this context, an event may represent hospital bed day, outpatient visit, or other resource utilization. This was calculated as follows:
Incidence (events per 12 person-months) = (Sum of number of events measured between baseline and EOS across all subjects) ÷ (Sum of follow-up days [Baseline date – EOS date +1] across all subjects) *28*12
Exact Poisson confidence limits were calculated as follows (Ulm, 1990):
[image: ]       and        [image: ]

where Y is the observed number of events, YLCL and YUCL are lower and upper confidence limits for Y respectively, and χ2ν,a is the chi-square quantile for upper tail probability on ν degrees of freedom. The point estimate for the incidence was reported in number per person-month; i.e., 28*Incidence per day; the 95% CI was adjusted similarly.  To compare between placebo and active arms, rate ratios were calculated as the incidence in the active arm divided by the incidence within the placebo arm, with confidence intervals calculated similarly.
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