SUPPLEMENTAL DIGITAL CONTENT

Supplemental Table S1. FDA-snapshot analysis at week 48. 
	Outcomes, n (%)
	D/C/F/TAF 
800/150/200/10 mg 
once daily

N = 362
	Control

regimen 
N = 363
	Percentage difference (95% CI)a

	Virologic successb
	
	
	

	Viral load <50 copies/ml
	331 (91.4)
	321 (88.4)
	2.7 (-1.6 to 7.1)

	Viral load ≥50 copies/ml
	16 (4.4)
	12 (3.3)
	

	Last viral load in week 48 window ≥50 copies/ml 
	9 (2.5)
	9 (2.5)
	

	Discontinued for efficacy reasons
	1 (0.3)c
	0
	

	Discontinued due to other reasons than efficacy, adverse events, or death and last available viral load ≥50 copies/mld
	6 (1.7)
	3 (0.8)
	

	No viral load data in week 48 window
	15 (4.1)
	30 (8.3)
	

	Discontinued due to adverse event/death
	8 (2.2)
	16 (4.4)
	

	Discontinued due to other reasons and last available viral load <50 copies/ml (or missing)e
	4 (1.1)
	9 (2.5)
	

	Missing data during window but on study drug
	3 (0.8)
	5 (1.4)
	


CI, confidence interval; Control regimen, darunavir/cobicistat plus emtricitabine/tenofovir disoproxil fumarate once daily; D/C/F/TAF, darunavir/cobicistat/emtricitabine/tenofovir alafenamide once daily. 

aCalculated with the Mantel-Haenszel test adjusting for screening viral load (≤ or >100,000 copies/ml) and CD4+ count (< or ≥200 cells/mm3).

bFor the intent-to-treat FDA-snapshot analysis at week 48, the last available viral load value in the week-48 time-point window was used to determine response. cPatient reached a virologic endpoint per investigator’s assessment. The patient had a viral load at week 36 of 168 copies/ml and was withdrawn by the investigator. The patient’s last viral load on-treatment (at the early study treatment discontinuation visit 16 days post-week 36) was 31 copies/ml.

dLost to follow-up (4 vs. 2 patients), withdrawal by patient (1 vs. 1), and other reasons (1 vs. 0).

eLost to follow-up (0 vs. 3), physician decision (2 vs. 0), withdrawal by patient (1 vs. 5), and other reasons (1 vs. 1).
Supplemental Table S2. Virologic and immunologic outcomes at week 48.
	Virologic response at week 48, n (%)
	D/C/F/TAF 
800/150/200/10 mg once daily
	Control

regimen 
	Difference between groups (95% CI)
	P value

(non-inferiority)

	Sensitivity analyses (viral load <50 copies/ml)
	
	
	
	

	ITT (FDA-snapshot)
	331/362 (91.4)
	321/363 (88.4)
	2.7% (-1.6 to 7.1)
	<0.0001

	Per protocol (FDA-snapshot)
	327/348 (94.0)
	317/344 (92.2)
	1.5% (-2.3 to 5.2)
	<0.0001

	ITT (TLOVR)
	330/362 (91.2)
	322/363 (88.7)
	2.2% (-2.2 to 6.5)
	N/A

	ITT (observed)
	331/340 (97.4)
	321/330 (97.3)
	-0.3% (-2.7 to 2.1)
	N/A

	FDA-snapshot analysis, n (%)
	
	
	
	

	Viral load <20 copies/ml
	299/362 (82.6)
	288/363 (79.3)
	2.4% (-3.2 to 8.0)
	N/A

	Viral load <200 copies/ml
	336/362 (92.8)
	329/363 (90.6)
	2.2% (-1.8 to 6.2)
	N/A

	Least square means (SE) change from baseline at week 48a
	
	P value

	Log10 viral load, copies/ml
	-2.95 (0.04)
	-2.91 (0.04)
	-0.05 (-0.17 to 0.07)
	0.437

	Absolute change in CD4+ count, cells/mm3
	190.49 (10.47)
	172.01 (10.46)
	18.48 (-10.59 to 47.55)
	0.213

	Percentage change in CD4+/lymphocytes
	7.56 (0.30)
	7.78 (0.30)
	-0.23 (-1.06 to 0.61) 
	0.596


ANCOVA, analysis of covariance; CI, confidence interval; Control regimen, darunavir/cobicistat plus emtricitabine/tenofovir disoproxil fumarate once daily; D/C/F/TAF, darunavir/cobicistat/emtricitabine/tenofovir alafenamide once daily; ITT, intent to treat; N/A, not applicable; SE, standard error; TLOVR, time to loss of virologic response.

aANCOVA model on the change from baseline, including the baseline value and treatment as covariates. Based on non-completer=failure analysis with values after discontinuation imputed with the baseline value. Other (intermittent) missing values were imputed using last observation carried forward.


Supplemental Table S3. Patient baseline demographics and disease characteristics in the bone investigation substudy.

	Demographics n (%), unless stated
	D/C/F/TAF
800/150/200/10 mg once daily

N = 113
	Control regimen

N = 99

	Female
	11 (10)
	7 (7)

	Median (range) age, years 
	34 (19–60)
	33 (18–62)

	Race
	
	

	White
	95 (84) 
	86 (87)

	Black/African-American
	12 (11) 
	9 (9)

	Asian/other races
	6 (5)
	4 (4)

	Ethnicity

Hispanic or Latino
	24 (21)
	17 (17)

	Baseline characteristics
	
	

	Median (range) log10 viral load, copies/ml
	4.41 
(3.16–6.20) 
	4.45 
(1.28–6.20)

	Categorised viral load, copies/ml, n (%)
	
	

	<100,000
	96 (85)
	77 (78)

	≥100,000
	17 (15)
	22 (22)

	
	N = 112
	N = 99

	Median (range) CD4+ count, cells/mm3
	511.5 (59–1233)
	439.0 (50–1048)

	Categorised CD4+ count, cells/mm3, n (%)
	
	

	<200
	6 (5)
	3 (3)

	≥200
	106 (95) 
	96 (97)

	Hip
	N = 109
	N = 95

	Mean (SD) BMD (g/cm2)
	0.9780 (0.11292) 
	0.9567 (0.13121)


	Mean (SD) T-score
	-0.361 (0.8427) 
	-0.532 (0.9512)

	
	N = 107
	N = 93

	Mean (SD) Z-score
	-0.282 (0.8686) 
	-0.450 (0.9110)

	Spine
	N = 110
	N = 95

	Mean (SD) BMD (g/cm2)
	1.0156 (0.12452)
	1.0325 (0.13839)

	Mean (SD) T-score
	-0.611 (1.1653) 
	-0.473 (1.2832)

	Mean (SD) Z-score
	-0.616 (1.1755) 
	-0.481 (1.2339)

	Femoral neck
	N = 109
	N = 95

	Mean (SD) BMD (g/cm2)
	0.8620 (0.10716)
	0.8496 (0.12808)

	Mean (SD) T-score
	-0.467 (0.8386) 
	-0.576 (0.9640)

	
	N = 107
	N = 93

	Mean (SD) Z-score
	-0.218 (0.8261) 
	-0.323 (0.9100)


BMD, bone mineral density; Control regimen, darunavir/cobicistat plus emtricitabine/tenofovir disoproxil fumarate once daily; D/C/F/TAF, darunavir/cobicistat/emtricitabine/tenofovir alafenamide; SD, standard deviation.

Supplemental Table S4. Categorical distribution of percentage change from baseline in BMD and change of BMD T-score at week 48 in the bone investigation substudy.

	 
	Hip
	Lumbar spine
	Femoral neck

	
	D/C/F/TAF

(N = 96)
	Control
(N = 85)
	D/C/F/TAF

(N = 96)
	Control
(N = 85)
	D/C/F/TAF

(N = 96)
	Control
(N = 85)

	Patients with ≥3%/5%/7% change from baseline in BMD, n (%)

	Increase by ≥3%
	12 (12.5)
	2 (2.4)
	12 (12.5)
	4 (4.7)
	14 (14.6)
	6 (7.1)

	Increase by ≥5%
	5 (5.2)
	0
	8 (8.3)
	3 (3.5)
	9 (9.4)
	2 (2.4)

	Increase by ≥7%
	2 (2.1)
	0
	7 (7.3)
	2 (2.4)
	5 (5.2)
	1 (1.2)

	Decrease by ≥3%
	12 (12.5)
	38 (44.7)
	26 (27.1)
	35 (41.2)
	21 (21.9)
	45 (52.9)

	Decrease by ≥5%
	2 (2.1)
	22 (25.9)
	15 (15.6)
	19 (22.4)
	9 (9.4)
	22 (22.9)

	Decrease by ≥7%
	1 (1.0)
	6 (7.1)
	4 (4.2)
	7 (8.2)
	2 (2.1)
	13 (15.3)

	Patients with improved or worsening BMD T-score vs. baseline, n (%)

	Improved T-scorea
	5 (5.2) 
	1 (1.2)
	3 (3.1) 
	1 (1.2)
	2 (2.1)
	2 (2.4)

	Worsening T-scoreb 
	3 (3.1)
	12 (14.1)
	8 (8.3)
	13 (15.3)
	5 (5.2)
	8 (9.4)


BMD, bone mineral density; Control regimen, darunavir/cobicistat plus emtricitabine/tenofovir disoproxil fumarate once daily; D/C/F/TAF, darunavir/cobicistat/emtricitabine/tenofovir alafenamide once daily.

aOsteopenia to normal, or from osteoporosis to normal or osteopenia.

bNormal to osteopenia or normal or osteopenia to osteoporosis.
Normal BMD defined as a T-score ≥-1; osteopenia as a T-score from ≥-2.5 to <-1; and osteoporosis as a T-score <-2.5.
Supplemental Fig. 1. Median fasting lipid levels at baseline and week 48 for total cholesterol (TC), low-density lipoprotein-cholesterol (LDL-C), high-density lipoprotein-cholesterol (HDL-C), triglycerides, and total cholesterol (TC)/HDL-C ratio. 
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Control regimen, darunavir/cobicistat plus emtricitabine/tenofovir disoproxil fumarate once daily; D/C/F/TAF, darunavir/cobicistat/emtricitabine/tenofovir alafenamide once daily; aP-value for difference between arms in changes from baseline (assessed by the Wilcoxon rank-sum test)
Supplemental Fig. 2. Mean change from baseline at week 48 in bone biomarkers (A) alkaline phosphatase (bone formation) [ALP]; (B) procollagen type N-terminal propeptide (bone formation) [P1NP]; (C) C-type collagen sequence (bone resorption) [CTX]; (D) parathyroid hormone [PTH]; E) 25-hydroxy vitamin D 25[OH]D.

[image: image2.png]A)

Mean (SE) percert change

from baseline in ALP

—+—DICIFITAF (N = 97) - = - Control regimen (N = 85)

B)
—+—DICIFITAF (N = 96) - = ~Control regimen (N = 84)

30
g 6 Focmmmmoe- {
-1 5% 55 P
20 SE 45 ’
G Difference
L Difference < 35 Difference o
10 Difference (P<00001) B & oo (°P < 0.0001) (°P < 0.0001)
(=P < 0.0001) T8 s
68
o T + cE 5 ey
T g £ 5
10 15
24 48 24 48
Time (weeks) Time (weeks)
C)
—+—DICIFITAF (N = 97) - = - Control regimen (N = 81)
100
°
g‘)(
£ 5 80 A '% ~~~~~~~ ———— {
tc
g Difference Difference
2% .o (P <0.0001) (4P < 0.0001)
o8
3
=

Time (weeks)




[image: image3.png]Mean (SE) percent
change from baseline in
PTH

D)

—+—DICIFITAF (N = 95) - = - Control regimen (N = 83)
35

30
25
20
15
10

E)

—+—DICIFITAF (N = 97) - = - Control regimen (N = 82)

4

A
(P=0.0001)

Mean (SE) percent
change from baseline in

250HD
oB858888

Time (weeks)

0 12 24 36 48

Time (weeks)




Control regimen, darunavir/cobicistat plus emtricitabine/tenofovir disoproxil fumarate once daily; D/C/F/TAF, darunavir/cobicistat/emtricitabine/tenofovir alafenamide once daily

aBetween treatment comparison at weeks 24 and 48 assessed by the Wilcoxon rank-sum test.

