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Double-Blind Study Comparing B/F/TAF Versus DTG + F/TDF
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Key Findings

¢ Treatment with B/F/TAF and DTG + F/TDF achieved high rates of HIV-1 and HBV viral

suppression, which were maintained over 96 weeks in adults who had both HIV-1 and HBYV,
and who were Initiating antiviral therapy

Rates of HBeAg loss and seroconversion were significantly higher with B/F/TAF than with
DTG + F/TDF through Week 96

Other markers of anti-HBV activity (ALT normalization, HBsAg loss and seroconversion)
also trended toward improvement with B/F/TAF versus DTG + F/TDF through Week 96

Rates of HBsAg loss (functional cure) were high through 96 weeks in both groups,
particularly in individuals who were receiving B/F/TAF

Conclusion

¢ These data, combined with the lower impact of TAF versus TDF on bone and renal
health,’2 show clinical benefits of the single-tablet regimen B/F/TAF for adults with both
HIV-1 and HBYV initiating antiviral therapy

Introduction

Globally, approximately 2.7 million individuals are living with both HIV-1 and HBV, with rates of coinfection reaching
20% in some areas3*

¢ International guidelines recommend a TDF- or TAF-containing antiretroviral regimen for most adults with
HIV-1/HBV coinfection,>2 but no randomized studies have compared these approaches in this population

¢ ALLIANCE (NCT03547908) is an ongoing randomized, double-blind, multicenter, Phase 3 study of B/F/TAF,

a single-tablet regimen recommended for the treatment of HIV-1,5-8 as initial treatment for adults with HIV-1/HBV
coinfection®

¢ In the primary analysis at Week 48 (AIDS 2022),° B/F/TAF demonstrated:
— Noninferiority to DTG + F/TDF (95% vs. 91%) in achieving HIV-1 RNA < 50 c/mL
— Superiority to DTG + F/TDF (63% vs. 43%) in achieving HBV DNA < 29 |U/mL

Objective

€ To investigate the efficacy and safety of B/F/TAF in HIV-1/HBV coinfection over 96 weeks in a prespecified
secondary analysis

Study Design
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¢ Secondary endpoints at Week 96 were HIV-1 suppression (HIV-1 RNA < 50 ¢/mL), HBV suppression (HBV DNA
< 29 IU/mL), change in CD4 cell count/percentage, ALT normalization and HBsAg loss

¢ Additional endpoints at Week 96 were HBeAg loss, HBeAg seroconversion and HBsAg seroconversion

Key Baseline Demographic and Disease Characteristics

B/FITAF DTG + F/TDF
n =121 n=122
Age, years, median (IQR) 31 (27, 39) 32 (25, 38)
Male at birth, n (%) 112 (93) 120 (98)
HIV-1 RNA, log,, ¢/mL, median (IQR) 4.66 (4.22,5.12) 4.69 (4.26, 5.04)
CD4 cell count, cells/uL, median (IQR) 245 (127, 383) 236 (121, 380)
HBV DNA, log,, IU/mL, median (IQR) 7.96 (6.52, 8.38) 8.08 (6.59, 8.50)
HBeAg positive, n (%) 92 (76) 97 (80)
ALT > ULN, n (%) 60 (50) 47 (39)

Characteristic
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Results (continued)

Virologic Outcomes at Week 96

HIV-1 RNA <50 ¢/mL
(FDA Snapshot algorithm®)

HBV DNA <29 IU/mL
(M = F analysis?)
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P = 0.945 (95% CI: -8.3, 13.4) mDTG + F/TDF
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HIV-1 RNA HIV-1 RNA HBV DNA HBV DNA
<50 c/mL 2 50 c/mL <29 IU/mL 2 29 IU/mL or Missing
n= 104 107 3 8 89 86 30 36
119 122 119 122 119 122 119 122

All P-values are nominal. *No data for 12 (10%) and 7 (6%) participants in the B/F/TAF and DTG + F/TDF groups, respectively. TNo data for 9 (8%) and
9 (7%) participants in the B/F/TAF and DTG + F/TDF groups, respectively. ¥Based on MH proportions adjusted by baseline HIV-1 RNA stratum

(< 100,000 vs. =2 100,000 c/mL). SCMH test stratified by baseline HIV-1 RNA stratum. T/Based on MH proportions, adjusted by baseline HBeAg status
(positive vs. negative) and HBV DNA category (< 8 vs. = 8 log,, IU/mL). ICMH test stratified by baseline HBeAg status and baseline HBV DNA category.

Rates of HIV-1 RNA and HBV DNA suppression were high with both B/F/TAF and DTG + F/TDF

ALT Normalization by Visit (AASLD criteria)

ALT Normalization in Participants With ALT > ULN at Baseline
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M = F analysis, full analysis set. AASLD criteria: ULN of 25 U/L for females and 35 U/L for males.'® *P < 0.05, **P < 0.01; CMH tests stratified by
baseline HBeAg status (positive vs. negative) and baseline HBV DNA (< 8 vs. 2 8 log,, lU/mL).

HBeAg Loss and Seroconversion by Visit
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M = F analysis in serologically evaluable full analysis set; two participants in the B/F/TAF group were HBeAg positive at baseline but did not meet the
criteria for inclusion in the full analysis set (received = 1 dose of study drug and had = 1 post-baseline HIV-1 RNA or HBV DNA result while on study
drug). *P < 0.05, **P < 0.01; CMH tests for HBeAg loss and seroconversion stratified by baseline HBV DNA (< 8 vs. 2 8 log,, lU/mL).

HBsAg Loss and Seroconversion by Visit
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M = F analysis in serologically evaluable full analysis set. *P < 0.05; CMH tests for HBsAg loss and seroconversion stratified by baseline HBeAg status
(positive vs. negative) and baseline HBV DNA (< 8 vs. 2 8 log,, IU/mL).

Safety of B/F/ITAF Versus DTG + F/TDF

AEs and laboratory abnormalities, n (%) ?,/ZI:Q':: DT:‘E:1FZI'£DF
Any AE 116 (96) 117 (96)
Any Grade 3 or 4 AE 22 (18) 21 (17)
Serious AE 17 (14) 16 (13)
AE leading to treatment discontinuation 1(1)* 0
Any study drug—-related AE 35 (29) 34 (28)
Study drug—related AEs in = 5% of participants in either Weight increased? 10 (8) 12 (10)
treatment group ALT increased 2(2) 8 (7)
Study drug-related serious AE 1 (1)t 0
Deaths? 2 (2) 1(1)
Any laboratory abnormalities 114 (95) 114 (94)
Any Grade 3 or 4 laboratory abnormalities 45 (38) 39 (32)
Grade 3 or 4 laboratory abnormalities occurring in = 10% |ALT increased (> 5 x ULN) 26 (22) 16 (13)
in either group AST increased (> 5 x ULN) 16 (13) 14 (12)

Safety analysis set reported through Week 96 data cut; multiple AEs were counted only once per participant for the highest severity grade for each
Preferred Term. *After Week 48, on Day 1,115, after developing hepatocellular carcinoma (subsequently died in hospice). TAEs of weight increased or
abnormal weight gain. ¥*Cryptococcal meningitis attributed to immune reconstitution inflammatory syndrome on Day 32 (resolved on Day 40). STwo
participants in the B/F/TAF group died (one due to ischemic heart disease and one due to unknown causes) and one participant in DTG + F/TDF group
due to unknown causes.

Incidences of AEs and laboratory abnormalities were similar between treatment groups
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