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Introduction

¢+ Modern antiretrovirals provide high HIV suppression rates; safety and
tolerability often drive regimen choice

¢ The single-tablet regimen bictegravir (BIC; B), emtricitabine (FTC; F), and
tenofovir alafenamide (TAF; B/F/TAF) is a US DHHS, EACS, and IAS-USA
guidelines-recommended regimen,’* with demonstrated safety and
efficacy, and a high barrier to resistance

¢ Previously reported primary results from the present Phase 3 study
(GS-US-380-1844; NCT02603120) demonstrated that switching to
B/F/TAF was noninferior to continuing dolutegravir (DTG), abacavir (ABC),
and lamivudine (3TC) in virologically suppressed adults at Week 484

— Both treatments were well tolerated

— No treatment-emergent viral resistance to B/F/TAF was observed

Objectives

¢ To assess efficacy and safety data through Week 168 for study GS-US-
380-1844 participants who enrolled in the open-label extension (OLE)

Study Design
Week (I) 4|8 OLE \\l?B
HIV-suppressed adults =284 B/F/TAF 50/200/25 mg QD
on DTG/ABC/3TC-
containing regimen* DTG/ABC/3TC placebo QD
* HIV-1 RNA <50 copies/mL
for 23 mo 1:1

DTG/ABC/3TC 600/150/50 mg QD | BIF/TAF 50/200/25 mg QD

- No active HBV infection n=283 B/F/TAF placebo QD

* eGFRcs 250 mL/min

*Could be components of single-tablet regimen. eGFR;, estimated glomerular filtration rate by Cockcroft-Gault; HBV, hepatitis B virus.

¢ Phase 3, randomized, double-blind, multicenter, active-controlled study
— Australia, Europe, and North America
— Primary endpoint: proportion with HIV-1 RNA =50 copies/mL at Week 48

¢ OLE objectives: to evaluate efficacy and safety after additional exposure
to B/F/TAF

— All B/F/TAF group included all participants with 21 dose of B/F/TAF; baseline
for DTG/ABC/3TC to B/F/TAF group was measured from start of B/F/TAF
in OLE

Disposition
p Screened: N=646
- | Screen failures: n=67
7 | Not randomized: n=12*t
p Randomized: N=597
o B/F/TAF randomized ' DTG/ABC/3TC randomized,
'g not treated: n=2 not treated: n=2
5 B/F/TAF treated: n=282 DTG/ABC/3TC treated: n=281
@ : .
= n=22 Prematurely discontinued before Week 48t
3 6 Participant decision Rl
o 6 AE
5 4 Lost to follow-up
N 2 Pregnancy
= 2 Investigator discretion 0 |
S 2 Death 0
e
= = ____Completed Week 48: n=266____

Completed Week 48: n=260 Completed Week 48: n=266

Continued B/F/TAF in OLE: n=259
l

Switched to B/F/TAF in OLE: n=265
|

All B/FITAF in OLE: n=524

n=15 Prematurely discontinued before Week 96 —
) Lost to follow-up
4 Participant decision
3 Investigator discretion
1
1
1

OLE

AE
Death
Lack of efficacy

Completed OLE: n=509

Median (IQR) duration of all B/F/TAF exposure: 96 wk (49, 119)

*12 participants met all eligibility criteria and were not randomized: withdrew consent (n=7), lost to follow-up (n=4), and outside of visit window (n=1); TPreviously reported.* AE, adverse event;
IQR, interquartile range.

Baseline Characteristics”™
1

Age, y 47 (21-71)
Female at birth 58 (11)
White 397 (73)
Race/ethnicity Black or African descent 116 (21)
Hispanic/Latino 96 (18)
CD4 cells/pL 709 (536, 905)
Asymptomatic HIV 474 (87)
HIV disease status Symptomatic HIV 18 (3)
AIDS 55 (10)
eGFR.g, mL/min 98 (83, 118)
Body mass index, kg/m? 26 (24, 29)
Hepatitis C coinfection (randomized phase: n=563) 1(0.2)

*Data are n (%) or median (IQR), except age, which is median (range). CD4, cluster of differentiation-4.
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B/F/ITAF 12 24 36 48 60 72 84 96 108 120 132 144 156 168
Start Week

All 241 042 03/ 229 488 389 316 298 283 245 192 108 49 38 14
B/FITAF: n= 547 543 537 530 491 393 317 299 283 245 193 108 49 38 1

M=E, missing = excluded.

¢+ Median (IQR) baseline CD4 cell count: 709 (536, 905) cells/uL; changes
from baseline: -17 (-120, 65) at Week 48 (n=476) and -9 (-100, 108) at
Week 96 (n=279)

¢ No participant developed resistance to B/F/TAF

Virologic Outcomes by Archived Resistance

n (%) n Participants With HIV-1 RNA <50 Copies/mL, %*

/n
All B/FITAF |[With Baseline
s22 (96) || 5211522
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*1 participant with 23 thymidine analog mutation (TAMs; also counted in nucleoside reverse transcriptase [RT] inhibitor [NRTI]-resistance [R] and any TAM categories) had 56 copies/mL at last visit and
resuppressed on commercial B/F/TAF; outcomes determined by last on-treatment observation carried forward analysis through end of study; TDerived from cumulative historical and/or proviral genotypes.
IN, integrase; INSTI, IN strand transfer inhibitor; NNRTI, non-NRTI; PI, protease (PR) inhibitor.
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¢ High efficacy was also achieved in participants with archived resistance

Overall Safety T
v

Any AE 446 (82)
Any Grade 3 or 4 AE 33 (6)
Any treatment-related AE* 39 (7)
Any serious AE 47 (9)
Any AE leading to discontinuation? 7 (1)
Death? 3 (1)
Grade 3 or 4 laboratory abnormalities 96 (18)

*Most treatment-related AEs were Grade 1; most common was headache (2%); 71 participant had AE leading to discontinuation in OLE (treatment-related headache); *Treatment-emergent deaths: 2
previously reported (Week 48) not considered related to treatment by investigator and 1 during OLE (hypertensive cardiovascular disease in White man aged 60 y with medical history of hypertension
and hypercholesteremia) not considered related to treatment.

Most Common AEs and Laboratory Abnormalities
n (%)

Most common AEs (>5% of participants)

Upper respiratory tract infection 77 (14)
Nasopharyngitis 57 (10)
Diarrhea 53 (10)
Arthralgia 35 (6)
Back pain 31 (6)
Headache 31 (6)
Sinusitis 31 (6)
Bronchitis 29 (9)
Syphilis 28 (9)
Most common Grade 3 or 4 laboratory abnormalities (>2% of participants)
ncreased LDL 23 (4)
ncreased creatine kinase 17 (3)
-Hyperglycemia 13 (2)
ncreased amylase 12 (2)
ncreased ALT 11 (2)
Glycosuria 11 (2)

ALT, alanine aminotransferase; LDL, low-density lipoprotein.

Change From Baseline in eGFR¢
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B/F/TAF 12 24 36 48 60 72 84 96 108 120
All Sl Week
B/F/TAF: n= 547 541 535 528 482 378 307 294 281 238 186*

*Low participant numbers out to Week 168 (n=12); median change at Week 168: -1.2 mL/min.

¢ No discontinuations due to renal-related AEs and no cases of renal
proximal tubulopathy

Changes in Quantitative Proteinuria at Weeks 48 and 72
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B2M, B2-microglobulin; Cr, creatinine; RBP, retinol-binding protein.

¢ No differences between B/F/TAF and DTG/ABC/3TC in quantitative
measures of proteinuria or biomarkers of renal tubular dysfunction

¢ Week 48 previously presented; additional data at Week 72 were assessed
for B/F/TAF participants not yet unblinded, but on study

Conclusions

Changes in Spine and Hip Bone Mineral Density Through

Week 48 -9 B/F/TAF =—e= DTG/ABC/3TC
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Al Week Week
B/F/TAF: n= 256 245 244 2506 247 244
DTG/ABC/
3TC: n= 262 255 253 265 255 255

*Analysis of variance model comparing B/F/TAF with DTG/ABC/3TC at Week 48. Cl, confidence interval.

Changes From Baseline in Fasting Lipids for All B/F/TAF

M Week 48 (n=468)* M Week 96 (n=269)*

Total LDL HDL Total
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Median at
B/F/TAF start 184 mg/dL 117 mg/dL 49 mg/dL 111 mg/dL 3.7

*Weeks after switch to B/F/TAF. HDL, high-density lipoprotein.

¢ Fasting lipids were generally stable, with slight increases in LDL
¢ 17 participants (3%) initiated lipid-modifying agents during the study

Changes From Baseline in Weight
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DTG/ABC/
3TC:n= 281 279 274 271 267

*Shown for reference; TLow participant numbers out to Week 168 (n=12); median change at Week 168: +2.1 kg.

¢+ Weight increased, with median changes from baseline ranging from +0.5
to +2.3 kg

¢ In the long-term OLE of this Phase 3 study, people living with HIV who switched to B/F/TAF from DTG/ABC/3TC demonstrated:

— Continued high rates of virologic suppression, with no emergent resistance

— High efficacy In participants with archived resistance
— Safety and tolerability of B/F/TAF through 168 wk

» Changes from baseline in body weight in the all B/F/TAF group were consistent with the Week-48 data
» No discontinuations due to renal-related AEs and no cases of renal proximal tubulopathy
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