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Introduction

¢ HIV guidelines offer switch strategies for people with HIV-1 (PWH)
who are virologically suppressed (eg, history consistent with no
integrase [IN] strand transfer inhibitor [INSTI] resistance mutations),
but long-term clinical follow-up after the regimen switch is often lacking

¢+ Bictegravir/emtricitabine (FTC)/tenofovir alafenamide (B/F/TAF) is a
guideline-recommended regimen for most PWH and is indicated for
those with no antiretroviral treatment history or as a switch regimen
in virologically suppressed PWH

¢ In addition, it is recommended for rapid initiation due to its high
barrier to resistance, favorable drug-drug interaction profile, and
once-daily dosing without food restrictions®

Objective

¢ To evaluate 96-week outcomes on open-label (OL) B/F/TAF that
followed 144 weeks of blinded dolutegravir (DTG)-based treatment
in two Phase 3 studies of PWH initiating treatment

Study Designs: Randomized, Double Blind, Active

Controlled 1° Endpoint 2° Endpoints
v
Week 0 48 96 144 192 240
Treatment-Naive Adults
n=314 BIFITAF qd
Study 1489
- HLA B*5701 negative o DTG/ABC/3TC placebo qd

= Negative for chronic HBV

= eGFR,, 2 50 mL/min DTG/ABC/3TC qd ]

BIFITAF placebo qd

OLE B/FITAF
n=315

Key inclusion criteria for both:

= No known resistance to FTC, TAF, ABC, or 3TC

= VL2500 c/mL
a0 BIFITAF qd

Study 1490° . DTG+F/TAF placebo qd
= Chronic HBV or HCV infection allowed

= eGFR,, 2 30 mL/min

'
DTG+FITAF qd 1]
sz BIFITAF placebo qd

OLE B/FITAF

°GS-US-380-1489 (ClinicalTrials.gov NCT02607930); "GS-US-380-1490 (NCT02607956). 3TC = lamivudine; ABC = abacavir; eGFRc = estimated glomerular
filtration rate by Cockcroft-Gault equation; HBV = hepatitis B virus; HCV = hepatitis C virus; HLA = human leukocyte antigen; OLE = OL extension; VL = viral load.

Participant Disposition From Baseline to Week 240

Study 1489 randomized: N = 631

Study 1490 randomized: N = 657

BIFITAF: n = 314° DTG/ABC/3TC: n = 315 Treated

BIFITAF: n = 320°

DTG+F/TAF: n = 325°

DIC prior to Week 144, n (%) 60 (19) 51(16)

Completed Week 144

Entered OLE

Continued B/FITAF
n =252

Switch to BIFITAF
n=254

Continued B/FITAF
n =254

n=33(13%) DIC prior to Week 240 n =29 (11%)
Participant decision
10 Lost to follow-up.
5 Investigator's discretion
2 AE
1 Death
1 Protocol violation
1 Lack of efficacy
0 Pregnancy
Completed Week 240
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and not treated; 7

and not treated; 5 and not treated. AE = adverse event; D/C = discontinuation.

Characteristics at B/F/TAF Start?

Study 1489 Study 1490
DTG/ABC/3TC_BIFITAF |\ DTG*FTAF—BIFITAF
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U AN

Median age, y (Q1, Q3) 36 (30, 45) 38 (30, 48)
Female sex at birth, n (%) 29 (1) 26 (10)
Racef/ethnicity, n (%)

Black or African descent 94 (37) 80 (30)

Hispanic/Latinx ethnicity 54 (21) 73 (28)
Median body weight, kg (Q1, Q3) 83.0 (72.6, 94.3) 81.7 (71.0, 96.0)
HIV-1 RNA 50 to < 200 copies/mL, n (%) 3(1) 1(<1)
HIV-1 RNA = 200 copies/mL, n (%) 6(2) 1(<1)

Median CD4 count, cellss/mm? (Q1, Q3)
Asymptomatic HIV infection, n (%) 229 (90) 234 (88)
Median eGFRs, mL/min (Q1, Q3) 116 (99, 138) 111 (95, 135)

“All participants completed 144 weeks on blinded DTG/ABC/3TC or DTG+F/TAF before entering OLE. CD4 = cluster of differentiation-4; Q = quartile.

¢+ In participants who switched from DTG/ABC/3TC or DTG+F/TAF,
median durations of exposure (Q1, Q3) to B/F/TAF were 96 weeks
(95.7, 96.3) in Study 1489 and 96 weeks (95.9, 96.4) in Study 1490

Virologic Outcomes Through Week 240/OLE Week 96:
HIV-1 RNA < 50 Copies/mL (M = E)
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*Bold numbers display missing = excluded (M = E) data for participants who switched from DTG-based regimens to B/F/TAF.

¢ Participants who switched from DTG/ABC/3TC or DTG+F/TAF to
OL B/F/TAF maintained high levels of virologic suppression through
Week 240/OLE Week 96 (M = E)

Virologic Outcomes on B/F/TAF: HIV-1 RNA < 50
Copies/mL (M =F)
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*Study week for participants initially randomized to B/F/TAF and OLE week for participants who switched from DTG-based regimens. M = F = missing = failure.

¢ Participants who switched from DTG-based regimens had similar
rates of virologic suppression (M = F) to participants initially on B/F/TAF

Virologic Resistance During OLE: Weeks 144-240

Study 1489 Study 1490
DTG/ABC/3TCBIFITAF | DTG#
n 54 AN
Met criteria for resistance testing® 3 1
NRTI resistance detected 0 0
INSTI resistance detected 0 0

“Resistance testing performed for participants with confirmed HIV-1 RNA > 200 copies/mL or > 200 copies/mL at last visit, with no resuppression of HIV-1
RNA to < 50 copies/mL while on study drug. NRTI = nucleoside reverse-transcriptase (RT) inhibitor.

¢ No participant in the final resistance analysis population developed
treatment-emergent resistance during long-term treatment with B/F/TAF

¢ Two participants on blinded DTG/ABC/3TC had HIV-1 RNA = 200
copies/mL at time of switch, both of whom were later found to have
M184V and resuppressed on OL B/F/TAF
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*No amplification.

Adverse Events During OLE: Weeks 144-240
N\

DTG/ABC/3TC—BIFITAF
=254

Participants, %
Any AE 84

Any grade study

drug-related AE 2 S

All occurred in
1 participant unless
otherwise specified

Diarrhea (n = 3), weight increased (n =2), Headache, fatigue, flatulence, weight
nausea, headache, abnormal dreams, increased, weight decreased, back
vomiting, LDL increased, obesity, blood pain, diabetes mellitus, lethargy,
cholesterol increased, libido increased, migraine, oropharyngeal pain
myalgia, alopecia, pruritic rash

LDL = low-density lipoprotein.

¢ A Grade 3 drug-related AE occurred in 1 participant (diabetes mellitus
in a participant switching from DTG+F/TAF); no Grade 4 AEs were
reported

¢ Nausea and diarrhea were the 2 most commonly reported AEs in the
blinded phase of Studies 1489 and 1490*

Nausea and Diarrhea Incidence and Prevalence
Through Week 240

Nausea Prevalence —— Study drugrelated prevalence M Incidence M Study drug-related incidence
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Hashmarks indicate transition from randomized phase to OLE; prevalence reset at OLE start.

¢ Among participants randomized to DTG/ABC/3TC (Study 1489) or
DTG+F/TAF (Study 1490), the incidence and prevalence of nausea
and diarrhea declined numerically after switching to B/F/TAF in the
OLE

Adverse Events Leading to Discontinuation During
OLE: Weeks 144-240

DTG/ABC/3TC—BIFITAF

Participants, n n =254

Seizure unrelated to study drug on

OLE Day 335/Study Week 192

Weight increase attributed to study drug
during blinded phase Day 29, D/C on
OLE Day 506/Study Week 228

AE leading to
premature D/C

Malignant neoplasm of urinary bladder
unrelated to study drug on OLE
Day 659/Study Week 240

Seizure unrelated to study drug on
OLE Day 335/Study Week 192

Death Unknown cause on OLE

Day 677/Study Week 270 Unknown cause on Study Week 60

Unknown cause on OLE
Day 320/Study Week 207

¢ Across both studies, 2/519 participants (0.4%) experienced an AE
that led to drug D/C after switching

Laboratory Abnormalities During OLE: Weeks 144-240
DTGIABC/3TC—BIFITAF N\r Ww‘%‘\@

Participants, % n =254

Any Grade 3 or 4 laboratory abnormality 13 16
2 2% in either group
Increased amylase 22 20
Increased AST 2 1
Increased creatine kinase 4 3
Fasting hyperglycemia 1 2
Nonfasting hyperglycemia 1 3
Increased fasting LDL 1 3
Glycosuria 10 3
*No clinical symptoms of pancreatitis; "No cases of glycosuria ocourred in without diabetes or ia. AST = aspartate
aminotransferase.
eGFR Changes During OLE: Weeks 144-240
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*

There were no reported cases of proximal renal tubulopathy and no
D/Cs due to renal AEs for participants receiving B/F/TAF

Weight Changes From Randomized Phase Baseline
Through Week 240
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Numbers within bars indicate yearly weight changes calculated as median change from baseline at later time point - median change at previous time point;
numbers to left and right of each bar indicate median cumulative weight changes at each time point. *Median cumulative change at Week 192 (no change
from Week 192 to 240)

¢+ Significantly lower weight changes were observed at Week 144 for
participants treated with DTG/ABC/3TC vs DTG+F/TAF: 3.5 vs 5.0 kg
(P=0.02)

¢+ Between Weeks 144 and 240 of the OLE, greater weight changes
were observed in participants who switched from DTG/ABC/3TC to
B/F/TAF vs those who switched from DTG+F/TAF to B/F/TAF: 2.4 vs
1.3kg (P=0.01)

¢ Cumulative median weight changes at Week 240 were numerically
similar for all treatment groups

¢ Switch from ABC to TAF has been associated with statistically
significant weight gain, consistent with the loss of a weight
suppressive effect of ABC noted in the first year'®"

Fasting Lipid Changes During OLE: Weeks 144-240
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Participants, %
Taking lipid-lowering agents at B/F/TAF start 7 10
Initiated lipid-lowering agents while on B/F/TAF 2 5

HDL = high-density lipoprotein; TC = total cholesterol; TG = triglycerides.

¢ Small changes in lipids were observed among participants who
switched to B/F/TAF for 48 weeks and few participants initiated
lipid-lowering agents

Conclusions

¢ Over 5 years of follow-up in adults initially taking DTG/ABC/3TC
or DTG+F/TAF who then switched to B/F/TAF and were
followed for 96 weeks, we observed:

— High rates of virologic suppression with no treatment-emergent
resistance to B/F/TAF

— Two participants had HIV-1 RNA = 200 copies/mL with M184V at
the time of switching from DTG/ABC/3TC and both subsequently
had sustained resuppression on B/F/TAF

— Few AEs leading to D/C and no renal related D/Cs

— Declines in incidence and prevalence of nausea and diarrhea
after switching to B/F/TAF

— Small median lipid changes and minimal impact on TC:HDL ratio

— Similar cumulative weight changes at Year 5 for all groups,
with greater weight changes in those who switched from
DTG/ABC/3TC vs DTG+F/TAF, consistent with the loss of
the weight-suppressive effect of ABC noted in Year 1

¢ These results provide additional long-term evidence of the
safety and efficacy of B/F/TAF in PWH who switch from a
DTG-containing regimen
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