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Introduction

¢+ Early initiation of antiretroviral therapy is associated with improvements in

morbidity and mortality, and better immunologic recovery in people with HIV
(PWH)->

¢+ PWH who have advanced disease, ie, those with high HIV-1 RNA viral load
(VL) and/or low CD4 count at baseline (BL), are more challenging to manage
in the short and long term*”

¢+ Bictegravir/emtricitabine/tenofovir alafenamide (B/F/TAF) is a guideline-
recommended first-line regimen for most PWH; additionally, 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®'2

Objective

¢+ To assess pooled outcomes from Studies 1489 and 1490 through Week 240 in
participants initially randomized to B/F/TAF stratified by:

— BL VL < 100,000, 100,000-400,000, and > 400,000 c/mL
— BL CD4 < or = 200 cells/pL
— BL VL = 100,000 ¢/mL and CD4 < 200 cells/uL

Figure 1. Study Designs: Randomized, Double Blind,
Active Controlled
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aGS-US-380-1489 (NCT02607930); °GS-US-380-1490 (NCT02607956). 3TC = lamivudine; ABC = abacavir; DTG = dolutegravir; eGFR.; = estimated glomerular
filtration rate by Cockcroft-Gault equation; FTC = emtricitabine; HBV = hepatitis B virus; HCV = hepatitis C virus; HLA = human leukocyte antigen.

Figure 2. Participants Randomized to B/F/TAF:
Disposition Through Week 240
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Table 1. Baseline Characteristics

BL Stratification
VL 100,000- CD4 = 200 CD4 <200
400,000 c/mL VL > 400,000 c/mL Cells/pL Cells/pL
n=99 n=20 n =554 n =380
Median age, y (range) 32 (18-71) 33 (18-71) 35 (23-68) 31 (18-71) 36 (22-64) 36 (22-64)
Female at birth, n (%) 64 (12) 5 (5) 0 59 (11) 10 (13) 1(3)
Race/ethnicity, n (%)
Black or African descent 169 (33) 35 (36) 7 (35) 174 (32) 37 (47) 18 (47)
Hispanic/Latinx 137 (27) 17 (17) 1(5) 139 (25) 16 (20) 4 (10)

Median body weight, kg (Q1, Q3)  77.5(68.2, 89.2) 74.8 (66.7,84.8) 73.9 (64.9, 83.

Median BMI, kg/m? (Q1, Q3)
Asymptomatic HIV infection, n (%) 481 (93) 79 (80) 12 (60)

Median eGFR_;, mL/min (Q1, Q3) 122 (105, 144) 122 (102, 144)

BMI = body mass index; Q = quartile.

25.3 (22.4,29.0) 24.0(21.7,26.9) 23.8(22.5, 29.

124 (100, 135)

3) 77.2(68.2,88.0) 71.5(64.5,84.7) 71.9(63.5, 85.3)

0) 25.2(22.4,28.8) 24.1(21.2,26.5) 24.0(21.2,25.9)
532 (96) 40 (50) 16 (41)

123 (105, 144) 118 (95, 136) 122 (95, 142)

Figure 3. Virologic Outcomes by Subgroup: VL <50 c/mL
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aParticipants with nonmissing VL value; POf 634 participants, 115 prematurely D/C study drug during randomized phase, 13 did not enter OLE, and 62 prematurely
D/C study drug during OLE (lost to follow-up: 28; participant decision: 22; adverse event [AE]: 4; investigator discretion: 3; noncompliance with study drug: 2;

death: 1; lack of efficacy: 1; and protocol violation: 1).

Figure 4. Virologic Outcomes Over Time in Participants
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aD/C due to participant decision; PLost to follow-up; °D/C due to investigator discretion.
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Table 2. Virologic Resistance Through Week 240

BL Stratification
VL 100,000- CD4 = 200
400,000 c/mL VL > 400,000 c/mL Cells/puL
n n=99 n=20 n =80
Met criteria for resistance testing? 5 2 1
NRTI resistance detected 0 0 0 0 0
INSTI resistance detected 0 0 0 0 0

aFinal resistance analysis population included participants with confirmed VL = 200 ¢/mL or = 200 c/mL at last visit, with no resuppression of VL to < 50 ¢/mL
while on study drug. INSTI = integrase strand transfer inhibitor; NRTI = nucleos(t)ide reverse-transcriptase inhibitor.

¢+ None of the 9 participants in the final resistance analysis population developed
treatment-emergent resistance to any component of B/F/TAF

Figure 5. Characteristics and Outcomes for Participants
With CD4 < 200 Cells/uL at BL and Week 240
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aDiagnosed with lymphoma towards end of study.

+ 3/80 participants with BL CD4 < 200 cells/uL had CD4 < 200 cells/uL at Week 240
despite VL suppression by Week 4, which was maintained through Week 240

Table 3. Study Drug-Related AEs and Incident Cases of
IRIS Through Week 240

% n=99

BL Stratification
CD4 <200

VL > 400,000 c/mL Cells/uL

n =80

Any study-drug related AE 28 25 21
= 2% overall
Headache 4 7 10 8 10
Diarrhea 4 7 10 6 8
Nausea 5 4 0 4 3
Fatigue 3 4 0 3 3
Dizziness 2 3 3 0 0
Insomnia 2 1 0 3 3
Study-drug related SAE 1 0 0 0 0
Leading to premature study drug D/C 2 1 0 3 0
Study drug related 1 0 0 1 0

IRIS = immune reconstitution inflammatory syndrome (4 cases were associated with HBV, psoriasis, night sweats, or Mycobacterium avium complex; 1 case
had unknown cause); SAE = serious AE.

¢+ The most common study drug-related AEs were nausea, headache, and diarrhea;

there were no drug-related SAEs in the high VL or low CD4 subgroups

¢+ There was 1 study drug-related SAE (chest pain) leading to D/C in the VL
< 100,000 ¢/mL subgroup and none in the high VL subgroups

+ 5 cases of IRIS were reported: all had BL VL < 100,000 c/mL, 2 had CD4 < 200
cells/uL, and all occurred within the first 48 weeks and resolved with treatment

Flgure 6. Weight Changes From Baseline?
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aIncludes participants with weight data at BL and Week 240; "Median change at later time point minus median change at previous time point.

¢+ At Week 48:

— People with BL VL =2 100,000 c¢/mL experienced more weight change than those
with VL < 100,000 (4.1 vs 3.0 kg [P < 0.05])

— Those with BL CD4 < 200 cells/uL experienced more weight change than those
with CD4 = 200 (8.3 vs 2.7 kg [P < 0.001])

— Similarly, those with both VL = 100,000 and CD4 < 200 at BL experienced more
weight change than those with VL < 100,000 (9.7 vs 3.0 kg [P < 0.001])

+ At Week 240, all groups with BL VL = 100,000 c¢/mL had more cumulative weight
change than those with BL VL < 100,000 (median 9.9 kg vs 5.6 kg [P < 0.001])
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Flgure 7. Weight Changes From Baseline at Week 48
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¢ In an additional analysis examining weight change at Week 48 by finer
categories of VL, participants with BL VL < 10,000 ¢/mL and CD4 = 200 cells/
UL had less weight change than those with BL CD4 < 200 (2.0 vs 8.3 kg
[P < 0.001]), BL VL 2 50,000 (2.0 vs 4.0 kg [P < 0.001]), and both BL CD4
<200 and VL = 50,000 (2.0 vs 10.0 kg [P < 0.001])

Figure 8. Actual Weight Over Time?
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?Includes participants with weight data at BL and Week 240.

+ BL weights were significantly lower in participants with BL VL = vs < 100,000
c/mL (72.8 vs 77.8 kg [P < 0.01]) and in those with BL CD4 < vs = 200 cells/pL
(71.2 vs 77.0 kg [P < 0.035])

+ At Week 240, subgroups had comparable median actual weights

Conclusions

¢+ In adults with HIV who started on an initial regimen of B/F/TAF and
continued through 5 years of follow-up, this subgroup analysis stratified
by BL VL and CD4 count demonstrated:

— High rates of virologic suppression, CD4 recovery, and no treatment-emergent
resistance

* 16/20 participants with BL VL > 400,000 c/mL achieved VL < 200 c/mL by Week 8
* 77/80 participants with BL CD4 < 200 cells/uL had CD4 = 200 cells/uL at Week 240

— Similar study drug-related AEs among subgroups, with < 1% of study drug-
related AEs leading to D/C

— Greater median weight changes in the first year for participants with
low CD4 and/or high VL at BL, consistent with a return-to-health
phenomenon,’ and similar median actual weights at Year 5 among
VL/CD4 subgroups

¢+ These outcomes provide additional evidence that B/F/TAF is safe and
shows durable efficacy for a broad range of PWH, including those with
advanced disease at initial presentation
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