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Introduction

¢ The single-tablet regimen bictegravir/emtricitabine/tenofovir alafenamide
(B/F/TAF) is a guidelines-recommended regimen with demonstrated safety
and efficacy, and a high barrier to resistance’™

¢ Study 4030 was the first study to prospectively investigate switching to B/F/TAF
in virologically suppressed participants with history of treatment failure or
preexisting nucleoside reverse transcriptase inhibitor resistance (NRTI-R)

— Switching to B/F/TAF was noninferior to dolutegravir (DTG) + F/TAF, with high,
durable rates of virologic suppression and no treatment-emergent resistance
through 48 wk of treatment®

¢ Viral blips are transient elevated viral load values
— Most blips are not associated with long-term clinical failure’®

— However, some blips may be associated with increased viral replication, leading
to development of drug resistance®°

¢ The variability of HIV-1 RNA assays is high at lower viral loads; many blips
that are <200 copies/mL may be due to assay fluctuation™

— DHHS guidelines use threshold of 2200 copies/mL as evidence of virologic failure’

Objective

¢ To investigate viral blips in suppressed participants with or without baseline
NRTI-R through 48 wk of treatment on B/F/TAF or DTG + F/TAF

Figure 1: GS-US-380-4030 Study Design*®

Phase 3, randomized, double-blind,
multicenter, active-controlled study

Primary endpoint
HIV-1 RNA 250 copies/mL
(4% noninferiority margin)

v
Week 0 48
' J
n=284
Adults with HIV on N=565 DTG + F/ITAF placebo qd
DTG + FITAF or DTG + F/TDF  1:1 DTG + FITAF qd
= HIV-1 RNA <50 copies/mL for: n=281 B/F/TAE placebo C|d

— 23 mo if no NRTI-R
— 26 mo if NRTI-R is known or suspected
= Any NRTI-, NNRTI-, or PI-R was allowed

= No documented INSTI-R or confirmed virologic
failure on INSTI-containing regimen

Randomization stratified by:
= F/TAF vs F/TDF at baseline
= Documented or suspected history of NRTI-R

*ClinicalTrials.gov NCT03110380. INSTI, integrase strand transfer inhibitor; NNRTI, non-nucleoside reverse transcriptase inhibitor; Pl, protease inhibitor; TDF, tenofovir disoproxil fumarate.

Table 1: NRTI Resistance Categories

Category NRTI-R Mutation

1 KG65R/E/N, 23 TAMs* that include M41L or L210W, or T69 insertions High

M184V/I, K7T0E/G/M/Q/S/T, L74V/l, V75A/SIM/T, YA115F, T69D, Q151M,
or other TAM* patterns

2 Low

3 No NRTI-R—associated mutations None

*Thymidine analog mutations (TAMs) are M41L, D67N, K70R, L210W, T215F/Y, and K219Q/E/R/N.

¢ NRTI-R was classified into 3 categories for stratification at randomization; for
participants who qualified for >1 resistance category, the higher resistance
category was prioritized: 1, then 2, and then 3

¢ Stratification category: assigned by investigator at randomization based on
review of HIV-1 historical genotypes (if available), phenotypes (if available),
and ART history

¢ Final category: assigned post-randomization based on cumulative historical
data, investigator assessment of suspected resistance, and baseline
genotyping using proviral DNA genotype (GenoSure Archive®, Monogram
Biosciences, South San Francisco, California, USA)

— No genotypic data and no suspicion of resistance was assigned to category 3

Blip Analysis

¢ Participants with 21 on-treatment post-baseline HIV-1 RNA value were
Included Iin this analysis

— All on-treatment HIV-1 RNA data through Week 48 were included

¢ Viral blip was defined as a post-baseline HIV-1 RNA value 250 copies/mL
preceded and followed by HIV-1 RNA <50 copies/mL

¢ Virologic outcomes at Week 48 were measured by the last on-treatment
observation carried forward (LOCF) method

DTG + FITAF
n=281*

KB5R/E/N or =3 TAMs' 15 (3) 30 (5) 16 (6) 14 (5)
2 Other NRTI-R 63 (11) 108 (19) 55 (19) 53 (19)
3 No NRTI mutation 487 (86) 427 (76) 213 (75) 214 (76)

Table 2: Preexisting NRTI Resistance

of:1-Te[o]g'A NRTI-R Mutation, n (%) m
1

*Stratification category was assigned at randomization by investigator based on review of historical genotype or phenotype (if available), and ART history; final category was assigned post-randomization and additionally included proviral DNA genotyping
data; 20 participants were stratified to categories 1 or 2 based on investigator-suspected NRTI-R (19 participants in category 2 and 1 participant in category 1), which was not confirmed by historical genotype or proviral DNA genotype; fincludes K65R/E/N
or 23 TAMs that include M41L or L210W, or T69 insertions.

Table 3: Viral Blips Through Week 48

DTG + F/ITAF All
n=279* n=562*
Experienced any blips, n (%) 8 (2.8) 7 (2.5) 15 (2.7)
p=1.01
Experienced >1 blip, n (%) 1(0.4)* 0 1(0.2)*
Participants with 21 blip/study visit, % 0.5 0.4 0.4

articipants in B/F/TAF group and 1 in DTG + F/TAF group did not have on-treatment post-baseline data and were not included in blip analysis; TFisher exact test comparing % of participants with blips in B/F/TAF group vs DTG + F/TAF group;

*D p
+1 B/F/TAF participant had 2 blips and no preexisting NRTI-R.

¢ Viral blips were infrequent in this study and similar proportions of participants
experienced blips in both treatment groups

Figure 2: Frequency of Viral Blips by Study Visit Through Week 48
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Table 4: Blips by Baseline Resistance Category

DTG + F/ITAF
n=279*

Participants With Blips, n/N (%)

1: K65R/E/N or 23 TAMs 1/16 (6)7 0/14 (0)
2: Other NRTI-R 0/55 (0) 1/53 (2)*
M184V/I (from categories 1 and 2) 1/47 (2)1 1/34 (3)*
3: No NRTI mutation 71212 (3) 6/212 (3)
Figure 3: Viral Blip Events Through Week 48
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*1 participant had 2 blips.

¢ Most blips in B/F/TAF group were <200 copies/mL

¢ All participants with blips 2200 copies/mL had HIV-1 RNA <50 copies/mL at
Week 48

Table 5: Week 48 Efficacy Outcomes by LOCF of Participants
With vs Without Blips

Participants With HIV-1 RNA <50 copies/mL, n/N (%)

DTG + F/TAF All
n=562*

n=279*

Overall 282/283 (99) 276/279 (99) 558/562 (99)
With =1 blip 7/8 (88)t 7/7 (100) 14/15 (93)t
Without blip 275/275 (100) 269/272 (99)  544/547 (99)

*2 participants in B/F/TAF group and 1 in DTG + F/TAF group did not have on-treatment post-baseline data and were not included in blip analysis; 1 B/F/TAF participant with no preexisting NRTI-R had HIV-1 RNA =50 (2340) copies/mL at Week 48,
but resuppressed at next visit.

¢ Blips did not affect treatment outcome through Week 48

Table 6: Resistance Analysis Population: Full Analysis Set

DTG + FITAF
n=281

Resistance analysis population® 0 3
With blips 0 0
Emergent resistance to study drugs 0 0

Participants, n

*Included any participant with confirmed viral rebound of HIV-1 RNA =50 copies/mL, with confirmatory HIV-1 RNA =200 copies/mL through Week 48 or without confirmation if at last visit, who did not resuppress while on study drug.

¢ No participant with blips qualified for resistance analysis through Week 48

¢+ Viral blips were infrequent and similar among participants switching to B/F/TAF and DTG + F/TAF (0.5% and 0.4% with =21 blip/visit, respectively)

¢+ Baseline NRTI resistance did not result in higher incidence of blips

— Of 47 B/F/TAF participants with preexisting M184V/I, 1 (2%) experienced a viral blip and all maintained suppression through 48 wk
¢+ Blips did not lead to virologic failure or emergence of resistance using these triple-therapy regimens
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