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Background

Once-daily oral combination regimens containing integrase
strand transfer inhibitors (INSTIs) are standard of care for GS-1720
treatment of HIV-1 infection?!

«  Oral long-acting antiretroviral therapies (ARTS) remain an
unmet need and could increase adherence and satisfaction?

« (GS-1720 is a potent, orally bioavailable INSTI, with
picomolar antiviral activity and a pharmacokinetic profile \
well suited for once-weekly oral dosing

We conducted two studies to assess the pharmacokinetics, safety, and antiviral activity of GS-1720:
a Phase la study in adults without HIV-1 and a Phase 1b study in adults with HIV-1

1. Zhao AV, et al. Retrovirology. 2022;19:22; 2. Enriquez M and McKinsey DS. HIV/AIDS - Res. Palliat. Care. 2011;3:45-51.



Phase la: GS-1720 Half-Life Shows Potential for Once-Weekly Dosing

Objective: To evaluate the safety, tolerability, and pharmacokinetics
of escalating single and multiple doses of oral GS-1720

GS-1720 concentration-time profile

Adults without following a single 450 mg dosec¢d
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aSingle/multiple dose cohorts were randomized, blinded, and placebo-controlled, with adaptive GS-1720 dose selection. ®Other cohorts included food effect and drug-drug interaction cohorts. °GS-1720 (n=8) and matched placebo
(n=2) was administered under fasting conditions as a single 450 mg oral dose. 9Data from Phase 1a study of GS-1720 will be presented in detail at future congresses.
t1/2, half‘llfe



Phase 1b Study in Adults With HIV-1: Study Design?@

Objective: To investigate the antiviral activity, safety, and pharmacokinetics of GS-1720

Key inclusion criteria: 30 mg (n=7)
- HIV-1 RNA 5000 to 400,000 copies/mL 150 mg (n=7)

» CD4+ T-cells >200 cells/pL

« Treatment-naive OR 900 mg (n=7)
treatment-experienced and naive to | I I I
INSTIs and off ART for >12 weeks Dayl 2 8 11b

A A A A
GS-1720 Secondary Primary
administered endpoint endpoint

Primary endpoint:

« Plasma HIV-1 RNA (log,, copies/mL) change from baseline to Day 11 relative to historical placebo
Secondary endpoints included:

« Safety and tolerability

* Resistance to INSTIs at Baseline and Day 11

aNCT05585307, Substudy-02. "After Day 11, participants initiated an alternative standard-of-care ART regimen, selected by the investigator.
ART, antiretroviral therapy; INSTI, integrase strand transfer inhibitor
clinicaltrials.gov/ct2/show/NCT05585307.




Phase 1b: Baseline Characteristics

Total participants?

(N=28)
Median (range) age, years 33 (18-62)
Female, n (%) 3 (10.7)
Race, n (%)

American Indian/Alaska Native 2(7.1)

Asian 2(7.1)

Black 6 (21.4)

Native Hawaiian/Pacific Islander 2(7.1)

White 9(32.1)

Other 7 (25.0)
Ethnicity, n (%)

Hispanic or Latinx 13 (46.4)
Median (Q1-Q3) HIV-1 RNA, log,, copies/mL 4.90 (4.48-5.30)
Median (Q1-Q3) CD4+ T-cells/uL 370 (275-450)
ART-naive, n (%) 23 (82.1)
Participants with INSTI resistance, n (%) 0

aTotal of 4 cohorts, n=7 in each cohort
ART, antiretroviral therapy; INSTI, integrase strand transfer inhibitor; Q, quartile



Phase 1b: GS-1720 Exhibited Potent Antiviral Activity
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« No treatment-emergent INSTI resistance was observed at Day 11 in the 150 mg and 450 mg cohortsd

* Resistance testing for the 30 mg and 900 mg cohorts is currently ongoing

Reference - Bictegravir at 50 and 100 mg once daily (target therapeutic range): AVL,,= 2.08 and 2.43". @Historical placebo (HIV-1 RNA change from Day 1 = +0.01 log,, copies/mL) includes

placebo-treated participants from three previous Gilead-sponsored studies; for historical studies without Day 11 HIV-1 RNA, Day 10 values were used for Day 11. °n=7 per cohort. °Pairwise P-value vs placebo. %Al participants
in the 150 mg and 450 mg cohorts were tested for resistance at Day 11. Cl, confidence interval; INSTI, integrase strand transfer inhibitor; VL, viral load.

1. Gallant JE, et al. J Acquir Immune Defic Syndr. 2017;75(1):61-66.




Phase 1b: 450 and 900 mg Doses Showed Potent Antiviral Activity

Across All Individuals
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« Target therapeutic range resulted in robust antiviral activity in all participants
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Phase 1b: Adverse Events and Laboratory Abnormalities

Participants with event, n (%) ?Egzn;? 12?:?)9 Q?nozr;)g

Any Grade AE 5 (71.4) 6 (85.7) 3 (42.9) 4 (57.1)
Any Grade =3 AE? 0 2 (28.6) 0 0
Atrial fibrillation 0 1(14.3) 0 0
Device loosening 0 1 (14.3) 0 0
Any SAE 0 1 (14.3) 0 0
Any study drug-related AE 2 (28.6) 1 (14.3) 0 1(14.3)
Any Grade 23 study drug-related AE 0 0 0 0
Any study drug-related SAE 0 0 0 0
A_ny AE_Ieadi_ng to premature 0 0 0 0
discontinuation of study drug
Any Grade 3 laboratory abnormalities® 1(14.3) 1(14.3) 0 0

aGrade 3 AEs included (n=1 each): atrial fibrillation (Day 11-13), device loosening (prosthetic left hip); both unrelated to study drug. Atrial fibrillation, n=1. °No Grade 4 laboratory abnormalities; Grade 3 laboratory
abnormalities included: increased creatinine and decreased CrCl (n=1; onset Day 25) in 150 mg cohort and decreased CrCl (n=1; onset Day 3, with Grade 2 at baseline) in 30 mg cohort.
AE, adverse event; CrCl, creatinine clearance; SAE, serious adverse event




Conclusions

« (GS-1720 has a pharmacokinetic profile suitable for weekly dosing

* GS-1720 demonstrated potent antiviral activity with a mean >2 log,, copies/mL
decline in HIV-1 RNA in the highest dose cohorts, comparable to currently approved
once-daily INSTIs?

* No treatment-emergent INSTI resistance was observed at Day 11, with resistance
testing for two cohorts ongoing

 (GS-1720 was well tolerated with a favorable safety profile

These data support further clinical development of GS-1720 as part

of the first INSTI-containing weekly oral single-tablet regimen

INSTI, integrase strand transfer inhibitor
1. Zhao AV, et al. Retrovirology. 2022;19:22.
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