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Study Population

* Of 670 randomized participants (mITT-E), 447 (67%) switched to CAB + RPV LA (OLI, n=173
[39%]; SWI, n=274 [61%]) and 223 (33%) continued BIC/FTC/TAF

* Baseline characteristics were similar between arms; the median age was 37 years (range: 18—
74), 18% were female (sex at birth), and the median body mass index was 25.9 kg/m?
(interquartile range: 23.3-29.5)

Conference on Retroviruses and Opportunistic Infections; March 3-6, 2024; Denver, CO Latham et al. CROI 2024; Denver, CO. Poster 627.
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Participants With HIV-1 Blips and/or CVF

* The proportion of participants with HIV-1 viral blips through Month 12 was 4% (n=19/447) in the
CAB + RPV LA arm (OLI and SWI) and 4% (n=9/223) in the BIC/FTC/TAF arm

* Two (<1%) participants in the CAB + RPV LA arm (OLI, n=1; SWI, n=1) had CVF through Month
12, neither of whom experienced a viral blip at any previous study visit

Outcome at Month 12 CAB + RPV CAB + RPV
(mITT-E), n (%) W-Neyl Ko HIBS LA Q2M (SWI)

Participants with HIV-1 blip* 6/173 (3) 13/274 (5) 9/223 (4)

at any study visit

Participants with CVF1 1173 (<1) 11274 (<1) 0/223
With HIV-1 blip* 0/6 0/13 0/9
Without HIV-1 blip* 11167 (<1) 1/261 (<1) 0/214

*A single HIV-1 RNA value between 50 and <200 copies/mL with adjacent values <50 copies/mL.

Two consecutive HIV-1 RNA values =200 copies/mL.

BIC/FTC/TAF, bictegravir/emtricitabine/tenofovir alafenamide; CAB, cabotegravir; CVF, confirmed virologic failure; LA, long-acting; mITT-E, modified intention-to-treat exposed; OLI, oral lead-in; Q2M, every 2 months; RPV, rilpivirine; SWI, starting
with injection.

Conference on Retroviruses and Opportunistic Infections; March 3-6, 2024; Denver, CO Latham et al. CROI 2024; Denver, CO. Poster 627.
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Snapshot Outcomes for Participants Without Blips (mITT-E)
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BIC/FTC/TAF, bictegravir/emtricitabine/tenofovir alafenamide; CAB, cabotegravir; LA, long-acting; mITT-E, modified intention-to-treat exposed; OLI, oral lead-in; Q2M, every 2 months; RPV, rilpivirine; SWI, starting with injection.

Conference on Retroviruses and Opportunistic Infections; March 3-6, 2024; Denver, CO Latham et al. CROI 2024; Denver, CO. Poster 627.
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Snapshot Outcomes for Participants With Blips (mITT-E)

* Of participants with viral blips, 5% (n=1/19) in the CAB + RPV LA arm (OLI and SWI) and 11%
(n=1/9) in the BIC/FTC/TAF arm had HIV-1 RNA =50 copies/mL at Month 12
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Virologic non-response Virologic success Mo virologic data
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n 0/6 119 6/6 8/9 0 0

BIC/FTC/TAF, bictegravir/emtricitabine/tenofovir alafenamide; CAB, cabotegravir; LA, long-acting; mITT-E, modified intention-to-treat exposed; OLI, oral lead-in; Q2M, every 2 months; RPV, rilpivirine; SWI, starting with injection.

Conference on Retroviruses and Opportunistic Infections; March 3-6, 2024; Denver, CO Latham et al. CROI 2024; Denver, CO. Poster 627.
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Conclusions

°lIn the SOLAR study, HIV-1 viral blips were not associated with confirmed virologic failure,
consistent with prior Phase 3 clinical study data

1. Latham et al. HIV Drug Therapy Glasgow 2022; Virtual and Glasgow, Scotland. Poster P083. 2. Talarico et al. IDWeek 2020; Virtual. Poster 1021.

Conference on Retroviruses and Opportunistic Infections; March 3-6, 2024; Denver, CO Latham et al. CROI 2024; Denver, CO. Poster 627.




IMPAACT 2017/MOCHA Cohort 2: Wk 24 Safety,
Efficacy, and PK Data After Switching to LA CAB +
RPV in Adolescents Living With HIV
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*CCO is an independent medical education company that provides state-of-the-art medical information to
healthcare professionals through conference coverage and other educational programs.

Provided by Clinical Care Options, LLC

This activity is supported through independent educational grants from
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IMPAACT 2017/MOCHA Cohort 2:
Baseline Characteristics

Characteristic

Cohort 2
(N = 144)

Median age, yr (range)
Female sex, %

Black, %

Vertical HIV acquisition, %
Median BMI, kg/m? (range)
Median weight, kg (range)

Guar. CROI 2024. Abstr 188.

15 (12-17)

51

74

92
19.5 (16-34)
48 (35-101)

Slide credit: clinicaloptions.com C
by Cea
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IMPAACT 2017/MOCHA Cohort 2: Safety

Safety Parameter

Cohort 2
(N = 144)

Received 21 injection, n 142
Completed Wk 24 visit, n 141
Injection-site reaction, n/N (%) 49/142 (35)
= Resolved <7 days, % 86

= Grade 3 injection-site abscess,* n 1

= Grade 3 injection-site abscess and pain,* n 1
Grade >3 noninjection site reaction, n/N (%) 16/144 (11)
= Increased creatine phosphokinase, n 6

= Systolic blood pressure, n 3

= Other AEs, n 7

*Participant continued study.

No permanent discontinuations due to AEs

" No deaths attributable to study treatment

____discontinued, and pregnancy resulted in a live, term birth

= 1 pregnancy: individual received 2 doses of LA CAB + RPV prior to confirming pregnancy; treatment was

Guar. CROI 2024. Abstr 188.

Slide credit: clinicaloptions.com

powered by cea
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IMPAACT 2017/MOCHA Cohort 2: Virologic Outcomes
and Patient Satisfaction

Virologic Suppression? Virologic Failure?
= Virologic suppression maintained  ®|No virologic failure
in 96.5% of participants at Wk 24 in any participants at Wk 24
] — Defined as 2 consecutive HIV-1
copies/mL by FDA Snapshot RNA measurements 2200
copies/mL

" |At Wk 24, 139/141 (99%) patients stated they preferred LA CAB + RPV over
daily oral ART?

— Primary reasons for preferring LA CAB + RPV were convenience, increased
privacy, and decrease in adherence-related stress?

Slide credit: clinicaloptions.com

1. Guar. CROI 2024. Abstr 188. 2. Lowenthal. CROI 2024. Abstr 949.

powered by cea
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LA CAB + RPV in People Without HIV
Viral Suppression at Baseline at Ward 86:
Wk 48 Results

CCO Independent Conference Coverage*
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LA CAB + RPV at Ward 86: Study Design

= Retrospective cohort study of people living with HIV initiated on LA CAB + RPV at Ward 86,
a publicly funded HIV clinic in San Francisco (N = 286)

— Current analysis included people with baseline HIV-1 RNA >50 ¢/mL who received 256 wk of
therapy before database lock (n = 56)

= All virologically unsuppressed people received LA CAB + RPV Q4W per clinic protocol

— Option for Q8W dosing after 3-6 mo of viral suppression

" Primary outcome: HIV viral suppression (<50 ¢c/mL) and LA CAB + RPV persistence (no
doses late by >14 days or discontinued at Wk 48) using closest HIV-1 RNA to 48 wk + 8 wk

" Secondary outcomes: any HIV suppression (<50 or <200 c/mL) at Wk 48, virologic failure
(<2 log HIV-1 RNA decline at 4 wk or HIV-1 RNA >200 ¢/mL after initial viral suppression
with emergent CAB- or RPV-associated resistance mutations), proportion transitioning to
Q8W dosing, proportion with any injection >7 days and >14 days late

Hickey. CROI 2024. Abstr 628. Slide credit: clinicaloptions.com E

powered by cea
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LA CAB + RPV at Ward 86: Baseline Characteristics

Characteristic, n (%)

People Without Baseline Viral

Suppression (n = 59)

Gender
= Female

5 (8.5)
=  Male - 53 (89.8)
= Gender minority 1(1.7)
Age, yr
= 18-29 2(3.4)
= 30-49 29 (49.2)
= >50 28 (47.5)
Race/ethnicity
n V\I/hlili(e 24 (40.7)
= Blac 14 (23.7)
= Latino/a 17 (28.8)
= Other 4 (6.8)
Housing status
= Stable 28 (47.5)
T UnRStaple 26 (44.1)
= Unhoused 5 (8.5)

Hickey. CROI 2024. Abstr 628.

Characteristic, n (%)

Substance use

People Without Baseline Viral

Suppression (n = 59)

. | opioids 6 (10.2)

CD4+ count, cells/mm?3

m | <50

= |50-199 T

- 20 (33.9)

= 350-499 e
> 10 (16.9)

HIV-1 RNA, copies/mL

n 50 to <200

« 200 to <1000 : §§§§

= 1000 to <10,000 10 (16.9)

= 10,000 to <100,000 29-{37-3)

. |_2100,ooo 19 (32.2)

Slide credit: clinicaloptions.com

powered by cea
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LA CAB + RPV at Ward 86: Virologic Response and
Regimen Persistence at Wk 48

" | Virologic response, <50 ¢/mL VL<50. n VL350 n °verall,
Outcome* (n= Sé) (n= 4’) n (%)
— LA CAB + RPV: 81% (48/59) (n=59)
Remained on LA CAB + RPV 48 17 49 (83)
— LACAB + RPV plus Discontinued LA CAB + RPV, 5 5 (3
alternative ART: 90% (53/59) | resumed oral ART - (8)

= Virologic response, <200 c/mL  Failure with resistance
= On-time injections

. 2 --
_ = Lost to follow-up, not receiving 3 (5)
LA CAB + RPV plus oral ART, later determined to B L
alternative ART: 95% (56/59) have resistance?

Lost to follow-up,

o -- 2 2 (3
not receiving oral ART* 3)
*Missing HIV-1 RNA at Wk 48 (n = 4): HIV-1 RNA =50 due to HIV-1 RNA >50 ¢/mL before/after window
and/or evidence off ART (n = 3), HIV-1 RNA <50 c/mL due to HIV-1 RNA <50 ¢/mL before and after
window and on ART throughout (n = 1).
*Addition of LEN for low-level viremia (Wk 48 HIV-1 RNA <200 c/mL).
*Fixed belief HIV cured (n = 1), psychosis (n = 1), depression (n = 1).
Hickey. CROI 2024. Abstr 628. Slide credit: clinicaloptions.com : E

powered by cea
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LA CAB + RPV at Ward 86: Secondary Endpoints

= Virologic failure with treatment-emergent resistance: n = 3 (5%)

" Dosing interval change to Q8W by Wk 48: n =19 (32%)

= Late injections
— 21 injection >7 days late: n =17 (29%)
— 21 injection > 14 days late: n = 8 (14%)

— Lost to follow-up: n =3

Hickey. CROI 2024. Abstr 628. Slide credit: clinicaloptions.com E

powered by cea
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CARES: Long-Acting CAB + RPV In
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CARES: Study Design

= Multicenter, randomized, active controlled, open-label, noninferiority phase lllb study
Wk 4 Wk 48 Primary Endpoint

Adults (218 yr of age) with l 1

HIV and receiving stable oral
therapy (TDF + 3TC/FTC + Optional Oral CAB + RPV | CAB 600 mg + RPV 900 mg LA (IM Q8W)
DTG/NVP/EFV); HIV-1 RNA / Lead-in (n = 256)
<50 copies/mL at 24-12 mo
prior to and at screening; no
history of ART failure and no TDF + 3TC/FTC + DTG/NVP/EFV (Oral ART So(C)

HBV infection (n = 256)
(N=512)

Ongoing follow-up
through wk 96

= HIV-1 RNA assessed Q24W,; safety monitoring at Wks 4, 8 (LA ART), 12 (SoC), 24, and Q24W onward

" Primary endpoint: proportion of patients with HIV-1 RNA <50 copies/mL by FDA snapshot analysis in
ITT population at Wk 48; 10% noninferiority analysis; sensitivity analysis in per-protocol population

= Secondary endpoints: proportion of patients with HIV-1 RNA >50 copies/mL by FDA snapshot analysis in
ITT population at Wk 48; 4% noninferiority analysis; proportion of patients with CFV (2 consecutive HIV-1 RNA
>200 copies/mL); safety; treatment satisfaction per HIVTSQc

Kityo. CROI 2024. Abstr 122. Slide credit: clinicaloptions.com

powered by cea
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CARES: Baseline Characteristics

Parameter

Female sex, n (%)
Median age, yr (IQR)
Black race, n (%)

Median time on first-line
ART, yr (IQR)

Prior exposure to NNRTI,
n (%)

NNRTI regimen at
screening, n (%)

INSTI regimen at
screening, n (%)

LA CAB + RPV

(n =255)

Oral ART (SoC)
(n=257)

146 (57.2)
43 (36-51)
254 (99.6)

8 (4-13)

189 (73.7)

24 (9.4)

231 (90.6)

149 (58.0)
42 (35-49)
256 (99.6)

7 (4-13)

191 (74.3)

17 (6.6)

240 (93.4)

LA CAB + RPV Oral ART (SoC)
Parameter (n = 255) (n = 257)
BMI 230 kg/m?, n (%) 57 (22.4) 51 (19.8)

Archived DNA analysis*+

= Viral subtype A1, n/N (%)

= CAB resistance mutations,
n/N (%)

= CAB intermediate/high-
level resistance, n/N (%)

= RPV resistance mutations,
n/N (%)

= RPV intermediate/high-
level resistance, n/N (%)

*Retrospective, batched sequencing performed on archived DNA from PBMCs at
baseline. "Viral subtype, resistance mutations, and drug susceptibility were determined
with Los Alamos National Laboratory Panel, and Stanford algorithm, respectively.

119/213 (55.9)
15/95 (15.8)

115/201 (57.2)
14/85 (16.5)
10/95 (10.5) 5/85 (5.9)
25/200 (12.5) 26/177 (14.7)

17/200 (8.5) 21/177 (11.9)

= Resistance analysis was performed at Wk 48 (not at baseline) due to the public health approach to enrollment

= | Study sites included Uganda (n = 244; 47.7%), Kenya (n = 162; 31.6%), and South Africa (n = 106; 20.7%)

Kityo. CROI 2024. Abstr 122.

Slide credit: clinicaloptions.com E

powered by cea
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CARES: Timing of LA CAB + RPV Injections and
Adherence

1000+
900-
800-
7004
600
500
400-
3004
500- a1 189

118
100- 2 19 . l 91 64 45
B =
— %

0 L | L - 1 | | |
<-14 -14to —8 7 to 6 5 to 4 -3to -2 -1 2 to 3 4 to5 6to7 8 to 14 >14
Days From Target Injectlon Date

924

Number of Injection Visits

= 82.7% of patients received all scheduled injections during the 7-day period required per study
protocol; 96% of scheduled injections occurred within the 7-day period

Kityo. CROI 2024. Abstr 122. Reproduced with permission. Slide credit: clinicaloptions.com E

powered by cea
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CARES: Primary Outcomes at 48 Wk

Adjusted Treatment Difference (95% Cl)

1007 96.9 97.3 B LA CAB + RPV Q2M (n=255) Proportion with plasma HIV-1 RNA <50 copies/mL
M Oral ART (SoC) (n=257)
80 LA CAB + RPV Oral ART (SoC
= -10% NI 05(2.4
vy margin -3.4
+«= 60+
g n n n n n n n n n n n n | |
= -12-10-8 6 4 -2 0 2 4 6 8 1012
£ 40~ Difference (%)
& Proportion with plasma HIV-1 RNA =50 copies/mL
207 Oral ART (SoC) LA CAB + RPV
0 24 1.9 0.8 0.8
6 5 1 247 250 | 2 2 ' 4% NI margin
Virologic Virologic No virologic T r—TTrrT1T1T1T
non-response success data -12-10-8 6 -4 -2 0 2 4 6 8 1012
H 0,
(250 copies/mL) |(<50 copies/mL) Difference (%)

LA CAB + RPV demonstrated noninferior virologic efficacy to oral ART (SoC) at 48 wk

Kityo. CROI 2024. Abstr 122. Reproduced with permission. Slide credit: clinicaloptions.com E

powered by cea
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CARES: Virological Failure at Wk 48

LA CAB + RPV Oral ART (SoC) Difference

UL (n = 255) (n = 257) (95% Cl)
Confirmed virologic failure, n (%) 1(0.4)* 0 0.4(-04to1.2)

/

Confirmed Virologic Failure: Patient Characteristics
= HIV-1 RNA 8608 copies/mL

= No delayed injections

= Sex and location: female from Uganda

= Baseline BMI 25.9 kg/m?

=  Subtype Al
— Resistance mutations at baseline: no NNRTI or INSTI

— Failure mutations: V108I, E138K, V179L (RPV high);
E92E/V, N155H, L74M (CAB intermediate; DTG nil)

= Resuppressed on TDF/3TC/DTG once daily

Kityo. CROI 2024. Abstr 122.

*1 additional virologic failure (unconfirmed) in LA CAB + RPV arm.

Unconfirmed Virologic Failure: Patient Characteristics
= HIV-1 RNA 44,984 copies/mL

= No delayed injections

= Sex and location: male from Uganda

= Baseline BMI 22.0 kg/m?

=  Subtype D

— Resistance mutations at baseline: K103N/S, E138A
(RPV low); no INSTI mutations

— Failure mutations: K103N/S, V106V/A, E138A
(RPV low), G118R (CAB high; DTG intermediate)

Slide credit: clinicaloptions.com

powere:

d by cea
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CARES: Safety Results

Adverse Events Injection-Site Reactions With LA CAB + RPV
ISR, n (%) Grade 1 Grade 2 Grade 3

LA CAB + RPV Oral ART Difference
(SoC)

Parameter, n (%)

(n = 255) (n = 257) (95% CI) Any ISR 161 (63.1) 26 (10.2) 1(0.4)
T Pain 161 (63.1) 23 (8.6) 0
Any grade AEs 220 (86.3) 161 (62.6) S e :
= Excluding injection-site 181 (71.0) 161 (62.6) S4(03t0165)  Swelling 17 (6.7) 3(1.2) 0
reaction ( Nodule 13 (5.1 0 1(0.4
= [eading to study drug T(0.4] 3(T.2) el e B 5.1) (0.4)
discontinuation Erythema 3(1.2) 1(0.4) 0
Grade >3 AEs 24 (9.4) 10 (3.9) 5.5 (1.2-9.8) IR L0 Lo D
= Related to study drug 3(1.2) 2(0.8) 0.4(-1.3t02.1) Rash 1(0.4) 0 0
Serious AEs 3(1.2) 5(1.9) -0.8(-2.9to0 1.4) Pruritus 1(0.4) 0 0
Discharge 0 1(0.4) 0
n > i .
Grade 23 AEs considered to be drug related: Abscess 5 2(0.8) 5

injection-site nodule, increased LDL-C, proteinuria -
in the LA CAB + RPV arm; decreased eGFR,
increased blood glucose in the oral ART SoC arm

IVIUSL IDNS wele gidue 1L Ul £, Ul 1 gidue O IDON
was reported

= Only 1ISR led to treatment discontinuation
(injection-site sterile abscess)

Kityo. CROI 2024. Abstr 122. Slide credit: clinicaloptions.com E
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CARES: Treatment Satisfaction

Adjusted Mean

LA CAB + RPV Oral ART (SoC)

HIVTSQ Score + SD _ = Difference
Baseline (HIVTSQs) 53.6 £10.5 52.0+12.5
Change at Wk 48 (HIVTSQc) 28.0 £ 0.65 17.6 £ 0.64 10.4 (8.7-12.2) <.001

= At Wk 48, HIVTSQc scores increased for patients who switched to LA CAB +
RPV vs patients who continued oral ART (SoC)

Kityo. CROI 2024. Abstr 122. Slide credit: clinicaloptions.com E

powered by cea
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Long-Acting Injectable CAB/RPV Is
Superior to Oral ART in PWH With

Adherence Challenges:
ACTG A5359 (LATITUDE)

Aadia l. Rana,’ Yajing Bao,? Lu Zheng,? Sara Sieczkarski,* Jordan E. Lake,*
Carl J. Fichtenbaum,® Tia Morton,® Lawrence Fox,® Paul Wannamaker,’
Jose R. Castillo-Mancilla,” Kati Vandermeulen,® Chanelle Wimbish,® Karen T. Tashima,'® Raphael
J. Landovitz," for the ACTG A5359 Team

"University of Alabama at Birmingham, Birmingham, AL, USA; ?Harvard TH Chan School of Public Health, Boston, MA,
USA; 3Frontier Science & Technology Research Foundation, Inc, Amherst, NY, USA; “University of Texas at Houston,
Houston, TX, USA; °University of Cincinnati, Cincinnati, OH, USA; SNational Institute of Allergy and Infectious Diseases,
Bethesda, MD, USA; "ViiV Healthcare, Research Triangle Park, NC, USA, 8Janssen, Beerse, Belgium; °DLH, ACTG
Network Coordinating Center, Bethesda, MD, USA; "°Brown University, Providence, RI, USA; ""University of California Los
Angeles, Los Angeles, CA, USA

Conference on Retroviruses and Opportunistic Infections; March 3-6, 2024; Denver, CO



Methods

* A5359-Long-Acting Therapy to Improve Treatment sUccess in Daily lifE
* Phase lll prospective, randomized, open-label trial

* Monthly IM CAB/RPV-LA vs. oral Standard of Care (SOC) ART

* PWH who have barriers to adherence.:
— Poor viral response despite oral ART for 26 months
— Loss to clinical follow-up with ART non-adherence 26 months

* No Hepatitis B
* No INSTI or RPV RAM historically or by screening

* No exclusion based on CD4+ T-cell, HIV VL, active substance/alcohol use or
unstable housing

Conference on Retroviruses and Opportunistic Infections; March 3-6, 2024; Denver, CO Rana et al. CROI 2024; Denver, CO. Oral presentation 212.



Study Design

\

Step 1 _ Step 2

(max 24 weeks) R (52 weeks) Step 3
(52 weeks)

SOC ART .

(22 active ARVs) |- Arm A: CAB/RPV-LA (Q4W)*
5 CAB/RPV-LA (Q4W)*
o Arm B: SOC ART
' 4 /
[ Step 4 ]
(max 52 weeks)

CEls= conditional economic incentives
*Optional Oral lead-in

Conference on Retroviruses and Opportunistic Infections; March 3-6, 2024; Denver, CO Rana et al. CROI 2024; Denver, CO. Oral presentation 212.



Characteristic

Age, years

Sex at birth

Gender Identity Transgender Spectrum

Race

Ethnicity
History of IDU

Non-Adherence
criteria

Time since HIV
Dx, years

Study Population (Step 1

Total
(N=434)

40 (32,
Median (Q1, Q3) 51)
<30 88(20%)
31-50 232(53%)
51+ 114 (26%)
Female 129 (30%)

21 (5%)
Black/African American 277 (64%)

White 117 (27%)
Other/multiple/unknown 40 (9%)
Hispanic/Latino 75 (17%)
Currently + Previous 61 (14%)
Lost to follow-up 87 (20%)
Poor response 283 (65%)
Both 64 (15%)
Median (Q1, Q3) 13 (7, 21)

Conference on Retroviruses and Opportunistic Infections; March 3-6, 2024; Denver, CO

Characteristic

Baseline HIV-1 RNA
(c/mL)

Baseline CD4+* T
(cells/imm?3)

Characteristic

Step 2 Baseline HIV-1
RNA (c/ml)

Baseline CD4+ T
(cells/mm3)

and Step 2)

Step 1 Total
(N=434)
<200 141 (32%)
201-10,000 110 (25%)
10,001-100,000 121 (28%)
>100,000 62 (14%)

Median (Q1, Q3) 270 (116, 498)

Step 2 Treatment Arm

CAB/RPV-LA socC
(n=146) (n=148)
>200* 24 (17%) 10 (7%)
Median (Q1, 417 (198, 374 (198,
Q3) 688) 605)

* including 8 participants with HIV-1 RNA >10,000 c/mi

Rana et al. CROI 2024; Denver, CO. Oral presentation 212.



Safety, Tolerability, and Timing of Injections for
Participants Initiating CAB/RPV-LA in Step 2

Total
Characteristic (n=135)

Participants with at least 1 ISR, n (%) o

(Pain, tenderness, nodule) 77 (ST7%)
Injection Timing Categories, n (%)

Early injection (<21 days) 6 (1%)

On Time (21-<36 days) 1,092 (93%)

Delayed injection (236 days) 40 (3%)

Missed Injection 36 (3%)

Conference on Retroviruses and Opportunistic Infections; March 3-6, 2024; Denver, CO Rana et al. CROI 2024; Denver, CO. Oral presentation 212.



Primary Outcome

Regimen Failure

Difference  Nominal 98.75% ClI Difference Nominal 98.75% CI
14.5% (-29.8%, 0.8%) 18.2%  (-31.1%, -5.4%)
g 100% g‘ 100%
ﬁ 80% E 80%
o o
s 60% s 60%
g . 38.5% g %
E 40% 24.1% E 40%
g 20% 2
= =
O o ©
CAB/RPV-LA SOC CAB/RPV-LA
Number of participants Number of participants
Regi.men )8 a7 Viro!ogic
Failure Failure
VF 5 28
TRT-DISC 23 19

Primary and Secondary Outcomes

Secondary Outcomes

Virologic Failure

Conference on Retroviruses and Opportunistic Infections; March 3-6, 2024; Denver, CO

25.4%

20% 7.2% -
0%

SOC

28

Treatment-related

Failure Discontinuation
Difference Nominal 98.75% ClI Difference  Nominal 98.75% ClI
-16.6% (-29.9%, -3.3%) -4.1% (-18.0%, 9.8%)
> 100% > 100%
S 8o% S 8o%
o) o)
o o
5 60% F 60%
g g
E 40 /0 26,20/0 E 40 /’D 20 90/0 24-90/0
=] S .
= =
®) 0% O 0%

CAB/RPV-LA

Number of participants

Treatment-related
Failure

VF

TRT-DISC (AE)

3

SOC

29
28

Permanent Treatment

CAB/RPV-LA

Number of participants

Permanent
TRT-DISC

25

SOC

30

Rana et al. CROI 2024; Denver, CO. Oral presentation 212.



Participants With Confirmed VF in Step 2

i CAB/RPV-LA Oral SOC ART Total
RAM Evaluation
(n=6) (n=28) (n=34)
2 2
Week 18 Week 37
With new RAM, n E138EK; G140GS; Q148K; K103R A71V; V771; V106l 4
Week 49 Week 48
E138K; Q148K; K20KR; M230ML M184I
Without new RAM, n 3 19 22
D ] ] )
/c without confirmation 0 2 2
sample, n
HIV-1 RNA <400 c/mL, n 1 3 4

N

Sample not collected, n 0 2

Conference on Retroviruses and Opportunistic Infections; March 3-6, 2024; Denver, CO Rana et al. CROI 2024; Denver, CO. Oral presentation 212.



Conclusions

* Considering all endpoints together, CAB/RPV-LA demonstrated superiority
when compared to daily oral SOC ART in PWH in the US who face barriers
to adherence and have a prior history of virologic non-response or loss to
follow-up

* Clinical trials in this important population are feasible

Conference on Retroviruses and Opportunistic Infections; March 3-6, 2024; Denver, CO Rana et al. CROI 2024; Denver, CO. Oral presentation 212.
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New Ultra-Long-Acting Formulation
CAB-ULA
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Part C: PK of New Ultra-Long-Acting Formulation CAB-ULA

Observed median and range (error bar)
Part C: CAB-ULA dose-normalized to 1600 mgP

SC 207 - =+~ CAB200 IM median & 90% P!
B —— C1CAB-ULA SC
C1 C3 C2 C4 E —— C2CAB-ULA IM
Parameter, 800 mg 1200 mg 800 mg 1200 mg g) —— C3CAB-ULA SC
geometric (2 mL) (3 mL) (2 mL) (3 mL) - —— C4 CAB-ULA IM
mean (%CVb) (n=8) (n=8) (n=8) (n=8) K}
Cmax, pg/mL 0.7(35.5) 0.8(39.0) | 1.8(535) 1.8(148) £ 22
tmax, hours 570 (158) 349 (147) | 298 (136) 383 (107) §
] o
S ; :
CAB-ULA has slower absorption and longer t,,, than g | H\'--—_________
CAB200 IM g . b B
* PK profiles were flatter than CAB200 IM s TR \
* CAB-ULA Cmax was lower with SC than IM; both %’ s i
were lower than CAB200 IM' § -
* tmax was longer than CAB200 IM" (0.025-
« CAB-ULA,, for SC and IM was predicted to be e
>6x and >2x the t,, of CAB200 IM, respectively'? 0 4 8 12 16 20 24 28 32 36 40 44 48 52

Time after LA injection, weeks
BQL, below quantification limit of 0.025 pug/mL; CAB, cabotegravir; Cmax, maximum observed plasma concentration; %CVb, coefficient of variation;
IM, intramuscular; n, number of participants with valid PK parameters; PI, prediction interval; PK, pharmacokinetics; SC, subcutaneous; t,,, terminal half-life;
tmax, time to Cmax; ULA, ultra-long-acting. 2Current follow-up time is insufficient to calculate final t,,, value for CAB-ULA. *Error bars before Week 2 are not displayed for visibility. 1. Cabenuva [prescribing information]. ViiV Healthcare; 2023.
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Uso exclusivo Dto. Médico. No usar en promocién

Part C: Safety of CAB-ULA

* Non-ISR drug-related AEs were infrequent
| CAB-ULA IM was better tolerated than SC

* SC: ISRs occurred in 100% (16/16) of participants; most common SC ISRs were erythema, nodule, and pain
* IM: ISRs occurred in 69% (22/32) of participants; most common IM ISR was pain and except for 1, all were mild (grade 1)

* CAB-ULA IM ISR profile appears comparable to established CAB200 IM ISR profile despite higher
single doses of CAB-ULA

Part C: CAB-ULA

IM
C1: 800 mg C3: 1200 mg C2: 800 mg C4: 1200 mg C5: 1600 mg
(2 mL) (3 mL) (2 mL) (3 mL) (3 mL)
Parameter (N=8) (N=8) (N=8) (N=8) (N=16)
Any ISR, n (%) 8 (100) 8 (100) 3 (38) 8 (100) 11 (69)
Total ISR events, n 21 24 5 9 15
Maximum grade 1, n (% of ISRs) 19 (90) 22 (92) 4 (80) 9 (100) 14 (93)
Maximum grade 2, n (% of ISRs) 2 (10) 2 (8) 1 (20) 0 1(7)
Maximum grade 23, n (% of ISRs) 0 0 0 0 0
Duration, median (IQR), days? 15 (6-41) 13 (6-21) 5 (5-8) 4 (3-5) 6 (4-8)

AE, adverse event; CAB, cabotegravir; IM, intramuscular; IQR, interquartile range; ISR, injection site reaction; SC, subcutaneous; ULA, ultra-long-acting.
20Only calculated for events that have resolved (C1: 15/21 [71%]; C3: 17/24 [71%]; C2: 5/5 [100%]; C4: 9/9 [100%]; C5: 12/15 [80%]).
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Uso exclusivo Dto. Médico. No usar en promocién

Pharmacokinetic Simulations of CAB-ULA Q4M Dosing

*| PK simulations? predict a CAB-ULA IM dose interval of 24 months achieves higher exposure than approved
CAB200 IM at intervals of 2 months

« CAB-ULA IM t,, was predicted to be >2x the t,,, of CAB200 IM
20

Male sex at birth Female sex at birth

Simulated CAB p_Iasma concentration, pg)rr{L
M
N
|

|
| ' R I Median 90% PI
‘ _— CAB-ULA IM

. E— --- CAB200 IM

= 0.2 . . : . . . . . - '
0 1 3 5 7 9 0 1 3 5 7 9
0 1 Time after first injection, months 7 9 0 1 Time after first injection, months 7 9

Time after first injection, months Time after first injection, months

CAB, cabotegravir; IM, intramuscular; PI, prediction interval; PK, pharmacokinetics; Q4M, every 4 months; SC, subcutaneous; t,,, terminal half-life; ULA, ultra-long-acting. 2#1600-mg (3-mL) CAB-ULA per injection.

Conference on Retroviruses and Opportunistic Infections; March 3-6, 2024; Denver, CO Han et al. CROI 2024; Denver, CO. Oral Presentation 130.




Uso exclusivo Dto. Médico. No usar en promocién

Conclusions

* A new CAB-ULA formulation exhibits favorable tolerability and safety, with a PK
profile that supports dose intervals of 24 months

* IM tolerability is encouraging at CAB-ULA doses up to 2.7x (1600 mg) the approved CAB dose

* Additional SC evaluation is planned

* CAB-ULA has the potential for less frequent dosing and may reduce clinic visits

* CAB-ULA IM Q4M is progressing into upcoming late-stage HIV-1 PrEP and
treatment studies

CAB, cabotegravir; IM, intramuscular; PK, pharmacokinetics; PrEP, pre-exposure prophylaxis; Q4M; every 4 months; SC, subcutaneous; ULA, ultra-long-acting.

Conference on Retroviruses and Opportunistic Infections; March 3-6, 2024; Denver, CO Han et al. CROI 2024; Denver, CO. Oral Presentation 130.
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Lenacapavir

* Lenacapavir + Islatravir
* Lenacapavir + Bictegravir



CRO

Efficacy and Safety of Weekly Islatravir Plus
Lenacapavir in PWH at 24 Weeks: A Phase 2 Study

Amy E Colson', Gordon E Crofoot?, Peter J Ruane?®, Moti N Ramgopal4, Alexandra W Dretler®, Ronald G Nahass®,

Gary | Sinclair’, Mezgebe Berhe?, Chris Deaton®, Angela SY Liu', Eva Mortensen'?, Martin S Rhee'?, Elizabeth G Rhee,
Jared Baeten?, Joseph Eron2

'Community Resource Initiative, Boston, Massachusetts, USA; “The Crofoot Research Center, Houston, Texas, USA; *Ruane Clinical Research, Los Angeles, California,
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A Phase 2, open-label, active-controlled study in virologically suppressed PWH?

Extension phase

Inclusion criteria
* Aged 218 years
* Viral load <50 ¢/mL on B/F/TAF®
» No history of virologic failure
» (CD4 count 2350 cells/pl
* Lymphocytes =900 cells/pl
* No HBV infection , , , ,
D1 W12 w24 w4s Visits every 12 weeks

ISL 2 mg + LEN 300 mg oral QWe

N:106‘~"_
11

ISL 2 mg + LEN 300 mg oral QW

B/FITAF QD

* Primary endpoint: Proportion with HIV-1 RNA =50 copies/mL (c/mL) at Week 24 per FDA Snapshot algonthm

« Secondary endpoints: « Exploratory endpointse:
— Proportion with HIV-1 RNA 250 c¢/mL at Weeks 12 and 48 — Treatment-emergent resistance to ISL and LEN
— Proportion with HIV-1 RNA <50 ¢/mL at Weeks 12, 24 and 48 — Participant-reported outcomes

— Change from Day 1 in CD4
— Adverse events (AE) leading to study drug discontinuation

— PK parameters®

aNCT05052996. “For at least the previous 24 weeks. “600 mg of LEN was given on Day 1 and Day 2 for pharmacologic loading. “Randomized, N=106; dosed, N=104. “Will be presented
in future presentation. B/F/TAF, bictegravirfemtricitabine/tenofovir alafenamide; D, day; HBV, hepatitis B virus; I1SL, islatravir; LEN, lenacapavir, PK, pharmacokinetic;
PWH, people with HIV-1; QD, daily; QW, weekly; W, week.




Baseline Demographic and Disease Characteristics

Median (range) age, years
Female at birth, n (%)
Gender Identity, n (%)
Transgender female
Non-binary/third gender
Race, n (%)
White
Black
Asian
American Indian or Alaska Native
Native Hawaiian or Pacific Islander
Other
Ethnicity, Hispanic, or Latinx, n (%)
Mean (SD) CDA4, cells/pL
2500 cells/pl, n (%)
Mean (SD) absolute lymphocytes x 103/pL

Total (N=104)

ISL + LEN (n=52)

BIFITAF (n=52)

40 (26-76) 40 (28-67) 40 (26-76)
19 (18.3) 10 (19.2) 9 (17.3)
1(1.0) 1(1.9) 0
1(1.0) 0 1(1.9)
52 (50.0) 25 (48.1) 27 (51.9)
37 (35.6) 21 (40.4) 16 (30.8)
3(2.9) 2 (3.8) 1(1.9)
3(2.9) 1(1.9) 2(3.8)
1(1.0) 0 (0) 1(1.9)

8 (7.7) 3(5.8) 5 (9.6)
30 (28.8) 13 (25.0) 17 (32.7)
786 (249.5) 755 (223.6) 818 (271.3)
96 (92.3) 46 (88.5) 50 (96.2)
1.94 (0.556) 1.94 (0.445) 1.95 (0.652)

B/FITAF, bictegravirfemtricitabine/tenofovir alafenamide; c/mL, copies/mL; ISL, islatravir, LEN, lenacapavir, SD, standard deviation




Efficacy at Week 24

n=49 n=49
- 94 2%) (94.2%
L e i B ISL + LEN: n=52
80 - B B/F/TAF. n=52
60 -
Participants, %
40 -
20 . e =2 n=3
n=1 n
(19%) o (3.8%)= (5-8%)°
0 — 1
HIV-1 RNA HIV-1 RNA No data In
=50 ¢/mL <50 ¢/mL window

Participants in both treatment groups maintained high rates of virologic suppression

2Discontinued due to non-drug related adverse event with HIV-1 RNA <50 c/mL at time of discontinuation, n=2. *Discontinued for other reason with HIV-1 RNA <50 c/mL at time of
discontinuation, n=3.
B/FITAF, bictegravirfemtricitabine/tenofovir alafenamide; c/mL, copies/mL; ISL, islatravir; LEN, lenacapavir




Participant on ISL + LEN with HIV-1 RNA 250 c/mL at Week 24

Resuppressed at Week 30 without

Visit HIV-1 RNA (c/mL)

Screening <50 change in regimen

Day 1 251 « Adequate levels of plasma ISL and LEN
Week 24 64 « No emergent resistance detected

Week 30 <50

Participant remains on study drug

c¢/mL, copies/mL; ISL, islatravir; LEN, lenacapavir




Safety Summary

Participants with AEs, n (%) ISL + LEN (n=52) BIFITAF (n=52)

Any AE 40 (76.9) 38 (73.1)
Treatment-related AEs (TRAE) 9(17.3) 3 (5.8)
Grade 1 and 2 TRAES 9(17.3) 3 (5.8)
Occurring in 22 ISL + LEN participants
Dry mouth 2 (3.8) 0
Nausea 2 (3.8) 0
Grade 3 and 4 TRAEsS 0 0
Serious AE 3 (5.8 0
Serious TRAE 0 0
AE leading to study drug discontinuation 2 (3.8) 0
TRAE leading to discontinuation 0 0

aSenous AEs included large intestine perforation and renal colic (in the same participant), pneumonia, and neurclogic anesthetic complication.
“Large intestine perforation and renal colic, n=1; acute hepatitis B infection, n=1.
AE, adverse event, B/FITAF, bictegravirlemiricitabineflenofovir alafenamide; 1SL, islatravir, LEN, lenacapavir, TRAE, treatment-related adverse event




CD4 and Absolute Lymphocyte Count Changes Through Week 24

Change in CD4 =-8= |SL+LEN; n=52 Change in Absolute Lymphocyte Counts

300 - -8— B/F/TAF, n=52 0.3 -
= -0.01>
Mean 1 . Mean ol
(95% C1) 190 ] - @%ch 01 I
change, change, 0
cells/uL ! ~P =03477° x 103 cells/uL ™ P =0.6301¢
-100 A -0.1 -
] ~57b- = e
, -0.2 - —0.044 -
_300 T T T T T T T T T T T T 1 -03 T T T T T T T T T T T T
D1 W4 W8 W12 W18 W24 Mean Values D1 W4 W8 W12 W18 W24

Mean Values

194 193 197 194 1.98 192
155 19¢ 195 1.9 1.97 1.96

ISL + LEN 755 738 729 732 766 755 ISL + LEN
B/FITAF 818 787 813 758 767 761 B/FITAF

* No between-group differences in CD4 and absolute lymphocyte count changes at Week 24

* No participants discontinued due to CD4 or absolute lymphocyte count decreases

an=50. *n=50. “Least square mean difference. “n=49.
B/FITAF, bictegravirfemtricitabine/tenofovir alafenamide; Cl, confidence interval; D, day; ISL, islatravir, LEN, lenacapavir; SD, standard deviation W, Week




Conclusions

e Oral weekly ISL + LEN maintained high rates of virologic suppression (94.2%) at
Week 24 in virologically suppressed PWH

e Oral weekly ISL + LEN was well tolerated, as demonstrated by the absence of any
treatment-related Grade 3-4/serious AEs

e There were no between group differences in CD4 or absolute lymphocyte count
changes, and no discontinuations due to CD4 or absolute lymphocyte count decreases

e The study is ongoing; additional longer-term data will be presented at a |later date

ISL + LEN has the potential to become the first weekly oral regimen

for the treatment of HIV-1 infection

AE, adverse event; I1SL, islatravir, LEN, lenacapavir, PWH, people with HIV-1




ARTISTRY-1: Phase 2/3, randomized, open-label study

BIC + LEN in PWH Switching From a Complex ART Regimen:
Phase 2 Study Design’

Outcome
000 VSTE PWH Lo - - Aug. 2022—
on complex Primary endpoint: HIV-1 RNA 250 ¢/mL (FDA Snapshot algorithm) at Week 24 -
N=128 ART regimen? * Secondary endpoints: HIV-1 RNA <50 c/mL, CD4 cell count and treatment-emergent ongoing
AEs at Week 24, and pharmacokinetics
Primary endpoint End of
Week 0 Week 24 randomization visit
| | |
BIC 75 mg + Phase 2 extension
Adults 218 years of age on a complex e
ART regimen® LEN 25 mg QD¢ (n=51) A
HIV-1 RNA <50 ¢/mL on SBR for 26 months 4 Al

prior to screening

No prior exposure to LEN or resistance to BIC
No history of chronic HBV infection

eGFR 215 mL/min; not on renal

replacement therapy

2:2:1

BIC 75 mg + BIC/LEN STR QD
LEN 50 mg QD¢ (n=52) 75 mg/50 mg

ARTISTRY-1 is an ongoing, randomized, open-label, multicenter Phase 2/3 study

aContaining bPI or NNRTI plus 21 other third agent from a class other than NRTIs; or consisting of 22 pills/day, or requiring dosing more than once daily; or
containing parenteral ART (excluding a complete long-acting injectable regimen) plus oral ART; "Due to viral resistance, intolerance or contraindication to existing
STRs; °All participants receiving BIC + LEN received an oral loading dose of LEN 600 mg on Days 1 and 2. SBR, stable baseline regimen; STR, single tablet regimen;

VSTE, virologically suppressed treatment-experienced
1. Mounzer K, et al. CROI 2024, Poster 642; 2. NCT05502341. https://classic.clinicaltrials.gov/ct2/show/NCT05502341 (accessed Feb. 26, 2024)
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ARTISTRY-1: Phase 2/3, randomized, open-label study :I:
BIC + LEN in PWH Switching From a Complex ART Regimen:
Phase 2 Baseline Characteristics 7N

Baseline Characteristics Diversity of Complex ART
BIC 75 mg + BIC 75 mg + Regimens®

LEN 25 mg LEN 50 mg
n=51 n=52

Duration of HIV treatment, years,  ,; g 957 354) 27.0(18.9,31.5) 26.9(19.8, 31.9)

median (Q1, Q3)2 D] + INSTI
i i + ] \//COBI +
Number of pills/day, median 2.0 (2.0, 8.0) 3.0 (2.0, 9.0) 3.0 (2.0, 8.0) + NNRTI (£ NR
(range) INSTI + Al (£ NRTIs
Dosing frequency of ARTs, n (%) DTG + MVC (+ TAF/FTQ
Daily 47 (93) 46 (89) 22 (88)
Twice per day 18 (35) 22 (42) 13 (52) INSTI + NNRTI (* NRTIS
Other 1(2) 0 0 DTG + ETR (x TAF/FTA
Reasons for complex ART, n (%)
History of resistance Pl + NNRTI (* NRTI
Intolerance to components of ‘218 (gg) 1’? (;17) 270 (2880) PRI+ INSTI + NRTIs (1 or 2)
STRs (1 ) (8 ) 1( ) Pl + INSTI + Al (+ NRTI DRV/COBI + DTG +
Contraindication to STRs 7(14) 4(8) (4) TAF/FTC
Resistance mutations, n (%)
INSTI 0 0 0
NNRTI 25 (49) 28 (54) 14 (56)
NRTI 31 (61) 35 (67) 16 (64)
PI 18 (35) 17 (33) 11 (44)

Participants enrolled in ARTISTRY-1 were VSTE PWH receiving complex ART regimen,
primarily due to a history of resistance

aN=50 for BIC 75 mg + LEN 25 mg group; ®Most common regimen(s) in each category shown in italics; percentages do not sum to 100% due to rounding

Al, attachment inhibitor; SBR, stable baseline regimen; STR, single tablet regimen; VSTE, virologically suppressed treatment-experienced [(J
Mounzer K, et al. CROI 2024, Poster 642 54
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ARTISTRY-1: Phase 2/3, randomized, open-label study

Efficacy and Safety Results of Switch to BIC + LEN from a Complex ART Regimen:

Phase 2 Results

VS (HIV-1 RNA <50 c/mL) at Week 24

(FDA Snapshot Algorithm] 00.0

100 96,1 96,2

80 -
X

g 60-
c
8

o 40-
]
[

o 20 -

n=
O .
BIC75mg+ BIGébierig + SBR
LEN 25 mg LEN 50 mg

R 1 participant in the BIC 75 mg + LEN 50 mg arm
|@| had HIV-1 RNA 250 c/mL in Week 24 window (later
L suppressed to <50 ¢/mL without regimen change)

BIC + LEN maintained high rates of VS in TE participants on a complex ART regimen and was generally well tolerated.

HIV Treatment :I:

TEAEs up to Week 24

A

BIC 75 mg +
LEN 25 mg

BIC 75 mg +
LEN 50 mg
n=51 n=52

Any TEAE, n (%) 39 (76) 33 (63) 17 (68)
Related to study drug or SBR 9 (18) 3 (6) 0
Grade 3 or higher 4 (8) 2(4) 1(4)
SAEs 2 (4) 1(2) 2 (8)
Leading to discontinuation® 1(2) 1(2) 0

TEAEs with frequency 25%, n (%)

COVID-19 4 (8) 2(4) 2 (8)
Diarrhea 5 (10) 2 (4) 1(4)
Hypertension 0 4 (8) 1(4)
Constipation 3(6) 2(4) 0
Cough 3 (6) 1(2) 0
Nasopharyngitis 4 (8) 0 0

o5

2 All TEAEs with frequency 25% were Grade 1 or 2 apart from

4 @ 1 occurrence of Grade 3 diarrhea (unrelated to study drug)

Based on these data, a BIC 75 mg/LEN 50 mg STR will be assessed in the Phase 3 part of the study

aData missing for 2 participants; "Data missing for 1 participant, and 1 participant had HIV-1 RNA =250 ¢/mL; °Grade 1 nausea (BIC 75 mg + LEN 25 mg group, n=1) and

Grade 3 worsening of vomiting (BIC 75 mg + LEN 50 mg group, n=1)

SBR, stable baseline regimen; STR, single tablet regimen; TE, treatment-experienced; TEAE, treatment-emergent adverse event; VS, virologic suppression

Mounzer K, et al. CROI 2024, Poster 642
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Nuevos ARVs (...mas lejanos en el tiempo)

* GS1720
* MK8527



NCT05585307: Phase 1b, first-in-human, open-label study

HIV Treatment :I:

Antiviral Activity and Safety of GS-1720, a Novel Weekly Oral INSTI A
Adults with GS-1720 30 mg monotherapy on D1 and D2 (n=7) Outcomes
QQO  HIV-1; TN or TE GS-1720 150 mg monotherapy on D1 and D2 (n=7) , - S
@ but INSTl-naive g Py * Primary: Plasma HIV-1 RNA change from baseline to Day 11 vs. historical placebo
N=28 and off ART * Secondary: safety and tolerability; resistance to INSTIs at baseline and Day 11
(o] PR G GS-1720 900 mg monotherapy on D1 and D2 (n=7)
Baseline Characteristics HIV-1 RNA Change From Baseline to Day 11
<
E_I 0- S S I___I__I___I__.I Placebo?
- Total 35
Characteristic n=28 e Mean (95% Cl) change from Day 1 to Day 11><:
= T |
HIV-1 RNA, log,, c/mL, median (IQR) 4.9 (4.5-5.3) 22 - 150 mg
£6
(]
CD4 count, cells/pL, median (IQR) 370 (275-450) = 900 mg

ART-naive, n (%) 23 (82)

INSTI resistance, n (%) 0 (0)

1 2 3 4 5 6 7 8 9
A A

11 All P<0.0001 vs. placebo?

Time, days

GS-1720

administered

was observed at Day 11 for the 150 mg

and 450 mg cohorts; resistance testing is ongoing for the other dose cohorts

GS-1720 demonstrated potent antiviral activity (>2 log,, c/mL decline in HIV-1 RNA)
at doses above 150 mg over 11 days of monotherapy

aHistorical placebo (HIV-1 RNA change from Day 1=+0.01 log,, ¢/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; bn=7 per cohort; After Day 11, participants initiated a standard-of-care ART regimen, selected by the investigator;

dPairwise P value vs. placebo

D, day; PK, pharmacokinetics; TE, treatment-experienced; TN, treatment-naive
Fichtenbaum CJ, et al. CROI 2024, Oral 116
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NCT05585307: Phase 1b, first-in-human, open-label study :l:

Safety Summary of GS-1720, a Novel Weekly Oral INSTI A

Treatment-Emergent AEs and Laboratory Abnormalities

GS-1720 GS-1720 GS-1720 -
AE category, n (%) 30 mg 150 mg 900 mg Safety and Tolerability Summary
n=7 n=7 n=7

Ay ETEERAE 2Ll oy 21 vy « (S-1720 was generally well tolerated
Any Grade 23 AE 0 2 (29 0 0 * No study drug-related SAEs or study drug-
related Grade 23 AEs
Any SAE 0 1(14)° 0 0 * No AEs led to premature discontinuation
of study drug
Any study drug—related AE 2 (29) 1(14) 0 1(14)
* Grade 3 laboratory abnormalities occurred
Any AE leadingto in two participantse©
premature discontinuation of 0 0 0 0
study drug * No Grade 4 laboratory abnormalities occurred

Any Grade 3 laboratory

abnormalitiese 1(14) 1(14) 0 0

These results support the future development of GS-1720 as part of the
first INSTI-containing oral weekly STR

aAtrial fibrillation (Day 11-13; n=1); device loosening (prosthetic left hip; n=1); PAtrial fibrillation; °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

CrCl, creatinine clearance; STR, single tablet regimen [(J
Fichtenbaum CJ, et al. CROI 2024, Oral 116 59
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Background

» Antiretroviral therapy (ART) has been effective in reducing HIV-related morbidity, mortality, and transmission;
however, HIV-1 infections continue to rise, with ~1.3 million new infections globally in 2022'

* To overcome adherence challenges associated with current daily antiretroviral options for treatment and
pre-exposure prophylaxis (PrEP), new antiretroviral drugs with improved ease of administration are needed?

» MK-8527 is a novel oral nucleoside reverse transcriptase translocation inhibitor (NRTTI) that is phosphorylated
intracellularly to its active triphosphate (TP) form, which is a potent and specific inhibitor of HIV-1 reverse

transcriptase activity®*4

- Preclinical data suggest that MK-8527 will not be a victim or perpetrator of drug interactions mediated by
cytochrome P450 modulators or major human drug transporters?

- Pharmacokinetic (PK) properties of MK-8527 support extended duration dosing of QW to QM®

- In two phase 1 clinical trials in adults without HIV, single (0.5-200 mg) and multiple (once-weekly for 3 weeks; 5-40 mg)
doses of MK-8527 were generally well tolerated (Concurrent Oral Session-04: Safety and Pharmacokinetics of MK-8527, a
Novel nRTTI, in Adults Without HIV. Gillian Gillespie, Est, 11:16 - 11:24 AM, Mile High Ballroom 4)

Objective: Two phase 1, single-dose, monotherapy studies were conducted to evaluate the antiretroviral
activity, PK profile, and safety and tolerability of MK-8527 in treatment-naive adults with HIV-1

1. UNAIDS. 2023 fact sheet - global HIV statistics. https.//www unaids org/sites/default/files/media_asset/lUNAIDS_FactSheet_en. pdf. 2. Centers for Disease Control and
Prevention. US Public Health Service: preexposure prophylaxis for the prevention of HIV infection in the United States — 2021 update: a clinical practice guideline. 2021.
https.//www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-quidelines-2021.pdf. 3. Raheem |, ...Diamond, T. Poster #638 in session Novel Antiretrovirals Development: More
Than You Think. Wed. March 6 2:30-4:00 PM. Presented at the Conference on Retroviruses and Opportunistic Infections; March 3-6, 2024; Denver, Colorado




Change in HIV-1 RNA following single doses of MK-8527
Trial A Trial B
e 001 e 001 -
£8 £3
2¢ -0s 2% -05
T3 T3
f§ ER 1/ Y ——— - - %E TN T B e ——— -
S 2 | Target reduction £ 2 | Target reduction
8 nHIV-1RNA | $8 in HIV-1 RNA
28 -151 2§ -151
g E 1.0mg (n=5) : ; 0.25mg (n = 6)
— 1. n= 2 : n=
=7 204 3.0:(n=6} | 7 200 _ 45 rn(:ﬁn=5)
— 100mg (n=86) — 10mg(n=8)
0 2 4 8 8 10 0 2 H 6 8 10
Time, days Time, days
Trial A Trial B
Doss Panel A Panel B Panel C Panel A Panel B Panel C
100mg,n=6 | 30mg,n=6| 10mg,n=5 10mg,n=8 05mg,n=6 025mg,n=6
Change in plasma HIV-1 RNA at Day 7, -1.39 -1.66 -0.95 -1.38 -1.40 -0.80
mean (range), log,, copies/mL (-0.87 to -167) (-1.23 to -2.02) (0.03 to -1.60) (-0.98 to -2.10) (-1.24 to -1.54) (-0.37t0-1.21)

« Combined trial results for 1-mg dose show a mean reduction in plasma HIV-1 RNA at 1.21 log,, copies/mL at Day 7 postdose

» Following single doses of MK-8527 (0.5-10.0 mg), the mean decrease in HIV-1 RNA at Day 7 postdose was 21.0 log,, copies/mL
6



Safety and tolerability

* In both trials, MK-8527 was generally well tolerated

* Intrial A, 2 participants (11.8%) reported 21 adverse events (AES)

- AEs included pharyngitis, dizziness, and insomnia

— There were no drug-related AEs

In trial B, 12 participants (60.0%) reported =21 AEs

- The most common AEs (>2 participants) were headache, impetigo, tinea faciei, and urinary tract infection
— There were no drug-related AEs

There were no dose-related changes in vital signs, laboratory safety test results, or 12-lead
electrocardiograms; there were no serious AEs, no events of clinical interest, and no deaths
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