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* Where are we now for HIV treatment?
* Future of oral antiretroviral therapy for treatment
* Injectable drug development

* Future of HIV prevention
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Recommended treatment regimens

Table 6a. Recommended Initial Regimens for Most People With HIV

Recommended regimens are those with demonstrated durable virologic efficacy, favorable tolerability and

toxicity profiles, and ease of use. Choice of ART during pregnancy should be guided by recommendations
from the Perinatal Guidelines.

For people who do not have a history of using CAB-LA as PrEP, one of the following regimens is recommended®:
- BIC/TAF/FTC (Al)
» DTG plus (TAF or TDF)? plus (FTC or 3TC) (Al)

= DTG/3TC (Al), except for individuals with HIV RNA =500,000 copies/mL, HBV coinfection, or in whom ART is to be

started before the results of HIV genotypic resistance testing for reverse transcriptase or HBY testing are available.

For people who have a history of CAB-LA use as PrEP, INSTI genotype resistance testing should be performed before
starting ART. If ART is to be started before results of genotypic testing results, the following regimen is
recommended:

« DRV/c® or DRV/r with (TAF or TDF)® plus (FTC or 3TC)—pending the results of the genotype test (Alll)



Most commonly used HIV regimens

* Bictegravir/emtricitabine/tenofovir alafenamide (Biktarvy)

* Dolutegravir/lamivudine (Dovato)

Dolutegravir+emtricitabine/tenofovir alafenamide (Tivicay+Descovy)
/cobicistat/emtricitabine/tenofovir alafenamide (Symtuza)

Cabotegravir/Rilpivirine (Cabenuva)

Nucleoside reverse transcriptase inhibitors (NRTI)
Non-nucleoside reverse transcriptase inhibitors (NNRTI)
Integrase strand transfer inhibitors (INSTI)

Capsid Inhibitors (Cl)



Nucleoside reverse transcriptase inhibitors (NRTI)
Non-nucleoside reverse transcriptase inhibitors (NNRTI)
Integrase strand transfer inhibitors (INSTI)

2DR vs. 3DR

* Available 2 drug regimens as single tablet option or injectable
e Dolutegravir/rilpivirine (Juluca, 2017)
* Dolutegravir/lamivudine (Dovato, 2019)
* Cabotegravir/rilpivirine (Cabenuva, 2021)

* Other 2 drug combinations
* Dolutegravir+Doravirine
* Dolutegravir+ /cobicistat

* 2DRvs 3DR
* Experience using 3 drug regimen consisting of 2 NRTI+3" drug for 30 years

Decreasing risk of side effects or drug interactions with fewer meds - is less
really more?

Using 2DR in people with adherence challenges
Hepatitis B coverage
Gaining more and more experience with 2DR



The start of the long-acting injectable era

Pooled analysis: ITT-E FDA snapshot virologic outcomes at Week 48'

Primary endpoint: Secondary endpoint:
HIV-1 RNA 250 copies/mL at Week 48 HIV-1 RNA <50 copies/mL at Week 48
Noninferiority: lower bound of 95% Cl for the Moninferiority: lower bound of 95% Cl for the
treatment difference <4% treatment difference was >-10%

Difference: -1.37%
(95% Cl:-4.12%, 1.39%)
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O l t h h 1 ’? Nucleoside reverse transcriptase inhibitors (NRTI)
ra e ra py _ W e re a re We gOI ng ° Non-nucleoside reverse transcriptase inhibitors
(NNRTI)
Integrase strand transfer inhibitors (INSTI)

* Bictegravir/lenacpavir — daily

Capsid Inhibitors (Cl)
BIC/LEN Clinical Development Program®-# ARTISTRY 2 2

The ARTISTRY study program is investigating whether a FDC of
BIC and LEN can expand treatment options in VS PWH3#

ARTISTRY-1
(NCT05502341/GS-US-621-6289)"2

Open-label study comparing BIC/LEN STR versus Double-blind study comparing BIC/LEN and a
complex, multi-tablet regimens guideline-recommended standard-of-care regimen
in VS PWH (Phase 2/3) (B/F/TAF) in VS PWH (Phase 3)
Global study including participants Global study including participants
from 15 countries or territories from 13 countries or territories®
ARTISTRY-1 Phase 3 demonstrated that BIC/LEN STR was non-inferior ARTISTRY-2 Phase 3 demonstrated that BIC/LEN STR was non-inferior
and generally well tolerated through 48 weeks and generally well tolerated through 48 weeks
in PWH who switched from complex regimens?6 in PWH who switched from standard-of-care B/F/TAF*7

Data from these studies will support regulatory filings of the BIC/LEN STR as a
potential treatment option for broad range of virologically suppressed PWH¢7

FDC, fixed dose combination; STR, single tablet regimen; V'3, virologically suppressed. 1. NCT05502341. hitps:/clinicaltrials.gov/study/NCT05502341 (accessed Feb 11, 2026); 2, NCT06333808.
https Jiclinicaltrials.gov/study/NCTOB333808 (accessed Feb 11, 2026); 3. Orkin C, et al. CROI 2026, Oral 181; 4. Meissner EG, et al. CROI 2026, Poster 513; 5. Gilead Sciences Inc. Data on file; 6. Gilead Sciences, Inc. Gilead announces topline
data from ART-1 Ph3 study. Prass release, November 13, 2025, hitps:/investors.gilead.com/news/news-datails/2025/Gileads-Investigational-Single-Tablet-Regimen-of-Bictegravir-and-Lenacapavir-for-HIV- 1 - Treatmant-Meats-Primary -Endpoint-
in-Phase-3-ARTISTRY-1-Trial'default. aspx; 7. Gilead Sciences, Inc. Gilead announces topline data from ART-2 Ph3 study. Press release, December 12, 2025. hitps./'www.gilead com/news/news-details 2025 gileads-investigational-single-tablet- u
reqimen-of-biclegravir-and-lenacapavir-for-hiv-ireatment-meets-primary-endpoint-in-phase-3-artistry-2-trial

External Use and Distribution SLO-NOM-MA-US-00467 6-Mar-2026




ARTISTRY-1: Phase 2/3, randomized, open-label study (Phase 3 Week 48) T
BIC/LEN STR in VS PWH Switching From Complex ART: ARTISTRY 1 %

Baseline Characteristics 7Y
=
Baseline Demographics and Disease Characteristics Diversity of Complex ART at Baseline
Age, years, median (range) 60 (22-84) 60 (24-75)
Female sex assigned at birth, % 17.3 19.4 « Pl + INSTI
Race,® %
White / Black / Asian / Other 70.1/17.3/4.3/3.2 66.7/17.7/4.8/1.6 = Pl + INSTI + NRTI
Number of ARV pills/day, median (range) 3.0 (2.0-11.0) 3.0 (2.0-9.0) « Pl + INSTI + NNRTI (£ NRTIs)
CrCl by Cockcroft-Gault formula, mL/min, median 829 824
Pl + INSTI + El (£ NRTIs)
Past medical history of AIDS, % 116 12.9
Duration of HIV treatment, years, median 283 283 = Pl + NNRTI (£ NRTIs)
Reasons for taking a complex regimen.© % = INSTI + NNRTI (+ NRTIs)
History of ART resistance 80.1 823
Intolerance to components of STRs 240 21.0 = INSTI + El (£ NRTIs)
Contraindications to STRs 6.2 54 - INSTI + El + NNRTI (£ NRTIs)
Select comorbidities,*® %
Dyslipidemia 65.8 7.5 = Other ¢
Hypertension 51.2 48.4
Hyperglycemia or diabetes mellitus 245 226
Chronic kidney disease 132 156
Historical drug class resistance,** %
NRTI 66.6 68.8
NNRTI 547 55.9
Pl 40.7 414 77% of participants were on a Pl-containing regimen
INSTI 43 54

ARTISTRY-1 Phase 3 had a high proportion of participants with comorbidities, extensive HIV treatment experience,
multiclass resistance-associated mutations and a high pill burden

*Local regulators did not allow the collection of race data for 19 and 17 participants in the BIC/LEN and complex ART groups, respectively; percentage was calcufated using participants with available information. ®Includes American Indian or Alaska Native, Native Hawalian, Pacslic Islander and

other, “Categonies are not mutually exclusive. “Grouped terms on standardized MedDRA query narrow search. *NATI, NNRTI, Pl and INSTI data were not available for 75, 79, 78 and 197 participants in the BIC/LEN group, and 44, 46, 50 and 100 participants in the complex ART group

respectively; percentages ware calculated using total number of participants as the denoméinator. Non-BIC mutations were permetied; 3 participants had mutations potentially related to BIC resistance (Y143H and Q148H [n«1]; TE6I [n=1); and Q148K [n«1]), which constituted a protocol deviation;

all 3 were inadvertently enrolled with INSTI mutations in historical genotypes not available at screening. "May contain a Pl, CrCl, creatinine clearance; El, entry inhibitor; STR, single-tablet regimen; VS, virologically suppressed u
Orkin C, et al, CROI 2026, Oral 161 7



ARTISTRY-1: Phase 2/3, randomized, open-label study (Phase 3 Week 48) :t

BIC/LEN STR in VS PWH Switching From Complex ART: ARTISTRY 1 &

Efficacy Outcomes (1)

Virologic Outcomes at Week 48 (US FDA Snapshot Analysis)

100 | 990 93.5

All 3 BIC/LEN participants with HIV-1 RNA 250 c¢/mL
were resuppressed or had low-level viremia
80 without change in the assigned treatment

2 BIC/LEN (n=371)
;g 60 - M Complex ART (n=186)
©
2 CD4 cell count
£ 401 remained stable in both groups through Week 48
©
o
20
1.1 3.2 5.4 )
. ' A . o No treatment-emergent resistance
HIV-1 RNA HIV-1 RNA No Virologic Data® to study drugs was detected through Week 48
250 c/mL2 <50 ¢/mL
n= 3 2 356 174 12 10

BIC/LEN STR maintained high levels of virologic suppression and was noninferior? to complex ART,
with no treatment-emergent resistance observed through Week 48

aPercentage difference in HIV-1 RNA 250 ¢/mL was -0.3 (95.002% Cl: -2.3 to 1.8), with a non-inferiority margin of 4. ®Discontinued due to AE or death: BIC/LEN n=7, complex ART n=1; discontinued study due to other
reasons and last available HIV-1 RNA was <50 ¢/mL: BIC/LEN n=5, complex ART n=8; missing data during analysis window but still on study drug: complex ART n=1.
STR, single-tablet regimen; VS, virologically suppressed

Orkin C, et al. CROI 2026, Oral 181 8 u
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Oral therapy — where are we going?

* Doravirine/islatravir - daily

Nucleoside reverse transcriptase inhibitors (NRTI)

Non-nucleoside reverse transcriptase inhibitors
(NNRTI)
Integrase strand transfer inhibitors (INSTI)

Capsid Inhibitors (ClI)

NRTTIs inhibit RT through multiple unique mechanisms, including inhibition of translocation

Normal reverse transcription of the viral RNA (VRNA) to make viral DNA (vDNA)
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Translocation

NRTI: Single mechanism of action

NRTI is incorporated into the vDNA and translocation occurs. The
next nucleotide cannot be incorporated due to the lack of a 3'OH
on the NRTI. This results in immediate chain termination (ICT).

Raheem et. al. PLOS Biology | https://doi.org/10.1371/journal.pbio.3003308 August 26, 2025.

NRTTI: Multiple mechanisms of action

1. NRTTl is incorporated into the vDNA and the 4’ substituent

blocks translocation so there is no further nucleotide

incorporation. This results in ICT.

2. NRTTl is incorporated into the vDNA and translocation does
occur, leading to incorporation of one additional nucleotide.
Structural changes to the vDNA, induced by the NRTTI, prevent
further nucleotide incorporation, resulting in delayed chain

termination (DCT).



DOR/ISL Non-Inferior to BIC/FTC/TAF at Week 48
US FDA Snapshot Algorithm

= DOR/ISL (100/0.25 mg) (N=342) Treatment difference —-2.6
m BIC/FTC/TAF (N=171) (95% CI =71, 2.6)
[ )
100 -
91.5 94.2
£ 80 -
cC
2
O
S 60 1
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©
9
= 407 Primary Endpoint
g Treatment difference 0.9
) o —
o oo | (95% CI -1.9, 2.9)
| |
0 1.5 0.6
: n=5 n=1 n=313 n=161

HIV-1 RNA =50 copies/mL HIV-1 RNA <50 copies/mL
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DOR/ISL Safety Profile Comparable to BIC/FTC/TAF

n (%) of participants DORIISLN(:g:l)IZO.ZS mg) BICI(IT:I(;TAF Difference (95% CI)2
One or more AEs 255 (74.6) 122 (71.3) 3.2(-4.7, 11.6)
Toxicity grade 3-4 AEs 25 (7.3) 13 (7.6) -0.3 (-5.8, 4.3)
Serious AEs 15 (4.4) 11 (6.4) -2.0(-7.1, 1.9)
Discontinued due to AEs 10 (2.9) 3(1.8) 1.2 (-2.3, 3.9)
Drug-related® AEs 35 (10.2) 16 (9.4) 0.9 (-5.1, 6.0)
Discontinued due to drug-related® AEs 4 (1.2) 2 (1.2) 0.0 (-3.1, 2.0)

No deaths in either group. 2Based on Miettinen & Nurminen method. ®Considered by the investigator to be related to the study drug.

* Most common AEs: arthralgia, COVID-19, nasopharyngitis, fatigue
« 1 drug-related serious AE led to discontinuation in DOR/ISL group (immune thrombocytopenia)

* Mean change in weight (kg) from baseline to week 48: DOR/ISL -0.03 vs BIC/FTC/TAF 0.28; difference -0.30 (95% CI -
1.13, 0.53)

« Mean change in eGFR-cystatin C (mL/min/1.73%) from baseline to week 48: DOR/ISL 0.09 vs BIC/FTC/TAF 1.87; difference
-1.82 (95% CI -3.47, -0.17)

MK8591A-052



DOR/ISL treatment naive

DORY/ISL Versus B/F/TAF in Treatment-Naive PWH:
Week-48 Efficacy, Safety and Resistance Outcomes

1
=
0Q0 TN PWH with DOR/ISL and PBO to B/F/TAF (n=269) Outcomes :
HIV-1 RNA » Primary: HIV-1 RNA <50 ¢/mL (FDA Snapshot) and safety at Week 48 qe March 2023
N=536 2500 ¢/mL and no — « Additional outcomes: CD4 cell count and treatment-emergent <./ —ongoing
= active HBV resistance at Week 48
Virologic Outcomes Safety at Week 48 Additional Safety Information
i N AE.n () el Snduant
7 = DEInES sl ® U89 DO1R/| :rl;g w:tp with DRESS
o 80 91.8 B BF/TAF Difference (95% Cl) -3.9(-10.1,2.4) b ol _ ,
: 3(1.1 4(15 1 participant with drug-induced liver
g 60 - Dlsconiiimdine RS0/ DRATS L) (1:3) injury (did not meet Hy's law)
§- to lack of efficacy: Difference (95% ClI) -0.4 (-2.8,1.9) 3 HBV acquisitions occurred
S 40 g/fﬁf: "-24 Drug-related SAEs 2(0.7)° 0(0) in the DOR/ISL group
IN= "
g 20 - Difference (95% ClI) 0.7 (-0.7, 2.7) Resistance Testlng
5.9 6.0 iscontinuati 2(0.7 1(0.4
22 34 — EicomSwtions? o) (04) Treatment-emergent resistance to
0 T — . . Difference (95% ClI) 0.4(-1.4,23) DOR/ISL was observed in 2/269
HIV-1 RNA HIV-1 RNA No Virologic Deaths 0 2(0.7)¢ participants:
<50 ¢/mL 250 c/mL Data in Window + 1 participant acquired M184I
Mean (95% Cl) change in CD4 count at Week 48: Mean (95% Cl) change in weight at Week 48: and Y188L
+ DOR/ISL: 218 (198, 239) cells/mm? * DOR/ISL: 3.6 (2.8, 4.4) kg * Another participant acquired L741,
« B/F/TAF: 226 (205, 248) cells/mm? * B/F/TAF:3.9(3.2,4.7) kg V106A, M184V and F227L

In TN PWH, rates of VS were similar for DOR/ISL and B/F/TAF at Week 48. In the DOR/ISL group,
3 HBV acquisitions occurred and 2 participants developed resistance. Weight gain was similar between groups

aNoninferiority margin: Lower bound of the 2-sided 95% CI >-10%; P<0.001. ®°DRESS and drug-induced liver injury that did not meet Hy's law. “Due to DRAEs. “Alcoholic cirrhosis and dilated cardiomyopathy

(both considered unrelated to study drug). DRAE, drug-related adverse event; DRESS, drug reaction with eosinophilia and systemic symptoms; PBO, placebo; TN, treatment-naive; VS, virologic suppression L’l
Rockstroh JK, et al. CROI 2026, Oral 177 50 .
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Nucleoside reverse transcriptase inhibitors (NRTI)

Weekly oral therapy i e e

Integrase strand transfer inhibitors (INSTI)

* |slatravir/Lenacapavir Capsid Innibitors (Cl)
Weekly Oral ISL+LEN in VS PWH: Study Design?-2:2

oQo VS adults with HIV-1 on B/F/TAF for Outcomes presented at CROI 2026
26 months, with CD4 count 2350 cells/pL, + Planned interim analysis at Week 96: HIV-1 RNA =50 c/mL (M=F), AEs, adherence, CD4 cell count, lymphocyte
N=106 HBV-negative status, no history of VF count, weight and BMI in participants who received ISL+LEN through Week 96
= and no NRTI or NNRTI resistance + Exploratory analysis: Pre-existing HIV-1 resistance and post-baseline (on-treatment) resistance through Week 96
Randomized Phase Extension Phase
I I 1
Week 0 Week 24 Week 48 ——— 1355 Week 96
— d Early Switch Group:
ISL+LEN Qw* 96 weeks of ISL+LEN (N=52)
oOo ( )
N=106° Late Switch Group:
c.e
ISL+LEN QW< 48 weeks of ISL+LEN (N=45)

Y A
Primary endpoint Secondary endpoint

GS-US-563-6041 is a Phase 2, randomized, open-label, active-controlled, multicenter study evaluating
the safety, efficacy and PK of ISL+LEN in virologically suppressed PWH

2Study design, inclusion criteria and endpoints are depicted for Cohort 2.7 *Randomized, N=106; dosed, n=104. *ISL dosing: Day 1: 2 mg (2=1-mg capsule), Day 8 and QW thereafter: 2 mg; LEN dosing:

Days 1 and 2: 600 mg (2x300-mg tablet; pharmacologic loading); Day 8 and QW thereafter: 300 mg (1x300-mg tablet). “Early Switch Group: Received weekly oral ISL+LEN for 96 weeks. *Late Switch Group:

Continued daily oral B/F/TAF for 48 weeks before optional switch to waekly oral ISL+LEN for 48 weeks. M=F, missing=failure; QW, every week; VF, virologic failure; VS, virologically suppressed L()
15

1. Colson AE, et al. CROI 2026, Poster 516, 2, Bekerman E, et al. CROI 2026, Poster 586
External Lise and Distribution SLD-NON-NA-US-00467 6-Mar-2026




Colson_Wk48 ISL/LEN_HIVDTG 2024 _Oral
Virologic Outcomes at Week 48 by FDA Snapshot Algorithm

Participants with no data in window:

100 - 94 2% g9 a9 -

2 S IISLHLEN; n=52 ISL+LEN (n=3)
£ 80 - B B/F/TAF n=52 « Two participants discontinued due to AEs
o not related to study drug
= i - One participant discontinued due to other
£ 60
< reasons not related to study drug
© 40 | « All participants had HIV-1 RNA <50 ¢/mL
S at study discontinuation
5 BIFITAF (n=4)
a 20 4
o - Three participants discontinued due to
a 0% 0% other reasons not related to study drug

0 1 and had HIV-1 RNA <50 c/mL at study

HIV-1 RNA HIV-1 RNA No data in discontinuation
=50 ¢/mL <50 ¢/mL window « One participant had missing data during
e 0 0 49 48 3 4 window, but remained on study drug

Participants in both treatment groups maintained high rates of virologic suppression

AE, adverse event; B/F/TAF, bictegravir/emtricitsbine/tenofowvir alafenamide; c/mL, copies/mL; FDA, Food and Drug Administration; ISL, islatravir; LEN, lenacapavir.




Weekly oral therapy

e |slatravir/Uloniverine

MK-8591B-060: Islatravir+Ulonivirine QW in Virologically Suppressed

Adults With Human Immunodeficiency Virus Type 1(HIV-1)!

Main Inclusion Criteria

Include but are not limited to
the following:

* 18 years and older

* VSonBIC/FTC/TAF =6
months (HIV-1RNA <50
copies/mL

* No history of prior VF

QW, every week; QD, once daily; VS, virologically suppressed; VF, virologic failure ISL, islatravir; ULO, ulonivirine; BIC/FTC/TAF,50 mg bictegravir/200mg

emtricitabine/25 mg tenofovir alafenamide

Protocol 060!
N=150 (estimated)

Randomized, Active-Controlled, Open-Label Clinical
Study to Evaluate a Switch to ISL + ULOQW in
Adults with HIV-1Virologically Suppressed for at
Least 6 Months on BIC/FTC/TAF QD

Group 1 ISL 2 mg + ULO 200 mg Once Weekly
(n~75)

Group 2 —— : ISL2mg + ULO 200
(n~75) BIC/FIUIAR QD mg Once Weekly
i Part1 Part 2 s
N t t  ANSSRESES
Screening Dey 1 Week 24 Weeb &8 Week 9% Satety
Rondamiration Primary [ndpent follow - wp

1_ChnicalTrials gov NCTOS891066. Accessed date 08/26/2025

Nucleoside reverse transcriptase inhibitors (NRTI)
Non-nucleoside reverse transcriptase inhibitors
(NNRTI)

Integrase strand transfer inhibitors (INSTI)

Capsid Inhibitors (Cl)

Primary Outcome Measures

= Percentage of participants with HIV-1
RNA =50 copies/mL at 24 Weeks

* Percentage of participants who
experience an adverse event (AE) up to
96 weeks

= Percentage of participants discontinuing
study treatment due to AEs up to 96
weeks



Injectable drug development-bNAbs
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€ Figure 2. Effector functions of broadly neutralizing antibodies. Through their Fc-domain, bNAbs

are able to elicit antibody-dependent cellular phagocytosis (ADCP), antibody-dependent cellular
cytotoxicity (ADCC), complement-dependent cytotoxicity (CDC), and clearance of infected cells
expressing Env on their surfaces. The figure is created using BioRender.com (accessed on the
29 April 2024).

Figure 1. Targets of anti-HIV-1 broadly neutralizing antibodies (bNAbs) on the envelope spike
protein (Env), including first- and second-generation bNAbs, that are used in vivo clinical trial

Thavarajah Jet al. Viruses. 2024.



Important concepts for using bNAbs

* May need combination strategies with multiple bNABs
* Duration of action

* Method of delivery

* Goals of therapy

* Pre-existing resistance

* Anti-drug antibodies



LEN/TAB/ZAB Phase 2

— Randomised, open-label, active-controlled, multicenter study?

Week 0 Week 26 Week 52
=t * * : :

Key inclusion criteria {Extension Phase}

- Age 18-65 years LEN, TAB, and ZAB Q6M
- HIV-1 RNA <50 copies/mL for 212 months ._E SC LEN 927 mg (+ oral 600 mg Days 1+2) with IV TAB 2550 mg and IV ZAB 2550 mg

- On stable oral ART (=2 classes) for 212 months
- CD4+ T-cell count 2200 cells/uL

N=80 Switch to

- HBV negative Continue Oral Stable Baseline Regimen LEN, TAB, and ZAB
- Highly susceptible to both bNAbs (IC4, <2 pg/mL)e QéM
A A
Primary Endpoint Secondary

(HIV-1 RNA 250 copies/mL at Week 26°) Endpoint
Week 52 Secondary Outcomes:
— HIV-1 RNA <50 copies/mL and 250 copies/mL per FDA Snapshot algorithm

— Change from baseline in CD4+ T-cell count; safety (adverse events);
pharmacokinetics of LEN, TAB, and ZAB; anti-drug antibodies (ADAs)



Participant Disposition and bNAb Susceptibility

Screened (N=241)
Randomized and dosed (N=80)2

LEN, TAB, and ZAB Continue Oral Stable

Baseline Regimen

Dosing Period 1: D1 to W26
n=27

n=53

Discontinued study treatment prior to W26
* n=1; Relocated (moved cities)

Discontinued study treatment at W26
* n=2; Participant decision
* n=1; Lack of efficacy

Dosing Period 2: W26 to W52
n=49

Discontinued study treatment

* n=1; Adverse event
(metastatic pancreatic
carcinoma)

Completed Study Treatment to W26
n=26
Discontinued study freatment
* n=1; Participant decision
Completed Study Treatment to W52
n=25

Completed Study Treatment to W52
n=49

Teropavimab IC,, (ug/mL)

Successful susceptibility assay (n=200)
(41/241 with assay failure)
Susceptible to TAB and ZAB (n=99)°

Susceptibility to bNAbs at Screening
2 pyg/mL

>50=— ® LE® S o :
L
_ ® 9 L [ ]
10 o 0 L '
ool
1 L® ..' ..? e ®
oqe’ 43 ? e
® © ® me o %
8%° o, o o
0.1 ° & o | * S
o ®
TAB and ZAB
susceptible
0.01 I — | |
0.01 0.1 1 10 >50

Zinlirvimab ICy, (pg/mL)
@ Enrolled participants

@ Screening failures



Week 52 Virologic Outcomes (FDA Snapshot Algorithm)

100 ~
B LEN, TAB, and ZAB (n=53)

80 ~ Oral Stable Baseline
e Regimen (n=27)
o 60 -
I=
S
o 40 1
=
(C
o

20 -

0 _ l 6% (n=3)> 7% (n=2)°
HIV-1 RNA 250 Copies/mL HIV-1 RNA <50 Copies/mL No Virologic Data in Week 52
Window

— Median (IQR) CD4+ T-cell count increased from baseline at Week 52:
+ +32 (43 to 119) cells/ul in the LEN, TAB, and ZAB group

» +38 (—30 to 146) cells/ul in the oral stable baseline regimen group



Injection Site Reactions and Infusion-Related Reactions

Injection Site Reactions Related to SC LEN Occurring
in 210% of Participants Receiving LEN, TAB, and ZABY

— The most common AEs were Grade 1 or None M Grade1 M Grade 2

Grade 2 ISRs related to SC LEN in 100 - Nodule | Pain | Erythema | Induration
36 (68%) participants? I I :
» Grade 1: 30 (57%) participants 30 | i i i
« Grade 2: 6 (11%) participants R = e : |
73] I 1 1
L . . c 60 - 79 . 81 |

— No participants discontinued due to ISRs % : 92 94 87 o4
E I I I
S : : :
There were no infusion-related reactions 20 | : :
to TAB or ZAB | : :

D1 W26 D1 w26 D1 W26 D1 W26
SC Injection Visit



NG6LS - Lotivibart

Randomized, open-label, multicenter, phase 2b study conducted at 45 sites in the United States and Puerto Rico

Key inclusion/exclusion criteria
* Aged 18-70 years

» 22 HIV-1 RNA measurements <50 c/mL
in the 12 months before screening
* No prior ART switch due to VF

* CD4+ cell count 2350 cells/mm?
- On stable ART for 26 months Oral SOC ART (N=26)

* No active HBV co-infection? I T T |
- Phenotypic sensitivity to N6LS Day 1 6 mcinths 12 months 24 months
(1Cgy 2.0 pg/mL and MPI >98%)P

N6LS 60 mg/kg IV Q4M +
CAB 400 mg IM QM (N=50)¢

N6LS 3000 mg + rHuPH20° SC Q4M +

CAB 400 mg IM QM (N=49)¢

Randomization 2:2:1¢

Primary endpoint:
Plasma HIV-1 RNA 250 ¢/mL at Month 6
(FDA Snapshot algorithm)

ART, antiretroviral therapy; CAB, cabotegravir; FDA, US Food and Drug administration; HBcAb, hepatitis B core antibody; HBsAg, hepatitis B surface antigen; HBY, hepatitis B virus; 1C,,, 90% inhibitory concentration; IM, intramuscular; IV,
intravenous; MPI, maximum percent inhibition; N6LS, YH3810109; PBMC, peripheral blood moencnuclear cell; QM, every month; Q4M, every 4 months; rHuPH20, recombinant human hyaluronidase PH20; SC, subcutaneous; SOC, standard of
care; VF, virologic failure.

Individuals positive for HBsAg or negative for HBsAg but positive for HBcAb with detectable HBY DNA were excluded. "Performed using the PhenoSense® mAb DNA assay (Monogram Biosciences, South San Francisco, CA) using PBMC
samples obtained at screening. “Stratified by N6LS IC, > or 1.0 pg/mL. “CAB 600 mg IM loading dose on Day 1. srHuPH20 sourced from Halozyme Therapeutics, Inc (San Diego, CA).

Conference on Retroviruses and Opportunistic Infections; March 9-12, 2025; San Francisco, CA Taiwo et al. CROI 2025; San Francisco, CA. Oral presentation 203.



NG6LS-Lotivibart

Efficacy at Month 6 (FDA Snapshot, FAS)

96 96 mN6LS 60 mg/kg IV (N=50)

100 88

mN6LS 3000 mg + rHuPH20 SC (N=49)
80

m Oral SOC ART (N=26)

60

40

Participants, %

20 - 6 6
e 0 o
0 -
HIV-1 RNA 250 ¢/mL  HIV-1 RNA <50 ¢/mL No virologic data
n/N 2/502 3/49> (/26 48/50 43/49 25/26 0/50 3/49¢ 1/26d

ART, antiretroviral therapy; FAS, full analysis set; FDA, US Food and Drug Administration; IV, intravenous; N6LS, VH3810109; rHuPH20, recombinant human hyaluronidase PH20; SC, subcutaneous; SOC, standard of care.

“n=1 data in window not below threshold and n=1 discontinued for lack of efficacy. ®°n=1 data in window not below threshold and n=2 discontinued for lack of efficacy. °n=2 discontinued due to adverse event and n=1 discontinued for other reasons
(participant withdrawal). “n=1 discontinued for other reasons (participant withdrawal).

Conference on Retroviruses and Opportunistic Infections; March 9-12, 2025; San Francisco, CA Taiwo et al. CROI 2025; San Francisco, CA. Oral presentation 203.



N6LS-Associated Infusion Site Reactions

N6LS 60 mg/kg IV N6LS 3000 mg + rHuPH20 SC

Parameter (N=50) (N=49)
Participants reporting any ISR, n (%) 4(8) 25 (51)
Number of ISR events, n 4 70
Maximum grade based on all ISR events, n (%)

1 4 (100) 39 (56)

2 0 20 (29)

3 0 11 (16)

4-5 0 0
ISR duration, median (range), days 2 (1-3) 4 (1-14)
ISR duration, n (%)

1-7 days 4 (100) 42 (60)

8-14 days 0 27 (39)2
Number of ISR events of interest

Infusion site nodule 0 10

Infusion site erythema 1b 26¢
ISRs leading to discontinuation 0 0

* No serious N6LS-associated ISRs occurred, and no N6LS-associated ISRs resulted in discontinuation
* 4 |ISRs were reported in the N6LS |V group; all resolved within 3 days
* 25 participants experienced 70 N6LS-associated ISRs in the SC group

ISR, infusion site reaction; IV, intravenous; N6LS, VH3810109; rHuPH20, recombinant human hyaluronidase PH20; SC, subcutaneous.
2n=1 missing. ®Grade 1. “Grade 1, 10/26 (38%); grade 2, 10/26 (38%); grade 3, 6/26 (23%).

Conference on Retroviruses and Opportunistic Infections; March 9-12, 2025; San Francisco, CA Taiwo et al. CROI 2025; San Francisco, CA. Oral presentation 203.



Future long-acting injectable regimens

Absorption, Distribution, Metabolism and Excretion Analysis of
GS-3242, a Novel INSTI P

T In vitro studies, IV PK studies in vivo (rats, Outcomes
EEEE dogs and monkeys), injectable PK studies ADME properties of GS-3242, including clearance and depot characteristics

in monkeys

PK of IV G5-3242 Across Animal Species Long-Acting Injectable PK of SC and IM GS-3242 in
Cynomolgus Monkeys?

* High plasma exposures
were observed, even
up to 9 months after
dosing

PK Measures Across
Species

Parameter

Oi.._*..'.

Hepatic extraction ratio:

1000 - Fraction release was
<0.2

>64% over the

collection period,

10 = SC, 800-mg dose suggestingeslow and

o IM, 400-mg dose consistent release from
| : the drug depot

I
0 1 2 3 4 5 6 7 8 9 10 11 12 «t,,was 73-96 days,

Volume of Months consistent with dosing

4
distribution Low <02 Likg GS-3242 showed slow depot release consistent with flip-flop E}vnegr:r monifs of

kinetics in PK studies of both SC and IM administration

CL Very low

Plasma protein Hiah Plasma-free fraction:
binding g <0.01-0.06%

Plasma Concentration, nM

These nonclinical findings support the development of GS-3242 as a novel INSTI with potential to enable
long-acting injectable administration for HIV treatment in combination with LEN




VH-184 - 3™ Gen INSTI
VH-184 Simulations Support Twice-Yearly Dosing

* A PopPK analysis informed by data from this ongoing study adequately characterized the observed PK profile for both formulations
and was used to simulate multiple VH-184 regimens

* VH-184 long-acting injectable formulations are predicted to maintain VH-184 PK above clinically effective concentrations, covering a
wide range of long-acting dosing: Q1M or Q2M dosing for formulation A and Q4M or Q6M dosing for formulation B

Formulation A, SC Q1M Formulation B, SC Q6M

, 10 o 10

E E
23 22
R e T T e T
§ . ot & o, s Sori,, 2 B e e, S g’é line indicates
Eg id §§ i target exposure®
@ § @ §

Q1M dosng QM dosing
'+ 4 ‘ B '+ 4 B B ¥ ' + ‘ i B
0% 9 - ' g ) w. 24 .

3 " 0 12
Time after reaching steady-state, months Time after reaching steady-state, months

P, pharmacoinetics. PopPx, population P Q1M every monity, QOM. every 2 monihs. O4M. every 4 montis, OFM. overy 6 months, VH- 154, VA5 184
Target exgomse s 4 » profen-adusted J0% niitsiory concenration



VH-499 - |nvestigational CI

VH-499 Simulations Support Twice-Yearly Dosing

IM VH-499 Q6M PK simulations®

* Preliminary PopPK simulations
indicate that twice-yearly IM 300+
maintenance dose is within the range

-
of doses currently evaluated in a E*
FTiH study’ § 100+
=
» VH-499 exposures are projected to € t N
rapidly achieve target concentrations E m: '
within the first 48 hours after initiation 8
% r ; Dotted red

of IM dosing

—————————————————————————————————————————————————————————————— line indicates
§ 10+ target exposure
* Modeling approaches, along with ‘
emerging PK and safety data, will be i
used to further optimize VH-499 = : = o =
development

Time after achieving steady state, months



Future of HIV Prevention



Ultra long acting cabotegravir

PK, safety and tolerability profiles of investigational CAB ULA
support potential Q4M dosing for use as PrEP or HIV treatment

A CAB ULA formulation was administered SC or IM in an open-label, single-dose, dose-escalation Phase | study’

Observed median and range (error bar) dose-normalised to 1,600 mg™’
'_ﬁ L3 Compared with the currently approved CAB LA
| formulation (CAB200), investigational CAB ULA
was absorbed more slowly, and had a longer t,,,
with flatter PK profiles'

20 _ -=-. CAB200 IM median and 90% P!
~— 800 mg CAB ULA SC (n=8)
—— 800 mg CAB ULA IM (n=8)

— 1,200 mg CAB ULA IM (n=8)

nN

|

> Models estimate that CAB ULA t,,, is more than
-~ six times longer when administered SC and more
than twice as long when administered IM
compared with CAB LA*1:2

e
N
|

CAB plasma concentration, pg/mL

0.025 _|

~I'L, CAB ULA IM was better tolerated than SC and Loy
- had a comparable ISR profile to CAB LA, despite VO N . SO R NN W WU . U A S
higher single doses'?

Time after LA injection, weeks



PURPOSE 365: PopPK modeling .

Population Pharmacokinetic Modeling of Once-Yearly IM LEN to Inform Phase 3
Dose Selection and Design

(
080 A 3-compartment PopPK model developed using Outcome
data from four Phase 1 studies, providing 3378 Simulation of various oral loading frequencies and potential IM LEN doses to identify a regimen
N=151 LEN concentration measurements? projected to maintain protective drug concentrations for 252 weeks in people who need or want PrEP
©° Dose selection was based on exposure matching, Simulated Concentration of LEN
targeting a dose where the Week 52 C,,,,,» Was projected for 3000 mg Once-Yearly IM Administration

b
to be equivalent to or greater than the observed Week 26 1000+ Over 7 Years

Cyougn in the PURPOSE 1 and 2 trials » PopPK simulations predicted a LEN IM
o dose of 3000 mg would result in a
Model-Informed Drug Development Efficacy Extrapolation E Week 52 Gy, €xceeding the
=c 100 observed Week 26 C,q,qn in
% g PURPOSE 1 and 2
com:::,ison Once-yearly LEN 3 - LEN 3000 mg IM was projected to
o DR $§ | maintain median LEN
v + PopPK modeling Eé 104 15.0 ool concentrations >4 times the in vitro
> 1Q4 (15.5 ng/mL) for 252 weeks
w
" - + Simulations indicated that oral
" on L . 14 loading (600 mg on Days 1 and 2) is
If predicted C,,,,,, for once-yearly LEN is similar to or L] : . : : : ' required to achieve target
higher than for twice-yearly LEN, efficacy can be 0 1 2 3 4 5 6 7

concentrations rapidly by Day 2

extrapolated v

Time, Years

A LEN dose of 3000 mg IM was predicted by PopPK modeling to be suitable for once-yearly dosing;
the safety and efficacy of this dose will be investigated in the Phase 3 PURPOSE 365 study

30ral data included doses from 300 to 1800 mg, and IM data included a single dose of 5000 mg. °Central solid line is the median concentration over time aid the shaded region is the 90% P!
1Q4, inhibitory quotient 4; PI, prediction interval; PopPK, population pharmacokinetic; Q12M, every 12 months u
Hughes E, et al. CROI 2026, Poster 996 34

- ces e e AILMOALARL AIA TIM ANAAT A LE-. AAAA



MK-8527 - NRTTI

MK-8527 11 mg qm are predicted to maintain MK-8527-TP
concentrations above the PK preventive efficacy threshold

~ 10.0+
= I
= I
S !
i [
§ |
c 1.ﬂ T l
o]
E (I N
- I I
& ! I
w0
* Efficacy threshold : ’
< 0.1 ! '
I i
! ! | |
0 1 2 3
i f Time (Months)g o
Start of dosing Dose Dose Dosing window of £7 days

Month = 31 days. Bands represent fifth and 85th PI.
P1, prediction interval; PK, prarmacokinetics; gm, onos-monthly; TP, inphosphate.

SENEEN

Fast onset of action
(within an hour)

Coverage for the whole
month after the first dose

Provides a +7-day
dosing window



MK-8527 Phase 3 Program for PrEP

. Y4 '

EXPrESSIVE-10 -

Adolescent girls and young
. ° women at greater likelihood
of HIV-1 exposure

N ~ 4580
® Kenya, South Africa,
Uganda EXPrESSIVE-11
NCT07071623 People at greater likelihood

of HIV-1 exposure
N ~ 4390
Argentina, Brazil, Chile, Colombia,

Dominican Republic, France,
Guatemala, Kenya, Malaysia,

Peru, Philippines, South Africa,
Switzeriand, Thalland,

USA, Vietnam

NCTO07044297




Questions?
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