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Number of patients in HIV care by year & ART coverage
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Table: Pooled BIFITAF Efficacy and Safety Data at 240 weeks
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Viral Suppression with TLD in Treatment- , R € SAINT-LUC
upp BUFV-T RO <1000 | GLFV-T R 00000 | BUAW-1 RNA || BLCO4cowt <00 | BLAV-Y RAA 100 00 GrLAND SClouvain | BRUXELLES
; . ) ciml (N=515) 400000 ml 400,000 ciml colsid CO4count <200 colsid ouvain
Experienced Patients: Results of ACTG 5381 | oem e o )
Efficacy at Week 240, n\ (%)
Table 2. Proportion of participants with HIV-1 RNA £1000 and €200 ¢/mL at months 6, 12, and 24. HIV-1 RNA <50 ciml, (M=E) 30063 %) | G385 (97%) 1314 (§3%) 4050 (68%) 2021(95%)
Cohort 1: Cohort2: HIV-1 RNA <50 cim. (M=F )t K0SIS(E8N) | 7699 64%) 1320 (65%) 4090 (B1%) 2009 (51%)
switched from 1stline switched from 2nd-line Safety at Week 240, 1 (%)
NNRTHbesed ART Pt-based ART ey ORAE %) | 000w 1(20%) 20 (25%) 8 1%)
(N=44) (N=173) >
% Exact % Exact Nausea 24 (5%) | 4 (4%) 0 3(4%) 1(3%)
(n/NonTLD 95% Gl (n/NonTLD 95% CI Headache 2 (4%) | T (M%) 2(10%) 6 (8%) 4(10%)
with RNA resulls) with RNA results) Diarmea 21 (4%) | 1(M%) 2(10%) § (%) 3(6%)
HIV-1 RNAS1000cimL | Gmonths| 8% (37/42) | 74%,96% | 72% (118/165) |64%, 78% Falgue 13(3%) [ 4 (#%) 0 2(0%) 1(3%)
| 12months|  88% (30/34) | 73%,97%| 74% (104/140) |66%, B1% ) 12(2%) i 1(1%) 0 200%) 1(3%)
| 24months|  76% (16/21)  |53%,92%|  70% (45/64)  58%,81% Dazness 12%) 33%) 1(5%) 0 0
HIVAA RNAS200cimL | 6months|  83% (35/42) | 69%, 93% | 67% (110/165) |50% 74% :E"l‘"" DR“EP'W o 3(1%) 0 g g 9
[ 12months|  88% (30/34) |73%,07% 65% (91/140) 7%, 73% M’;:“m:“m oy ) 1(1%) 0 20%) 0
24 months|| (76% (16/21)) |59%, 92% | (B1% (3/64)°) | 48%, 78% g Ried A 7 7 T 3
Ry, —mm——— g N——
AL adwoss emnt DL taseine DRAE Drog-Retaled Adverss Evert LTFU loatto lellowup MsE missng = excluded UsF misang = tabre OLE opan-iadel erdensien
. Ncludes ony p: BFTAF
- Wallis CL et al., CROI 2024 Abstract LB 675 Yol 634, 115 promaturely 0 0unng 13@dnat enter OLE, 62 pramaturely clscontinund study trug dusng OLE (LTFU 28, pamicipant decisien 22 AE 4 ivestigalor's discratien 3 nan-
compiance wil studrdrug 2. death 1. lack of eficacy 1. profeceiiolaben 1)

Monica Gandhi MD, MPH
Medical Director, Ward 86 HIV Clinic and Director, Center for AIDS Research
Division of HIV, Infectious Diseases, and Global Medicine, UCSF
November 11, 2024 |

Adherence Challenges with ART

Challenges. incuding structural bariers such as housing instabiity, Barriers to ART adherence:
.

poverty, or transporation access, may prevent people from gettng

8;?:3;3;:;‘01: o o S ciegmossd AV I 2022 * Systematic review of 125 studies
identified main barriers to ART

65 adherence

ety * Forgetting

R * Being away from home

d watleast ‘r * Change to daily routine

Reduction over time
OF VS Due THO

ADHERENCE Rﬂltes a:f Vn‘smbiic W;;‘mb" Wi"“"'d: oot : 2Iec2r:¢:ls/i:unbstance misuse
¢ In adults on ART, suppression at 1 year, 65 « Secrecy/stigma
CHALLENGES WITH bysyears 3 « Feeling sick
* In children/adolescents on ART, 36% suppression « Far distance to clinic
A RT at 1 year, 24% at 3 years (Han. Lancet HIV 2021) - Stock outs
McComsey, G A_ etal. Real Therapy e Patients Acrcss the United States. Advances in theropy, 2021

Min Han W etal. ofviral in children and sdolescents and aduhts lising viral N
cohort study in 31 countries. Lancet HIV 2021

Shebber, 2., et al. P Adne I Therapy: A Systematc Review and Meta-Analysis. PLoS medicing, 2016. 13(11), €1002183. Membre du réseau ]
Altce, ., et al.. Adherence to HV rexment regimens: i d lysis. Patiert preference and adherence, 2019 Lid van het netwerk H l I I l I 1 50
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‘Drugs don’t work in patients who don’t take (e 2t

them’ (C. Everett Koop, MD, US Surgeon

General, 1985)

Plenary Lecture

PEOPLE DON’'T FAIL DRUGS
DRUGS FAIL PEOPLE

(Charles Flexner CROI 2004)

SO - LONG ACTING ART FORMULATION

IS THE FUTURE OF HIV TREATMENT
s MUt | 151
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Long-acting medications help with adherence Why m'ght we need LA ff)rmu"atlons
challenges in multiple fields to treat and prevent HIV infection?

Treatment of psychiatric disorders * Despite having nearly perfect co-formulated single tablet daily oral regimens
Adherence Challenges and Long-Acting Injectable Antipsychotic for HIV treatment and prevention:
sl e Cotittacipton o Persistence on treatment is surprisingly low.
Long-Acting Reversible Contraception for o Failure rates are still unacceptably high.
Adolescents: A Review of Practices to Support Better :
Communication, Counseling, and Adherence o Non-adherence is common.
Substance use disorder treatment * LA formulations may provide the best solution to failure of daily oral
e g O s ot regimens, since oral failure is largely driven by non-adherence.
5 e i Rt e 3t o e B o Superiority of g8weekly injectable cabotegravir versus daily oral TDF/FTC

and sustaining long-term recovery from opioid use disorder (OUD). Trere may be addtional XR-

for PrEP, and LATITUDE Study for treatment, as recent examples.
* Surveys of PLWH consistently show a preference for LA formulations over

Long-acting injectable naltrexone for the
treatment of alcohol dependence

Only combination treatment for LA ART -Cabotegravir (CAB)/
Rilpivirine (RPV) - Trials done in those with virologic suppression

(Real world: IMPAACT 2017 MOCHA - single arm; JABS; - i .
CARSEL, CARLOS, DATAIDS, BEYOND, ATHENA, UK Shre] |Conf|rmed Virologic failure rate & resistance

FLAIR: CAB/RPV LA in treatment naive; First put on 1.8% at 124 weeks: 4 out of 5 with Charles Flexner ; CROI March 3-6 2024, Denver Colorado, USA
DTG/ABC/3TC for 20 weeks then LA ART (n=283) i

emergent INSTI/NNRTI resistance

ATLAS: CAB/RPV LA In treatment experienced
participants every 4 weeks, on suppressive regimen for 6 ” 0.9% at 96 weeks; 3 out of 3 with
months prior to switch (n=308) emergent INSTI/NNRTI resistance

ATLAS 2M: CAB/RPV LA in treatment experienced

participants every 8 weeks aftar VS x> 6 months (n=522) ” zﬁ‘% at 15:1 ‘l':‘e;x;lelﬂou‘ ?ftn
with emerge resistance

SOLAR: CAB/RPV LA every 8 weeks in treatment
experienced participants (47% expressed internal or 0.7% at 48 weeks; 3 out of 3 with
external stigma) swiitched BIC/TAF/FTC when VS (n=447) ” emergent INSTI/NNRTI resistance
CARES: CAB/RPV LA every 8 weeks in treatment
experienced participants who switched from oral ART in ” 0.7% at 48 weeks; 2 out of 2 vith
Uganda, Kenya, South Africa (n=512) emergent INSTI/NNRT! resistance Gandhi M.HIV Drug Therapy Glasgow 2024
Orkin €. Lancel HIV 2021; Swindels S, AIDS 2022; Overton E. CD 2023; Rarngopal M. Lancet HIV 2023; Kityo € Lance! 1D 2024 10-13 November Membre du réseau *
Huni | 152
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Who Wants to Switch? Gauging
Patient Interest in Novel Antiretroviral
Therapies

Caroline B. Derrick,' Jan Ostermann,?® Sharon B. Weissman,' Amy Hobbie,?
Noor Alshareef,? Andrew Weinhold,? Valerie Yelverton,>* and Nathan M. Thielman®*
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Table1. Distribution and Correlates of Interest in Switching to Novel ART Regimens (n = 263)

1 Pill Once a Waek 2 Shots Every Other Month 2 Implants Every 6 Months

Interest in switching, No. (%)

Not at all interested 38(14) 100 (33) 152 (58)
Somewhat interested 52 (20) 60 (23) 61 (23) o
Very interasted 173 (88) 101 (39) 5018) Preference for daily oral pills over long-acting
No. 263 261 261 antiretroviral therapy options among people with HIV
Douglas Barthold®, Enrique M. Saldarriaga®, Aaron T. Brah®,
ﬁ SE) ﬁ SE) B SE) Brett Hauber™<, Pallavi Banerjee®, Shanil M. Fuller®, Divine McCaslin®,

oo . n; ri oldoveanu®, Vincent C. Marconi”, Jane M. Simoni™
Clinic, Duke vs South Carolina, No. (%) 132 (50.2) 0.02 (0.20) 0.22 (0.23) 022 (0.22) B e cvaan M. Graframpie e M8
Age, mean (SD), years 46.7 (1.8) -0.01 (0.01) -0.02" (0.01) -0.01 (0.01)
Gender, male vs famals, No. (%) 148 (56.3) -0.33(0.20) -0.12 (0.24) 0.10 (0.22)
More than high school education, yes vs no, No., (%) 109 (41.4) 0.43" (0.21) 1.04"" (0.24) 0.72"" (0.23)
Race, white vs minority, No. (%) 51(19.4) -0.04 (0.25) 0.16 (0.20) -0.24 (0.28) Preferences for antiretroviral therapies Barthold et al
Time on ART, mean (SD), years 12.118.3) —0.02 (0.01) -0.03 (0.02) -0.01 (0.01) Table 4. Multvariable ssocations between preference for curent ART over long-acting antirtroviral therapy and selcted partcpant
AIDS diagnosis, ever vs never, No. (%) 41 (15.8) 0.32 (0.25) 0.27 (0.30) -0.12 (0.28) Adjusted odds ratio 95%Q Paalue
Viral load <200, sslf-raportad, yes vs no, No. (%) 215 (81.7) 0.28 (0.24) -0.23 (0.29) 0.27 (0.27) X";’%‘g‘;‘ State §:§2 %éﬁ%? §:Eé
Missed dose, past 2 weeks, any vs nons, No. (%) 53 (22.1) -0.09(0.23) -0.15 (0.27) 0.00 (0.25) %:.ii. g oot or s 23 Etiisziﬁ <
Current side effects, any vs nons, No. (%) 90 (34.2) 0.26(0.20) 0.22 (0.23) 0.10 (0.22) Sobstance use® 1o 0937y 00
Long-term effects, any vs none, No. (%) 108 (39.2) 0.34(0.20) 056" (0.24) 0.21(0.22) iR octons bres (130439 <001

. . Y ° No consent to link ! a 193 0.71-5.22) 020
Single-tablet regimen, yes vs no, No. (%) 155 (58.9) -0.44" (0.20) -0.15 (0.23) -0.44" (0.22) PNTS - oducaton o a2 a2
Food restriction, any vs none, No. (%) 148 (56.3) 0.04(0.19) 0.27 (0.23) 0.15 (0.21) ENTS - ober bealtrclaed” 2 070 o

Results of a multivariable logistic regression with robust standard errors, and a binary dependent variable equal to 1 if the participant chose to
No. 263 247 247 247 ETE.",;’L‘.'.‘E’;:!'&“. ::’.kg onal m':ﬂ ':gu:ﬁho:‘ f\l;.:;dsmz.m in a discrte choice f:?)a'lm‘e:mammng prefcrences fo ong- ;c':mg
T not 1

Results from a multivariata linear regression medal. Dapendent variables range from 1-5. Positive valuss for g indicate greater interast in switching. *, **, and """ danote statistical signif- Goou berene was define s rporing 0 abys o st sbiys ke ARY s st

icance at the 0.05, 0.01, and 0.001 levels, respectively. Sixteen cbservations were excludad from the multivanate model due to missing data on 1 or more cutcome varisbles (n = 3l or
covanatas In = 13,
Abbrawistion: ART, antiretroviral therapy; No., number of petients; SD, stendard devistion; SE, standard error.

? « OFID » BRIEFREPORT resee HWuni | 153
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-JANUARY- -FEBRUARY- -MARCH- -JANUARY- -FEBRUARY- -MARCH-
T, W T &8 M TWTF § S M TWTF 8 8 M TWTVF 8 8 MT'W T E 8 8 MT W T F 8B B
2 F & 5 & 7 1 2 3§ 4 i 2 3 1
9 10 11 12 13 14 - O TR R (1 1 | 4 5 & T &8 10 8 5 4
16 17 18 19 20 21 12 13 14 15 16 17 18 11 12 13 14 15 16 17 15 12 1
23 24 25 26 27 8 19 20 21 22 23 24 25 18 19 20 21 2 23 24 22 19 18
30. 31 2 27 28 9 25 26 27 28 29 30 3 29 26 25
-APRIL- -MAY- “_ -JUNE- -APRIL- -MAY- “_. JUNE- In the next 6 months, how
T WTaF S8 8 MT'W T 8 8 M TWTF S S M TW TaF S S M T W T F '8 8 MTWTTF S S 4
23458 SEEE L : many days will | need to worry
g 0 BWR B 6 7 B 5 10 112 3 4 & & 7 8 % 8 é 3
16 17 19 20 21 13 14 15 16 17 18 19 10 11 12 13 14 15 16 15 13 10 . . . 9
23 24 25 26 27 28 20 21 22 23 24 25 26 17 18 19 20 21 22 23 22 20 17 b tt k g y d t
30 27 28 29 30 31 24 25 26 27 28 29 30 29 27 24 a Ou a In m me Ica Ion.
QD (181) QW (26)
-JANUARY- -FEBRUARY- -MARCH- -JANUARY- “FEBRUARY- -MARCH-
T W LEoF 88 MTWTTF F S8 8 MTWTU F S S M TWTVF 8 8§ MTWTE S S8 M TWTTF S S
1
-APRIL- -MAY- * . -JUNE- -APRIL- “MAY- *_ -JUNE-
T WTSF § S MTWTT F 8§ 8 M T W T 8§ B M TWTaF S S M TW T:F B B MT W T § B8
1
Q4M (2) Q6M (1)

J. Arribas .HIV Drug Therapy Glasgow 2024
10-13 November
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HOW THE FUTURE LOOK LIKE d CiNTLUE

INTERVAL*
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VH-079

N6LS(VH-108) PH20

ZINURVIMAB

[o— |~mm Naive/Switch. INSTI free

TEROPAVIMAB

GS-3242

[ ——

GSs-1219

VH-310CAB prodrug

VH- 184 | g -
DOR/ISL (100 mg/0.25 mg)
CAB UL A | Phase 3 Studies for HIV-1 Treatment
R |
Lo | it | v it | s |
GS-1614 |
051! D;zgtgtmbﬁzﬁn Open-label; 2:1 randomization Z:::rzl:i;{ N=501
GS-6212 |
DORY/ISL (100 mg/0.25 mg) QD Virologically
2 2 =
Vi-400 B onpesinpgrgme OSSNy O
DOR/ISL (100 mg/0.25 mg) QD ' ) ,
~ 3 - 1 |=f

Gs-1720 053 compared vith BC/FTC/TAF Blinded; 1:1 randomization ART-naive N=500

GS-4182 Open-abel, single arm, .
054 DOR/SL(100mg/025 mg) QD deescaltonrom ‘;L’°'°'§':i‘! IR
LEN300 mg DOR/SL (100 mg/0.75 mg) u
MK-8507 (Ulonivirine) ryhraidesrpeon
ISL2m 4 ARTISTRY-2 (GS-US-621-6290): Phase 3, randomized, double-blind study (U.S.)! ARTISTRY 2 g# 1
1SL0,25mg/MDOR | BIC/LEN in PWH Switching From B/F/TAF: Study Design @
LEN25mgor 50 mg/BIC |} Mz

L
0 4 8 12 16 20 24 mnu%s%mw
, Voo
Dosing interval (weeks) onamAF!

No'istoyof exposur to LEN or
osisanco to IC or TAF!

QD Qw Q2M Q3M Q4M Q6M e I i me

0GFR 230 mLmin! Ne546!

*For a number of drugs the interval is aspirational, still under investigation

Change from baseine in CD4 Count at Weeks 48 and 96
AEs through Weeks 48.and 96

5T, o it TR il it g . Ve o V.o o P
TINGTOSSSa0 e o 0o ANCTOS 305 (s Moy 21, 26241 2 Do o, oo Scces, . o oDt 25

J. Arribas .HIV Drug Therapy Glasgow 2024 .
10-13 November temes HUWAE | 155



Cliniques universitaires

cLASS & SAINT-LUC

UCLouvain BRUXELLES

VH-079 | 7 N
N6LS(VH-109) PH20 ab |
ZINURVIMAB Ab | b N b
TER O A V144 & | VT "N a S’
el INST
INSTI
VH-310 CAB prodrug iST1 | )

VH-184 | =5 T

CAB ULA sT1 | CA I ’

RPV

CLASS

1. —r NNRTI

NRTTI(ISL)

VH-499 |

GS-1720

NO NRTI!

— A '
o NO HEPATITIS B COVERAGE! “
LEN300mg ITYH

MK-8507 (Ulonidrine)

1sL2mg m
15L0,25mg/0OR  JNRTTUNNRTI =BnAb =CAl =INSTI =NNRT - NRTTI
LEN25 mgor 50 mgeiC  InTa
. ow Qzm Dosing |raaarv:1l (weeks) Qam
ROUTE
COMPANY B
1« IV, IM, SC so we will
- - v face logistic challenges
: - &
3 BIG PLAYERS (GILEAD,
VIV, MSD)

QD Qw Q2M Q3M QM Q6M

2
Dosing interval (weeks)

J. Arribas .HIV Drug Therapy Glasgow 2024
10-13 November s MUl | 156
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ONCE WEEK (QW)

GS-5@4 ORAL | NNRTI

651720 0nAL

Qw

Dosinginterval (weeks)

activecontroled,

Dione Longo, Gilan Gilespie, MichelePha, tepharie Kopfr Hosyoung Zhang, Romesh Palogarty,

Switch. INSTI free

4 8 12 1 2 2
Dosing interval (weeks)
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Once-weekly islatravir plus lenacapavir in virologically LC SAINT-LUC
suppressed PWH: Week 48 safety, efficacy, and metabolic changes

UCLouvain BRUXELLES

Background

Once-weekly (QW) oral antiretrovirals (ARVS) have the potential to address pill fatigue and
adherence challenges related to daily oral treatment for HIV-1 infection

Once-Weekly Islatravir Plus Lenacapavir in
Virologica"y suppressed PWH: Week 48 Safety’ Islatravir (ISL) is @ nucleoside reverse transcriptase translocation inhibitor?
Efficacy, and Metabolic Changes " TR T A YT

o Lenacapavir (LEN) is a first-in-class capsid inhibitorS
Amy E. Colson!, Gordon E. Crofoot?, Peter J. Ruane®, Moti N. Ramgonal‘, Alexandra W, Dretler’, Ronald G. Nahass?, ¢ Both ISL and LEN have multiple mechagLsms of action, potent ARV activity at low dosas, and long
Gary |, Sinclair', Mezgebe Berhe®, Fadi Shihadeh”, Shan-Yu Liv®, Stephanie Klopfer, Sharline Madera®, hafiives (tyz) het allow for QW doslng
Hadas Dvory-Sobol® Martin S. Rhea?, Elizabath G. Rhea", Jared Baeten®, Joseph Eron'! o Primary endpoint data (Week 24) from the current, ongoing Phase 2 study (NCT05052996) were
previously reported
— Most participants (84.2%) maintained viral suppression in the QW oral ISL+LEN group®
Objective: To investigate the efficacy and safety of QW oral ISL+LEN
'Communty Rescurce Intiaive, Boston, Massachuselts, UGA; “The Crofoot Research Conter, Houston, Texas, USA; *Ruane Cinical Ressarch, Los Angeles, Californa, 5l VIroIoglcaIIy suppressed people with HIV-1 (pWH) at Week 48
USA “Midway immunclogy & Research Centar, Fort Pherce, Florida, USA, "Mebro Infoctious Disease Corautants, Decatur, Gsorgla, USA, “10Care, Hillsborough, 0 s i 2.8
New Jorsey, USA, "Prism Hoath North Texas, Dallas, Texas, USA, *North Texas nfectious Diseases Consultants, Dallas, Texas, USA; "Glead Sclences, Foster Clty, 1. Claban KR nu.mﬁmmhsmm,z Schimam 0 f Lot IV 200071647 . Ses K et k. CROI 2023 Aberact 92 4 VargoRG, t al CRO1 2123 st 4.
Calfornia, USA; "Merck & Co, Inc, Ratway, New Jersey, USA, "'Univarsity of North Carolina, Chapel Hi, North Carolina, USA E Shak N, ot o, ADIS X2, Poster FEELIEZ3 B, Matthaws R etal. Cin Trars Sci 2001 4:18%-44; 8. Colion A atal c&ﬁm& [ ;;m-zcm it WA i

HWV Drug Therapy Glasgow 2024, November 10-11, Glasgow, United Kingdom

Membre du réseau <
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A Phase 2, Open-label, Active-Controlled Study in Virologically Suppressed PWH
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Participants with no data in window: UCLouvain  BRUXELLES

100 94.2% g7 39
& VLh - mIsLaLEN; =5 ISLALEN (1=3)
Ellgbiycrisna Extension phase "5" 80 WBFTAF; n=52 + Two participants discontinued due to AEs
4 390; I:IIIFAYF.:: ATiont .4 not related to study drug
* On I 26 months a L
+ HIV-1 RNA <50 c/ml. for N=106" HSL 2000~ LEN 300 R O % 60 + One participant discontinued due to other
>6 months 11 A reasons not related fo study drug
+ No history of virologic faiure ) BIFITAF oral QD 5 4 + Al participants had HIV-1 RNA <50 e/mL
+ CDA+ Tocell count 2350 cells/pl g 1 at siudy discontinuation
* Lymphocyte count 2900 cells/yl T T T £ &
« No HBV infecton D1 w1z w4 w4 Visits every 12 weeks g 2 BIFITAF (n=4)
L) .
2 + Three participants discontinued due to
B " other reasons not refated {o study drug
5 . - RNA <50 c/mL at stud:
Primary endpoint:! Secondary endpo and had HIV-1 y
o ot HIV-1 RNA HIV-1 RNA No data in discontinuation
+ Proportion with OpOfc
HV-IRNAz50 ol RS 250 e/mL <50 c/mL window + One participant had missing data during
atWeek 24 per FDA n= 0 0 49 48 3 4 window, but remained on study drug
Snapshot Algorithm
Other assessments: Participants in both treatment groups maintained high rates of virologic suppression
Ch wicht and adhesenco
g f s g on oy 1 and oy [ p—— ‘ J. Arribas .HIV Drug Therapy Glasgow 2024
(b e g bl ittt alactaninlonsl Cottitonsleiinthaasmpmb s o as  oss aEs r w 10-13 November
1. Colsan A, st ol. CROI 2004; Absiract 208,

AT
o —— P BFTA (s
Median (range) age, years 40 (28-67) 40 (26-76) 40 (26-76)

Assigned female at birth, n (%) 10(192) 9(17.3) 19(18.3) L J500) 200}
Gender Identty, n (%) Treatment-related AE 10(19.2) 3(5.8)
Transgender female 1(1.9) 0 1(1.0) Grade 1012 10(19.2) 3(5.8)
Non-binary/third gender 0 1(1.9) 1(1.0) 22 participants in ISL+LEN group
Race, n (%) Dry mouth 2(38) 0
Wihite 25(481) 27(519) 52(50.0) Nk 208) 0
Black 21(404) 16(30.8) 37 (35.6) GintéSoid 0 0
Aslan 2(38) 1(19) 3(29) SR T :
American Indian or Aleska Native 1(1.9) 2(38) 3(29) oo (6
Natve Hawailan of Pacific lsander 0(0] 1(19) 1(10) Treatment related 0 0
Other 3(58) 5(96) 8(77) AE leading to study drug discontinuation 2(38y 0
Hispanic or Latinx ethnicity, n (%) 13(250) 17(321) 30 (28.8) Treatment.related 0 0
Mean (SD) CD4+ T-cell count, cells/pl. 755(2236) 818(271.3) 783 (249.5) ‘ . . . —
Mean (D) lymphocyte count x 107 cells/ul 1,94 (0.445) 1.95(0.652) 1,94 (0556) No Grade 3 or higher AEs, serious AEs, or AEs leading to discontinuation
Median (IQR) body weight, kg 793 (104-674) 832(76.1-92) €05 (744-887) were considered related to the study drug by the investigator
Median (IQR) BM, kg/m? 26.9(238-30.0) 272(255-293) 271 (245-29.4)
e (Inthe same participant), peamona, e LA ] . ]
3 L Membre d u
BIFITAF, NctsgravHientrctboe/enstovr aferanide, BMI body mass index; IQR, merquarte rngs; B, isatrvr, LEN, knacapave. A i o BTF v s c, e, . St LE g Lidvan e netwert H u n I 1 5 9



Once-weekly islatravir plus lenacapavir in virologically suppressed PWH: Week 48 safety, efficacy, and metabolic changes 83Mm u Clinigques universitaires

CD4+ T-cell and Lymphocyte Count Changes Through Week 48 C SAINT-LUC

uvain  BRUXELLES

Laboratory Abnormalities

30 Change in CD4t Tcall Count == BLLEN®SL. 4 5 Change In Lymphocyte Count

o
i - GETEE 8
o e anesadte bl g o i ISLELEN (52 BIFITAF (n=52 i :
ISL#LEN group, N %) (=52) {r=42) L b ® 02 ’ 003
e g & §, L P=02348
Creatine (nsased) 162(19) 061 3 0 % poosy ;O :
Creafinine clearanca (decreased) 252(38) 251 (3.9) # -100 2’ g A 0
e - . - v , ) Glesgow,
Non-asting hyperglycemia 143 23) 243 (47) § %0 H e R S
Glycosuria 182(19) 251 (39) e Y )
L ki S ik Mean Values  BL WAZ W18 W24 W30 W35 Waz was Mean Values 6L W12 WIG W24 W30 W35 Wa2 was ConcIUSIons
ALT (increased ) 1152 (19) 0151
Grade 4 ISLALEN R T32. 766 755 754 756 761 746 ISLHLEN R 1941.98 192 196194 133188 o Vieekly oral ISL+LEN maintained high rates of vitologic suppression (94.2%) at Week 48 in virologically suppressed PWH
Creafine kinase (Increased)f 2052 (38) (/51 BFTAF L3 758 767 761 785 783 767 781 LA 195  1.99 197 1.06 2.03 1.95 200199 — Noparicipant on ISL+LEN had HIV-1 RNA 250 c/mL al Week 48 or at study discontinuation

o Weekly oral ISLtLEN was well tolerated, as evidenced by the absence of any treatment-related Grade 23 AEs or

+ There were no significant differences between groups in mean change from baseline in sarious AEs
CD4+ T-cell or Iymphocyte counts at Week 48 o Thera wera no between-group diffarances in CD4+ T-cell or lymphocyte count changes from baseline through Week 48

L NO DaﬂiCipamS discominued due !0 a deaease in CD4+ T'CE" or mehoc}ne COUmS o There were no between-group differences in body weight or BMI changes from baseline through Week 48

No Grade 3 and 4 laboratory abnormalities were dlinically significant,

except ALT elevation seen in a participant with acute hepaitis B

WFITAF, tictsgravifomtriataninatenoiovt abbfenarids; Bk, boseina; 181, klatravr; LEK, knacagave, W, Wosk,

I o Participanis demanstrated high rates (39.2%) of adherence o oral weekly ISLYLEN

AT umhw?mmwuum sty 154, saraur; mmaw o The Phase 2 results support advancing the weekly oral ISL+LEN regimen to Phase 3 trials: ISLEND-1 and ISLEND-2
(NCT06630286; NCT06630299)
Body Weight and BMI Changes Through Week 48 Adherence (by Pill Count) Through Week 48 ISL + LEN has the potential to become the first oral weekly
complete regimen for the treatment of HIV-1 infection
. Change in Body Weight _':_' ::f:":‘; 1 Change in BMI 100 99.2% 98.1%
2 2 g % AE, dverst e, BMI bodymass ndex e, copesi; BL shiraic LEN,leacapavir PN, proge Wit HIV-1
'3 é‘ 05, 0.03 g 80
3 = g | ; 5
g o g 9 S 60
3 -1 -02 5 i 2 -0.05 B
i, ] R g 40
1]
-3 1 2 20
Meadian Values BL WIZ W8 W24 W30 W36 W4z was Median Values BL WI1Z WI1s W24 W30 W36 W4z was

ISL+LEN 793 7941 772 779 77.7 788 718 776 (RN 269 268 269 266 27.2 271 266 26.7 0
B/FITAF 83.2 334 828 82,0 84.7 847 842 840 FarN NN 27.2 274 273 273 274 2719 276 217 ISL+LEN  B/F/TAF
n=52 n=52
No between-group differences in median change in body weight and BMI at Week 48 Adherence was high for ISL+LEN and B/F/TAF through Week 48
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Pharmacokinetics of oral islatravir plus lenacapavir given once weekly in an open-label
active-controlled, phase 2 study of virologically suppressed people living with HIV-1

Cliniques universitaires

@ SAINT-LUC

UCLouvain BRUXELLES

HIV Drug Therapy Glasgow; Glasgow, United Kingdom; November 10-13, 2024

Diane Longol; Gillian Gillespiel™; Michelle Pham1; Stephanie Klopferl; Haeyoung Zhang2; Ramesh Palaparthy2;
Angela S. Y. Liu2; Randolph P. Matthews1; Cyril Llamosol; Elizabeth G. Rheel; S. Aubrey Stochl; Dhananjay D.
Marathe2; Ryan Vargol

i1Merck & Co., Inc., Rahway, NJ, USA;

2Gilead Sciences, Foster City, CA, USA

*Presenting author

Table 2. Plasma pharmacokinetic parameters of ISL and LEN

Pharmacokinetics of oral islatravir plus

(intensive PK substudy)

lenacapavir given once weekly in an ISL 2 mg + ISL 2 mg +
open-label, active-controlled, phase 2 LEN 600 mg § LEN 600 mg '-EN3°°m9
study of virologically suppressed PK parameter n=1s n=13 N =14
people living with HIV-1 Coax, NG/ML 18.4 (42.3) 17.7 (42.4)
T h 0.583 _ 0783
agy (0.50, 1.00) (0.50, 1.00)
C - 7 Com ngiml 1.80 (58.7)¢ = 1.38 (28.8)
onclusions _ — N
) ) _ AUCq.gp, h-ngimL 520 (25.6) - 42.2 (187)
* Based on the plasma PK observed in this study, ISL 2 mg QW is R _ _ 51 a7)
predicted to prod'uce IS'L-TP exposure spfﬂment to cover wild-type HIV-1 ey P e T
and M184V/l variants with no negative impact on CD4+ T-cell or o h 57400 240) [618 (6100]783) |00 A0|enT
lymphocyte counts 2 Canrgiml 00642 51642 8220764
« LEN 300 mg QW resulted in efficacious LEN exposure, consistent with S Gy /L - - 35.9(60.5)"
approved subcutaneous LEN3 AUCqgpn h'ngimL 235 (64.5) 1040 (104) 625 (76.6)
* These results are consistent with previous model-based predictions® AUC. hngimL - - 9730 (73.9)

and support ISL/LEN QW dosing in phase 3 clinical trials
(NCT06630286; NCT06630299)

AUC gy, area under the concertration-time curve from time 0 to 8 hours; AUC,y, area under the concentration-time
curve over the dosing interval; Cg,, concentration 8 hours after dosing; C.ay, maximum drug concentration: Cyeugn.
treugh concertration; CV, cosfficient of variation; ISL, islatravir; LEN, lenacapavir; PK. pharmacokinetics; T, time to

maximum drug concentration.
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ISLEND-1: Phase 3 ISL/LEN LAO QW Study Design . SAINT-LUC
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ISL/LEN Long-Acting Oral Weekly in VS PWH ~ISLEND-

Phase 3, Randomized, Double-Blind, Active-Control, Multicenter Study
to Evaluate Efficacy, Safety, and PK of ISL/LEN in VS PWH (N=600)"2

Primary seoond_ary Open-label
< v phase Primary Endpoints:

wo was wee Visits Q12w - % with HIV-1 RNA 250 c/mL_
Key Inclusion Criteria | | 1 e aall| atw4s
n=300 Secondary Endpoints:
SRR = % with HIV-1 RNA 250 ¢/mL.
=18 years old at Wwae
+ B/F/TAF placebo QD )
On B/F/TAF for ISL/LEN QW o e L
224 weeks & @
B/FITAF QD - Change from BL CD4 cell
HIV-1 RNA <50 ¢/mL Nn=300 S count at W48 and W96
for 224 weeks + ISL/LEN placebo QW - 9% discontinuation of ISULEN
. £ due to TEAES
DY - PKand PROs®
ISLEND-2: Phase 3 ISL/LEN LAO QW Study Design
*Participants will receive ISLLEN 1 mg/600 mg on Day 1 and Day 2 (provided as 2 tablets of ISL/LEN 0.5mg/300mg) and an oral weekly ISL/LEN 2 mg/300 mg tablet on Day 8 and every week
thereafter; "PROs are an exploratory endpoint i i ~
BL, baseline; PK, PRO, partici ported outcome; QD, every day; QW, every week; Q12W, every 12 weeks; TEAE, treatment-emergent adverse event; VF, virologic ISL/LEN Long_Actmg Oral Week|y in VS PWH ISLEND-2
failure; VS, vlrologncally suppressed; W, Week
1.NC /study/NCT06830286 (accessed October 08, 2024): 2. Data on file 13

Phase 3, Randomized, Open-Label, Active-Control, Multicenter Study to
Evaluate Efficacy, Safety, and PK of ISL/LEN in VS PWH (N=600)"2

Primary Secondary Open-label
. ; fon phase Pri Endpoints:
v - mary Endpoints:
Visits Q12W -
Key Inclusion Criteria we wia W’T‘ - N > ST RRETenL
VS PWH n=300 Secondary Endpoints:
« % with HIV-1 RNA 250 c/mL
218 years old W96

SoC¢ oral treatment for ISL/LEN QW = % with HIV-1 RNA <50 c/mL

at W48 and W96

224 weeks
+ Change from BL CD4 cell
HIV-1 RNA <50 ¢/mL =300 SoC2 count at W48 and W96
for 224 weeks - % discontinuation of ISULEN

No prior VF due to TEAES
- PKand PROs®

3S0C oral regimen: INSTI + 1 or 2 NRTls, boosted PI + 2 NRTls, or NNRTI + 2 NRTIs; *Participants will receive ISLLEN 1mg/600mg on day 1 and day 2 (provided as 2 tablets of ISLLEN
0.5mg/300mg) and an oral weekly ISLILEN 2mglsaumg tablet on day 8 and every week thereater; PROs are an exploratory endpoint

BL, baseline; PK, PRO, p: : QW, every week; Q12W, every 12 weeks; SoC, standard of care; TEAE, treatment-emergent adverse event;

VF, i ;VS, W, Week

Membre du réseau <
Lid van het netwerk H u I



es universitaires

NT-LUC

Q BRUXELLES

MK-8507 (Ulonivirine): Investigational NNRTI

= Novel, potent NNRTI with activity against common NNRTI

MK-8507 (Ulonrine)ORAL | NNRTI resistance-associated variants® U Lo
= Expected to have a clinical virologic profile similar

to doravirine with less frequent dosing (QW)* Study of Oral Weekly GS-1720 and GS-4182 Versus Biktarvy in People With HIV-1 Who Are
08170 ORAL ﬂ Virologically Suppressed
O escrme norecsums ClinicalTrials.gov ID @ NCT06544733
NCT04564547 Sponsor @ Gilead Sciences
SLameom Dose Ranging, Switch Study of Islatravir (ISL) and Ulonivirine (MK-8507) Once- Information provided by @ Gilead Sciences (Responsible Party)
Weekly in Virologically-Suppressed Adults With Human Immunodeficiency
Virus Type 1 (HIV-1) [MK-8591-013] Last Update Posted @ 2024-10-10
" : ; : . ! (3S-4182 ORAL u
0 B s 2 1 » %
Dosinginterval (weeks)

0 4 8 12 16 20 2
Dosing interval (weeks)

. . PO36 Effect of the i oral G5-4182
Treatment Pipeline Data Presented at AIDS 2024: GS-1720 and GS-4182 A Naveed Shak, Seon Regon, Decqing Yoo, Furong Wang,kson Hindmor,
GS-1720 GS-4182
Anovel, oral weekly INSTI"2 Anovel, oral weekly LEN prodrug$
E Dosing ~ Once per week Once per week

Potent INSTI (ICs0 = 6.2 £ 0.4 nM)
Potential high in vitro barrier to resistance

Novel, solubilizing prodrug with greater

similar to BICS intestinal LEN absorption and improved

+ Activity against common INSTI-R site- systemic exposure in comparison with oral LEN
directed HIV-1 mutants® «  Smaller tablet size may reduce pill burden

* Median t; 9.3 days + Median LEN t; ~11 days

v Safet Favorable safety profile and well tolerated at Well tolerated with a favorable safety profile at
P 4 Y doses up to 1350 mg in Phase 1 doses of 200 or 400 mg QW in Phase 1
(651720 and GS4182 are being developed as a first-in-class QW Qb J. Arribas .HIV Drug Therapy Glasgow 2024

oral INSTI + capsid inhibitor combination for HIV treatment, moving into Phase 2 Gt 10-13 November

*Mean EC» fold change relative to wild type was 2.7 for E320Q, 2.5 for Y143R, 1.0 for Q148R, 1.9 for N155H, 2.0 for R263K, 1.
EC N8 Weekly. 1. Hansen D, et l. ADS 2024, Abstactand Poster THPEAU2S; 2. Zhang H, et . AIDS 2024, oster WEPEB116;
3. Subramanian R, et o. AIDS 2024, ;4. Shalk N, et o. ADS 2024, :5. Data on fle, Glead Scences, Ic. Bty 4
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) il | ) . I
WONDERS 2 (GS-US-695-7156): Phase 2/3, randomized study ,'l/ WONDERS 2 ‘SON?;CS ! :fl,s Ug?:;?? Phgs;ﬂ:;ag;or‘mze\(/i.&utliy icallv S d PWH ;I/WONDERS 1 i
Oral Weekly GS-1720 + GS-4182 in Treatment-Naive PWH ral Weekly Go-1/20 + Go-41d2 In Virologically Suppresse
Phase 2 Study Design P Phase 2 Study Design (Data presented on this slide were not part of the AIDS 2024 program) AH
. (S-1720, a novel and potent INSTI, and GS-4182, a novel oral QW LEN prodrug, are being developed as a
6S-1720, a novel and potent INSTI, and GS-4182, a novel oral QW LEN prodrug, are being developed as a
frtivclass QW oralNSTI + apsidinhibitor combiatin or IV tretment frstin-cless QW oral INSTI + capsi inhibitor combination for HIV treatment
Outcomes
Outcomes . Estimated Start
& Primary: HIV-1 RNA <50 cnL at Week 24 (FDA Snapshol) ® g‘fg?ngm' @7; ;:"x:wﬂ:vk:“ m‘io ggu. dizﬂw;: ngD:MS m (FOA Snapshol) Q September 2024
NeTS Secondary: HIV-1 RNA <50 cimL at Week 12 and Week 48 (FDA Snapshal)
A i Exersonhise - Aduts218 years id o s Opvabelodmonphse
: Lo ! + HIV-1 RNA <50 cimL for 224 weeks
+ ART-naive adults 218 years old Week0 Week24 Week 48 ) + BIF/TAF use for 224 weeks Wook 0__ _.Tw.:'.‘f,_,..._q _[m_nml‘:dwh\)
+ HIV-1 RNA2500 oL !___(’1'."'.'"'""""_"“{"_" b + CD4 count 2200 oeligimm® — A !
+ CD4 count 2200 cellsm

+ No history of exposure to LEN, GS- GS-1720 (650 mg) +
+ No documented INSTI resistance = GS-1720 (650 mg) +

50 1720 or GS4182 654182 (300 mg) oral QW
+ Noactve oristryof hronic GS-4182 (300 mg) oral QW « Nodocumerted INSTI ressance o
HBV infection GS-1720/GS-4182 oral QW STR failure
+ €GFR 260 mLmin
N=25

+ Nozactive or history of chronic HBV
Infection

GS-1720/GS-4182 oral QW STR

+ eGFR 260 mUmin
mmmﬁrz% Countries participating in Phase 2:
5 , Poland, h 3
Puerto Rico, Romania, South Afrca, Canada, Puerto Rico, United States?
Spain, United States - .
Participan 1-day g dose of GS-1720 (1300 mg) 19)on Day
o 1day 1720 (1300 mg) and GS-4182 (600 mg)on Day 1 ?N.mwmimmmmvs,wm 0 202, e, Glsd S, . W Lg
Qi once veeky STR,singlefabetregnen T e s s Oortuton
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QM

5-1614 (1L prodrug) | i N
5-6212 | T
L L L

0 4 8 12 16 20 u

Dosing interval (weeks)

J. Arribas .HIV Drug Therapy Glasgow 2024
10-13 November
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CAB ULA

ULA

20 24

RPV
L L L
o - 8 12 16

Dosing interval (weeks)

Ultra long-acting CAB exhibits a PK profile that supports

3xl/year dosing'
A new CAB-ULA formulation was administered SC or IM in an open-label, J. Arribas .HIV Drug Therapy Glasgow
single-dose, dose-escalation Phase 1 study’ 2'024 ’
Observed median and range (error bar) / The CAB-ULA doses investigated exhibited slower absorption 10-13 November

dose-normalised to 1600 mg* and longer t,;, than the CAB200 IM (currently approved CAB
--- CAB200 IM median and 90% PI formulation?), with flatter PK profiles’
— 800 mg CAB-ULA SC (n=8)
— 800 mg CAB-ULA IM (n=8)
1200 mg GAB-ULA IM (n=8) /' CAB-ULA t,, for SC and IM was predicted to be >6x and >2x
the t,;, of CAB200 IM2, respectively’?

Hg/mL

~

CAB-ULA IM was better tolerated than SC and was
comparable to the currently approved CAB200 IM ISR profile2,
despite higher single doses of CAB-ULA!

gravir plasma

/ The new CAB-ULA formulation exhibited favourable
tolerability and safety, with a PK profile that supports

T T T T T 1 T T 1 dose intervals of 24 months'!

12 16 20 24 28 32 36 40 44 48 52

Time after LA injection, weeks

o4
.
o -

*Error bars before Week 2 are not displayed for visibility *Current follow-up time s insufficient to calculate final t,,, value for CAB-ULA 1. Han K et al. CROI 2024 Presentation 130;
BOL. below cuantification imit of 0 025 ua/mL - ISR_iniection-site reaction” n. number of particoants with valid PK parameters: PI. prediction interval 2. Vocabria EU SmPC. March 2024
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VH-079 iAb |
NELS (VH-109) PH20 Ab |
ZINURVIMAB Ab |
TEROPAVIMAB Ab |
GS-3242
Gs-1219
VH-310CAB prodrug ISTL |
VH-184 . " " . . s’ll-‘
o 4 8 12 16 20 24
Dosing interval (weeks)
The future of our innovative pipeline is long acting’
MoA/asset : | Pre- Phase | | ’/Phase II
023: Efficacy and safety analysis of with broadly ! clinical ' -
m;m&mﬁmh in people with HIV-1 highly sensitive to one or both broadly bNAb ‘
Pt P Cook, Dison of nfctious Discases and Giobal Public Hoolt, Universty o Cotforna, VH-109 (N6LS)' )
o7 | < Pramor. - (NLS) In BANNER Maturation inhibitor : ‘

with i |
Morgaret Gortlond, Peter Leone, Judoh Abberbock. Kathry Brown, Paul Wannamaker, Rufan Griesel, VH-9372 3—

Viviana Wilches, Jan Losos (Durham, NC. USA)

»a0a ” d enhances enti-HIV antibody-dependent cellular Capsid inhibitor ' H
(ADCC) and antibod cellular (ADCP) activity in ex vive models VH-280 1—

Michoel Keegan, Margoret Gartiand, Soikot Chokraborty, Judah Abberbock, Wilson Chen, Poul H \
Wonamaker, Puter Looms, Jon L0sos, Richard Dushem fondon, V%) VH-499 1—

INSTI ‘
Ve —
CAB-ULA* —— !
VH-310" j

Bi-specific bNAb

VH-079' —) §

Multiple pathways to self-adminis'

1.65K together, 2023.
2.NCTOG0S1081. Avaabie &t NCTOG214052. Avalabie &t

(2023028 pat. Acoessed arch 2024
Han K, efal CROI 2024, cmmmm‘
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Efficacy and Safety Analysis of Lenacapavir With Broadly W Cliniques universitaires
Neutralising Antibodies, Teropavimab and Zinlirvimab, in - SAINT-LUC
People With HIV-1 Highly Sensitive to One or Both Broadly ek ERUMELLES
Neutralising Antibodies

Susan J Little', Paul P Cook?  Kwad Mponponsuo®, Edwin DeJdesus*, Gordon E Crofoot®

Hailin Huang?, Linda Gorgocs®, Sean E Collins® Joseph J Eron

S Feran s area-

ckground
— Teropavimab (TAB) and zinlirvimab (ZAB) are broadly TAB and ZAB Susceptibility Breadth? Study Desi

neutralising antibodies (bNAbs)' 2 pgmL.

100 wo w2 w52
+ TAB targets the CD4-binding site of gn120 and ZAB targets . Susceptibieto
1IV-1 Env’ [ 216NAD
anon-overlapping epitope on the V3 glycan of HIV-1 Env g 8 sisco . ::‘::‘.mm D:'IV-I 0 mggr o
N ponr L months®
—  ~50% of clade B viruses are highly susceptible to both TAB e both bNADs + cDAcount: High.doso ZAB aroup: St
and ZAB with a 90% inhibitory concentration (ICyg) <2 g/mL2 ; e Al
Z 0
+ >90% are highly susceptible to either TAB or ZAB? § nm.y.m‘pomu wzs
-~ : £
+ The optimal bNAb sensitivity threshold required to 8 o
achieve efficacy in the context of HIV-1 treatment has * Pooled analysis outcomes:
not yet been established bNAb suscoptibiiity was definad as ICq <2 pg/mL by Efficacy: HIV-1 RNA <50 and 50 e/mL
N N SN NN oSense® mAb Assay ( ) - e
FSEFS e g y at Week 26 (FDA Snapshot)
o
. | ' o —  Randomisalion was stratified by bNAb susceptibility for i
TAB and ZAB have ext’ended half-lives that allow for —— paricipato Highly Ssanibhs 1 aithes TS o+ ZAB Adverse events and laboratory monitoring
dosing every 6 months » —  Phammacokinetics of LEN, TAB, and ZAB
— Lenacapavir (LEN), the first-in-class, small molecule capsid inhibitor, can be administered : 3 = 5 : T
subcutaneously (SC) every 6 months and is indicated for the treatment of multidrug-resistant HIV-1¢ s e Vo ke vt W, Wt 2N, e L ekl = I

1.Gautam R, et 3. Naf Med 2018: 24610-6.2. Selzer L, et al. CROI 2023; Poster 560. 3. ICe shown
here. (YoonH el . Wagh K. et al. PLoS Pathog 2016; 1348.4. Sunienca®
2004)

7 . n=32
Objective
s
§ s Recaive
— We conducted a randomised Phase 1b study (NCT04811040)'2 to assess the safety and efficacy of K LEN +TAB +ZAB 10 mg/kg
a single dose of LEN + TAB + ZAB in virologically suppressed people with HIV-1 (PWH) who were: ‘-é n=16
le o both bNAs, n=11
H
* Highly susceptible to both bNAbs (primary cohort’) §
g usceptible 1o ZAB only
+ Highly susceptible to one of TAB or ZAB (pilot cohort?) =i
e D ey b rorosd
0. T T T T + Partcipant decision, n=1
001 04 1 10 >50 tocol volation.

Zinlirvimab IC,q polmL

Here, we report pooled outcomes for both cohorts R at Week 26 Week 26
through Week 26 stratified by dose of ZAB @ Ourisacd purbermts n=13 n=15

[ Parsciants suscepibie to beth bNAb:
00 Parscioants suscepitie to ether TAB or ZAB

BNAD, LEN, lonacapanic; TAB, teropavimaks; ZAB, sielivimab. I

1. Eron J, tal. Lancet HIV 2024;11:€146-65.2. Eron J, of ol CROI2024; Abatract 120.
BNAD,
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Baseline Characteristics
LEN + TAB + ZAB 10 mglkg | LEN +TAB + ZAB 30 mglkg
(n=16) (n=16)

Median (range) age, years 46 (29-63) 48 (25-59)
Female sex at birth, n (%) 2(12.5) 4(250)
Race, n (%)
Asian 2(12.5) 1(6.3)
Black 3(188) 4(25.0)
Whits 10(62.5) 8(50.0)
Other 1(6.3) 3(188)
Hispanic or Latinx ethnicity, n (%) 6(37.5) 4(250)
Median (range) weight, kg 88 (§9-150) 89 (60-142)

Median (range) CD4 cell count, cells/mL 915 (449-1916) 912 (657-1644)

Median (range) duration of baseline ART, years 3(2-T) 3(2-T)
Median (range) time since HIV-1 diagnosis, years 6(2-26) 6(2-23)
ART, voy; LEN, enscapan TAB, ; 2A8, Hevinab |
Mean (SD) Drug Concentrations Over Time
LEN TAB ZAB
= DT E B\ JERERTIEN -2 tingig
N \ - 2A330mghg
i \% 1onig \i\!\‘ 3 \E\L EN
10 1 0 O S .3 T I 1 30 Ty
3 2 N S By
i 9 H g Ty
i 5 i
$ g0 310
g # @
2pginl 2 gk
1 1 1
BREEREEEE) IREEEEEE] IREEEEEE]
Time From First Dose (Weoks) Time From First Dose (Woeks) Time From First Dose (Weeks)
— Therapeutic concentrations of LEN, TAB, and ZAB were maintained through Week 26
165 nginl, I
14 ity Quotieet & LEN,lnacagane; TAB, Wicoavined; ZAB, Zliend.

Efficacy at Week 26

Virologic Outcomes at Week 26 by FDA Snapshot Algorithm

LEN + TAB + ZAB 10 mglkg LEN + TAB + ZAB 30 mg/kg
(n=14) (n=16)
HIV-1 RNA 250 copies/mL,

n 3 0
% (95% Cl) 214 (4.7:508) 0.0 (0.0: 20.6)

HIV-1 RNA <50 copies/mL
n 11 15
% (95% Cl) 78.6(49.2;95.3) 93.8(69.8; 99.8)

No virologic data in Week 26 window, n (%) 0 1*(6.3)

— No participants in the high-dose ZAB group had virologic rebound 6 months after dosing

— CD4 cell counts remained stable; median (85% CI) change from baseline to Week 26:
LEN + TAB + ZAB 10 mg/kg: +20 (~149; 107) cells/mL
LEN + TAB + ZAB 30 mg/kg: +36 (-166; 124) cells/mL

*Paricipant withdrew from the stady sfter Week 12 (participant decision), wih HIV:1 RNA <50 copisimi. at las: avalable visk.
LEN, lenacapavr; TAB, tercpavimad; ZAB, Zinirvimab.

Participants with Virologic Rebound

HIV-1 RNA by Study Visit

«=Paticipant 1 - Padticipant 2 <= Farticipant 3

1000 Oral ART OralART
restarted v, BNAD susceptbiity TAB and
N rostarted por at scraening ZB0nly  TABonYy 248
= g protocol
E Pre-existing LEN
] RAMs at screening Nowe Nore Nore
-
3 Treatment-emergent  None None Assay
>4 00 drug resistancs delected  detected faiuret
E 50 cop»slml.
- Participant 2 hac acuie COVID-19 Infection at Week 13, prior
2 \ 1o viral rebound
I
LLog?*
10
* 4 8 12 16 0 A2 8 52
Study Visit (Week)
For lllusratve purposes, mubmmwumuoommmswm. Day 1. <Genotypic and tesling was f
virolgieal mbound dee to low plasma viral
ART, antretrovienl tharspy. LEN, leracapanir. Ll.ou lower limit of quanti RAM, resi ! son: TAB, : ZAB, Zilivineb
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TEAEs 13(813) 15(93.8)
Grade 23 3(198) 2(125)
TRAES 10 625) 12(750) — The long-acting combination of LEN + TAB + ZAB had a favourable safety profile through
M . il Week 26, with no dfference n safety or tolerabilty between ZAB dose groups
TEAEs leading to study drug discontinuation 0 0
— There were no Grade 23 clinically significant laboratory abnomalities — A PamClpanlS who received LEN; TAB, and high-dose ZAB maintained viral
— One participant in the low-dose ZAB group had an infusion-related reaction (Grade 1 pyrexia) after Suppression through Week 26*
completing administration of both bNAbs, which resolved without treatment
— Treatment-emergent anti-drug antibodies (ADAs) against TAB occurred in six participants, and — These results SUQQGS[ high treatment emcacy for the combination of LEN‘ TAB. and
against ZAB in seven participants : ; ;
« ADAS were generaly low in tes and did not impact PK or effiacy high-dose ZAB can be achieved when 1 antibody is highly active in PWH highly
A syl sty LB rspe : T susceptible to one or both bNADS

TRAE, treatment relaled adverse event; ZAB, znlivimab.

+ The higher ZAB dose was selected for an ongoing Phase 2 study (NCT05§729568) investigating the

Most Common TEAES ETTIC&CY and SBIQW of SWI[ChIng 10 wce-yeaﬂy LEN +TAB + ZAB V8 connnumg baseline tnerapy in
PINH highly suscepfible to both bNAbs

Most common TEAES (occurring in 25% LEN + TAB + ZAB 10 mg/kg | LEN + TAB + ZAB 30 mglkg

of participants), n (%) (n=16) (n=16)

Injection site pain 5(313) 7(438) Nodtaln Woek 25 v, 1,

ANAD, broadly putalaing intbody LEN lerscaparr, P phople it V-1, TAB, eepadeva 2A, Sninvnab,

Injection site induration 2(12%) 7(43.8)

Injection site erythema 4(260) 5(313)

Injection site nodule 5(313) 3(18.8)

COVID-19 5(313) 2(125)

Injection site mass 3(188) 1(6.3)

Upper respiratory tract infection 3(188) 1(6.3)

—The most common TEAES were SC LEN-related injection site reactions; most were Grade 1 (mild)

— Across both groups, median (IQR) durations of resclved nodules and indurations were:
¢ Nodules: 85 (63-194) days
« Indurations: 246 (158-305) days
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Phase 2: Investigational LEN + TAB + ZAB in VS PWH (GS-US-536-5939)1

LEN with bNAbs, TAB and ZAB, Dosed Every 6 Months in PWH

o Outcomes? _ )
C&% Primary: HIV-1 RNA 250 c/mL at Week 26 (FDA snapshot) Q) ?fgfm’;g‘l"e’g'
N = 83! Key secondary: Safety and tolerability, PK
Study sites: United States, Australia, Canada and Puerto Rico!
Weclak 0 Week 261 Weelk 521
|
LEN + bNAD treatment group (n = 55):1
% LEN oral load + 927 mg SC Q6M
TAB 2,550 mg + ZAB 2,550 mg IV Q6M?2
Adults living with HIV-1*
On stable ART and VS Treatment extension:
for 212 months*-2 LEN + TAB + ZAB Q6M?
Met susceptibility criteria
for both TAB and ZAB'®
entry:! Active control treatment group (n = 28):1
CDilcgg r(':telaltslpL ) Stay on baseline oral ART?2

A\ Primary Endpoint’

A Secondary Endpoints' 4\

*Virologic elevations of 250 ¢/mL (transient detectable viremia or “blips®) prior to screening are acceptable;’

=Susceptibility defined as IC30 <2 pg/mL to each antibody by PhenoSense Monoclonal Antibody Assay (Monogram Biosciences)?

IC, inhibitory concentration; Q6M, every 6 months; TAB, teropavimab; VF, virologic failure; VS, virologically suppressed; ZAB, zinlirvimab
1. NCT05728568. https:/clinicaltrials.gov/ct2/show/NCT05720568 (. d July 14, 2023); 2. Data on file. Gilead Sciences, Inc.

External Use — Do Not Distribute 17'ﬁ‘
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THE NEAR FUTURE

Now have data on CAPELLA out to 104 & 156 weeks

A oo Olisical Infoctious Disaases
&ID hivma
20 = 200 eapisav. MAJOR ARTIGLE el
- <20 ciesenl

©

Efficacy and Safety of Long-Acting Subcutaneous
Lenacapavir in Heavily Treatment-Experienced People
with Multidrug-Resistant HIV-1: Week 104 Results

of a Phase 2/3 Trial

Farioparts (%)

83.3% virologic success at 104 weeks, 84.6% 15 wks
High CD4 count recovery

Resuppression even with “LEN mutations”
Mutations: M66I, K70S, TI07A, N74D, A105T, K70S,
Q67H

WSk g Vg e 42 Wogeal s

o
2 2

20 P

3 - -

o

o =

s s e

E] 52 [ 0
Wests,
N 7 n 67 & 7

Ogbuagu et al. CID 2024; Ogbuagua ID week 2024

ARTISTRY-1: Virologic Suppression at Wk 48 With
Switch to Oral BIC + LEN

HIV-1 RNA <50 copies/mlL HIV-1 RNA 250 copies/mL

A--7.$% A-956%
OMEIIIRLN (%0203 Gives us sense of efficacy of an
capsid inhibitor plus an INSTI (e.e..

3 100
';‘. 100 %22 0.4 i LEN+CAB)
2 |
5
3 e 23.5% ALI%
g (95% C1: 107 10 13.9)  (95% C1:-12.2 1010.7)
£ w0 P=100 P=100
20 1 —
o ; a9 19 00
BIC+LEN25mg | BIC+(ENS0mel ComplexART | BIC+LEN25mg | BIC+LENSOme | ComplexART |
n/N= 47/51* 47/52" 25/25 2/51* 1/52" 0/25
*lo i InWk n=2 o n Wk n=a

= Changes in CD4+ cell count and percentage were comparable among treatment groups

Mourzer AIDS 2024, Abstr OAB2502.

Segal Maurer. OAB2602

Gandhi M.HIV Drug Therapy Glasgow 2024
10-13 November

48 week follow-up rates of 39 PWH starting LA CABIRPV with iremia (96% VL.<200)

4D-weec vl suppresson ratesin people with HIVstating ong-acting CABIRPY

with inital viremia

feetons Diseuses Socely of e

Retospectve Conort

Fecple with HIV at the Ward 86
HIV linicn Sinfrencscowho. R ETAG( fiNA 0 coptesfmL with
started LA-CABAPY with persistence onLA-CABIRPY
viria due to oralachererce
chllnges 133)

Use of LA-CAB/RPY for pecple
with HIV with virernia e to
oral ART aderence challenges
tesultedin hgh levels o vial
suppression outt0 48 weele,
Uplof0% experenced
frestment emergentresistance
orlos o folow-up though

e et e vl o ) 90°% were vrally suppressed et
 Trameéamepnt e e btfmeedsiors 1) 48 weels,
Lo ol wout eatyge i o

8-k HIV N <50 cepiesnl imespoctiv of
ART agin (L-CABRPV o alterative ART)

Hickey et l, CID October 2024

OPERA COHORT (Represents 14% of PWH in US, EMR) - 176
started LA ART with viremia >50, 820% VS rate <50 (94% <200}
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DO NOT forget this

(pen Forum nfectous Diseases

Case Series of People With HIV on the Long-Acting
Combination of Lenacapavir and Cabotegravir: Cal for a
Trial

Mosien b Lo W et Gracbowak Alexander Nl Cohuinn A Kov, Franes Moyoryo Manws,' Jon Ok, Moy ik
Ao Aoy Lo Bl il Bamn " Will . Shot® md oriyn 0 Hilomun'

"Ofisonof WV, Iachous Disamis e Sobd Mcicinn, oty of Caffmia. Son i NS, S Fenciu, (oo, A, "Diviona fotis Disastos e ol Pl Mok
Useit ofCafbnia S Dien LGSO, S e, Colfmi USA "Dt Sty ramacy, Metchesth edeal Cenr, b, (e, USA ‘Dson o hfcions Dot
Maveteath Mesical Cante, oo G Westen P Uty KV, Cevelin, O USA, D o dctons s, st of e Uy f P Ao
debha, Nwsghwna, USA

Background.  Injectablecabotegravir (CAB) edpivirine (REV) s the only combination long-acting (LA) andiretroriral egimen
approved for HIV. RPV may not be eflective anong indiriduals with nonnuckodde revene transcrptase inbibior (NNKTI)
resistance, which has > 10% prevalence in maay countries Lenacapivir (LEN) is an LA capsid inhibilor gven every § months
bt has not been studied in conbinadon with other LA agents

In this case serles compiled from four US academic medical centers, 34 patients with adherence challenges were
prescribed LA LEN subcutanecusly ofi-abel every 26 weeks with LA CAB [+/- LARPV) every 4: weeks.24 After
starting LA LEN therapy, 32/34 (94%) achieved virologic suppression at a median of 8 (4-16] weeks, with a 21
patients with documented or suspected NNRTI mutations (10 without VS at baseline) maintaining or achieving V5.

Gandhi M.HIV Drug Therapy Glasgow 2024
10-13 November

DS e TG

; ASB4L: Trial of LEN/ CAB approved

v These pharmaceutical companies have not historically worked together
before

v After much advocacy, smalltrial (n=38) finally approved from the
pharmaceutical companies of LEN/CAB inthe ACTG
* Inclusion criteria;
= NNRTI rsistance
= Viremic
- Experiencing adherence challenges with oral ART
*Hoping ACTG study will apen door to larger trialin LMICs
* Inthose with virologic suppression switching over from TLD (non-nferir)

* Inthose faling TLD due to adherence diffculties without suspicous for
resistance (superior)
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