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lne plpeline by ‘'planned’
administration and by class

Class!

VH- 079 bNAb
N6LS (VH -109) PH20 bNADb
Zinlirvima b bNAb
Ter opavima b bNAb
GS—- 3242 INSTI
GS- 1219 INSTI
VH- 310 CAB prodrug

INSTI

VH- 184

CAB ULA INSTI

Class of ARV
RP V

¥

NNRTI

GS- 1614 NRTTI

GS- 6212 INSTI

VH- 499 CAl

GS- 1720 [NNEu!

GS- 4182 CAl

LEN 300 mg CAl
e MK-8507 NNRTI
(Ulonivirine)

MK-8527 |Nzami

ISL 2 mg [z

ISL 0.25 mg/DOR

LEN 25 mg or 50 mg/BIC RISl

1 1 1 1 1 1
0 4 8 12 16 20 24
ARV, antiretroviral; BIC, bictegravir; gg%b, bg%%dly neutralising antibodgé§$ CAI, capsid ;%gg%bly inhibitorgygﬁB, cabotegravir; DOR, doravirig%éN&NSTI, integrase
strand transfer inhibitor; ISL, islatravir

; , , o Fre%.lenc-ﬁ% of administration, weeks , . L
LEN, lenacapavir; NNRTI, non-nucleoside reverse transcriptase inhibitor; NRTTI, nucleoside reverse transcriptase translocation inhibitor; RPV, rilpivirine; QD, once
daily; QW, once weekly; QXM, every X months

ULA, ultra-long acting. 1. Arribas J, et al. HIV Glasgow 2024. New treatments and future combinations; 2. Merck. Merck Provides Update on Phase 2 Clinical Trial of
Once-Weekly Investigational Combination of MK-8507 and Islatravir for

the Treatment of People Living with HIV-1. Available at: https://www.merck.com/news/merck-provides-update-on-phase-2-clinical-trial-of-once-weekly-investigational-
combination-of-mk-8507-and-islatravir-for-the-treatment-of-people-living-with-hiv-1/. Accessed February 2025



https://www.merck.com/news/merck-provides-update-on-phase-2-clinical-trial-of-once-weekly-investigational-combination-of-mk-8507-and-islatravir-for-the-treatment-of-people-living-with-hiv-1/
https://www.merck.com/news/merck-provides-update-on-phase-2-clinical-trial-of-once-weekly-investigational-combination-of-mk-8507-and-islatravir-for-the-treatment-of-people-living-with-hiv-1/
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New drug combinations
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Islatravir: A NRTTI With Multiple Mechanisms of
Action

Islatravir (ISL) is a nucleoside reverse transcriptase translocation inhibitor (NRTTI) being studied for
HIV-1 treatment

Translocation Inhibition Delayed Chain Termination

VRNA VRNA

---T ---

vDNA vDNA
= Translocation inhibition p{events opening of the RT » ISL changes vDNA structure such that nucleotide

nucleotide binding site incorporation is prevented
* Nucleotides cannot be incorporated into vDNA * As ISL is not in the RT active site, it is not
+ Viral replication is inhibited susceptible to resistance-conferring mutations
« Viral replication is inhibited

Multiple mechanisms contribute to the high potency of ISL against HIV-1
(including drug-resistant variants) and its high barrier to resistance




QW: ISL 2 mg + LEN 300 mg, Week 48

Key eligibility criteria

Aged 218 years

On B/F/TAF for >6 months N=106b
HIV-1 RNA <50 copies/mL for =6 months 11
No history of virologic failure

CD4+ T-cell count 2350 cells/uL

Lymphocyte count 2900 cells/pL

No HBV infection

No NRTI or NNRTI resistance®

ISL 2 mg + LEN 300 mg oral QW¢

B/FITAF oral QD

Extension phase®

ISL 2 mg + LEN 300 mg oral QW

D1

[ [
W12 W24

?

Primary endpoint'*

w48 Visits every 12 weeks

Secondary endpoint??

aThe ongoing Phase 3 clinical trials do not have this resistance exclusion criteria.!2 PRandomized, N=106; dosed, n=104 (n=52 per group). <600 mg of LEN was given on D1
and D2 for pharmacologic loading. Participants could elect to continue the study in post-W48 extension phase.
B/F/TAF, bictegravirlfemtricitabine/tenofovir alafenamide; D, Day; HBV, hepatitis B virus; ISL, islatravir; LEN, lenacapavir; NNRTI, non-nucleoside reverse transcriptase
inhibitor; NRTI, nucleoside reverse transcriptase inhibitor; QD, once daily; QW, once weekly; W, Week.

Endpoints included virologic outcomes, safety,
counts, weight, BMI
and adherence (by pill count)

Note: AEs leading to study treatment discontinuation included large intestinal perforation and renal colic (n=1), acute hepatitis B infection (n=1)
*Last VL under treatment <50 c¢/mL

BMI, body mass index

Colson AE, et al. HIV Glasgow 2024. Oral presentation 21
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Virological results at Week 48 (FDA Snapshot)

Weekly oral ISL + LEN maintained a high rate of virologic
suppression at Week 48

ISL + LEN BIC/FTC/TAF

Participants, n (%) (n=52) (n=52)
VL <50 c/mL 49 (94.2) 48 (92.3)
< 100 94.2% 92.3%
g w0 MishEN:n=2 /| 250 ¢/mL 0 0
% 60 - WB/FITAF; n=52 : )
H Absence of virological data at 3(5.9) 4(7.7)
S 40 - Week 48
=]
g . . .
2 20 Discontinuation due to AES not 2 (3.8)* 0
£ 0% 0% related to study drug
HIV-1 RNA 250 copies/mL HIV-1 RNA <50 copies/mL No data in window Discontinuation due to other 1 (1.9)* 3 (5.8)*
n= 0 0 49 48 3 4 reasons not related to study drug ' '
Figure adapted from Colson A, et al. IDWeek 2024. . . . . .
e e oo st St oo b emes e o e s s iotroccren Missing data in window but still 0 1(19)
at study discontinuation; one participant had missing data during window but remained on study drug. "

B/F/TAF, bictegravir/femtricitabine/tenofovir alafenamide; FDA, Food and Drug Administration; ISL, islatravir; LEN, lenacapavir. un d er Stu dy p rocessin g

Colson A, et al. IDWeek 2024; Presentation 577. 13. Colson A, et al. HIV Drug Therapy Glasgow 2024;
Presentation O21.



QW: ISL 2 mg + LEN 300 mg QW,
pharmacological data

Simulations of ISL-TP concentration-time
series following ISL 2 mg QW dosing (n=52)

—> The observed PKs suggest that ISL 2 mg QW is predicated
£ 100- to provide sufficient exposure to ISL-TP to cover wild-type
= and M184V/I HIV-1 variants, without negatively impacting
o
= CD4*

D 301 T-cell or lymphocyte counts
'% IQ =5 in case of M184V/I _ _
= 1 —> LEN 300 mg QW provided effective exposure to LEN
§ consistent with approved subcutaneous administration
S
o3 1  lQ=5incase of wild type virus —> ISL + LEN once weekly maintains viral suppression, with
) ) ) T good tolerability

Time, weeks

—> Phase lll trials in preparation (ISLEND-1 and ISLEND-2)

/ Solid lines: median prediction; coloured bands: 95% CI of individual prediction

/ Based on a popPK prediction model, mean steady-state ISL-TP Cy, 4, (5.60 uM) remained above the 1Q of 5 (1Q5; 1.25 uM) for M184V/I
variants and the 1Q5 (0.25 uM) for wild-type HIV-1

/ PK/PD simulations demonstrated a lack of ISL-TP exposure-related decreases in CD4* T-cell lymphocyte counts in ISL + LEN-treated
participants

*Solid lines indicate median predication; coloured bands indicate 95% individual predication interval
ISL-TP, islatravir triphosphate
Longo D, et al. HIV Glasgow 2024. Poster 224



—t—— N N e Nl N Nt Nt Nl e de Nl N ANl Nl N wdn MW N N = \-I--L/ -I—I_ZJ.I.I.J_\IJ--I-VV_Z N Ne?

Counts and
(B) CD4+ T-cell Counts Followling ISL Z

mg QW

e As previously predicted!, lymphocyte and CD4+ T-cell counts showed no decline in
ISL+LEN-treated participants

A 2 mg ISL QW B 2 mg ISL QW
[ [ ]
. . . . : . .
R | __ I —— - ! . S— 2 : : :
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2 s [ e * ~ - 300 +
° ® : s . ° .
1 2 .
: [ ]
L ] [ ] ®
T T T T
0 10 20 30 0 10 20 30

Time, weeks Time, weeks

- === Median
90% PI
e Observed data

ISL, islatravir; PI, prediction interval; QW, once weekly; n = 1000%*, reps = 100; *1000 sampled from the GS-US-563-6041 population (n = 52); lymphocyte cell count = 103 cells/mm3; CD4+ T-cell
count = cells/mm3; 1. Vargo RC et al. Presented at Conference on Retroviruses and Opportunistic Infections (CROI); February 19-22, 2023; Seattle, Washington. Abstract 497.



Pharmacokinetic Modelling of Missed Dose Scenario
of Oral Weekly Islatravir Plus Lenacapavir

1 = Missed dose l = Next dose(s) taken

o

(=1

ISL-TP Concentration (uM) Median (95% PI)

s Scenario 1 B Scenario 2a C  scenario 2b D Scenario 3 E Scenario 4
Reference 2 mg QW steady Missed dose taken 10 Missed dose taken 13 Resumed QW dosing 14 Reload 15 and 16 days
state (no missed doses) days after last QW dose? days after last QW dose? days after last QW dose? after last QW dose®
TN | ‘ ) ‘ N ‘ N '
Simulations

1Q5 for M184vil . 1Q5 for M184VI 1Q5 for M184V/l _1Q5 for M184V/1 1Q5_for M184Vil

T L JHRIOMIBINL s f-esfor BV (SRR MBI e fHGBIOMBBV demonstrated that both
1 1S A1 —— I LLRER ) U RLUCLAL A LT IS———— R Q5 fr W e IS L_TP a n d LE N

0.14 0.14 0.14 0.14

B o w
(=] =] =4
1 1

LEN Concentration (ng/mL) Mean (90% CI)
3 ] :
1

||||||||||| T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T

=-28-21-14 -7 0 7 14 21 28 35 42 =28-21-14 -7 0 7 14 21 28 35 42 -28-21-14 -7 0 7 14 21 28 35 42 =28-21-14 -7 0 7 14 21 28 35 42 -28-21-14 -7 0 7 14 21 28 35 42 maintained Optimal
l = Missed dose 1 = Next dose(s) taken .
concentrations one

A Scenario1 B Scenario 2a C  Scenario 2b D  Scenario 3 E  Scenario 4 .
‘ week after a missed
Reference 300 mg QW SS Missed dose taken 10 Missed dose taken 13 Resumed QW dosing 14 Reload 15 and 16 days
(no missed doses) days after last QW dose? days after last QW dose? days after last QW dose? after last QW dose®
T ) i f' dose at steady state.
&0 l 604 i 504 i 604 l
204 204 204 204
e | [ T T e e TG T
ol o od o Marathe et al. CROI 2025, Abstract 642
-é{} -é1 -;-1 -l'." 6 ':' 1‘4 2‘1 2‘8 SIS -’-I2 -58 -1‘21 -;‘1 -I? '(IJ ; 1‘-1 2’1 2‘8 3:5 4‘2 -I25 -.21-:4 -I? (I) % 1‘4 2“ 2‘6 3‘5 ‘1.2 -I28 -51 -;f- -I'f' EI} ?.’ 1:1 2‘1 2‘8 3‘5 -1‘2 -.’IZS -é‘ -;-1 _'7 E’) % 1’*1- 2‘1 2‘8 3‘5 4‘2

Time since last SS dose (Days) Time since last SS dose (Days) Time since last SS dose (Days) Time since last S5 dose (Days) Time since last SS dose (Days)



Resistance Analysis of Weekly
Islatravir Plus Lenacapavlir 1n
People With HIV at 48 Weeks

Pre-Existing
four main ARV Classes

(Baseline)

Primary Resistance to

Pre-existing primary resistance ISL+LEN B/FITAF All
substitutions, n/N (%) (n=52) (n=52) (N=104)
NRTI resistance 2/52 (3.8) 2/52 (3.8) 4/104 (3.8)
Any TAM?2 1/52 (1.9) 1/52 (1.9) 2/104 (1.9)
M41L 1/52 (1.9) 0/52 1/104 (1.0)
L74V 1/52 (1.9) 0/52 1/104 (1.0)
M184V/| 1/52 (1.9) 1/52 (1.9) 2/104 (1.9)
K219R 0/52 1/52 (1.9) 1/104 (1.0)
NNRTI resistance 2/52 (3.8) 0/52 2/104 (1.9)
K103N 1/52 (1.9) 0/52 1/104 (1.0)
V108l 1/52 (1.9) 0/52 1/104 (1.0)
Pl resistance 4/52 (7.7) 2/52 (3.8) 6/104 (5.8)
M46I/L 3/52 (5.8) 2/52 (3.8) 5/104 (4.8)
184V 1/52 (1.9) 0/52 1/104 (1.0)
INSTI resistance 0/51 2/49 (4.1) 2/100 (2.0)
T66A 0/51 2/49 (4.1) 2/100 (2.0)

aTAMs are M41L, D67N, K70R, L210W, T215F/Y, K219E/N/Q/R in RT.

ARV, antiretroviral; B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; INSTI, integrase strand transfer inhibitor; ISL, islatravir; LEN, lenacapauvir;
NNRTI, non-nucleoside reverse transcriptase inhibitor; NRTI, nucleoside reverse transcriptase inhibitor; Pl, protease inhibitor, RT, reverse transcriptase;

TAM, thymidine analog mutation.

Resistance Analysis of Weekly Islatravir Plus Lenacapavir in People With HIV at 48
Mo+ r+a~+ TREA

TWanslrao
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Resistance mutations

One participant in the ISL+LEN group met criteria for

post-baseline resistance analysis: 10,000+
* The participant had no pre-existing primary NRTI or _gl ; e
NNRTI RAMs and was viremic at Day 1 (HIV-1 RNA % 1,0001  { RT:No RAMs S e A 12
251 copies/mL) o okq 275 \243 182/'"'/ RT: Assay failure
e The participant did not have treatment-emergent % g 132
drug resistance and achieved sustained viral I g:_
suppression after Week 36 while maintaining ISL+LEN T
* The participant demonstrated adequate plasma ISL m——T—| : HT: ne F:m’ -
and LEN levels Screening0 4 8 12 16 20 24 28 32 36 40 44 48
* Single-genome analysis of longitudinal plasma Ei"sﬂlﬁ::;:‘; ® ® Week
sequences identified 15% (7/47) identical HIV-1 RNA ., I T T
sequences, suggesting clonal T-cell expansion may phenotyping:

have contributed to low-level viremia

Resistance Analysis of Weekly Islatravir Plus Lenacapavir in People With HIV at 48
Waeanlo AT 2NO &R Mo+ r+a~+ TREA



Conclusions

* In virologically suppressed adults with HIV-1 treated with oral once-weekly (QW)
islatravir (ISL) plus lenacapavir (LEN) for 48 weeks:

* High rates of virologic suppression were maintained
* One participant with pre-existing M184V/| also maintained virologic suppression
* No participant developed treatment-emergent HIV-1 drug resistance

* No concerns signal emerged about lymphocytes and CD4 count;

* PK profile supports QW dosing with apparently adequate forgiveness window



OW: GS—-4182, an oral prodrug of LEN

/ Phase la, randomised, blinded, placebo-controlled study evaluating safety and PKs:
/ In SAD cohorts, participants received a single dose of GS-4182 200 mg or 600 mg (for each dose: active treatment n=8, placebo n=2)
/ In MAD cohorts, participants received repeated doses of GS-4182 200 mg or 400 mg QW for 6 weeks (for each dose: active treatment n=9,
placebo n=3) in adults (aged 18-45 years) without HIV-1

LEN plasma concentration-time profile following LEN plasma concentration-time profile following QW
single oral administration of GS-4182 oral administration of GS-4182 for 6 weeks
woof 1T o o : 1,000 A @ GS-4182 200 mg QW x 6W (9 healthy volunteers)
\ ‘ ‘f‘E, 100 _ i § ® Gs-4182 400 mg QW x 6W (9 healthy volunteers)
1000? : jg _LI‘I—;_I_I i g
i ‘ ?% 10 _w | c 100 N
2 100 | 5] | % IQ = 4 (15.5 ng/mL)
2 : E : © CSUlTe o IS e—
E ol ‘ IQ4 (165 ngiml) ' & o1 ' = 10 A
£ : i ! T : 3 4 5 87 5! Q
§ ‘ i \ Time (days) | 8
3 : : [ S 1 1
g 1 : ©
a | : £
014, . __ .
3 0.1-
: giilzzzgg:;g 223 o T T 1 T T T 1 T T T T T
oo ’ 1 7 1216 25 3236 424650 57 64 71 78 85

1 4681012 15 18 22 25 29 36 43 50 D
Time (days) ays

/  ~2X higher LEN relative bioavailability was observed for GS-4182 compared with historic data for direct oral LEN administration
(19% and 15% for GS-4182 200 mg and 600 mg, respectively; 10% and 5% for LEN 300 mg and 600 mg, respectively)

—> Mean LEN concentrations on Day 7 following single doses of GS-4182 200 mg or 600 mg were above 1Q4
(efficacy target)

IQ, inhibitory quotient; MAD, multiple ascending dose; SAD, single ascending dose
Shaik N, et al. AIDS 2024. Abstract WEPEB117



QW: GS-1720, new oral INSTI taken weekly

/ Phase Ia trial in adults without HIV-1; Phase Ib in adults with HIV-1* (VL 5,000-400,000 c/mL,

CD4* T-cells >200 cells/ul)

/ Objectives: Phase Ia - PK, safety and tolerability; Phase Ib - antiviral activity (plasma HIV-

1 RNA change from BL to
Day 11 relative to historical placebo), safety and PK

A Phase IbGSE%%&%C%XUOﬂQ%@pr%HIeDay 1, Becor@l doge on Day 2

following a single 450 mg doset
e Historical placebo?

100.000 -

Mean (95% CI) change
from Day 1 to Day 118

174 (-245,-1.03) [EORue
218 (-2.37,2.00) EEAIAE
244 (285,200 QLA
S I -2.: 2.5, 190 Rk

10 — T T T T T T T 1 2 3 4 5 6 7 8 9 10 11 All p<0.0001 versus placebo
01 2 3 4 5 6 7 8 9 10 A A Time, days

Time, weeks Administration of GS-1720

10.000 {

(log,o c/mL)

1.000 -

100 +

GS-1720 plasma, ng/mL
Mean (95% CI) HIV-1 RNA chan

t,, median=9.4 days

* PK profile suitable for weekly administration

 Potent antiviral activity with a mean >2 log;, ¢/mL decline in HIV-1 RNA
(highest dose cohorts), comparable to currently approved QD INSTIs

* No treatment-emergent INSTI resistance was observed at Day 11; well-tolerated
*?Veitmnaﬁ Oi@am%ébeltgnd ﬁﬁegQI;TYanM/@ﬁé-lﬁ/eeks; 1GS-1720 (n=8) and matched placebo (n=2) was administered under fasting conditions as a single 450 mg

oral dose fHistorical 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; §n=7 per cohort

PK, pharmacokinetic; t,,, terminal half life. Fichtenbaum CJ, et al. CROI 2024. Oral presentation 1903



Fold Change in INST| Susceptibility
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In Vitro Resistance Profile for GS-1720, a Potent Once-Weekly
Oral InSTl in Clinical Development

METHODS

e (GS-1720 activity against HIV-1 reporter viruses containing integrase (IN) substitutions associated with INSTI class
resistance was assessed at Monogram Biosciences.

* Invitro resistance barrier was studied by serial passage of HIV-1 lllb- and HXB2-infected MT-2 cells in the presence of
increasing concentrations of GS-1720.

* GS-1720 was also evaluated in a 35-day fixed-dose viral breakthrough assay in HIV-1 Bal-infected human PBMCs.

Emergent viral variants were characterized genotypically and phenotypically.
= High-level resistance to GS-1720 requires at

- " ‘l‘lll'" least 3 IN mutations (G140A/S + Q148H/K

o ’
. lIIIIIlIIllllli'll"ll"lllllllllll’l""" llll;"" B8-1720 +|—?4|: TS7A or E1 SBNK)
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= (5S-1720 in vitro resistance profile is
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Yy YFrLFr Y Yy Yy

\ "'-Q- & n :_'-'4- oo, & -D- -
F
- L o
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Results

P1458 | D232N

1000 1
A124T | S153F

A124T [ A12BT / 5153Y
E157Q/E170Q

— GS-1720
—— Bictegravir (BIC)
—— Elvitegravir (EVG)

0 50 100 150 200 250 300 350

Days in Culture

Drug susceptibility of final selected viral passages in MT-2 cells:

EC;, Fold-Change (relative to WT)

Selected HIV-1,,, Virus Passage (P)

G5-1720,
P-16

HIV-1
input virus

Compound (Class)

GS-1720 (INSTI)

Bictegravir (INSTI)

Elvitegravir (INSTI)

Efavirenz (NNRTI, control)

GS-1720 Prevents Viral Breakthrough in PBMCs

o

T+ @+ @

Drug HIV-1gs. PBMCs
3

Day 0 Day 7

Fresh drug and activated PB

Day 14

i
H

Day 21

CECEET 3

Day 28

CEEEET 3

MCs added weekly

collect cell-free supernatants
isolate viral RNA

amplify IN region via RT-PCR
IN sequance analysis

Day3s

Viral Breakthrough in HIV -1y, <Infected Human PBMCs at Fixed INSTI

Concentrations

Fixed nM Drug Fraction of Breakthrough
Concentration Samples with Frequency Integrase Mutations (No.)
INSTIs (1Q) Breakthrough {%a)
GS-1720 6.2 (2.5) 0/48 0 NIA
Bictegravir 30 (2.5) 0/48 0 NIA
. TBBAIK (2), ES2A (1), TO7A
Raltegravir ﬁfqg:i::;fg“‘_rf 8 /44 18 (1), Q148R (1), V1511 (3),
min N155H (1)
. T66I/A (8), ES2A/G/Q (4),
45 (Ussua culture 20/ 44 45 S153A (2), N155H/S (6),

Elvitegravir

equivalent C_..)

R263K (3)

Hansen. CROI 2025. Abstr 724



QW: GS-1720 & GS-4182, WONDERS 1 study

/ Phase II/III randomised study

/ Oral QD GS-1720 + GS-4182 QW in virologically suppressed people living with HIV

/ GS-1720 (a novel a

treatment

nd potent INSTI) and GS-4182 (a novel oral prodrug of QW LEN) are
being developed as a first-in-class QW oral INSTI + capsid inhibitor combination for HIV

'ﬁwn Virologically suppressed | [ Endpoints
Primary: VL 250 c/mL at Week 24 (FDA Snapshot)
n=75 Secondary: VL 250 ¢/mL at Week 12 and Week 48 (FDA Snapshot)

J/

Estimated start of study

(/  Adults 218 years
/ VL <50 c¢/mL for 224 weeks
/  BIC/FTC/TAF use for 224 weeks
/ CD4 count 2200 cells/mm3
/ No history of exposure to LEN, GS-
1720
or GS-4182
/ No documented INSTI resistance
or failure
/ No history of or active HBV
infection
\/ eGFR 260 mL/min

~ Open-label randomised phase

J [ E September 2024

Open-label extension phase

| | |
Week 24 Week 48
\ 4 \ 4

Primary endpoint Secondary endpoint

GS-1720 (650 mg) + GS-4182 (300 mg)
oral QW (n=50)*

BIC/FTC/TAF oral QD (50 mg/200 mg/25 mg)
(n=25)

Participating countries in Phase Il:
. Canada, Puerto Rico, United States

J

*Participants will receive a 1-day oral loadi
Arribas J, et al. HIV Glasgow 2024. New tr

ng dose of GS-1720 (1,300 mg) and GS-4182 (600 mg) on Day 1
eatments and future combinations

GS-1720/GS-4182 oral QW STR




Outline

* Parenteral options
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Broadly
neutralizing
antibodies

gp120/gp41 interface

V1/V2 glycan **Not-yet in clinical trial studies;
' o CDA4 binding site
" Approximately 10-30% of AN LT
}HleldualS lchronlcally =7 e
infected wlth HIV-1 CAP2SEVRC26 25, PGS
develop antibodies L V3 givean
\ , , , 10-1074 (-LS), PGT121,
exhibiting exceptional Wi == st [t
b rea dt h C ap ab l e o f gp120/gpa1 interface @ e 9120 sient face
14 L **Not-yet in clinical trial studies
neutralizing a wide o

array of the circulating
viral strains;

gp41 MPER

Envelope glycoprotein
(Env)

* These antibodies, termed
‘broadly neutralizing
antibodies’ (bNAbs) ,

target conserved regions Thavarajah JJ. The Use of Broadly Neutralizing Antibodies (bNAbs) in HIV-1 Treatment and Prevention.
Viruses. 2024



Mechanisms of action

(2) Antibody-dependent

cellular phagocytosis (4) Antibody-dependent
(ADCP) cellular cytotoxicity
(ADCC)

FcyRla/

(5) Clearance of
infected cells

(3) Complement-dependent
cytotoxicity (CDC)

(1) Neutralization

Thavarajah JJ. The Use of Broadly Neutralizing Antibodies (bNAbs) in HIV-1 Treatment and Prevention.
Viruses. 2024



Activity

Viral activity

Viral reservoirs

PK

Resistance

Pros
Target conserved regions
of HIV-1's envelope
glycoprotein,
neutralizing diverse
strains
Some combinations have
shown reductions 1in the
intact proviral
reservoir
Long half-1ife (less

frequent dosing compared
to current ART)

Neutralization
sensitivity similar
after wviral rebound 1in

AHI

Cons
Effective only in 1if
sensitive strains: pre-
screening needed;
Long-term suppression
challenging without
combination therapy (22
bnAbs)
Mixed results. BnAbs cannot
fully eliminate the latent
HIV reservoir
Potentially reduced
penetration in tissue
reservoirs, e.g. brain (0.1%

plasma concentration in CSF)

Single DbNAb use leads to
rapid emergence of resistant
strains



Q6M: LEN + 2 bNADs, results of the Phase Ib
study

Virological results at Week 26 (FDA Snapshot)?!

LEN + TAB + ZAB LEN + TAB + ZAB

10 mg/kg (n=14)* 30 mg/kg (n=16)

The HIV-1 capsid inhibitor LEN was

. . VL 250 ¢/mL, n 3 0
evaluated 1n a twice-yearly
combination regimen with the bNADb WL<50C”mLQn _ 11 Lo
Teropavimab (TAB, GS-5423) and glgfence of virological data Week 0 1t
Zinlirvimab (ZAB, GS-2872) 1in a
randomised Phase Ib study / None of the participants in the high dose ZAB group

(NCT04811040) " experienced virological rebound (VL 250 c/mL) at 6

Participants received LEN + TAB months
with a low or high dose of ZAB!

— . all participants who received high-dose LEN, TAB and ZAB maintained viral
suppression, with no differences in safety or tolerability between dose groups!?

*Reasons other than AE/death or lack of efficacy (e.g. discontinued study drug due to investigator’s discretion, participant decision, lost to
follow-up, non-compliance with study drug, protocol violation,

pregnancy or study terminated by sponsor); tWithdrew from study after Week 12

TAB, teropavimab; ZAB, zinlirvimab

1. Cook PP, et al. HIV Glasgow. Abstract 023; 2. NCT05729568. Available at: https://clinicaltrials.gov/study/NCT05729568. Accessed February 2025



Lenacapavir, Teropavimab, and Zinlirvimab for
People Living With Virologically Suppressed HIV

= Multicenter, randomized phase Il study; TAB and ZAB are investigational bNAbs

Randomized 2:1 Wk 26 Wk 52
Adults aged 18-65 yr; l l
virologically suppressed LEN* 927 mg SC + TAB 2550 mg IV + ZAB 2550 mg IV Q6eM
>12 mo; on stable oral / (n - 53)
ART (<2 classes) for 212
mo; viral susceptibility — Extension phase

to TAB and ZAB; CD4+ . .
5200 cells/mm?: \ Stable Oral Baseline Regimen
HBV negative (n = 27)
(N = 80)

*Days 1 and 2: LEN 600 mg as loading doses.

* Primary endpoint: HIV-1 RNA >50 copies/mL per FDA snapshot at Wk 26

= Secondary outcomes: safety; CD4+ cell count change from baseline; LEN, TAB, and
ZAB pharmacokinetics; antidrug antibodies at Wk 26

Ogbuagu. CROI 2025. Abstr 151. Slide credit: clinicaloptions.com E

powered by Cea
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Baseline characteristics

LEN, TAB, and ZAB Oral Stable Baseline Regimen
n=53 n=27

Median (range) age, years
Female sex at birth, n (%)
Race, n (%)

Asian

Black

White

Other
Hispanic or Latine ethnicity, n (%)
Median (range) weight, kg
Median (IQR) BMI, kg/m?
Median (IQR) CD4+ T-cell count, cells/pL
USA region®, n (%)

46 (20-65)
8 (15)

1(2)
21 (40)
28 (53)

3 (6)
13 (25)

93 (56-156)
29.2 (25.5-33.8)
710 (552-895)

48 (91)

57 (28-65)
4 (15)

1(4)
8 (30)
16 (59)
2 (7)
7 (26)

87 (58-157)
29.2 (25.5-32.0)
738 (583-869)

19 (70)




Lenacapavir, Teropavimab, and Zinlirvimab: Efficacy,
Virologic Response, and Safety Outcomes at Wk 26

TR e = ] participant with virologic failure had
Parameter, n (%) +ZAB ART detectable HIV-1 RNA at Wk 12

=53 =27 : .
(n=53) (n=27) (resuppressed with no regimen change)
HIV-1 RNA 250 ¢/mL 1(1.9) 0 _
HIV-1 RNA <50 ¢/mL 51(962) 26 (96.3) — Ii%ys\éVIg 1|2, LEN concentrations lower than
No virologic data in Wk 26 1(1.9)" 1(3.7)f clow mean
window* ' ' — Wk 24:
*Last available HIV-1 RNA <50 c¢/mL for both persons with no virologic data in ] . )
window. "Discontinued early due to investigator discretion. *Discontinued early = Resistance to LEN detected (Q67H N cap5|d)
due to metastatic pancreatic carcinoma. |_ fZAB tb|t TAB
. " Losso susceptibility;
" Treatment-emergent ADAs: susceptibility unchanged from baseline
— Against TAB: n =6 (11.3%) (both concentrations similar to mean
through Wk 26)

— Against ZAB: n =9 (17%)
| Assay failure rate: 41/241 — WKk 29: restarted BlC/FTC/TAF

— n =99 of those assayed had susceptibility to = Most common AEs were ISRs;
TAB and ZAB most were grade 1 B

Ogbuagu. CROI 2025. Abstr 151. Slide credit: clinicaloptions.com

powered by Cea
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EMBRACE: CAB IM + N6LS Either IV or SC for People
Living With Virologically Suppressed HIV

= Multicenter, randomized, open-label phase llb trial; N6LS is an investigational bNAb

Stratification for N6LS Mo 6
IC4p > 0r <1.0 ug/mlL (Primary Endpoint) M‘1 24
Adults aged 18-70 yr; 22 x HIV-1 N6LS 60 mg/kg IV Q4M + CAB 400 mg IM QM"
RNA <50 copies/mL in 12 mo prior / (n = 50)

to screening; no history of ART
switch for VF; CD4+ cell count y R N6LS 3000 mg + rHUPH20 SC Q4M + CAB 400 mg IM QM*

—p

>350 cells/mm3; on stable ART (n = 49)
>6 mo; no active HBV infection;

N6LS phenotypic sensitivity* \

Oral SoC ART
(N = 125) (n = 26)

*ICqp <2.0 ug/mL and MPI >98% by PhenoSense mAb DNA assay. "CAB IM 600 mg loading dose given on Day 1.

" Primary endpoint: HIV-1 RNA >50 copies/mL at Mo 6 (FDA snapshot)

= Key secondary endpoints: CVF (2 consecutive HIV-1 RNA >200 copies/mL),
CD4+ cell count response, ISR, safety

Taiwo. CROI 2025. Abstr 203. NCT05996471. Slide credit: clinicaloptions.com E

powered by Cea
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hyaluronidase
extracellular matrix huma]n stbeUbEREoLUE
hyaluronidase space
PH20
hyaluronan > 1T N ¢ 7T
(hyaluronic acid) | ,

U S
U H

rHuPH20

Human hyaluronidase PH20 temporarily
degrades hyaluronan, increasing tissue permability



EMBRACE: Efficacy, CVF, and Safety Outcomes at
Mo 6

Efficacy (FDA Snapshot) = 4 of 5 participants with HIV-1 RNA >50 ¢/mL
100 - 96 96 mIVNGLS met CVF criteria
@ SC N6LS — IV N6LS arm (n = 2): neither with INSTI
80 - ® Oral SoC ART RAMs; both with N6LS I1Cy, >2 pg/mL
< — SC N6LS arm (n = 2): 1 participant with INSTI
v 60 - RAM; neither with N6LS ICyq >2 pg/mL
8 — All with CVF resuppressed with SOC ART
£ 40 - : . .
8 = No AEs leading to withdrawal in IV arm; no
50 - serious AEs related to CAB or N6LS
— |ISRs less frequent with IV vs SC N6LS
0 -
HIV-1 RNA HIV-LRNA  No data in IV N6LS Q6M + LA CAB selected for
250 copies/mL <50 copies/mL  window continued evaluation in part 2 of EMBRACE

Taiwo. CROI 2025. Abstr 203. Slide credit: clinicaloptions.com E

powered by Cea
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No Trend Was Observed for Median Change From Baseline
in CD4+ Cell Count Through Month 6

300 - —8-N6LS 60 mg/kg IV (N=50) —@—NG6LS 3000 mg + rHuPH20 SC (N=49) -@-Oral SOC ART (N=26)
250 A
200 -
150 -
100 -

cells/mm3

-- Baseline

50 -
-100 -
-150

Median (IQR) change from
baseline in CD4+ cell count,

2 N N
Fo § W N, ¥ P
n:
N6LS IV 50 48 48 50 49 50 49 47

N6LS SC 49 45 45 46 43 43 43 44
SOC 26 24 24 25 25 26 25 25

ART, antiretroviral therapy; BL, baseline; IV, intravenous; N6LS, VH3810109; rHuPH20, recombinant human hyaluronidase PH20; SC, subcutaneous; SOC, standard of care.
aMedian (range) CD4+ cell count at baseline: N6LS 1V, 602 (309-1210) cells/mm?3; N6LS SC, 759 (351-1635) cells/mm?3; SOC, 644 (307-1174) cells/mm3.

Taiwo. CROI 2025. Abstr 203.



Safety Summary

N6LS 3000 mg + rHuPH20 SC
N6LS 60 mg/kg IV SC Oral SOC ART

Participants, n (%) (N=50) (N=49) (N=26)
Any AE? 46 (92) 40 (82) 17 (65)

Grade 1-2 41 (82) 23 (47) 15 (58)

Grade 3 5 (10) 15 (31) 1(4)

Grade 4 0 2 (4) 1(4)
N6LS/CAB-related AEs 3P (64) 32 (65) —

Grade 3 0 8 (16)° -

Grade 4 0 0 —
Any serious AE 0 3 (6) 2 (8)

N6LS/CAB-related serious AEs 0 0 —
serious AEs

-ARS |ssdingsywiedeanalvell tolerated when givén 1V, with no AEs leading té Rithdrawal and no N6LS- or CRB-related

serious-AEs reported

* Participants receiving N6LS SC had 3 serious AEs and 3 AEs leading to withdrawal
* CAB LA QM safety and tolerability were consistent with product label

AE, adverse event; ART, antiretroviral therapy; CAB, cabotegravir; IV, intravenous; LA, long-acting; N6LS, VH3810109; QM, every month; rHUPH20, recombinant human hyaluronidase PH20; SC, subcutaneous; SOC, standard of care.

aAEs occurring in 210% of participants receiving N6LS 1V included injection site pain, fatigue, COVID-19, increased lipase, and headache. AEs occurring in 210% of participants receiving N6LS SC included infusion site erythema, injection site
pain, infusion site pain, infusion site induration, infusion site swelling, and injection site nodule. PIncluded infusion site erythema (n=6), infusion site swelling (n=3), infusion site induration (n=2), and injection site pain (n=1). ¢Included CAB-
associated injection site pain (n=1), hepatitis B reactivation (n=1), and anxiety and depression (n=1).



Proof-of-Concept Trial of Oral VH4011499 (VH-499), a New
HIV-1 Capsid Inhibitor

Double-blind, randomized, placebo-controlled, adaptive, proof-of-concept, phase 2a study

Inclusion criteria c VH-499 25 mg Q5D (N:7) EndPOIntS . .
- Aged 18-65 years o * Primary endpoint: Maximum change
. Naive to ART ‘§ VH-499 100 mg Q5D (N=6) from baseline in plasma HIV-1 RNA
= through Day 11
* HIV-1 RNA 23000 ¢/mL € S gd Y dooints: Safety. tolerabilit
. ndary endpoints: rabili
- CD4+ cell count=200 G econdary enchoints. Saiety, to'eraiity,
cells/mm? 5:6 phar.maco.klnetlcs, and exposure-response
- BMI 18.5-31.0 kg/m? Matching placebo Q5D (N=3) relationship
[ I I |
Day 1° Day 6P Day 11 Day 39
(=== = Primary endpoint
( J J
| |
VH-499 Locally sourced SOC cART
Monotherapy period Follow-up period

ART, antiretroviral therapy; BMI, body mass index; cART, combination ART; Q5D, every 5 days; SOC, standard of care; VH-499, VH4011499.

aThe decision to proceed with the VH-499 250 mg dose in part 2 was determined by an informal interim analysis conducted after participants completed their Day 11 visit in part 1 (VH-499 25 mg, n=7; VH-499 100 mg, n=6; placebo, n=2).
bParticipants received oral VH-499 or matching placebo on Day 1 (baseline) and Day 6.

Conference on Retroviruses and Opportunistic Infections; March 9-12, 2025; San Francisco, CA Griesel et al. CROI 2025; San Francisco, CA. Oral presentation 153.

NX-IT-HVX-PPT-250001



Participant Demographics and Baseline Characteristics

Parameter
Age, median (range), y

Male, n (%)
Race, n (%)
American Indian or Alaska Native
Black or African American
White
Ethnicity, Hispanic or Latin American, n (%)
Body mass index, median (range), kg/m?

Baseline CD4+ cell count, median (IQR),
cells/mm3

Baseline plasma HIV-1 RNA, median (IQR),
log,, ¢/mL

VH-499 25 mg

Q5D
(N=7)

31 (20-46)
7 (100)

0
0
7 (100)
5 (71)
24.5 (21.4-29.1)

489
(338, 655)

4.85
(4.53, 5.66)

VH-499 100 mg
Q5D
(N=6)

48 (41-62)
3 (50)

0
3 (50)
3 (50)
1(17)
25.0 (21.6-30.0)

462
(425, 546)

4.21
(3.92, 5.03)

25 (18-48)
6 (86)

4 (57)
0
3 (43)
7 (100)
24.3 (20.9-30.7)

481
(236, 734)

5.18
(4.38, 5.64)

Placebo

Q5D
(N=3)

27 (23-28)
3 (100)

0
1(33)
2 (67)
2 (67)

24.2 (23.5-26.3)

1027
(468, 1411)

5.11
(3.82, 5.21)

Total
(N=23)
31 (18-62)

19 (83)

4 (17)

4 (17)

15 (65)

15 (65)
24.3 (20.9-30.7)

481
(416, 655)

4.85
(3.98, 5.21)

Q5D, every 5 days; VH-499, VH4011499.
aSex assigned at birth.

Conference on Retroviruses and Opportunistic Infections; March 9-12, 2025; San Francisco, CA

NX-IT-HVX-PPT-250001

Griesel et al. CROI 2025; San Francisco, CA. Oral presentation 153.



Antiviral Activity

o
U1

-
o

in plasma HIV-1 RNA, log,, c/mL
AN

Mean (95% CI) change from baseline

5 | —-VH-499 25 mg Q5D (N=7)2 | |
i ——VVH-499 100 mg Q5D (N=6) - l
2.5 - VH-499 250 mg Q5D (N=7)
—A—Placebo Q5D (N=3)
'3 1 1 1 1 1 1 1 1 1 1
Baseline 2 3 4 5 6 7 8 9 10 11
= = 4
Study day Start SOC cART

Plasma HIV-1 RNA change from VH-499 25 mg Q5D  VH-499 100 mg Q5D Placebo Q5D
baseline (FAS) (N=7) (N=6) (N=3)
Maximum change, mean (SD), log,, c/mL -1.83 (0.51) -1.80 (0.45) -2.17 (0.43) -0.18 (0.20)

CcART, combination ART; FAS, full analysis set; Q5D, every 5 days; SOC, standard of care; VH-499, VH4011499.
an=6 for Days 2, 4, 7, and 9.

Conference on Retroviruses and Opportunistic Infections; March 9-12, 2025; San Francisco, CA Griesel et al. CROI 2025; San Francisco, CA. Oral presentation 153.

NX-IT-HVX-PPT-250001



Majority (19/20) of Participants Had No Emergent Genotypic
Capsid Inhibitor Resistance

* 19/20 participants receiving VH-499 Q5D had no emergent genotypic capsid inhibitor RAMs during monotherapy

* 1 participant receiving VH-499 25 mg Q5D had an emergent capsid inhibitor RAM (Q67Q/H) with a 3.9-fold loss
of phenotypic sensitivity by Day 11
* This participant achieved undetectable viral load (<50 ¢/mL) on SOC ART (DTG/3TC)

Resistance summary and viral load in participant
with emergent resistance to VH-499

ICsp, NM (M)

(®) qwyo °T6o|
VNY T-AIH ewseld ul
aulj@seq woJj abueyd

Study day
Capsid genotype: NA Q67 Q67Q/H Q67Q/H Q67Q/H

ART, antiretroviral therapy; DTG/3TC, dolutegravir/lamivudine; ICg,, half-maximal inhibitory concentration; NA, not available; Q5D, every 5 days; RAM, resistance-associated mutation; SOC, standard of care; VH-499, VH4011499.

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

NX-IT-HVX-PPT-250001



Favorable Safety Profile

VH-499 25 mg VH-499 100 mg Total VH-499

Participants reporting AEs during the Q5D Q5D Q5D

monotherapy period, n (%) (N=7) (N=6) (N=20)

Any AE 2 (29) 4 (67) 2 (29) 8 (40) 1(33)
Grade 1 1(14) 3 (50) 2 (29) 6 (30) 1(33)
Grade 2 1(14) 1(17) 0 2 (10) 0
Grade 3-5 0 0 0 0 0

AEs reported in >1 participant
Headache 1(14) 1(17) 1(14) 3(15) 1(33)
Vessel puncture site hematoma 0 1(17) 2 (29) 3 (15) 0

Drug-related AEs 0 3 (50)2 0 3 (15) 0

* No trends were observed in types of AEs, and each drug-related AE was only reported once

* No AEs leading to withdrawal, serious AEs, or deaths were reported

* There were no clinically relevant changes in laboratory parameters (eq, lipids, liver biochemistry), electrocardiograms,
or vital signs

AE, adverse event; Q5D, every 5 days; VH-499, VH4011499.
a3 participants reported 8 drug-related AEs.

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

NX-IT-HVX-PPT-250001



Q6I\/I VH-184, new third-generation INI

In vitro characterisation of VH-184: The anti-HIV-1 activity of VH-184 was assessed by assaying it against laboratory strains of HIV
NL432
and clinical isolates using MT4 cells and/or PBMC?

/ VH-184 exhibits anti-HIV activity comparable to that of DTG and CAB, and a superior resistance profile that retained antiviral activity
against second-generation INSTI-resistant isolates!

/  Phase | study: Double-blind, randomised, placebo-
controlled, first-in-human study of VH-184 in adults without

.12
HIV-1 - _ Antiviral activity of VH-184 against a panel of HIV-1
/ During Phase I, 84 participants were included (VH-184, molecular clones exhibiting INSTI-RAMs*!

n=63; placebo, n=21), all of whom completed the study?

/ 44 AEs were reported in 29 participants and were generally
mild, and none were serious?

N t,,: 22-28 hours; PK parameters increased by 1.5- s ® ”Ii"h”L””I’”I I '”'||M’1]]“

to 1.8-fold when comparing administration of VH- St ittty iy Attty ity
T T TTTTTTT TSI TS TT T TTTS '

g & 4V o 4V 4V V4 T ITTTT T T TTTPTT TS TTTT

&)

Fold Change in EC
<)

o 5 %

> o~ SN S
&b@,\@ ‘th R @1 @v ‘?-eq, _L%,,)q»} N q,\% %\2 &8 ‘&@ & i-bg;\ & Vs” & ,7 «.;A 41"\;%(1 7'Q-é & ‘3,% L @x\ g;b

Qg o o el & G Q S &
s o < \D’r,\ g“sp\x\

100 mg under fed vs fasted conditions SIS
% . . . L. . M Rilpivirine W VH4524184 = Dolutegravir Cabotegravir M Elvitegravir & ";Wl Q’\L\b e e

Ongoing: Phase lla oral trial in people living with

HIV

and phasedsAsinieci@l s snapshtiRIRAN $ Avpidtentdrivd a resistance profile different from second-generation INIs
1

*Variants that have not been tested are indicated by blank bars
PBMC, peripheral blood mononuclear cell
1. Seki T, et al. AIDS 2024. WEPEB114; 2. Rogg L, et al. AIDS 2024. Oral OAB2603



Phase 2a Study Design

Double-blind, randomized, placebo-controlled, proof-of-concept, phase 2a study

Inclusion criteria _ VH-184 10 mg Q3D (N=6) End!oomts | |
* Aged 18-65 years [= * Primary endpoint: Maximum change from
. Naive to ART § VH-184 50 mg Q3D (N=6)P baseline in plasma HIV-1 RNA through
* HIV-1 RNA 23000 ¢/mL £ bay 10 _ .
. CD4+ cell count 2200 T « Secondary endpomts.Ingetyr,]_toI(_arablllty,l |
cells/mm? 6:5 exposure-response relationship, immunologic
- BMI 18.5-31.0 kg/m? Matching placebo Q3D (N=3) effects, and treatment-emergent resistance
[ I I I |
Day 19 Day 44 Day 74 Day 10 Day 38
= = = Primary endpoint
\ J \ )
| |
VH-184 Locally sourced SOC cART
Monotherapy period Follow-up period

ART, antiretroviral therapy; BMI, body mass index; CART, combination ART; PA-ICy,, protein-adjusted 90% inhibitory concentration; Q3D, every 3 days; SOC, standard of care; VH-184, VH4524184.
aTarget concentration of 1 x PA-ICg,. PTarget concentration of 4 x PA-ICg,. Target concentration of 24 x PA-ICy,. Participants received oral VH-184 or matching placebo on Days 1 (baseline), 4, and 7.

Conference on Retroviruses and Opportunistic Infections; March 9-12, 2025; San Francisco, CA
Rogg et al. CROI 2025; San Francisco, CA. Oral presentation 152.



Participant Demographics and Baseline Characteristics

Parameter

Age, median (range), y

Male, n (%)?

Race, n (%)

American Indian or Alaska Native

Asian

Black or African American

White

Ethnicity, Hispanic or Latin American, n (%)
Body mass index, mean (SD), kg/m?
Baseline CD4+ cell count, mean (SD), cells/mm3

Baseline plasma HIV-1 RNA, mean (SD), log,, ¢/mL

VH-184 10 mg VH-184 50 mg

Q3D
(N=6)

34 (21-51)
6 (100)

1(17)
0

1(17)

4 (67)

3 (50)
23.9 (2.5)
387 (204)
5.00 (0.79)

Q3D
(N=6)

33 (19-59)
4 (67)

0

1(17)

0

5 (83)

2 (33)
23.0 (2.1)
596 (330)

4.74 (0.73)

31 (23-60)
6 (86)

2 (29)
0
0

5 (71)

7 (100)
23.6 (2.7)
491 (276)

4.32 (0.67)

31 (25-32)
3 (100)

0
0
2 (67)
1(33)
1(33)
24.1 (3.1)
661 (200)
4.42 (0.93)

Total
(N=22)

32 (19-60)
19 (86)

3 (14)
1 (5)
3 (14)
15 (68)
13 (59)
23.6 (2.4)

Q3D, every 3 days; VH-184, VH4524184.

aSex assigned at birth.

Conference on Retroviruses and Opportunistic Infections; March 9-12, 2025; San Francisco, CA

Rogg et al. CROI 2025; San Francisco, CA. Oral presentation 152



Rapid and Highly Potent Antiviral Activity, with No Resistance

* Antiviral activity?

* All VH-184 doses reduced 14 Maximum change
- © ] from baseline in
plasma HIV-1 RNA levels from £ 05- _ olasma HIV-1 RNA,
baseline through Day 10 3 £ il mean (SD), log,, ¢/mL
* These decreases are similar E 88 -0.28 (0.37)
to those seen with DTG % < 05
monotherapy (-1.51 to gg 1
—-2.46 log,, c/mL)* 53 -1.17 (0.46)
. ST -1,5
° ReSIStance % E —-VH-184 10 mg Q3D (N=6)
* No genotypic or phenotypic %é "2 1 —e=VH-184 50 mg Q3D (N=6) -2.15 (0.25)
resistance to VH-184 was Sc 25 VH-184 300 mg Q3D (N=7)
detected at the end of the ~ —A—Placebo Q3D (N=3)
: '3 T T T T T T T T T
monotherapy period (Day 10) Baseline 2 3 4 5 6 7 8 9 10
= = = 7\
Study day Start SOC cART

cART, combination antiretroviral therapy; DTG, dolutegravir; Q3D, every 3 days; SOC, standard of care; VH-184, VH4524184.

aFull analysis set.
1. Min et al. AIDS. 2011;25:1737-1745.

Conference on Retroviruses and Opportunistic Infections; March 9-12, 2025; San Francisco, CA Rogg et al. CROI 2025; San Francisco, CA. Oral presentation 152.



VH-184 Was Well Tolerated and Had a Favorable Safety
Profile

VH-184 10 mg VH-184 50 mg Total VH-184 Placebo

Participants reporting AEs during the
monotherapy period, n (%)

Q3D
(N=6)

Q3D
(N=6)

Q3D
(N=19)

Q3D
(N=3)

Any AE 2 (33) 3 (50) 3 (43) 8 (42) 2 (67)
Grade 1 2 (33) 3 (50) 2 (29) 7 (37) 2 (67)
Grade 2 0 0 1(14)2 1(5) 0
Grade 3-5 0 0 0 0 0

AEs reported in >1 participant
Vomiting 0 1(17) 1 (14) 2 (11) 0

Drug-related AESP 1(17) 2 (33) 2 (29) 5 (26) 0

* There were no observable trends in types of AEs; each drug-related AE was reported in 1 participant
* No serious AEs, AEs leading to withdrawal, or deaths were reported during the study period
* There were no clinically relevant changes in laboratory parameters, electrocardiograms, or vital signs

AE, adverse event; Q3D, every 3 days; VH-184, VH4524184.
aNon-drug-related AE of influenza-like illness was reported as grade 2 in the monotherapy period, improved to grade 1 during the follow-up period, and resolved 9 days after initial onset. PAll drug-related AEs were grade 1 (n=1 event each ¢

diarrhea, dizziness, fatigue, increased amylase, increased lipase, nausea, and vomiting).

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



Pipeline: Phase lla Proof-of Concept Studies

VH-184: Third-Generation INSTI'2 VH-499: HIV-1 Capsid Inhibitor3

" |nvitro activity demonstrated to DTG-and Maximum change from baseline in HIV-1
CAB-resistant viruses RNA through Day 11: 1.8-2.2 log,, ¢/mL
decline (highest seen with 250-mg dose)

= Maximum change from baseline in
HIV-1 RNA through Day 10: >2 log,, ¢/mL = 1 participant receiving VH-499 25 mg had an
decline with 50-mg and 300-mg doses emergent capsid inhibitor RAM (Q67Q/H)

= AEs grade 1/2; no serious AEs = AEs grade 1/2; no serious AEs

. 4 \ 4

Plan to investigate as LA Plan to investigate as LA
injectable for HIV treatment injectable for HIV treatment

1. Rogg. CROI 2025. Abstr 152. 2. Rogg. AIDS 2024. Abstr OAB2603. 3. Grisel. CROI 2025. Abstr 153. Slide credit: clinicaloptions.com E
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Q4M: New ultra-long-acting formulation of cabotegravir (CAB-
ULA)
/ Phase I dose-escalation study evaluating CAB 200 mg/ml SC + recombinant human

hyaluronidase PH20 and
CAB-ULA* SC or IM, in adults without HIV (aged 18-55 years), BMI 18-32 kg/m?

/ Study of PK, safety, tolerance, after single administration, over 52 weeks
Method of

administrat N
ion

Dose CAB200

Observed median and range (error bar)

(+ rHuPH20 10,000 IU) dose-normalised to 1,600 mg8

Al 800 mg (4 mL) sct 10 . CAB 200 IM median & 90% P!
C1 CAB-ULA SC
A2 1 600 mg (8 mL) sct 10 “ C2 CAB-ULA IM
= C3 CAB-ULA SC
A3 3 200 mg (16 mL) sct 2 §.5 G4 CAB-ULA IM
Not achieved - dosing strategy has not == -
progressed = 5 T -
Method of S 1
Dose CAB-ULA administrat N g S - \\\ﬁ\\_\§\§‘f:
ion Qg s \
o Sse
o8 i T ¢
cl 800 mg (2 mL) sct e T . -
+
c2 800 mg (2 mL) IM 8 0.025 -
C3 1 200 mg (3 rnL) sct 8 0 4 8 12 16 20 24 28 32 36 40 44 48 52
c4 1 200 mg (3 ml) mF 8 _ S
Time after LA injection, weeks
C5 1 600 mg (3 mL) mE 16

*CAB-ULA is a new formulation with higher CAB concentration than approved CAB200; TAbdominal; $Gluteus medius; §Error bars before Week 2 are not displayed for visibility
CAB200, CAB 200 mg/mL; IM, intramuscular; LA, long acting; PI, prediction interval;, rHuPH20, recombinant human hyaluronidase PH20
Han K, et al. CROI 2024. Abstract 130



Q4M: New ultra-long-acting formulation of cabotegravir (CAB-
ULA)

* CAB 200 SC + rHuPH20:1
/ ISR grade is dose-dependent, increasing grade with increasing CAB dose
/ ISRs occurred in all patients (n=22/22 patients) — development not continued
* CAB-ULA:?
/ SC: ISRs occurred in 100% (16/16) of participants; most common were erythema, nodule and pain

/ IM: ISRs occurred in 69% (22/32) of participants; most common was pain and except for 1, all
were mild (Grade 1)

/ Slower absorption and longer t;,, than CAB 200 mg/mL IM

/ CAB-ULA,,, for SC and IM was predicted to be >6x and > 2x that of CAB200 IM, respectively*
 New CAB-ULA formulation exhibits favourable tolerability and safety profiles with IM
doses up to 1,600 mg?

—

— « PK modelling predicts better plasma exposure with CAB-ULA IM at dose interval 24
BN \r:]e?rs]ltjgsapproved CAB200 Q2M Im?

—

* Ongoing: Further development of CAB-ULA Q4M IM for PrEP and treatment?!
« Development in combination with RPV ULA Q4M (data not available) by IM route?

*Current follow-up time is insufficient to calculate final t,,, value for CAB-ULA

Q4M, every 4 months

1. Han K, et al. CROI 2024. Abstract 130; 2. Ghosn J. Personal communication. February 2025
These representations/data refer to unpublished data, which can be made available upon request



QoM: VH-310, prodrug of CAB,
a'lfm) JjE\IHr@JI;LLonS (daraBtofa-IBlO, a prodrug of CAB, were studied pre-clinically in SC administration in rats (n=3 for

each formulation; 75 mg/kg) and macaques (n=3 for each formulation; 40 and 75 mg/kg)?!
/ Preclinical data suggests an apparent half-life >28 weeks in humans — formulations allowing SC injection every 6 months*
/ VH-310 was well tolerated in rats and macaques after SC injection!

Plasma concentration versus time curves in each macaque after injection of a single subcutaneous
dose of VH-310 at 40 or 75 mg/kg for formulation B of VH-310 and formulation B of CAB?

1,000 — 40 mg/kg ® 300 e 301 302

1 40 mg/kg ® 300 ® 301 302
5 75mg/kg ® 400 @ 401 402 c 1000 g/kg
c , 100 - = 75 mg/kg ® 400 ® 401 402
S E = 100 (| W"
g ED 10 — 3 - -
S - cSE 10
Qg =
g o 1 m C, —
c o <o 1 t,» 40 mg/kg dose = 82 weeks
EI 01 ?5 t,», 75 mg/kg dose = 67 weeks
g~ € 017
- 0
- 0.01 | | | | | | | | | | | | g 0.01 ! ! ! ! ! ! ! ! ! ! | |

0 6 12 18 24 30 36 42 48 54 60 66
Time, weeks

0 6 12 18 24 30 36 42 48 54 60 66 72
Time, weeks

— Upcoming: Potential use as injectable ARV 26 months?

1. Baker M, et al. AIDS 2024. Poster WEPEA028
2. HIV Glasgow 2024. The long-acting HIV treatment era is just beginning. Available at: https://hivglasgow.org/the-long-acting-hiv-treatment-era-is-just-beginning/. Accessed February 2025
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Challenges for Novel Antiretroviral Development in an Era
of Widespread tenofovir-disoproxil/lamivudine (or
emtricitabine)/dolutegravir availability (TLD) Availability

Cassandra Fairhead,"” Jacob Levi,'” and Andrew Hill™

"The Institute of Tropical Medicine and International Health, Charité Universititsmedizin Berlin, Berlin, Germany; and “Department of Pharmacology and Therapeutics, University of Liverpool,
Liverpool, United Kingdom

Eighth benchmark for which novel ART should aim:

* superior efficacy;

* high genetic barrier to resistance; § B —
* safety in hepatitis B coinfection;
* favourable drug interaction profiles;
* HIV2 efficacy; L e  —
 safety in pregnancy,
* long-acting formulation availability and
I S ) e e

« . K [N I N N N N N I N

e affordable pricing = B e




Comparison

Benchmark TDF/3TC/DTG DOR/ISL CAB/RPV

1 Efficacy in treatment-naive individuals Unsurpassed Likely noninferior to DTG + 2NRTI Noninferior to DTG + 2NRTI
2 High genetic barrier to resistance Yes No No
3 Safe in hepatitis B coinfection (hepatitis B surface antigen or Yes No No

hepatitis B virus DNA positive)
4 Effective against human immunodeficiency virus type 2 Yes No No
5 Safely coadministered with anti-tuberculosis medication Yes No No
6 Acceptable safety in pregnancy Yes Insufficient data Insufficient data
7 Course price per person per year <45 (generic) DOR $22 673-$5966 (no data for ISL) $20 643-$11 771
8 Auvalilability in long-acting formulations Under Studies held: ISL with lenacapavir Avalilable in injectable monthly or

investigation

under investigation

2-monthly formulation

Abbreviations: 3TC, lamivudine; CAB, cabotegravir;, DOR, doravirine; DTG, dolutegravir; ISL, islatravir;, NRTI, nucleoside reverse-transcriptase inhibitor; RPV, rilpivirine; TDF,

tenofovir-disoproxil.




lne plpeline by ‘'planned’
administration and by class

Class!?
VH-079 bNAD

N6LS (VH-109) PH20 bNAb
Zinlirvima b bNAD
Teropavimab bNAb
GS-3242 INSTI

GS-1219 INSTI

VH-310 CAB prodrug INSTI
VH-184

CAB ULA

RPV
GS-1614
GS-6212
VH-499

NRTTI

INSTI

CAl

INSTI

NNRTI

Class of ARV

e

GS-1720 PiEL

GS-4182 CAl

LEN300mg [T
MK-8507

No NRTI!
—>  Ulonivirine) [ No coverage for hepatitis

MK-8527 |z B I
ISL2mg | '

ISL 0.25 mg/DOR

LEN 25mg or 50 mg/BIC JijelVING]

0 4 8 12 16 20 24
QD QW Q2M Q3M Q4M Q6M

_ _ _ _ - L _ _Fre uency %f administration, weeks_ o _ _
ARV, antiretroviral; BIC, bictegravir; bNAb, broadly neutralising antibodies; CAl, capsid assembly inhibitor;, CAB, tabotegravir; DOR, doravirine; INSTI, integrase strand transfer inhibitor; ISL, islatravir

LEN, lenacapavir; NNRTI, non-nucleoside reverse transcriptase inhibitor; NRTTI, nucleoside reverse transcriptase translocation inhibitor; RPV, rilpivirine; QD, once daily; QW, once weekly; QXM, every X months
ULA, ultra-long acting. 1. Arribas J, et al. HIV Glasgow 2024. New treatments and future combinations; 2. Merck. Merck Provides Update on Phase 2 Clinical Trial of Once-Weekly Investigational Combination of MK-8507 and
Islatravir for

the Treatment of People Living with HIV-1. Available at: https://www.merck.com/news/merck-provides-update-on-phase-2-clinical-trial-of-once-weekly-investigational-combination-of-mk-8507-and-islatravir-for-the-treatment-of-
people-living-with-hiv-1/. Accessed February 2025



https://www.merck.com/news/merck-provides-update-on-phase-2-clinical-trial-of-once-weekly-investigational-combination-of-mk-8507-and-islatravir-for-the-treatment-of-people-living-with-hiv-1/
https://www.merck.com/news/merck-provides-update-on-phase-2-clinical-trial-of-once-weekly-investigational-combination-of-mk-8507-and-islatravir-for-the-treatment-of-people-living-with-hiv-1/

Conclusions

* Next generation antiretroviral regimens are of
paramount 1mportance:
* In ameliorating quality of life 1in PLWH;

* To offer newer options in those who are failing or
not tolerating their regimen.

* Objective criteria to guilide antiretroviral
treatment decisions other than virological
suppression are lacking, but fundamental for a
personalized medicine

*F'rom a strictly wvirological point of view,
current treatment are unsurpassed 1n terms of
potencv. Is 1t time for a vparadiaom shift?






