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Phase Il Efficacy and Safety of Switch From Complex Regimen to
Single-Tablet BIC/LEN in ARTISTRY-1

Study Design

Randomized phase Optional extension
g " » 4 N »
Primary endpoint
Week 0 at Week 43

» No prior exposure to LEN or resistance to BIC —
+ No HBV infection n= 186

L 1
Adults on a stable complex multi-tablet n = 371
regimen? BIC/LEN STR daily®
* HIV-1 RNA < 50 ¢/mL 21
BIC/LEN STR daily®

Continued complex

+ eGFR 2 15 mL/min multi-tablet regimen
4 .
A complex multi-tablet regimen was defined as a regimen which Endpoints:
contained any of the following: +  Primary: HIV-1 RNA 2 50 ¢/mL
« A boosted Pl or NNRTI plus 2 1 other third agent from a class (US FDA Snapshot algorithm) at Week 48
other than NRTI, or « Secondary: HIV-1 RNA < 50 ¢/mL at
= 2 2 pills/day, or requiring dosing more than daily, or Week 48; and change from baseline in
+ Parenteral agent(s) (excluding a complete long-acting injectable CD4 cell count at Week 48; safety
regimen) as well as oral agents « Exploratory: treatment satisfaction
. /

Orkin CM et al. .et al. CROI 2026: Abst. 181



Phase lll Efficacy and Safety of Switch From Complex Regimen to
Single-Tablet BIC/LEN in ARTISTRY-1

Baseline Demographics

BIC/LEN Complex Regimen Total
n=371 n=186 PRy A—
Age, years, median (range) 60 (22-84) 60 (24-75) 60 (22-84)
2 55 years, n (%) 288 (77.6) 139 (74.7) 427 (76.7)
Assigned female at birth, n (%) 64 (17.3) 36 (19.4) 100 (18.0)
Race,* n (%)
White 260 (70.1) 124 (66.7) 384 (68.9)
Black 64 (17.3) 33(17.7) 97 (17.4)
Asian 16 (4.3) 9(48) 25 (4.5)
Other® 12(32) 3(16) 15(2.7)
Hispanic or Latine = n (%) 80 (21.6) 42 (22 6) 122 (21.9)
Select comorbidities,?# n (%)
Dyslipidemia 244 (65.8) 133 (71.5) 377 (67.7)
Hypertension 190 (51.2) 90 (48.4) 280 (50.3)
Hyperglycemia/diabetes mellitus 91 (24 5) 42 (22 6) 133 (23.9)
Chronic kidney disease 49 (13.2) 29 (15.6) 78 (14.0)
Number of select comorbidities, n (%)
1 95 (25.6) 53 (28.5) 148 (26.8)
22 202 (54.4) 96 (51.8) 298 (53.5)
Number of select concomitant medications,’ n (%)
1 62 (16.7) 50 (26.9) 112 (20.1)
22 237 (63.9) 102 (54.8) 339 (60.9)
CrCl by Cockcroft-Gault, mL/min, median (Q1, Q3) 829 (664, 103.2) 824 (654 1002) 828 (660, 1026)
> 15 to < 30 mL/min, n (%) 3(08) 3(16) 6(1.1)
> 30 10 < 60 mL/min, n (%) 56 (15.1) 26 (14.0) 82 (14.7)

Orkin CM et al. .et al. CROI 2026: Abst. 181



Phase lll Efficacy and Safety of Switch From Complex Regimen to
Single-Tablet BIC/LEN in ARTISTRY-1

Baseline Disease Characteristics

BIC/LEN Complex Regimen Total
n=371 n=186 N = 557

CD4 count, cells/uL, median (Q1, Q3) 626 (457, 836) 579 (450, 747) 612 (456, 809)
History of AIDS, n (%) 43 (116) 24 (12.9) 67 (12.0)
Duration of HIV treatment, years, median (Q1, Q3) 28.3 (21.6, 32.3) 28.3 (21.4, 31.8) 28.3 (21.6, 32.1)
Number of ARV pills/day, median (range) 3.0 (2.0-11.0) 3.0 (2.0-8.0) 3.0 (2.0-11.0)

2 pills/day, n (%) 152 (41.0) 74 (39.8) 226 (40.6)

3 pills/day, n (%) 96 (25.9) 48 (25.8) 144 (25.9)

4 pills/day, n (%) 40 (10.8) 23 (12.4) 63 (11.3)

= 5 pills/day, n (%) 83 (22.4) 41 (22.0) 124 (22.3)
Twice-daily ARV dosing, n (%) 152 (41.0) 66 (35.5) 218 (39.1)
Reasons for taking a complex regimen ® n (%)

History of ARV resistance 297 (80.1) 153 (82 .3) 450 (80.8)

Intolerance to components of STRs 89 (24.0) 39 (21.0) 128 (23.0)

Contraindication to components of STRs 23 (6.2) 10 (5.4) 33 (5.9)
Historical drug class resistance,>® n (%)

NRTI 247 (66.8) 128 (68.8) 375 (67.3)

NNRTI 203 (54.7) 104 (55.9) 307 (55.1)

Pl 151 (40.7) 77 (41.4) 228 (40.9)

INSTI® 16 (4.3) 10 (5.4) 26 (4.7)

Orkin CM et al. .et al. CROI 2026: Abst. 181



Phase lll Efficacy and Safety of Switch From Complex Regimen to
Single-Tablet BIC/LEN in ARTISTRY-1

INSTI+ NNRTI (£ NRTI) PI+INSTI+NNRTI (+ NRTI)
(eg, bictegravir +doravirine + emtricitabine+ (eg, darunavir +etravirine + raltegravir +

tenofovir alafenamide) ritonavir)

7% 4% 3%
(n=41) (n=23 (n=17)

PI+NNRTI (+NRTI)
(eg, darunavir +
etravirine + ritonavir)

4% 3%
(n=20) (n=16)
INSTI+EI (NRTI)
(eg, lamivudine +
PI+INSTI+NRTI Other* INSTI+El+ NNRTI (£ NRTI) abacavir+

P1+INSTI (eg, cobicistat + darunavir + dolutegravir+ = (eg, darunavir+etravirine + (eg, etravirine + maraviroc + dolutegravir +
(eg, cobicistat + darunavir + dolutegravir) emtricitabine + tenofovir alafenamide) maraviroc + ritonavir) raltegravir) maraviroc)

Orkin CM et al. Lancet 2026



Phase Il Efficacy and Safety of Switch From Complex Regimen to
Single-Tablet BIC/LEN in ARTISTRY-1

Virologic Outcomes at Week 48

US FDA Snapshot Analysis Percentage Difference (95.002% CI)b
in HIV-1 RNA 2 50 c/mL
100 96.0 93 5

£ 80 @ BIC/LEN (n = 371) Favors BIC/LEN Favors complex regimen

% - >
2 m Complex regimen -
£ 60 (n = 186) 'S,
[+ % V-
o 40 )
£ 0.3 3
(¢ b i 2
a 20 g4 ) * : I
HIV-1 RNA HIV-1 RNA No Virologic Data? w;

2 50 c/mL < 50 c/mlL . I

n= 3 2 356 174 12 10 5 4 3 2 14 0 1 2 3 4 5
All three participants with HIV-1 RNA = 50 ¢/mL in the No treatment-emergent resistance to study

BIC/LEN group resuppressed or had low-level viremia drugs was detected through Week 48

without change in the assigned treatment

Orkin CM et al. .et al. CROI 2026: Abst. 181



Phase Il Efficacy and Safety of Switch From Complex Regimen to

Single-Tablet BIC/LEN in ARTISTRY-1

Table. Phase 3 Outcomes
BIC/LEN STR CR
(n=371) (n=186)
Change from baseline in CD4 count, cells/uL, median (Q1, Q3) ] 18 (-72, 98)° ] -12 (-82, 93)°
Safety outcomes, n (%)
Participants with 21 AE 305 (82.2) 157 (84.4)
=1 Grade 3/4 AE 51 (13.7) 26 (14.0)
21 serious AE 52 (14.0) 22 (11.8)
Participants with 21 DRAE 53 (14.3) 3(1.6)
=1 Grade 3/4 DRAE 2 (0.5) 0
=1 serious DRAE 1 (0.3)¢ 0
Participants with 21 AE leading to premature study treatment 6 (1.6)° 1 (0.5)f
discontinuation
Death 5(1.3)9 0
Treatment satisfaction (HIVTSQ status version) total score at 55 (10.4" 55 (9.4)
baseline, mean (SD)"
Change from baseline at Week 48* +7 (10.6)' 0 (9.6)"

BIC/LEN STR mantuvo altos niveles de VSy no fue inferior a RC en W48. BIC/LEN fue generalmente bien

tolerado y condujo a una mayor satisfaccidén con el tratamiento. Estos resultados apoyan BIC/LEN STR como

una opcidn de tratamiento nuevay eficaz para la PWH en una RC.
Orkin CM et al. .et al. CROI 2026: Abst. 181




Phase lll Efficacy and Safety of Switch From Meissner E et al. .et al.
B/F/TAF to Single-Tablet BIC/LEN in ARTISTRY-2 CROI 2026: Abst. 513

« ARTISTRY-2 (NCT06333808) is a Phase 3, randomized, double-blind, active-controlled
multicenter trial

Study Design of ARTISTRY-2

r

Randomized, doAuble-innd phase Optional oper-label phase
r \

A\
Primary endpoint at
Wetlak 0 Weels 48

Adults aged = 18 years on B/F/TAF .
- HIV-1 RNA < 50 ¢/mL n = 383 BIC/LEN STR once daily?

* No chronic HBV infection? n=191 + PBO®
* eGFR > 30 mL/min

* No prior exposure to LEN 2:1 ELBOS BIC/LEN STR once daily’
* Noresistance to BIC or TAF Continued B/F/TAF STR once daily

Endpoints
* Primary:

¢ HIV-1 RNA = 50 c/mL (US FDA Snapshot algorithm; 4% noninferiority margin) at Week 48
+ Secondary:

* HIV-1 RNA < 50 ¢/mL (US FDA Snapshot algorithm) at Week 48

* Change from baseline in CD4 cell count at Week 48

* Treatment-emergent AEs through Week 48



Phase lll Efficacy and Safety of Switch From Meissner E et al. .et al.

B/F/TAF to Single-Tablet BIC/LEN in ARTISTRY-2 CROI 2026: Abst. 513

Virologic Outcomes at Week 48 (US FDA Snapshot Analysis)

Virologic Outcome at Week 48 Percentage Difference in HIV-1 RNA 2 50 c¢/mL:
BIC/LEN vs B/FITAF

Favors BIC/LEN Favors B/F/TAF

<

100 93.5 90.6 .
B BIC/LEN (n = 383) Z
® 80 3.
o B B/F/TAF (n = 191) 3
t 60 0.3 3.
(] o
5 - & ' =
S 40 -1.9 2.4 =
= 3
a 20 8.4 g
1.3 1.0 5.2 : 5
0
HIV-1 RNA 250 ¢/mL2  HIV-1 RNA <50 ¢/mL No Virologic Data® 5 4 3 2 1 0 1 2 3 4 5
n= 5 2 358 173 20 16 Percentage Difference (95.002% Cl)¢

Estos resultados son consistentes con los de ARTISTRY-1 y apoyan el uso de BIC/LEN STR para

ampliar las opciones de tratamiento para las PWH con CV suprimida



Once-Weekly Islatravir Plus Lenacapavir

Maintains HIV-1 Suppression Through 96 Weeks: Phase Il Study

Figure 1. Study Design

Randomized Phase Extension Phase
Eligibility

criteria

* Aged 218
years

* On B/F/TAF for Early Switch:
26 months ISL 2 mg + LEN 300 mg oral® 96 weeks of
(24 weeks) ISL+LEN

» HIV-1 RNA
<50 copies/mL  N=1062
for 26 months 11
(24 weeks)

* No history of
virologic failure Late: Switch:

+ CD4+ T-cell ISL 2 mg + LEN 300 mg 48 weeks of

count 2350 oral® ISL+LEN
cells/puL

« Lymphocyte | |
count 20.9x10° ) ) § _ —3
cells/puL [

+ No HBV D1 W12 w24 w48 Visits every W96
infection 12 weeks

T s

Colson A, etal. CROI 2026, 22-25 de febrero de 2026 Abst. 516



Once-Weekly Islatravir Plus Lenacapavir

Maintains HIV-1 Suppression Through 96 Weeks: Phase Il Study

Figure 2, Study Week 96 Virologic Outcomes for Early Switch Group and Late Switch Group

< 100 - 97.8
= 88.5 m Early Switch Group
a (96 weeks on |SL+LEN)
c 80 -
m
a
Q
t 60 1 » Late Switch Group
a (48 weeks on ISL+LEN)
) 40 -
c
2
’é 20 - 1.5
° 0 0 2.2
g , =1 . -
HIV-1 RNA HIV-1 RNA No data in window HIV-1 RNA HIV-1 RNA No data in window
250 copies/mL <50 copies/mL 250 copies/mL <50 copies/mL
n= 0/52 46/52 6/52 0/45 44/45 1/45

ISL. islatravir; LEN, lenacapavir

— No se detecto resistencia emergente al tratamiento

Colson A, et al. CROI 2026; 22-25 de febrero de 2026 Abst. 516



Once-Weekly Islatravir Plus Lenacapavir

Maintains HIV-1 Suppression Through 96 Weeks: Phase Il Study

Figure 3. (A) CD4+ T-cell and (B) Lymphocyte Changes
A Change in CD4+ T=cell count (cells/pL)

Late Switch Group (B/F/TAF)
-8 Early Switch Group (ISL+LEN)

Late Switch Group (ISL+LEN)
Extension Phase (Late Switch

300 Group switch to ISL+LEN at W48)
= 200 - e
o (=22, 85)
5 & 100 4
@5 0
€5
3 -100 -
= -33

-200 - (-86, 20)

-300 T T T T T T T T T T 1

BL W12 W24 W36 W48 W60 W72 W84 W96 W108

Early switch Study Week

n= 52 52 50 49 50

49 46 46 45 46

Figure 4. (A) Weight and (B) BMI Changes
A Change in Body Weight (kg)

Late Switch Group (B/F/TAF)
_ === Early Switch Group (ISL+LEN)

Median (IQR)
change

Late Switch Group (ISL+LEN)
Extension Phase (Late Switch
Group switch to ISL+LEN at W48) 0.1
(-2.0, 2.3

hbhbhioapwso,
'l L il ' 'S L L

L ! |
0.1
(=2.6, 1.8)
BL w12 W24 W36 w48 W60 W72 w84 W96
Early switch Study Week
n= 52 52 50 49 50 48 46 46 46

ELISL+LEN oral unavez a la semana mantuvo altas tasas de supresionvirolégica y fue bien tolerado.
Estos resultados apoyan a ISL+LEN como un posible primer régimen de tratamiento oral completo

unavez a la semana para el VIH-1.

Los estudios de fase 3 (ISLEND-1, NCT06630286; ISLEND-2, NCT06630299) estan en curso.



Thakkar N et al. CROI 2026: Abst. 175

Injectable HIV-1
Capsid Inhibitor

VH4011499 (VH-
499) Formulation

Supports Ultra-
Long-Acting
Dosing

Figure. Concentration vs time profiles after intramuscular or subcutaneous administration
of VH-499.

Intramuscular

Subcutaneous

VH-499 Mean (SD) Concentration (ng/mL)

0 4 8 12 16 20
Time (Weeks)

* 100mg -e 200mg -+ 400 mg

VH-499, VH4011499.

48 sujetos VIH (-)

Las inyecciones de dosis Unica de VH-499 tanto IM como SBC fueron
bien toleradas. RSl 75%. < de 3 dias de duracién

Absorcidon mas lenta a través de la administracion de SBC

Potencial de soportar los intervalos de dosificacion de ULA (es decir, 24
meses) hetero o autoadministrada.

24




Integrase Inhibitors: The Cornerstone of
Next-Generation HIV Therapy

OH O
F F O~ ~v"~O< Strand transfer is vital for viral replication. Despite FDA-
\CL,H SN NS i approved inhibitors, resistance and side effects
3
o necessitate new agents.
4 This review covers
Br 0 Targeting LEDGF/p75-integrase interaction reduces viral recent advancements in

load and overcomes INSTIs inhibitor resistance. integrase inhibitors,
focusing on new

compounds, their
mechanisms, and their
evolving role in HIV
treatment.
Natural products from plants, microorganisms, and marine
organisms offer promising potential for discovering new HIV
therapies.




Safety, Pharmacokinetics, and Antiviral Activity of GS-3242, a Novel
Long-Acting Injectable InSTI

Phase 1a: GS-3242 Concentrations Following a Single Intramuscular (IM)
Dose in People without HIV-12

- -
o =]
[ s
L 1

Mean (SD) GS-3242 Plasma
Concentration, ng/mL
3
L

10"~

T T T T T T
0 5 10 15 20 25 30 35 40 45 50

Weeks

These PK data support a dosing interval of at least 4 months

Gupta S et al CROI 2026; 22-25 de febrero de 2026 Abst. 174; 521



Safety, Pharmacokinetics, and Antiviral Activity of GS-3242, a Novel
Long-Acting Injectable InSTI

Phase 1b: GS-3242 Shows Potent Antiviral Activity

0=
Mean (95% ClI) 1
HIV-1 RNA )
Change
(log,, copies/mL) Mean (95% CI) change
at Day 11:
2 175 mg; N=s
._.\‘ 450 mg; N=6
L JETIEYTEITY 900 mg; N=8
'3 | Ll L Ll L] ] g L] Ll L |
D1 D6 D11
’ 4 Study Day

GS-3242 administered on D1 & D2°*

Gupta S et al CROI 2026; 22-25 de febrero de 2026 Abst. 174; 521



Nonclinical Pharmacology of GS-3242, a Novel Long-Acting
INSTI in Clinical Development

Figure 3. Activity of GS-3242 Against an INSTI-r Mutant Panel

HIV-1 site-directed integrase mutants (n=15):

L741 L7411 E138K E138D
L74] E92Q G118R E138K G140S E138K G140S G140S S147G
E92Q G118R Y143R Q148R N155H R263K G118R N155H S230N Q148K Q148R Q148R Q148R Q148H N155H

GS-3242

Bictegravir

Cabotegravir

Elvitegravir

ECs, Fold-change (FC) relative to WT: - 3.0-10 -

GS-3242 es un INSTI novedoso, potente y selectivo con un perfil farmacologico favorable. Estos datos

respaldan los ECA en curso de GS-3242 como componente de un régimen de tratamiento LAl para PWH.
Hensen D, et al. CROI 2026. Poster 521




Pharmacokinetics and Evaluation of Potential Dosing
Regimens for Long-Acting VH4524184 (VH-184)

A 1e+01; B 1e+01
c - g Il
S 1e+00+k 5 1e+00 ﬂ
© il W S 1
2 N e [
8 . 8 :
S E 1601 3 £ 1e-01
4+ X -
> >
= a
o &,
& 1e-02! & 1e-02
® o
= =
le-03 01— : . 4 | . 1 1e-03] | | | I | ! ]
¢ 1 2 3 4 5 6 7 0 1 2 3 4 5 6 7 8
Time, months Time, months
Formulation A low dose SC =~ Formulation A high dose SC Formulation B low dose SC - Formulation B high dose SC
- Formulation A medium dose SC Formulation A IM - Formulation B IM

Las formulaciones de VH-184 LAI fueron bien toleradas y demostraron un perfil PK favorable, con ambas formulaciones

mostrando una vida media extendida, apoyando la dosificacion de accidon prolongada.

Back H.et al. CROI 2026: Abst. 176



Third-Generation InSTI VH4524184 (VH-184) Has an Enhanced
Resistance Profile vs Bictegravir

SAILING
mVH-184 mBIC DAWNING
- = 30
24 =
0>03 £ 20
Q
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r -l 5 - N
N o
~
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VH-184 demostro una potencia y un perfil de resistencia mejorados frente a BIC, reteniendo la actividad contra los virus

pseudotipados resistentes a INSTI de segunda generacidn.

Underwood M, et al. CROI 2026: Abst. 554



LAI de inhibidores capside e INSTI de 32 GENERACION

LEN

+

GS-3242

VH-184

VH-499




DOR/ISL (100/0.25 mg) frente a BIC/FTC/TAF para el tratamiento inicial del VIH-1:
resultados a la semana 48 de un estudio de fase IlI

Population

"+ Adults with plasma HIVN
1 RNA 2500 copies/mL
at screening

+ Treatment-naive

*» No documented or
known resistance to
study intervention?

+ No active hepatitis B /

3Based on the following list of RAMs

DOR specific RAMs:V106A/M,
V108l,Y188L, H221Y, P225H,
F227CILV, M230I/L, L234I,
P236L, Y318F

NRTI RAMs: K65R/E/N,

T69insert, K7T0E, Q151M, M184I/V, or
23 TAMs (M41L,

D67N, K70R, L210W, T215F/Y,
K219E/Q)

DORJ/ISL (100/0.25 mg) and placebo to BIC/FTC/TAF

Randomized 1:1 taken once daily
(stratified by

screening HIV-1
RNA & CD4+
T-cell count) BIC/FTC/TAF and placebo to DOR/ISL (100/0.25 mg)

taken once daily

! | | I l

Screen Day 1 i Week 48 Week 96 Week 144
utility analysis
(Baseline) HIV-1 RNA
100,000
copies/mL

Primary Efficacy Endpoint: HIV-1 RNA <50 copies/mL
(FDA snapshot approach, non-inferiority margin =10%)

CROI 2026; Febrero 22-25, 2026 Abst. 177



DOR/ISL (100/0.25 mg) frente a BIC/FTC/TAF para el tratamiento inicial del VIH-1:
resultados a la semana 48 de un estudio de fase Ill

(non-inferiority margin: lower bound of the

Treatment Difference 1.2 (95% Cl =3.7, 6.2)
2-sided 95% CI greater than =10%, p<0.001)

100 - 1 = DOR/ISL (100/0.25 mg) n=269
91.8 90.6 u BIC/FTC/TAF n=267
@ 80 -
c
S
'S Resistencia en dos pacientes tratados
E 60 - con DOR/ISL
'S
S 40 - — \
et Discontinued due to
o lack of efficacy
@ + 4 DOR/ISL
a 20 - + 2 BIC/IFTC/TAF
29 3.4 5.9 6.0
0 . —— 1
n=247 n=242 n=6 n=9 n=16 n=16
HIV-1 RNA <50 copies/mL HIV-1 RNA 250 copies/mL No data in window

CROI 2026; Febrero 22-25, 2026 Abst. 177



DOR/ISL (100/0.25 mg) frente a BIC/FTC/TAF para el tratamiento inicial del VIH-1:
resultados a la semana 48 de un estudio de fase lll

n (%) of participants DORASL (100/0.25 mg) BIC/FTC/TAF Treatment Difference
n=269 n=267 (95% CI)2
One or more AEs 228 (84.8) 235 (88.0) -3.3(-9.2,2.6)
Drug-related® AEs 38 (14.1) 48 (18.0) -3.9(-10.1,24)
Grade 3-4 AEs 31(11.5) 28 (10.5) 10(-44,64)
Drug-related® grade 3-4 AEs 3(1.1) 4 (1.5) -04(-2.8,1.9)
Serious AEs 22 (8.2) 19 (7.1) 1.1(-36,57)
Drug-related® serious AES 2(0.7) 0(0.0) 0.7(-0.7,2.7)
Discontinued due to AEs 3(1.1) 6 (2.2) -1.1(-3.8,1.3)
Discontinued due to drug-related® AEs 2(0.7) 10.4) 04(-14,23)
3Based on Miettinen & Nurminen method. *Considered by the investigator to be related to the study intervention
Most common drug-related AEs (>2%) 2 drug-related serious AEs in DOR/ISL group 3 reported HBV infections in DOR/ISL group
+  Weight increased (2.6% vs 3.4%) *  Drug reaction with eosinophilia and systemic + All anti-HBs negative and anti-HBc negative
+  Headache (2.2% vs 3.4%) symptoms at enrollment
Glomerular filtration rate decreased *  Drug-induced liver injury (did not meet Hy's Law) + 2 anti-HBc detected after ALT elevations,
(0.7% vs 3.0%) 2 deaths in BIC/FTC/TAF group (not drug-related) continued DQR”SL -
Abdominal distention (0.4% vs 22%) * Alcoholic cirrhosis ' Qiiiiﬁﬁuﬁs'é&ﬁ'gf P s;}:ﬁg .

+ Dilated cardiomyopathy BIC/FTC/TAF

CROI 2026: Febrero 22-25. 2026 Abst. 177



Levis B, et al. CRO/
2026: Abst. 527

Outcomes for

Individuals Who
Initiate
CAB+RPV LA In
OPERA With
Viral Loads =50
vs <50
copies/mL

Table: Characteristics and outcomes of individuals initiating CAB+RPV LA by VL

at initiation

VL <50 copies/mL

VL >50 copies/mL

at initiation at initiation
(N =4,587) (N =582)
Age, median years (IQR) 38 (32, 50) 40 (32, 51)
Age 250 years, n (%) 1,124 (25) 155 (27)
Female sex, n (%) 668 (15) 153 (26)
Black race, n (%) 1,950 (43) 313 (54)
Hispanic ethnicity, n (%) 1,442 (31) 122 (21)
Mental health Dx, n (%) 1,767 (39) 276 (47)
Substance misuse, n (%) 897 (20) 161 (28)
Completed initiation 4,196 (91) 529 (91)
On regimen at study end,
regargless of discon)fcinuation, n (%) 3,273 (78) 388 (73)
Months on CAB+RPV LA
regimen, median (IQR) 16:9;-26; 1515 28)
>1 VL after initiation, n (%) 4,000 (87) 502 (86)
Last VL <50 /mL, n (%) 3,786 (95) 399 (79)
Achieved suppression, n (%) NA 439 (87)
CVF, n (%) 43 (1) 7 (2)

CVF, confirmed virologic failure; ¢/mL, copies per milliliter; Dx, diagnosis; INSTI,
integrase strand transfer inhibitor; IQR, interquartile range; n, number; VL, viral

load
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Outcomes for

Individuals Who
Initiate
CAB+RPV LA in
OPERA With
Viral Loads =50
vs <50
copies/mL

CONCLUSIONES

Los individuos que iniciaron CAB+RPV LA con VL 250 ¢/mL
(uso fuera de ficha técnica) lograron resultados similares a
los que iniciaron con VL <50 ¢/mL
* La mayoria de los individuos en el grupo VL <50 ¢/mL
mantuvieron la supresion;
* Un elevado porcentaje de PWH en el grupo VL 250
c/mL logré la supresion
* (Casi todos permanecieron suprimidos en el ultimo
seguimiento.
El fracaso virologico confirmado fue raro en esta poblacion,
independientemente de la VL en el inicio.
Estos hallazgos refuerzan CAB+RPV LA como una terapia
versatil y efectiva para una poblacion diversa, incluidos
aguellos que tienen problemas con la adherencia o la
tolerabilidad a los regimenes orales.
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Virologic Outcomes
After LA ART Initiation
With and Without
Viremiain

2 Large US Clinic
Cohorts

Nguyen M, et al. CROI 2026:
Abst. 528

Clinical Outcomes
Among Patients on
Injectable
CAB/RPV With
and Without
Viremia at 8 US
Clinics

Chen NY, etal. CROI
2026: Abst. 530

Week 24
Outcomes of Long-
Acting Injectable
ART in People With
HIV and
Suboptimal Viral
Suppression






Twice-Yearly Subcutaneous Lenacapavir for PrEP: Updated
HIV-1 Incidence and Safety Data in PURPOSE 1

HIV Incidence at Primary Analysis and End of Randomized Blinded Phase in PURPOSE 1
FRACASOS DE LENACAPAVIR

3 1 2.02 1.69
La participante A recibio todas las inyecciones de LEN a (1.44-2.76) (0.96-2.74) 1.98 .
tiempo (tltima dosis 182 dias antes del diagndstico) y (1.48-2.60) 1.86
tenia una concentracion de LEN de 44,6 ng/mL. 3 (1.19-2.77)
La participante B recibié LEN 487 dias antes del a\:
diagndstico y tenia una concentracion de LEN de 0,65 =3 2 . = LEN
ng/mL en el momento del diagndstico . &
No se informaron nuevos problemas de seguridad con S
LEN vy laincidencia de reacciones en el sitio de inyeccion T
(ISR) en el grupo LEN fue similar a la del analisis primario, g = FITAF
sin nuevas interrupciones debido a ISR. §
£ 19
£ = FITDF
>
- 8.00 (© o(:?c;’.zs)
En este andlisis actualizado con un @009
.. , 0
seguimiento mas largo, LEN SBC ks 39 16 2 62 2
Semestral se ma ntuvo Segu ro’ bien PY of follow-up: 1939 1932 949 2832 2625 1289

Primary analysis? End of randomized blinded phase

tolerado y altamente eficaz para la
P rE P d el Vl H e nt re |a sm uJ eres attributed to F/TAF and F/TDF, respectively, occurred after study drug discontinuation.

One case attributed to LEN occurred in a participant receiving open-label F/TDF after discontinuing LEN; 4 and 2 cases

F/TAF, emtricitabine/tenofovir alafenamide fumarate; F/TDF, emtricitabine/tenofovir disoproxil fumarate; LEN, lenacapavir;
PY, person-years.

Cl Sge nero. sBekker LG, et al. N Engl J Med. 2024,391:1179-92.
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HIV Incidence and Resistance in LEN-Randomized Participants
During PURPOSE 1 and PURPOSE 2

~

Study ‘ Presented ‘ ReSISta.\nce Participant B Randomized Blinded Phase
mutations
B Open-label F/TDF
Previousl Week 13
PURPOSE 2 presentezm N74D A é‘m é LEN SC injection
PURPOSE 2 Previously N74D B a 3 Week 26 © Negative HIV test
presented’? o000 & e ® HIV diagnosis
/ These g 3 @ Week 52
PURPOSE 1 e N74D C (new) ceee @ e e £
; Switched to open-
These '. Missed study visits2 label F/TDF
AUHRER presentations - Y () = ) Week 95
These
PURPOSE 2 . Q67H, K70R E (new)
\ presentations

20

30 40 50 60 70 80 90 100

Of the 5 HIV infections acquired on LEN in the PURPOSE studies, 3 had the N74D resistance mutation

Cox S et al. CROI 2026: Abstracts 130



LEN Resistance Likely Emerged Due to Monotherapy

HIV resistance mechanisms Baseline infections':2
o ¥
[ .
—_—
AggEOtheraPy — PURPOSE STUDIES

,53} Participants can acquire 8

(.Qh HIV while on Study drug Baseline infections in LEN group
o ¥ !

. B [ |
Resistance PURPOSE 1 PURPOSE 2
mechanism 4 4

. . Baseline infections Baseline infections
—> Transmitted drug resistance
fjs‘:_?\ Participants can acquire HIV =~ ===~~~ =77 1 l
la ar that already has a resistance W _____
mutation present " Evaluate circulating \I @ ‘%
: resistance mutations : 2 2
L in the population | N74D N74D

Resistance mutation

All baseline infections were wild type prior to receiving LEN injections

N74D emerged in 4 of 8 cases

Cox S et al. CROI 2026: Abstracts 130



Final Results of the ANRS PREVENIR Study With Daily or
On-Demand Oral PrEP With TDF/FTC in Paris

Objetivo primario ver si se conseguia una reduccion de la incidencia de VIH
de un 15% en la ciudad de Paris

Open-Label Prospective Cohort Study in the Paris Region

n > 3,000 May 3¢ 2017 May, 2d 2025

i TDF/FTC H
+ HIV-negative high risk adults Daily Show 15% reduction
in new HIV diagnoses

* Inconsistent Condom use
| pmmnd among MSM and TGW

+ eGFR > 50 mL/mn
« HbS Ag negative if On Demand TDF/FTC in the Paris Region

« Diaria 0 a demanda y podian cambiar

« Seguimiento cada 3 meses y desde mayo de 2021 cada 6 meses

« Screening ITS no de rutina lo que decidiera el clinico

« Se aconsejaba sobre el uso de condones, geles, reduccion de Riesgo y adherencia.
Ademas Q de comportamiento sexual

Molina JM et al. CROI 2026. Abstract 127



Final Results of the ANRS PREVENIR Study With Daily or

Post-hoc classification of PrEP
users in 3 categories

Daily PrEP users (38.4%)
daily PrEP > 78% of FU
Median Daily use: 100% (89.5-100)

On demand PrEP users (38.3%)
on demand >75% of FU
Median On demand: 100% (30.9-100)

Switch users (23.3%)
Median Daily use: 50% (37-62)

Study Discontinuation
Incidence/100 PY

Daily PrEP users: 15.0
On demand PrEP users: 174
Switch users: 12.8

Probab:nlty of PrEP or study discontinuation

og-rank P<0.0001
65 8%

On-Demand Oral PrEP With TDF/FTC in Paris

MALLUGULTLIVI W IHILE ¥ WUHBIEIUD

60.5%

Incidencia < 1caso/1000pat/afio de S 95% CI (0.5-1.7

5% .~ | I
e
- /;

Mediana de seguimiento 49.1 meses y 13,130 P/afio

= Daily

Years of follow-up

On demand — Switches

PrEP Dosing Follow-Up Nb Cases HIV Incidence P-
Regimen Pts-years 11000 PY (95% CI) value
Daily PrEP Users 4974 3 0.6(0.1-1.8)
On Demand PrEP users 4786 7 1.5(0.6-3.0)
Switch PrEP users 3370 3 0.9(0.2-26)

Molina JM et al. CROI 2026. Abstract 127



Final Results of the ANRS PREVENIR Study With Daily or
On-Demand Oral PrEP With TDF/FTC in Paris

| 2%

[y

2000

1500

E :

Number of HIV diagnoses
1000

+73"/7/

o
21 [
+95°/i
.lllllll'llllllllll °- i o =5
o o p ' g - ALL MSM born in France MSM born abroad TGW
® 2015-2016 ® 2023-2024

Alta eficacia, gran seguridad, pocas discontinuaciones por efectos Gl, mas frecuente en la pauta a demanday

menos en los que la toman a diario. Reduccion de la incidencia de VIH en Paris solo entre los MSM de origen
francés. Los MSM de otros paises y las mujeres transgénero aumenta la incidencia.

Molina JM et al. CROI 2026. Abstract 127



Long-Term Outcomes of Liver Transplant Recipients Living
With HIV: A Multicenter Case-Control Study

85 HIV+ vs 255 controles VIH-
Trasplantados entre 2003 y 2012 en cuatro centros espafioles y seguidos hasta julio de 2025

Figure 1A Figure 1B

GRAFTSURVIVAL

PATIENTS SURVIVAL

——— HIV=

—=- HIV-
03 03
— HIV+ — HIV+
92 p=0.379 0z p=0.398
0.1 01
00~ T - T — T 00
[] 5 10 15 vears ] 5 10 15 Years
HIV+ 85 62 54 30 85 59 50 29
1 0.72 (0.61-0.80) 0.62 (0.51-0.72) 0.50 (0.35-0.61) 1 0.68 (0.57-0.77) 0.58 (0.46-0.67) 0.47 (0.35-0.57)
HIV- 255 168 136 7 255 162 128 70
1 0.64 (0.58-0.69) 0.54 (0.47-0.60) 0.46 (0.36-0.52) 1 0.61 (0.55-0.67) 0.51 (0.44-0.57) 0.43 (0.37-0.49)

Ccumuiative probability of survival (Q195%)

Los resultados a largo plazo (tasas de supervivencia y prevalencia de comorbilidades) buenos y sin diferencias entre

VIH(+) y VIH (-). Estos resultados apoyan el TH en PWH cuando esta clinicamente indicado.

Malano-Barletta D et al. CROI 2026: Abst. 143
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solution for injection in pre-filled pen _
semaglutide -
subcutaneous use

HIDROMIEL - AMAPOLA - HIERBAS DIVERSAS l once weekly ]
EL MED]CO | pen and 4 disposable needles (4 doses)

EL MUSICAL




Agonistas del receptor de GLP-1: ;Son la cura para todo?

QCC VIH

Actualizacion Clinica y Congresos

GLP1 RA & HIV: What are the key questions?

« Are the risks and benefits any different in PWH
compared to PWOH?

« Can GLP-1 RA attenuate inflammation and immune
activation in PWH? What dose?
What are the mechanisms?

« What is the impact on common comorbid conditions in

(eg CVD Abstract 447: Effect of semaglutide on depressive symptoms in CNICS )
’| Abstract 601: Effect of semaglutide on liver fibrosis scores in CNICS
Abstract 695: Use and weight effects of GLP-1 RAs in the DC Cohort
Conference on Retroviruses Abstract 696 & 697: Tirzepatide use and efficacy
and Opportunistic Infections ’ Abstract 698: Semaglutide effects on cigarette smoking in CNICS
Abstract 699: RCT of semaglutide on subclinical CVD

Todd T. Brown. 33" CROI. Denver, Colorado 2026. # 24 (Plenaria) Q



MECANISMO DE ACCION DE AR-GLP-1

@ = GLP-1 receptor
= = Afferent neuronal signal
(GLP-1-stimulated)
== = Afferent neuronal signal
(nutrient-stimulated)
=) = Afferent neuronal signal
(gastric distension)

=) = Circulation

=) = Efferent neuronal signal

n )
Brown adipose Pancreas Stomach
tissu T Insulin 1 Gastric emptying /
1" Thermogenesis 1 Glucagon 7
Systemic /
Clrjlia“'o”/’ Intestinal vagal
afferents/ENS
Hepatic vagal 9
branch
Portal @
circulation 6
Gut

Moiz, Aetal. AmJ Med 2025

Glucagon-like peptide-1 (GLP-1)

Brain

T Satiety
1 Appetite

N

Stomach

1 Gastric motility
1 Gastric emptying

Pancreas

T Insulin
1 Glucagon

https.//www.apexanesthesia.com/blog/glp-1-and-anesthesia-patient-care/



N=1.850 PWH
> 18.000 elastografias

Edad media 52 ainos,
27 % sexo femenino,
60 % no blancos,

96 % VIH<200 c¢/mL
CD4 797

-(79%) no tenian
fibrosis

- (19%) tenian fibrosis
moderada

- (2%) tenian fibrosis
avanzada.

PWH adultos en 9 sitios de CNICS. Seguimiento desde el 4/2018 al 11/2024
Semaglutida (diabetes y/o la pérdida de peso) y datos (FIB-4)

Stratum?

AFIB-4 score (95%

Fibrosis Stage?

HCV

Advanced Fibrosis (Stage 4-6)

36, 458

-1.05 (-1.49, -0.60)

N, Ob ti P
, Observations cn
Overall 1,850, 18,549 0.01 (-0.02, 0.04) 0.6
No-to-Low Fibrosis (Stage 0-1) 1.467, 13,964 0.05 (0.02, 0.08) <0.001
Moderate Fibrosis (Stage 2-3) 347,4,127 -0.05 (-0.12, 0.02) 0.15

Moderate-to-Advanced Fibrosis

i HCV®

383, 4,585

87, 1,260

-0.13 (-0.21, -0.06)

-0.11 (-0.28, 0.06)

Ma Jet al. CROI 2026: Abst. 601
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x REPRIEVE Relationship of Inflammatory, Cardiac, and Lipid Biomarkers

Randomized Trial to Prevent Vascular Events in HIV to ca rd Iova Scu Ia r Eve nts I n R E P RI EVE
Evaltan en 7005 sujetos la relacion de las concentraciones Estimated Baseline Biomarker Effects on Confirmed MACE Hazard
basales de biomarcadores IR(#events)!

1. cardiacos (NT-proBNP, hs-cTnT), ey ARG -
36-49 (12%) 3.46 (16) | +— - —
2. inflamatorios (IL-6, hs-CRP) 50+ (33%) 6.64 (78) —
hs-cTnT, ng/L (p=0.008)
3. lipidicos (ApoB-100, oxLDL, Lp(a) S (19%) 2.40(17)
3-5 (46%) 4.04 (66)
con el MACE confirmado por incidente. 217((1131/3) 133?, §2§;
hs-CRP, mg/L (p=0.005)
<1.0 (20%) 3.87 (28) *
1.0-3.0 (31%) 3.50 (39) —1e——-
3.1-10.0 (35%) 6.69 (83) ——
° H H >10.0 (14%) 6.31 (32) ——— ————————
En PWH con un bajo o moderado riesgo de ASCVD IL-6, pg/mL (p<0.0001)
. . , <1.5 (19%) 3.30(23)
de bajo a moderado, los biomarcadores cardiacos e 1.5-3.2 (48%) 377 (65)
. . . R . 3.3-6.3 (24%) 7.97 (68)
inflamatorios se asociaron con el riesgo residual de . 838 (26)
, . . poB-100, mg/dL (p=0.
<90 (38%) 4.23 (57) L 4
MACE después del por estatinas y por riesgo de o0 i 483 (81) —o—H
ASCVD. ﬂg?j SIE"/:) i 7.87 (44) ———
ox . p<0.
Pueden ser Utiles como complemento de la B 01 s o0 T | pdgala
. . . . . Lp(a), /dL (p=0.025)
puntuacion de riesgo tradicional para predecir P30 (63%) 4,66 (106)
30-49 (14%) 4.29 (22)
MACE 50+ (22%) 6.76 (54)

0.5 0.7 11215 2 2.8 4
Hazard Ratio (95% CI)?
'IR: incidence rate /1000 person-years. ?Adjusted for PCE and randomized treatment (N=7005).

Grinspoon S et al. CROI 2026: Abst. 117



x'REPmEVE Incident Hypertension in REPRIEVE: Risk Factors, Pitavastatin
Effect & Cardiovascular Consequences

Durante una mediana de seguimiento de 5 afios, 668 de los 4.989
participantes (13,4%) desarrollaron hipertensién arterial
incidente (27,1 por cada 1000-PY).

La tasa de HTA fue mads altas con placebo (29,6 por 1000-PY) que
con pitavastatina (24,7 por 1000-PY)

La pitavastatina redujo el riesgo de hipertension incidente
(cociente de riesgo [HR] 0,83, IC del 95% 0,71-0,97 (p=0,017), ver
Figura).

En la cohorte REPRIEVE la pitavastatina redujo el
riesgo de desarrollar HTA.

La hipertensién incidente se asocio fuertemente con
un mayor riesgo de MACE.

Estos hallazgos enfatizan tanto el efecto preventivo
de las estatinas en el desarrollo de la hipertension
como laimportancia prondstica de la hipertension
incidente para los resultados cardiovasculares en
personas con VIH

Grinspoon S et al. CROI 2026: Abst. 117

Cumulative incidence

0.5

0.4

0.3

0.2

0.1

0.0

Pitavastatin Effects on Hypertension in REPRIEVE

Hazard Ratio (95% CI)

0.83 (0.71, 0.97)
- & + | p=0.017

0.5 0.75 1 1.2

Placebo
Pitavastatin

Cumulative incidence of Hypertension
24% 51% 82% 11.2% 13.3% 16.0% 19.0%
1.8% 3.7% 63% 88% 11.7% 13.6% 16.7%

0 12 24 36 48 60 72 84

Months on study
Participants at risk
2493 2313 2152 1999 1849 1575 746 272
2496 2307 2180 2068 1911 1617 787 313




0.75 4
» Incidence rate ratio,
i § 1.01 (95% Cl, 0.80 to 1.25)
53 "
£< 050 4CMenB_—~7—
. - il e
Seib KL et al. CROI 38 = Placebo
. a € ey
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Meningococcal]f ~ 4CMENB DON'T PROTECT YOU |
§4C|.V|en s ANYMORE
Vaccination f§§ -

the Preventlon : * Participantes VIH (-), PrEP o PVV con diagndstico documentado de N.
Gonorrhea in gonorrhoeae o sifilis infecciosa en los 18 meses anteriores.

* Aleatorizacion 1:1. Dos dosis en 3 meses de 4CMenB o placebo.
Men Who Have o )
. * Laincidencia de N. gonorrhoeae fue de 48,1 por cada 100 personas-aino en
Sex Wlth Men el grupo 4CMenB versus 47,8 por cada 100 personas-aiio en el grupo de

placebo
* Relacion de tasa de incidencia (IRR), 1,01; [IC] del 95 %, 0,80 a 1,25; P=0,97)
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