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Summary Slide

What is your main question?

e To assess the efficacy, safety, and tolerability of a novel investigational
once-weekly single-tablet treatment regimen of islatravir/lenacapavir
(ISL/LEN) compared with daily oral B/F/TAF in people with HIV-1 who
were virologically suppressed on B/F/TAF

What did you find?

e Switching to once-weekly oral ISL/LEN was well tolerated and maintained
a high rate of virologic suppression; efficacy was noninferior to that of
B/F/TAF at Week 48. No treatment-emergent resistance to ISL/LEN was

identified to date
Why is it important?

¢ New treatment options, including oral treatments with longer dosing
intervals, are needed to meet the diverse circumstances and preferences
of people with HIV-1, and could help reduce some of the barriers to
sustained virologic suppression

B/F/TAF, bictegravir'emincitabine/tenciovir alafenamide; ISL, islatravir, LEN, lenacapavir.

Please scan to access
this presentation and a
plain language summary

-
Opi0)
.

Copies of this presentation and the
plain language summary poster
obtained through QR (Quick
Response) and/for fext key codes are
for personal use only and may not be
reproduced without written permission
of the authors.




Background and Objectives

e Once-weekly oral antiretrovirals have the potential to address pill fatigue and adherence challenges related to
daily oral treatment for HIV-11-3

e The combination of islatravir (ISL), a nucleoside reverse transcriptase translocation inhibitor,*> and
lenacapavir (LEN), a capsid inhibitor,® is being developed as a once-weekly oral single-tablet regimen for
virologically suppressed PWH

e |SL and LEN have distinct mechanisms of action, potent anti-HIV-1 activity, nonoverlapping resistance profiles,
and are well suited for development as long-acting oral combination therapy due to their long half-lives that allow

for weekly dosing”®

e In a prior Phase 2 study in virologically suppressed PWH, once-weekly oral ISL + LEN was well tolerated, and
maintained high efficacy through Week 9610.11

We present Week 48 analyses of the Phase 3 ISLEND-1 study

evaluating the switch to once-weekly oral ISL/LEN
from once-daily oral B/F/TAF in virologically suppressed PWH

1. Ciabom KR, &1 al. Psycfial Health Mag. 2015,2043):255-65. 2. Nachega JB, et al Cin imfacr Dis. 2014,58(9).1297-307. 5. Graham SM, et &l J (m¢ AIDS Soc. 2025;26 Suppl 2(Suppl 2e2edse. 4 Michaikigis E, &tal J Bl Cham. 2014, 259(35]:24533-45
5, Saiie ZL, 8t 3l Proc Nall Acad S0/ USA. 20165,113(33):9274-9. 6. Link JO, @t 3. Nawre. 2020,584(7822):614-8. 7. Sega-Maurer 5, &t al. N Engl J Med. 2022;386(15):1793-303. 3. Matineiws RP, ef al. Cin Transi Sei 2021;14(51935-44,

9. Diamond TL, et 3. AnGmiCTd Agants Cramotner 20245571 e0033424. 10. Colson AE, 81 al. Ann item Meg. 2025.179(2165-76. 11. Calsan AE, 2 al. Top Anfivir Mag. 2026;34{1):553 [ADSITac 516]

BIFITAF, I:u:tegm emincisbinetenofovir sisfenamide; ISL, isistravr; LEN, i2nacapavir, PWHI. peopie with HIV-1.




ISL/LEN Phase 3 Development Program
PWH With Virologic Suppression
ISLEND-1 PWH virologically ISLEND-2
suppressed

Phase 3, double-biind, on SOC Phase 3, open-label,

. . : : registrational trial evaluating
registrational trial evaluating the efficacy and safety of

the efﬁﬁlacy ﬂ?lf’SSL?[eE% cgm PWH once-weekly oral ISL/LEN STR
D“Ce-wge _%’hﬁéa_l GIE AL virologically compared with daily oral SOC2
comparea wi ally ora suppressed on
BIF/TAF |
Results presented here Week 48 results from ISLEND-2 were
presented earlier today:
“AIDS 2026: Co-Chairs’ Choice”
10:30-11:30 (OAX1106LB)
B/FITAF, bictegravir'emincitabine/tenciovir alafenamide; ISL islatravir, LEN, lenacapavir, PWH with HIV-1; SOC, standard of care; STR_ single-tablet regimen_

1. ClimcalTrials.gov. hitps://ciinicalirials. gow! NCT06630285 (accessed June 30, 2026). 2. ClinicalT rials.gov. hgg:f.'ﬂmim.qm‘sﬂm.'NDT 30299 (accessed June 30, 2026).




Study Design: Global trial at 106 sites’

ISLEND-1: Phase 3, double-blind, active-controlled noninferiority study in virologically suppressed PWH

Open-label extension phase

ISL/LEN STR 2/300 304 ;
Ellgibll!ty criteria: mg QWe (n = 304)

» Age = 18 years . Placebo to match B/F/TAF QD
+ HIV-1 RNA < 50 copies/mL for N =607
= 6 months on B/F/TAF 11
d =
+ No prior exposure to ISL or LEN BEITAE STR 001200728 mg GD* (n = 303)
« No history of virologic failure Placebo to match ISL/LEN QW
+ No HBY infection® | : : >
D1 w4s W96
B
Stratification:
* Region (US vs non-US) Pri i
. T < rimary endpoint:
(2:[]}304t01; g‘;‘gcgggté fggb . HIV-1 RNA 2 50 copies/mL per US FDA Snapshot
and = 500 CE:IHSJ L) ! Secondary endpoints:
= H « HIV-1 RNA < 50 copies/mL
+ Change from baseline in CD4+ T-cell count
« Adverse events leading to treatment discontinuation

b

"Postive HESAG of positive HECAD and negative HESAD. *Rancomized: N=509, dosed: N=607. Faricipants received a nading [initiabon} sase of ISL'LEN 0.5/300 mg x 2 tablets asministered oraly on Oays 1 and 2, then STR ISLLEN 27300 mq tabiat

administered orally once weekly from Day &, without regard to food, plus matching B/F/TAF piaCedo. “Faricipants coninued B/FTAF 50/200v25 myg tabiet aoministered arally once daily, without regand % food, and received matching ISLALEN placebo floading
00SE ang weeky Fesment). BIFITAF, Dictegravinemincisbine tenofovir slafenamioe; D, Day; HBCAD, Nepasis B core antibody; HBaAQ, hepalts B surface aniigen; HBY, Nepatiis B virus; ISL, iSiatravie; LEN, ienacapavir; PWH, peopie with HIV-1; QD, once

daily; W, once weekly; STR, single-tablet regmen; W, Week. 1. ClinicalTrais. gov. hips:/clinicaknals qov'studyNCTOEE3028E (accessed Apel 16, 2026).




Baseline Demographic and Clinical Characteristics

ISL/ILEN QW

(n = 304)

B/FITAF QD

(n = 303)

Age, years, median (IQR) 49 (35-60) 48 (38-60)
Age = 50 years, n (%) 151 (50) 143 (47)
Age = 65 years, n (%) 52 (17) 40 (13)

Assigned female at birth, n (%) 67 (22) 58 (19)

Gender identity, n (%)

Cisgender man or woman 299 (98) 296 (98)
Transgender, gender nonbinary, or gender nonconforming 5(2) 7(2)

Race, n (%)*

White 148 (49) 128 (42)
Black 89 (29) 100 (33)
Asian 32 (1) 33 (1)
Other® 20(7) 25 (8)

Ethnicity: Hispanic, or Latine, n (%)? 73 (24) 87 (29)

BMI, kg/m?, mean (SD) 28.3 (6.4) 28.0 (6.4)

Body weight, kg, mean (SD) 848 (19.3) 83.2 (17.5)

CD4+ T-cell count, cells/uL, mean (SD) 739 (289.2) 745 (319.3)

= 500 cells/uL, n (%) 241 (79) 240 (79)

Lymphocyte count = 10° cells/uL, mean (SD) 1.86 (0.52) 1.90 (0.62)

®| ocal regulators did not allow collection of race in 32 participants (ISULEN, n = 15 [5%]; BIFITAF, n = 17 [6%)]) or ethnicity in 25 participants (ISL/LEN, n = 11 [4%]; BIFITAF, n = 14 [5%]).
ECategory ncludes American Indian or Alaska Native, Native Hawaiian or Pacific Isiander, and Other
B/FITAF, biciegravirlemincitabine/tenciovir alafenamide; BMI, body mass index; ISL, islatravir, LEN, lenacapavir, QD, once daily, QW, once weekly.




Virologic Outcomes (FDA Snapshot) at Week 48

Primary Secondary
Endpoint Endpoint Difference (95.002% CI)©
100 93.4 92.4 in Proportion (%) of Participants With
. HIV-1 RNA = 50 copies/mL
e o0 Favors ISL/LEN  Favors B/F/TAF
s B ISL/LEN QW (n = 304) " >
2 60 m B/F/TAF QD (n = 303)
1)
Q. ! . = i
S 40 0.3 -
; —o— |
o o 14 0.8 i
6.6 7.3 !
0 0 0.3 i
HIV-1 RNA HIV-1 RNA No Data in '
> 50 copies/mL® < 50 copies/mL Window?® -5 4 3200171 2 3 45
n= 0 1 284 280 20 22 Participants, %

Efficacy of once-weekly oral ISL/LEN was noninferior to that of once-daily B/F/TAF

No emergent resistance to ISL or LEN was detected through Week 48

“Discontinued study drug due to other reasons and last available HIV-1 RNA was > 50 o%wm!_ BIFITAF, n = 1. ®Discontinued sm%:ug due to adverse event: ISULEN, n = 6; BIFITAF, n = 4. Discontinued study dn&dueto '
n

other reasons and last available HIV-1 RNA was < 50 copiesiml: ISLLEN, n = 13; BIFIT,
participants (ISLLEN minus B/FITAF) and two-sided 95.002% CI| were constructed bassd on stratum-adusted

but sill on shudy drug: ISULEN, n = 1; BIFITAF, n'= 3. Difierence in

, i = 15. Missing data during analysis win proportion
Mantel-Haenszel proportion adjusted by geographic region (US vs non-US); NI was achieved if the upper bound of the

95.002% Cl was <4%. BIFITAF, bictegravir'emiricitabine/tencfovir alafenamide; ISL, islatravir, LEN, lenacapavir, NI, noninfesiority; QD, once daily; QW, once weekly.




Adherence to Study Treatment

Adherence by Pill Count Through Week 482
B ISL/LEN QW (n=301)> = B/F/TAF QD (n=301)

98.9 95.8
s 97.7
i" 100 100 894
Q
§ 80 2 a0
o &
fi 60 § 60
) o 40
% 40 E
c 20 o 20
0 0 — e
ISL/ILEN QW BI/FI/ITAF QD < 80% = 80% to < 90% = 90%
(n=301) (n=301) - 3 4 294
n= 15 17 269

The proportion of participants with adherence rates of 2 90% was

98% in the ISL/LEN group and 89% in the B/F/TAF group®

On-treatment adherence (%) = [total number of tablets administered / {ablets expected fo be administered on treatment] x 100.

*Adherence data refate to active treatment only (not placebo). adherence to weekly treatment for ISLILEN, adherence 1o daily treatment for B/FITAF, emor bars represent the SD.
tDenominator for this analysis was the number of participants who retumed at least one bottie and had calculable adherencs.

B/FITAF, biciegravirlemincitabine/tenciovir alafenamide; ISL, islatravir, LEN, lenacapavir, QD, once daily; QW, once weekly.




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

Mean (SD) Change From
Baseline, cells/plL

300

-300
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303

=8 ISL/LEN QW (n = 304)

Change in CD4+ T-Cell Count
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» There were no between-group differences in CD4+ T-cell count
» A similar mean increase in absolute lymphocyte count was observed in both groups at Week 48
* No participants discontinued due to a decrease in CD4+ T-cell or lymphocyte counts

B/FITAF, bictegravir/emincitabine/tenofovir alafenamide; BL, baselineg; Difi, difference; ISL, islatravir, LEN, lenacapavir, LSM, least squares mean; QD, once daily; QW, once wesekly, W, Week.




Safety Profile Overview

ISL/LEN QW B/FITAF QD

Participants, n (%) (n =304) (n = 303)
Any AE 241 (79) 238 (79)

Grade = 3 22 (7) 22 (7)
Treatment-related AEs 41 (13) 40 (13)
Most common treatment-related AEs (= 2% in the ISL/LEN group)

Nausea 9(3) 10 (3)

Headache 9 (3) 8 (3)

Dizziness 6 (2) 0
Serious AEs 16 (5) 14 (95)
AEs leading to study drug discontinuation? 6(2) 5(2)
Deaths 0 0

» There was one treatment-related serious AE: maculopapular rash (Grade 3) in an individual with
prior history of asthma and drug hypersensitivity

= One participant (unvaccinated) discontinued treatment due to an AE of hepatitis B (Grade 2)

Saeng' gadesveredeﬁned by the DAIDS Toxicty Grading Scale, version 2.1.

- 11 participants had treatment AEs l=ading to treatment discontinuation: myalgia and arthealgia (n = 1), rash maculc-papular (n = 1), arthralgia (n = 1), and brain fog and disturbance in attention (n = 1).
Because of the potential for functional unblinding of imvestigators due to the low frequency of these AEs, they ars reported without treatment-onoup attribution.

AE, adverse event; B/FITAF, bictegravir'emiricitabine/tenofovir alafenamide; DAIDS, Division of AIDS; ISL, islatravir; LEN, lenacapavir; QD, once daily, QW, once weekly.




Change From Baseline in Body Weight Through Week 48

; -8~ ISLLEN QW (n = 304) -8~ B/F/TAF QD (n = 303)
»
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There were no clinically meaningful changes in body weight from baseline to Week 48 in either

treatment group (ISL/LEN: -0.8 [+5.28] kg; B/F/TAF: 0.1 [+5.65] kg)

B/FITAF, biciegravirlemincitabine/tenciovir alafenamide; BL, baseling; ISL, siatravir, LEN, lenacapavir, QD, once daily; QW, once weekly, W, Week.




Conclusions

e Once-weekly oral ISL/LEN maintained high rates of virologic suppression (93%) at Week 48 and was
noninferior to daily B/F/TAF

e No emergent resistance to ISL or LEN was detected through Week 48

e CD4+ T-cell counts and lymphocyte counts were stable through Week 48, with no clinically meaningful
changes and no discontinuations due to declines

e Once-weekly oral ISL/LEN was generally well tolerated, with few participants discontinuing treatment
due to adverse events

ISL/LEN has the potential to be the first complete once-weekly oral

single-tablet regimen for the treatment of HIV-1

B/FITAF, biciegravir'emiricitabine/tencfovir alafenamide; ISL, islatravir, LEN, lenacapavir.
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