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Resistance Analysis of Weekly Islatravir Plus Lenacapavir in People with HIV-1 at 96 Weeks
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Background Results

Conclusions

QW oral antiretrovirals (ARV) may help to improve adherence and reduce pill burden related to daily
oral HIV-1 treatment?®

Pre-Existing (Baseline) Resistance

Figure 1. Study Design Table 2. Summary of HIV-1 Subtypes and Pre-Existing (Baseline) Primary Resistance to Four Main ARV Classes

* Of the participants randomized and
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: - : INNIDItOr=~, nave muitiple ana distinct mecnanisms of action, poten dacClivily at Iow doses, an Eligibility criteia "m0 subtype B HIV-1 (91/104, 87.5%) Baseline n=52 n=52 (Late Switch) Baseline n=45
once-weekly (QW) oral islatravir (ISL) + lenacapavir (LEN) for up to long half-lives that allow for QW oral dosing’-? - Aged 218 years (Table 2) S f HIV-1 subt IN (%
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— High rates of virologic suppression were maintained — Unlike reverse transcriptase inhibitors, capsid inhibitors are a novel class of ARV, and genotypic T VL RIA =50 copiesimL 106 and similar between treatment arms HIV-1 subtype non-5 o/52 (9.6F 352 (5.8)° 24> (4.4)
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with pre-existing M1841/V the efficacy and safety of switching from daily oral bictegravir/emtricitabine/tenofovir alafenamide . CD4+ T-cell count B/FITAF QD oral mgw e Mg Group histoﬁcal ggno type data were NRTI resistance® 2/52 (3.8) 2/52 (3.8) 2/45 (4.4)
(B/F/TAF) to QW oral ISL+LEN in virologically suppressed PWH3.14 (Figure 1) 2350 cells/pL > subsequently found to have primary Any thymidine analog mutation® 1/52 (1.9) 1/52 (1.9) 1/45 (2.2)
— No treatment-emergent resistance was detected — AtWeek 48, participants were given the option to enter an extension phase to either remain on > LRSI @elil | | | - ' RAMs affecting NRTIs or NNRTIs on M41L 1/52 (1.9) 0/52 0/45
ISL+LEN (Early Switch Group) or switch from B/F/TAF to ISL+LEN (Late Switch Group) 20.9x10° cells/uL D1 W12 WT24 WES Visits every 12 weeks W96 screening genotype (Table 2): 7Y 1152 (1.9) py— e
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These findinas support the onaoina Phase 3 studies evaluatina the * At Week 48, high rates of virologic suppression were maintained (Figure 2A, 2B), including in one , _
_ J PP o JOINS o _ J participant with pre-existing M184V, and no participants developed treatment-emergent HIV-1 * NoNRTIor NNRTI Primary Secondary — Early Switch Group: M4V 1752 (1.9) 1752 (1.9) 1745 (2.2)
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. e |n the Late Switch Group, Week 96 Viro|ogic Suppression data were similar to Week 48, p|ease see B/F/TAF bictegravir/emtricitabine/tenofovir alafenamide; .D, Day; HBV hepatitis B viru§; ISL, islatravir; ILEN, lenacapavir; NNRTI, non-nucleoside reverse transcriptase ale owitc oup. ( - )1 V108l 1/52 (1.9) 0/52 0/45
P I al n La n g u ag e S u m m a ry CRO| 2026 poster 51 616 inhibitor; NRTI, nucleoside reverse transcriptase inhibitor; QD, daily; QW, once-weekly; R, randomized; W, Week. M 1 84M/| (n=1 ) Bl resistance 2750 (7 7) /5o (3 8) T (4 4)
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: : : : : : : : 184V 1/52 (1.9) 0/52 0/45
° Lenacapavir iS a medicine approved to treat H|V in people WhO have Flgure 2A. VerlOglc Outcomes for the Early Switch GI’OUp Flgure 2B. VerlOglc Outcomes for the Late Switch Group pre-existing NRTI| or NNRTI resistance INST! : o5 /49 (4. 4o (4.8
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already tried many other HIV medicines, and is usually given by o 88.5 Weok 48 | S_+_EN) = = Week 48 (B/F/TAF) study Week 96, including two TB6A/I/K 0/51 2/49 (4.1) 2/42 (4.8)
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8_ C_J 40 ] g_ C_J 40 ] ARV, antiretroviral; B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; INSTI, integrase strand transfer inhibitor; ISL, islatravir; LEN, lenacapavir; NNRTI, non-nucleoside reverse transcriptase inhibitor; NRTI, nucleoside reverse transcriptase
" " " - — - — inhibitor; PI, protease inhibitor.
orally once a week and are being tested together in a study with 8 204 ., 2o 5.ghe 11.500¢ SE 20 - S ga 7.78b On-Treatment (Post-Baseline) Analysis :
people who already have very low levels of HIV in their blood -0 - v N * - 0 - U RNA o o _d » Two participants receiving ISL+LEN in the Early Switch Group met criteria for post-baseline resistance analysis, neither of whom had baseline NRTI or NNRTI RAMs (Figure 3)
. HIV can sometimes become resistant to medicines. which means >5|_(I)I\é;)1pizsN/'rA1\1L <5|_(|)\c/:;)pi§§/¢nL 0 data in window >5|_(I)I\c§)1pilz§./'r6\nL <50 c;)pies/mL 0 data in Window — Participant 1 had low-level viremia (50—450 copies/mL) at both Day 1 (baseline) before dosing (HIV-1 RNA 251 copies/mL) and multiple post-baseline timepoints; the participant did not have
’ ~ - documented non-adherence and demonstrated adequate plasma ISL and LEN levels (Figure 3A
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that the medicines no longer work properly. We looked to see if n=

) ] _ _ . ;Neelf ?4, Week 4§3, aqd Week 96 efficacy data for the Early Switch Group have peen !’eported previously. 31417

ISIatraVI r pl US Ienaca paVI r WOrked eﬁeCtNer In people Who al ready b'li\?vrélcr:)lgratirgi;\)A;anstsvgiesr:;ﬁ:ﬁeady;tjdnyddrjgL’:ger?feSIZ?e?It:(\d/\?eerzs%\t\gm:%:aigzr}?\teegi;eegggffg.ration and renal colic in same participant [n=1]; acute hepatitis B [n=1]).
. . ¢One participant discontinued due to personal reasons.

had HIV resistance before the study, and if any new cases of

resistance occurred after people began taking islatravir

plus lenacapavir

— The other participant (Participant 2) had documented non-adherence accompanied by undetectable study drug levels at the time of confirmed virologic failure (Week 84, HIV-1 RNA
422 copies/mL) (Figure 3B)

Week 24 and Week 48 data for the Late Switch G h b rted iously.13.14 - . . . . . . .
hree parficinants discontinued study dus to other reasang. LY — Both participants resuppressed while maintaining ISL+LEN, with no treatment-emergent resistance detected

aThree participants discontinued study due to other reasons.
bOne participant was missing data during Week 48 window but remained on study drug. All participants had HIV-1 RNA <50 copies/mL at study discontinuation.
B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; ISL, islatravir; LEN, lenacapauvir.

dAn additional one participant discontinued due to personal reasons. Two participants completed 48 weeks of the randomized phase and chose not to enter the extension
phase due to personal decision. All participants had HIV-1 RNA <50 copies/mL at study discontinuation.
ISL, islatravir; LEN, lenacapavir.

* No participants in the Late Switch Group met the criteria for resistance testing

Figure 3. Virologic Analysis of Participants Meeting Criteria for Post-Baseline Resistance Analysis
A) Participant 1

— We found that islatravir plus lenacapavir was effective in treating Objective

HIV, including in the few people with HIV resistance before

B) Participant 2

ISL+LEN

* To quantify and present data from an exploratory analysis of pre-existing HIV-1 resistance and post-baseline (on-treatment) resistance through Week 96 in the Phase 2 study
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starting the study. During the study, no participants had HIV Methods 2 ‘ o Resistance analysis 2 ° Reffistanze analysis
: : : : £ rf d £ ; performe
where new resistance to islatravir or lenacapavir occurred S 1000- e S 10004
Pre-Treatment (Baseline) Analyses Resistance-Associated Mutations § §
. Proviral DNA sequencing of HIV-1 protease, reverse transcriptase, and integrase was performed at * NRTI, NNRTI, protease inhibitor, integrase strand transfer inhibitor, and capsid inhibitor < <
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The horizontal dotted lines denote the HIV-1 RNA 50 copies/mL limit which defined virologic rebound in this study. The Monogram Biosciences Plasma HIV-1 RNA genotyping and phenotyping assays are validated above 500 copies/mL.
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