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( :o n cl u s I o n s * LEN is a highly potent, long-acting HIV-1 capsid inhibitor that has no overlapping resistance with other ARVs'?
. LEN was approved for the treatment of HIV-1 infection, in combination with other ARVs, in HTE PWH with multidrug-resistant HIV-1 infection, Table 1. Participants’ Baseline OBRs and ARV Activity Profiles E:Egr:ljrlgezs;iztlge::caengrrelglejngleogIcal Response for Participants Not Suppressed at Weeks 26, 52, or 104, or with
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e |n heaV|Iy treatment—experlenced (HTE) people with HIV-1 (PWH) with multid rug — At Week 104, 82% (44/54) of participants had virologic suppression (HIV-1 RNA <50 copies/mL) by missing=excluded analysis* Partici OBR INSTI NNRTI NRTI PI El OBR:
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resistance, lenacapavir (LEN) combined with an optimized background regimen ey . g 10000 s o 80 g plus fostemsavir (FTR), maraviroc (MVC)
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(OBR) led to sustained virologic suppression through Week 104 for most Objectives TG | | os BN HN e 3 1000 a0 g+ Participant 1 had virologic supprossion at a
_ _ _ _ _ _ _ _ _ ’ = Week 21: c three visits despite emergent LEN resistance
D arti Clp ants with no fU”y active antiretrovirals ( ARVS) in their OBR « To assess LEN efficacy (including virologic outcomes and change from baseline in CD4 cell count) and emergence of resistance-associated WVE IBA - 0 - <  100{s0copiesimL. ______\/ _ \OBRehamnge . -~ et % gwggé)ea;t%eegkg the participant had an OBR
mutations (RAMs) through Week 104 in CAPELLA participants whose OBR had no fully active ARVs FIC, DRV, TAF 05 - - 2 o . 20 g — LEN-resistance emergence was associated
- - . . . ; 3 100 £ with LEN functional monotherapy (no fully
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« A clinically meaningful increase in mean CD4 cell count was observed through SRonBs |- : B B = . : active agent in OBR)
DEI'TGC’IEEVF/[I"R e i - - BL 2t 8 D14 10 16 2226 36 52 62 78 88 104
] " [ " [ [ W [ - - . Day SC Week
Week 104 * In the Phase 2/3 CAPELLA study, HTE PWH with multidrug resistance received subcutaneous LEN every 6 months (following oral initiation FTC. DOR, o . - - ---- --
. : : : dosing), combined with an OBR (Figure 1)3 .
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« Three participants had emergent LEN resistance, two of whom had virologic OR. DTG L - - B.Participant 10, % oo oo o
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resistance to OBR through Week 104 - HIV-1 RNA 2400 copies/m. at screening DOR i 3 1000- 20 §  Weekdand the OBR was changed at Week 25;
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A previous analysis demonstrated that emergence of LEN resistance is R A o o o e o | - | j I. : — - , oo £~ LENesistance emergonco was assosated
. . . . =Y Oral LEN* LEN SC Q6M! Resistan_ce testing obtained for the agents stavudine, delavirdine, indinavir, nelfinavir, nevirapine, ritonavir, and saquinavir are not shown in the table. *Tenofovir (TFV) is the active drug moiety for both tenofovir alafenamide (TAF) and tenofovir > . 50 — Wi . un,C lonal monaotherapy (no Tully
associated with inadequate OBR adherence, as well as OBRs lacking fully Rt dsoproxi fumarate (TOF) prociuge. e - ) B = ; active agent in OBR)
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* These data further support the role of LEN as an important treatment option for A Table 2. Resistance Mutations at Baseline C. Participant 2
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with other HIV medicines picked by their doctor (knOWH as an optimized * Plasma HIV-1 RNA was assessed at regular intervals throughout the study, with virologic suppression (HIV-1 RNA <30 copies/mL) 12 G140S, Q148H K103N MA41L, DETN, L210W, T215Y, K219R | V920 ME0L B4V, T74P = 10 N T S 100 & e e are ooy
_ _ evaluated per FDA Snapshot algorithm at Weeks 26, 52, and 104 — = o . 150 = active agent in OBR)
baCkg rou nd reglmen). For Some peOple In the CAPELLA StUdy, none Of ’ Change from baseline in HIV-1 RNA, CDA4 cell COunt, and emergence of RAMs to LEN and OBR ARVs were assessed thrOugh Week 104 INSTI, integrase strand-transfer inhibitor; NRTI, nucleoside reverse transcriptase inhibitor; NNRTI, non-nucleoside reverse transcriptase inhibitor; PI, protease inhibitor. ’ BL 2t 8 D14 10 16 2226 36 50 62 gt 88 104 ’
. . : : . : : — LEN and OBR resistance analyses were conducted at the time of virologic failure (virologic rebound 250 copies/mL or <1 log. Day °¢ Week
the medicines in their optimized background regimen were fully effective decline vs baseline) Table 3: Participants’ Baseline Characteristics, HIV-1 RNA and CD4 cell count
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against their HIV infection. We studied how well lenacapavir worked Iin 1 RNA con, y N y N o .. . o
= , copies/mL CD4 cell count, cells/pL Red text indicates OBR ARVs with susceptibility score: 0.5. Blue text indicates OBR ARVs with susceptibility score: 1.0. Underlined text indicates the addition of an agent to the OBR. *For illustrative purposes, HIV-1 RNA samples with <50 copies/mL are
Participant Age Sex Race shown on Figure as 19 copies/mL. No virologic data; ¥*No immunological data; $Overall susceptibility score unavailable as no susceptibility for fostemsavir (FTR) was recorded. "OBR agents measured: dolutegravir (DTG), darunavir (DRV), emtricitabine
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had no fully effective medicines in their optimized background regimen, 512 participants had no partially active ARV (OSS 0) 1o Figure 3. Mean CD4 Call Count Change from Basaline (n=12)
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two-year period, and/or an increase in CD4 cell count over two years. + The 12 participants in this subgroup had a median of 4 agents in their OBR (range 2-6) : - M S N S e = = b = ki =3 -
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 Participants’ baseline HIV-1 RNA and CD4 cell count are shown in Table 3. At baseline, the 12 participants had: S5 ) 1
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