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C o n CI u S I O n s * LEN is a potent, first-in-class, long-acting HIV-1 CA inhibitor which primarily inhibits integration via blockade of CA nuclear transport? _ -  All CA mutants resistant to LEN retained sensitivity to other main HIV-1 drug classes, including INSTIs (bictegravir and dolutegravir),
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* Here, we show that a novel multicycle (MC) phenotyping assay using . The Phase 2/3 CAPELLA (NCT04150068) and Phase 2 CALIBRATE (NCT04143594) clinical studies were designed to evaluate the ReVLUCGEP (GFP) * Good correlations were observed between the assays for baseline and CA mutants (Figure 4). Most viruses were successfully
efficacy and safety profile of LEN-containing regimens in HTE and treatment-naive PWH, respectively. High rates of virologic suppression MT-2 RevLucGFP evi-ue henotyped with the Gag-Pro assay as it is a SC assay, whereas the MT-2 MC assay had the lowest number of phenotyped viruses
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_ o _ _ _ have been demonstrated in both participant groups > > due to the lack of virally-induced cytopathic effect and low RC. The RevLucGFP assay enabled the phenotyping of more CA mutants
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were previous y Snown 10 have very Ow replication capaci y ( ) an — In vitro, resistance selections (MT-2 cells or peripheral blood mononuclear cells) identified seven mutations at six CA amino acid g 10°+ _‘3‘_ @ 10°- Table 1. LEN Phenotypic Resistance, Fold Change, and Replication Capacity
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|OW InfeCtIVItym residues: L56l, M66l, Q67H, K70N, N74D/S, and T107N @ ) o S/N ~50-120 LEN Resistance Mutations LEN EC>
_ _ _ _ — In clinical studies, CA mutations were identified in 19 out of 258 PWH who received LEN, including M661, Q67H/K/N, K70H/N/R/S, g 4 § Sample ID Gag-Pro° MT-2 RevLUcGEP
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DIC, differential interference contrast; DTG, dolutegravir; GFP, green fluorescent protein; S/N, signal to noise
mutants [SDMS])’ antiviral aCtIVIty and SUSCeptlblllty in the RevLucGFP MC » To characterize HIV-1 CA mutants with low infectivity via a novel MC phenotyping assay using a sensitive Rev-dependent HIV-1 BL 0.9 1.5 1.1 10
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assay or RevLucGFP. " AIZNZESI) 3r°C ONE-Glo™ LEN FC in MT-2 (MC) LEN FC in MT-2 (MC) LEN FC in RevLucGFP (MC) #2 D 17 42 8.8 49
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Graphs incIudg ba§elipe, post-baseline, and SDM data from Taple 1. F)ata points greater than maximal LEN conc.;entratio.n tested (Ggg-Pro assay: >2797; MT-2 and RevLucGFP assays: >1000) have been plotted at 2797 and 1000, respectively for #4 | D >>S N| >>S 25
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mammalian cells. HEK, human embryonic kidney; MC, multicycle; MLV, murine leukemia virus; RTV, resistance test vector; SC, single cycle. #5 I T NI 256 37
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