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A bictegravir + lenacapavir (BIC + LEN) STR could optimize the treatment of virologically suppressed (VS) PWH who are unable to 184V, N88S, L90OM in protease (PR) * Capsid mutants containing N74T were generated by site-directed mutagenesis
take currently available STRs — INSTIs: T66I/A/K, E92Q/G/V, G118R, F121C/Y, G140R, Y143R/H/C, S147G, Q148H/K/R, N155H/S, R263K in integrase (IN) Response in Participants With Baseline INSTI RAMs —  Laboratory strain (HIV-1XXLAIl) and three clinical samples with diverse capsid sequence
— BIC is a global, guideline-recommended integrase strand transfer inhibitor (INSTI) with a high barrier to resistance™.5-7 « The impact of baseline RAMs on treatment response at Week 48 was evaluated using the Fisher exact test ID INSTI RAMs Treatment Group Treatment Outcome at Week 48 + Mutants were tested in single-cycle (Monogram Biosciences) and multicycle (MT-2 and RevLun) assays
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VS participants (n = 128) * Phenotypic analyses were conducted at Monogram Biosciences and Gilead Sciences (Foster City, CA, USA) 7 N155N/H BIC-LEN 25 mg Participant's decision to discontinue (virologic suppression at last visit) EC;,, effective concentration to inhibit 50% of viral replication; LEN, lenacapavir; WT, wild type.
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+ High rates of virologic suppression were observed across treatment groups at Week 48 (90.4% to 100%; no statistical o Cloned into wild-type XXLAI or XXLAI containing diverse polymorphisms in capsid 10 G140G/R BIC-LEN 25 mg Virologic suppression —  Incontrast to N74D control mutants
differences between groups)*? —  Susceptibility to BIC and LEN were determined in single-cycle (Monogram Gag-Pro assay) and multi-cycle assays INSTI, integrase strand transfer inhibitor; RAM, resistance-associated mutation. « N74T is a novel capsid polymorphism
(MT-2 and RevLun assays®1") « None of the participants with baseline INSTI RAMs experienced treatment failure with BIC + LEN * No change in susceptibility to BIC
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