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Conclusions

* High rates of virologic suppression (n=27/30) were maintained through Week 26 of treatment with lenacapavir (LEN) plus the two broadly neutralizing antibodies (bNAbs), teropavimab (TAB)
and zinlirvimab (ZAB), including among participants highly susceptible to only one bNADb

« Development of low copy number genotyping allowed genotypic and phenotypic resistance analyses in three participants with low-level (>50 to <1000 copies/mL) virologic rebound (VR)
— Treatment-emergent LEN resistance was only detected in one of the three analyzed participants
— None of the three participants showed treatment-emergent resistance to TAB or ZAB

« All three participants with VR received ZAB 10 mg/kg, suggesting that a higher dose of ZAB may decrease risk of VR

Plain Language Summary

* Lenacapavir is a medicine approved for the treatment of HIV in people who have received many different HIV medicines, and for whom many currently approved medicines no longer work
« Teropavimab and zinlirvimab are drugs known as antibodies that are being tested as new treatments for HIV

« Lenacapavir, teropavimab, and zinlirvimab can be given as an injection once every 6 months. The combination of these three drugs is being tested as a different way of taking HIV medicines
rather than as tablets every day

* The first clinical trial looking at these three drugs together included people receiving treatment for HIV who had no detectable HIV in their blood

« After receiving the combination of lenacapavir, teropavimab, and zinlirvimab with no other HIV medicines, most people still did not have HIV found in their blood after 26 weeks (or 6 months)
* Three people had low levels of HIV in their blood while on these three drugs

 We looked to see if lenacapavir, teropavimab, or zinlirvimab stopped working in any of the patients (also called resistance)

 We found that HIV became resistant to lenacapavir in only one person, and none had HIV virus that had become resistant to teropavimab or zinlirvimab
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To determine phenotypic susceptibility to LEN, TAB, and ZAB, the capsid gene
and the 1kb stretch of gp7120 sequenced from rebound viruses were synthesized

an(_i cloped into majority sequences for gag and env determined at baseline. Table 1. Resistance Summary
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mAb assays, respectively (Figure 2C) Baseli T
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1 Primar B LEN + TAB + ZAB 0.22 0.10 Week 16 155 Q67Q/H ND 0.66 1.18
A Planned Assays B Planned Assays C Novel Assay for Low Copy Number Viremia y 10 mg/kg . . Week 16-Retest 534 Q67H 4 71 ND¢ ND¢
Genotyping Genotyping Capsid Genotyping
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CAG GAG N _’ VR Capsid Sequence GAG - . . .
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: ' mAD aPhenotyping of gag and env was performed at VR based on the majority sequence determined from genotyping. "Fold-change relative to wild-type HIV-1 strain NL4.3.°PhenoSense mAb could not be determined due to assay failure during genotyping.
AF, assay failure; FC, fold change, ICQO, 90% inhibitory concentration, LEN, lenacapavir; mAb, monoclonal antibody; ND, not determined; PR, protease; RAM, resistance associated mutation; RT, reverse transcriptase; TAB, teropavimab;
) VR, viral rebound; ZAB, zinlirvimab.
mADb, monoclonal antibody.
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