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Conclusions

dose adjustments in gender-diverse individuals,
addressing a key barrier to PrEP uptake and adherence in a
population that is disproportionately vulnerable to HIV

hormone therapy (GAHT)

« Lenacapavir (LEN) is a new type of PrEP taken twice a year (every 6 months)

hormone therapy
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Background

agents via CYP3A inhibition, but multiple
metabolic pathways for GAHT may .
overcome this process 6'W |
GAHT had no clinically significant " J
effect on LEN PK based on population \

PK modeling’

LEN is a twice-yearly injectable PrEP
agent, shown to be efficacious in
gender-diverse populations in the

PURPOSE 2 trial®

Figure 1." PUKPOSE 2 Study Design

Randomized Blinded Phase? LEN OLE Phase®

(x 7 days) thereafter. ¢Included in the full analysis set for primary efficacy analyses (additional participants are included in the safety analysis).

EORBP, end of randomized blinded phase; F/TDF, emtricitabine/tenofovir disoproxil fumarate; GAHT, gender-affirming hormone therapy; GBMSM, gay,
bisexual, and other men who have sex with men; LEN, lenacapavir; OLE, open-label extension; PK, pharmacokinetic; PrEP, pre-exposure prophylaxis;
RBP, randomized blinded phase; SC, subcutaneous.
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Methods (cont.)

post-dose visits from Week 4 through Week 52, without adjusting for dose, frequency, or
dosing changes (Figure 2)

* In a subset of participants taking gender-affirming testosterone (n = 25), plasma
testosterone and DHT concentrations on Day 1 (baseline, before LEN dosing) were
generally comparable with post-dose visits from Week 4 through Week 52, without
adjusting for dose, frequency, or dosing changes (Figure 3)

Table 2. Concomitant Gender-Affirming Therapy Use Reported by 253 Participants in
the SC LEN Arm

SC LEN
N =2183

Gender-affirming therapies include Standard Medication Name (WHOGEN) for testosterone and estradiol based on WHODrug BMAR24 or investigator report of
feminizing hormone therapy, masculinizing hormone therapy, non-hormonal gender-affirming therapy or other gender-affirming medical therapy.
LEN, lenacapavir; SC, subcutaneous.

Figure 2. Serum Estradiol Concentrations Remained Generally Comparable to
Baseline Among Participants Receiving LEN
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other timepoints. Boxes = first and third quartiles; horizontal lines inside boxes = median; whiskers = 5th and 95th percentiles; circles = outliers.
D, Day; GAHT, gender-affirming hormone therapy; LEN, lenacapavir, SC, subcutaneous; W, Week.

Figure 3. Plasma Testosterone and DHT Concentrations Remained Generally
Comparable to Baseline Among Participants Receiving LEN
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