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Conclusions

Subcutaneous (SC) lenacapavir (LEN) was highly acceptable among transgender and
nonbinary (TNB) participants, and was more acceptable than alternative pre-exposure
prophylaxis (PrEP) modalities

Familiarity with gender-affirming hormone therapy (GAHT) injections may help reduce
needle- and pain-related concerns about long-acting injectable (LAI) PrEP

Transparent, gender-inclusive communication from PURPOSE 2 staff cultivated trust
and self-efficacy to use LEN and GAHT concurrently

Providers should center affirming communication, recognize GAHT-related concerns,
and support integration of LEN within gender-affirming care settings

Findings should be interpreted cautiously; the study sample predominantly identified
as nonbinary and may not reflect all TNB experiences, in contrast to the overall
gender-diverse study population, which included a higher proportion of
transfeminine participants

Plain Language Summary

Pre-exposure prophylaxis (PrEP) is a medicine that lowers the chance of getting human
immunodeficiency virus (HIV)

Many transgender and nonbinary (TNB) people who use PrEP also receive
gender-affirming care, such as gender-affirming hormone therapy (GAHT), to support
their gender identity

Some PrEP medicines, such as lenacapavir (LEN) or cabotegravir, are given as
injections. It is important to understand and address concerns in the TNB community
about the safety of these medicines and their use in combination with GAHT

In this study, researchers conducted Zoom interviews with people before or after they
received either LEN or placebo injections for HIV PrEP. The study took place at 14
clinical sites in the United States as part of a clinical trial called PURPOSE 2

The interviews showed that many participants found LEN acceptable and supported its
use for HIV PrEP. Previous experience with GAHT helped reduce fear of needles and
made injections feel more normal. However, participants had questions about the
number of injections needed when taking both GAHT and LEN, and about using the
same injection sites, reinforcing the importance of counseling on the lack of drug
interactions with GAHT and using alternative (non-abdomen) injection sites

The interviews also showed that clear and gender-inclusive communication from clinical
staff helped build trust and reassurance

Healthcare providers should communicate in ways that affirm people’s gender identity
and address their concerns about taking LEN and GAHT together. They should also
make sure that LEN fits well within each person’s gender-affirming care

Introduction

« PURPOSE 2 (NCT04925752) is a randomized, placebo-controlled Phase 3 trial of the safety and efficacy of twice-yearly
SC LEN for HIV PrEP in cisgender gay, bisexual, and other men who have sex with men, and gender-diverse populations’

»  Atthe primary analysis, HIV incidence in the LEN arm was significantly lower than background incidence (96%), and
LEN demonstrated superior efficacy to daily oral emtricitabine/tenofovir disoproxil fumarate (F/TDF) in preventing HIV
infection (89%), with favorable safety and tolerability"

«  Recognizing the critical importance of considering LAl PrEP alongside gender-affirming care,? the PURPOSE 2 study
engaged with community and providers to incorporate gender-affirming care for TNB participants into the trial design and
include PrEP clinical trial research sites with this expertise?

+  Community feedback recommended emphasizing the safety of coadministration of LEN and GAHT, and conducting in-depth
interviews to better understand the experience of TNB people who face disproportionate HIV burden and persistent unmet
HIV prevention needs*®

Objective

+  To explore the acceptability of SC LEN for PrEP and perceptions of its integration with gender-affirming care among a
racially/ethnically diverse sample of TNB adults in the United States participating in the randomized blinded phase (RBP) of
PURPOSE 2

PURPOSE 2 Qualitative Study

*  The objective of the PURPOSE 2 qualitative study was to understand the views and experiences of participants receiving
LEN or F/TDF in a randomized, blinded, placebo-controlled study focusing on acceptability, tolerability, and preference

« Participants in the qualitative study completed serial interviews by Zoom throughout the RBP of the study (Figure 1)

— The number of participants for interviews 1-3 varied due to recruitment challenges during the interview 1 timeframe.
Five participants took part in interview 1, and were included in interviews 2 and 3; interviews 2 and 3 were
subsequently expanded to include more TNB participants

Figure 1. PURPOSE 2 Serial Qualitative Descriptive Design
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Interview topics: Attitudes, trial experiences, anticipated challenges of taking LEN post-trial, and concerns about integrating LEN with GAHT
. Codebook thematic analysis: Transcripts analyzed cumulatively

aParticipants who declined LEN OLE were offered up to 78 weeks of open-label F/TDF if they were on blinded LEN in RBP. *Cisgender men and gender-diverse people
aged = 16 years who have sex with men and are at risk of HIV acquisition. ¢Included in the full analysis set for primary efficacy analyses (additional participants are
included in the safety analysis).

F/TDF, emtricitabine/tenofovir disoproxil fumarate; GAHT, gender-affirming hormone therapy; LEN, lenacapavir; OLE, open-label extension; RBP, randomized blinded
phase; SC, subcutaneous.
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+  The majority of participants in this qualitative study were Black or Hispanic and identified as nonbinary; use
of PrEP before PURPOSE 2 among those with data was reported by 2/5 at interview 1, 2/5 at interview 2, and 2/4 at
interview 3 (Figure 2). Of the 9 participants identifying as TNB, 5 took GAHT at some point during the study

Figure 2. Participant Characteristics by Interview Timepoint in PURPOSE 2

Interview 1 (n = 5 TNB adults)

Median age = 26 years (range: 21-42)

Interview 2 (n = 10 TNB adults)

Median age = 25 years (range: 20-40)

Interview 3 (n =9 TNB adults)
Median age = 26 years (range: 20-40)
Race/ethnicity

Race/ethnicity Race/ethnicity

Hispanic/  NH Hispanic/ NH Hispanic/ NH
NH Black Latine White NH Black Latine White NH Black Latine White
L L L ] 1 l L L L L L L L ] 1 1 l L L L L L L ] 1 1 l
T T T 1 T T T T T T T T 1 1 T T T T T T T Ll 1 T
n 0 1 2 8 4 5 n 0 1 2 3 4 5 6 7 8 9 10 n 0 1 2 3 4 5 6 7 8 9
Gender identity Gender identity Tams TeEns Gender identity Trers  Thene
Nonbinary Nonbinary woman man Nonbinary woman man
L L L L L ] L L L L L L L ] 1 1 l L L L L L L ] 1 1 l
T T T T T 1 T T T T T T T 1 1 T T T T T T T Ll 1 T
n 0 1 2 3 4 5 n 0 1 2 3 4 5 6 7 8 9 10 n 0 1 2 3 4 5 6 7 8 9

Prior GAHT: n =1 (20%)
Pre-PURPOSE 2 PrEP use

Prior GAHT: n =5 (50%)
Pre-PURPOSE 2 PrEP use

Prior GAHT: n =1 (11%)
Pre-PURPOSE 2 PrEP use

Yes No Yes No Missing Yes No Missing
FITAF or o FITAF or /7777707 FITAF or LIS
FITDF No | lMissing No| | ( Missing | Auel? No | () Missing |
Cabotegravir (/// Cabotegravir ( AL S Cabotegravir |/ ////f(///
| | | | R [ R | | | | | [ |
0 1 2 3 4 5 0 1 2 3 4 5 6 7 8 9 10 o 1 2 3 4 5 6 7 8 9

F/TAF, emtricitabine/tenofovir alafenamide; F/TDF, emtricitabine/tenofovir disoproxil fumarate; GAHT, gender-affirming hormone therapy; NH, non-Hispanic;
PreP, pre-exposure prophylaxis; TNB, transgender and nonbinary.

. Participants across three interviews generally endorsed LEN but also raised questions about the number of injections, using
the same anatomic injection site for LEN and GAHT, fear of needles, and potential GAHT/LEN interactions. Some
participants also felt that prior experience with GAHT injections could help normalize LEN injections (Figure 3)

— While these interviews were conducted prior to the presentation of observed data from PURPOSE supporting the
absence of drug-drug interactions with GAHT, the study protocol described the absence of bidirectional interactions
based on the clinical pharmacology of GAHT and LEN®

Figure 3. Thematic Patterns Across Three Interviews Demonstrated High Endorsement of LEN
Despite Participant Questions About Injection Site Nodules and Interactions With GAHT
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aFollowing the RBP, additional anatomic locations were allowed (thigh,
arm, and buttock) and the USPI includes thigh as an injection location”

GAHT, gender-affirming hormone therapy; HRT, hormone replacement therapy; LEN, lenacapavir; PrEP, pre-exposure prophylaxis; RBP, randomized blinded phase;
TNB, transgender and nonbinary; USPI, US Prescribing Information.

*  Further details around participants’ concerns and thoughts on injections are shown in Figure 4

Figure 4. The Perceived Benefits of LEN Outweighed Participants’ Concerns About Injections

66 Advantages? Well just that you're used to it... and then disadvantages... just the minor
pain, but | think it’s all the same. It's more helpful than it is detrimental...

9%

Hispanic transgender man, age 18-24

66 Taking like an injectable form of hormones was like something | was really nervous about
when | first started because | was afraid of needles... and now | just will do a shot, like my T
[testosterone] shot, very quickly right before we leave the house... it’s become way more

normal for me. 99

Non-Hispanic White nonbinary/transmasculine individual, age 18-24

66 Like I’'m getting the shot every 6 months... do | have to do this for the rest of my life
or will it eventually like plateau out? I'm on testosterone so I’'m already kind of signed up [to
do] this shot... once a week for the rest of my life, so this is just another one to add. 99

Non-Hispanic White nonbinary/transmasculine individual, age 18-24

66 Advantages, | mean... you’re already used to injections so what's you know one more
or two more in this case, right. Like you're already used to it... [so it] makes it bearable.
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