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Creating Possible Prevention with PURPOSE

Gilead Sciences’ Lenacapavir and PURPOSE Program

Lenacapavir, developed by Gilead Sciences, is a first-in-class HIV-1 capsid inhibitor that disrupts
multiple stages of the HIV viral lifecycle once HIV enters the body. It is currently approved for
HIV treatment and is under investigation for prevention via Gilead’s PURPOSE program.

Lenacapavir for HIV Treatment

Twice-yearly injectable lenacapavir is already approved in multiple countries for the treatment
of HIV infection, in combination with other antiretrovirals, in people with multi-drug resistant
HIV who are heavily treatment-experienced.

Lenacapavir for HIV Prevention

Lenacapavir for HIV prevention (pre-exposure prophylaxis, or PrEP) is being studied as stand-
alone, twice-yearly injection (i.e. with no other medications) to prevent HIV in those who have
not acquired HIV.
e Lenacapavir for HIV prevention is currently under investigation via Gilead’s PURPOSE
program. It is not yet approved for HIV prevention.
e Lenacapavir for HIV prevention, if approved, could offer a highly effective, tolerable and
discreet choice that could potentially improve PrEP uptake and persistence, helping us
to reduce HIV globally.

Gilead’s PURPOSE Program

Gilead’s PURPOSE program is evaluating the safety and efficacy of twice-yearly lenacapavir for
HIV prevention to help a diverse range of individuals who need or want PrEP around the world.
PURPOSE is the most comprehensive and diverse program for any investigational HIV PrEP
medication ever conducted.

The program includes two pivotal, Phase 3 trials (PURPOSE 1 and PURPOSE 2) and three Phase 2
clinical trials, and is intentionally including populations and individuals who are often
underrepresented in HIV prevention trials. P1 and P2 have been informed by robust Global
Community Accountability Groups, with global advocacy leaders representing the communities
where the trials have taken place. The G-CAGs informed the design of the trial from inception to
completion, including insights around recruitment and retention, and communication strategies,
cascading awareness throughout their regions, and working with site-specific community
leaders.
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Creating Possible Prevention with PURPOSE

The PURPOSE program is committed to innovation in science as well innovation in health equity,
with a focus on the four pillars of health equity:
e Partnerships
e Voice of the people, including individuals who need or want PrEP and global community
advisors
e Person-centric design
e Diversity, equity and inclusion

PURPOSE 1 Trial & Results

Gilead’s twice-yearly lenacapavir demonstrated 100% efficacy and superiority to once-daily
F/TDF (Truvada®) for HIV prevention in the company’s pivotal, Phase 3 PURPOSE 1 trial.
PURPOSE 1 is the first Phase 3 HIV prevention trial ever to show zero infections.

e PURPOSE 1 enrolled 5,345 HIV-negative, cisgender adolescent girls and young women
aged 16-25 at 25 sites in South Africa and three sites in Uganda.

e InJune 2024, PURPOSE 1 met its key efficacy endpoints of superiority of twice-yearly
lenacapavir to once-daily oral Truvada and background HIV incidence.

e Based on these results, the independent Data Monitoring Committee recommended
that Gilead stop the blinded phase of the trial and offer open-label lenacapavir to all
participants.

e Full data were presented in July 2024 at AIDS 2024 in Munich, Germany.

PURPOSE 1 also evaluated the safety and efficacy of once-daily F/TAF (Descovy®) in cisgender
women in South Africa and Uganda.
e The data showed that F/TAF was not statistically superior to background HIV incidence,
but was numerically similar to Truvada.
e Adherence to once-daily oral F/TDF and F/TAF, measured through detection of tenofovir
diphosphate in blood samples, was low and declined over time.
e HIV protection was strongly associated with adherence to F/TAF in the case-control
analysis.

Next Steps

Upcoming filing: The initial filing for lenacapavir for HIV prevention will include the results of
both PURPOSE 1 and PURPOSE 2, if positive. PURPOSE 2 is studying the use of lenacapavir for
HIV prevention among cisgender men, transgender men, transgender women and gender non-
binary individuals in Argentina, Brazil, Mexico, Peru, South Africa, Thailand and the United
States who have sex with partners assigned male at birth.

This will ensure lenacapavir for HIV prevention can be approved for multiple populations and
communities most in need of additional HIV prevention options.

Timeline: Gilead expects results from PURPOSE 2 in late 2024/early 2025.



