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Lenacapavir Was Safe and Efficacious for PrEP in a
Broad and Diverse Phase 3 Program

= PURPOSE 1 and PURPOSE 2 were Phase 3 pivotal studies that demonstrated that LEN for
PrEP is safe and effective in men, women, and gender-diverse populations,'2 leading to
the approval in the US and EU

“PURPOSE 2

Cisgender men and

gender-diverse individuals in
the US, South Africa, Peru,
Brazil, Mexico, Argentina,
and Thailand

x4
“PURPOSE 1
Cisgender women in
South Africa
and Uganda

— European countries were not included in these studies

= Ongoing Phase 2 study in France and the UK

investigating the persistence, safety, PK, and The aim of PURPOSE 5 is to investiga
acceptability of twice-yearly SC LEN for HIV annual persistence, defined a

R PURPOSE 5 prevept.ion among people not currently consistent adherence o
benefiting from PrEP populations disprc

France/UK

= We selected France and the UK because of
the high PrEP use in those countries and the
inequities that exist between PrEP

\_ availability and uptake3“ )

LEN, lenacapavir; PK, pharmacokinetics; PrEP, pre-exposure prophylaxis; SC, subcutaneous.
1. Bekker L-G, et al. N Engl J Med. 2024;391:1179-92. 2. Kelley CF, et al. N Engl J Med. 2025;392:1261-76. 3. British Association for Sexual Health and HIV/British HIV Association.
. https://bhiva.org/wp-content/uploads/2025/07/2025-PrEP-guidelines.pdf (accessed Sept. 5, 2025). 4. EACS. 2025. https://eacs.sanfordguide.com/eacs-part1/art/eacs-pre-exposure-prophylaxis (accessed Sept. 5, 2025).
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Despite Widespread Availability of PrEP,
Not Everyone Is Benefiting

= The number of new HIV diaghoses first diagnosed in England has
remained relatively stable since 2019’

= However, HIV continues to disproportionately affect ethnic minority
groups, particularly people of Black heritage, transgender individuals,
migrants, cisgender women, and sex workers, and inequities still exist in
PrEP uptake'

* In France, although the number of new HIV diagnoses has decreased, this
reduction has primarily been in men born in France who have sex with
men>-8

= Non-adherence and early PrEP discontinuation are common, resulting in
lower real-world HIV risk reduction than observed in clinical trials®3-10

We sought to enroll a majority of participants from disproportionally affected populations, including

cisgender women,'-3:11 men from minoritized ethnic groups who have sex with men, .
transgender people,+11-14 and sex workers#11

PrEP, pre-exposure prophylaxis. 1. UK Health Security Agency. 2024. HIV testing, PrEP, new HIV diagnoses and care outcomes for people accessing HIV services: 2024 report - GOV.UK (accessed Aug. 19, 2025). 2. Public Health England. 2020.
https://assets.publishing.service.gov.uk/media/602166b08fa8f51474577bf7 /hpr2020_hiv19.pdf (accessed Sept. 27, 2025). 3. Whelan |, et al. Lancet HIV. 2023;10:e472-81. 4. Shannon K, et al. Lancet. 2018;392:698-710. 5. Santé Publique France. 2023.
https://www.santepubliquefrance.fr/maladies-et-traumatismes/infections-sexuellement-transmissibles/vih-sida/documents/bulletin-national/vih-et-ist-bacteriennes-en-france.-bilan-2023 (accessed Aug. 21, 2025). 6. Gosselin A, et al. Sex Transm Infect. 2020;96:227-31.
7. AIDSinfo. https://aidsinfo.unaids.org/ (accessed Aug. 22, 2025). 8. Billioti de Gage S, et al. Lancet Reg Health Eur. 2022;22:100486. 9. Melnyk, T, et al. EACS 2023, Abstract MeP.T4.05. 10. Jourdain, H. et al. Lancet Public Health. 2022;7:€529-36. 11. UNAIDS.

https: //www.unaids.org/sites/default/files/media_asset/2021-global-aids-update_en.pdf (accessed Aug. 17, 2025). 12. Poteat T, et al. J Acquir Immune Defic Syndr. 2016;72(suppl. 3):5210-9. 13. Baral SD, et al. Lancet Infect Dis. 2013;13:214-22. 14. Cirrincione LR, et al. Clin Pharmacol Ther. 2023;113:557-64.
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P
“PURPOSE 5 Is Evaluating Persistence on Twice-Yearly LEN vs
Daily Oral F/TDF for PrEP in France and the UK

Open-Label Randomized Phase

Q) Participants randomized to LEN received loading doses of two 300-mg tablets of LEN on each of
%) Days 1 and 2; participants randomized to F/ TDF received daily oral F/ TDF (200/300 mg)

27 /4 /4

Week 02 Week 4 Week 13 Week 26 Week 39 Week 52
Inclusion Criteria L I I 1 [ ]

Primary

—~— Analysis
Individuals who met UK LEN SC S/ 26 weeks y

and EU guidelines'-2 for

All participants
completed > 52 weeks

PrEP and are not Primary analysis:
Cl(ll'l'ently tfa:;ll::% |;I'EP , 52-week persistence of
no use or Fr or

> 4 weeks)P:< F/TDF oral daily € LEN vs F/TDF

Secondary analysis:
Safety, acceptability, and PK
of LEN vs F/TDF

Exploratory analysis:
adherence to PrEP over one year, Prevention of HIV-1 infection

consistent with PURPOSE 1 and PURPOSE 2 posthoc analyses by LEN

Persistence was defined as continuous and consistent

ClinicalTrials.gov: NCT06513312

20n Days 1 and 2, all participants receiving LEN received a pharmacologic loading dose of 600 mg oral LEN. P> 18 years of age, HIV-negative test, eGFR > 60 mL/min. “HIV-negative status was confirmed by a local rapid HIV-1/2 antibody (Ab)/antigen (Ag) test, central HIV-1/2 Ab/Ag,
and HIV-RNA NAAT at screening and on Day 1. 9n numbers represent completed enrollment. F/TDF, emtricitabine/tenofovir disoproxil fumarate; LEN, lenacapavir; NAAT, nucleic acid amplification testing; PK, pharmacokinetics; PrEP, pre-exposure prophylaxis; SC, subcutaneous.

5 1. British Association for Sexual Health and HIV/British HIV Association. 2025. https://bhiva.org/wp-content/uploads/2025/07/2025-PrEP-guidelines. pdf (accessed Sept. 5, 2025). 2. EACS. 2025. https://eacs.sanfordguide.com/eacs-part1/art/eacs-pre-exposure-prophylaxis
(accessed Sept. 5, 2025). 3. Mayer KH, et al. Lancet. 2020;396:239-54.
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Participants’ Age, Highest Education Level,
and Prior PrEP Use

Median participant age: % 58% of participants reported prior use of PrEP
34 years (range: 18-66) France

UK
31 years 35 years
(range: 18-60) (range: 20-66) 49% 68%
50

42% 40% m UK
x 40 = France 82% of participants had some higher education
(7]
E 30 100 88%
= g0 | 7% m UK
-E 20 B France
| S
()
(a8

10
16%

Participants, %
N
o

20 6%

6%

3% 0% 2% 1% 0% 1% 2%

18-<25 >25-<35 35-<50 250 Some Complete Some Complete Some No primary
Age, years higher secondary secondary primary primary education
education education education education education

Overall, 42% participants had not previously accessed PrEP

Some percentages do not sum to 100% due to rounding.

6 PrEP, pre-exposure prophylaxis.



Distribution of Participants by Ethnic Group,
Overall and by Country

29% of participants are in a minoritized ethnic group * UK

10%

12% 7%

63%

B Asian
B Black
Race/
) France
Ethnicity B White O

Not reported

11%¢ 10%

12%

Other

66%

Overall, 29% of participants in PURPOSE 5 identify as a minoritized ethnic group

Some percentages do not sum to 100% due to rounding. 2ncludes Other (n = 29), American Indian or Alaska Native (n = 1), and Native Hawaiian or Pacific Islander (n = 1). PIncludes Other (n = 18).

7 dncludes Other (n=11), Asian (n = 2), American Indian or Alaska Native (n = 1), and Native Hawaiian or Pacific Islander (n = 1).
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Distribution of Participants by Gender Identity,

Overall, and by Country

21% of participants are transgender men, transgender women,
or gender-nonbinary

é[? UK

13%

6% <1% 79
5% 7A 8%

10%
57%

Gender
identity

France 59
O 7%1' 5%
72%

m Cisgender men®
Transgender men
m OtherP

m Cisgender women
® Transgender women
Gender-nonbinary

87%

28% of cisgender men identify as a minoritized ethnic group

K o/€
g

9% 8%

15%

59%

O France (4 g%

11%"

m Asian m Black
m White Other
Not reported

66%

Overall, 21% participants identify as gender diverse and 7% are cisgender women. 28% of the

cisgender men in PURPOSE 5 identify as a minoritized ethnic group

Some percentages do not sum to 100% due to rounding. 2Who have sex with partners assigned male at birth. PIncludes 1 participant assigned male at birth. “Data are percentage of participants in each ethnic group.
dincludes Other (n = 17) and Native Hawaiian or Pacific Islander (n = 1). €Includes Other (n = 7). fIncludes Other (n = 10), Asian (n = 2), and Native Hawaiian or Pacific Islander (n = 1).




Screened Participants Were at Increased
Likelihood of HIV Acquisition

100
88% 87% 87%
m UK
80 / \
S = France STIs at baseline:
4 60 ..
5 Total 13% of participants
(a
S 4 36% had gonorrhea,
5 29% chlamydia, or
- 22% - inali
0 Trichomonas vaginalis
20 1% 10%
(0]
. 6% 4% 1o 2% 2% of participants had
0 - Qphllls /
Condomless sex with Diagnosis of a Engaged in sex work or  Used 2 2 courses
> 2 partners in bacterial STl in transactional sex in of PEP in

the past 6 months the past 12 months  the past 12 months  the past 12 months

Approximately 50% of participants in PURPOSE 5 were representative of

disproportionately affected groups

Participants had to meet >1 of the criteria listed to be eligible for inclusion.

9 PEP, postexposure prophylaxis; STI, sexually transmitted infection.



Retention to Date Is Very High

Study progress:
of participants have reached the Week 13 visit

of participants have reached the Week 26 visit

Retention:

94%) of participants remain in the study as of Oct. 8, 2025

Retention in PURPOSE 5 is high to date

10



Conclusions

= In the PURPOSE 5 study of twice-yearly SC LEN for PrEP in
France and the UK, ~50% of participants represent
disproportionately affected populations not currently
benefiting from PrEP

» |nclusion of a broad and diverse population is important for
understanding the benefit of LEN for PrEP for all populations,
including communities disproportionately affected by HIV

= Primary data are expected in mid 2026

PURPOSE 5 enrollment demonstrates the feasibility of reaching underserved

populations with LEN for PrEP

11 LEN, lenacapavir; PrEP, pre-exposure prophylaxis; SC, subcutaneous.
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QR Code

To access a copy of this presentation
and other presentations, and

supplemental information from the
PURPOSE Program at EACS 2025, please
scan the QR code

@ SCAN ME

13 Copies of this oral presentation obtained through QR (Quick Response) are for personal use only and may not be reproduced without written permission of the authors.



A Growing{’}PURPOSE Portfolio

Fully enrolled! Global regulatory filings are urgently in progress, so that
Primary data expe.cted LEN can be authorized for all those who need or want PrEP,
mid-2026 particularly those most disproportionately affected by HIV

“PURPOSES5 ||
‘ N = 268

@PURPOSE 365
N ~ 300

’m\F’rEP LEN
& Unitaid

FIOCRUZ

#preventionwithpurpose #accesswithpurpose

PURPOSE 1: NCT04994509; PURPOSE 2: NCT04925752; PURPOSE 3: NCT06101329; PURPOSE 4: NCT06101342; PURPOSE 5: NCT06513312; PURPOSE 365: NCT07047716.
LEN, lenacapavir; PrEP, pre-exposure prophylaxis.
PURPOSE studies. https://www.purposestudies.com (accessed Aug. 15, 2025).


https://www.purposestudies.com/




The Primary Endpoint Is 52-Week Annual Persistence

Persistence? was defined as continuous and consistent adherence to PrEP over time

LEN F/TDF
Injection at baseline, on-time injection? at Week 26, DBS TFV-DP concentrations consistent with
and on-time follow-up at Week 52 > 4 doses/week at Weeks 13, 26, 39, and 52
D [t
Persistent? -
Nonpersistent .............................
Nonpersistent - SNNEGEGEREGEREE e e
Nonpersistent -SNENKNTNNENGNEGEGEGEGEGEGE - - -3 = - —
28 weeks
0 13 26 39 52 0 13 26 39 52
Week Week

3Persistence is calculated in the Full Analysis Set; on-time injection at Week 26 and on-time follow-up at Week 52 were defined as within 28 weeks after the last injection. The proportion of participants with
persistence through Week 52 will be reported for each study group with two-sided 95% exact Cls based on the Clopper-Pearson method.

6 DBS, dried blood spot; F/TDF, emtricitabine/tenofovir disoproxil fumarate; LEN, lenacapavir; PrEP, pre-exposure prophylaxis; TFV-DP, tenofovir-diphosphate.
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