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We performed a PURPOSE 2 subanalysis to characterize annual persistence, defined as consistent 
adherence over 1 year, to twice-yearly SC LEN and daily oral F/TDF

PrEP Uptake, Adherence, and Persistence are 
Suboptimal Globally 

F/TDF, emtricitabine/tenofovir disoproxil fumarate; LEN, lenacapavir; PrEP, pre-exposure prophylaxis; SC, subcutaneous. 
1. Kelley CF, et al. N Engl J Med. 2025;392:1261-76. 2. Landovitz RJ, et al. Clin Infect Dis. 2024;79:1197-207. 3. Marrazzo J, et al. JAMA. 2024;331:930-7. 
4. Segal-Maurer S, et al. N Engl J Med. 2022;386:1793-803. 5. Link JO, et al. Nature. 2020;584:614-8. 

In PURPOSE 2, twice-yearly SC LEN was safe and reduced HIV incidence by 96% compared 
with background incidence in cisgender men and gender-diverse individuals1, 

communities that have historically struggled with adherence and persistence

Daily oral PrEP with consistent adherence is highly 
efficacious; however, adherence can be challenging, 
which directly reduces effectiveness2,3

An efficacious, long-acting agent could eliminate the 
need for daily oral adherence and increase persistence, 
thereby increasing PrEP effectiveness

LEN is a first-in-class, multistage HIV-1 capsid inhibitor 
with high potency and a long half-life, supporting 
twice-yearly SC injection4,5
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Participants in PURPOSE 2 were Randomized to 
Receive LEN or F/TDF

aParticipants randomized to LEN received loading doses of two 300-mg tablets of LEN on each of Days 1 and 2 and SC LEN 927 mg on Day 1 and then every 26 weeks (± 7 days); participants randomized to F/TDF received matched placebos at these times. bParticipants randomized to 
LEN in the RBP who chose to participate in the LEN OLE phase received SC LEN every 26 weeks (± 7 days) and had study visits every 13 weeks (± 7 days). Participants randomized to F/TDF in the RBP who chose to participate in the LEN OLE phase received SC LEN on LEN OLE Day 1 
and every 26 weeks thereafter; these participants also received an oral LEN loading dose on LEN OLE Days 1 and 2 and had study visits at LEN OLE Day 1, Weeks 4 and 8 (± 2 days), Week 13 (± 7 days), and then every 13 weeks (± 7 days) thereafter. cIncluded in the full analysis set for 
primary efficacy analyses (additional participants are included in the safety analysis). dCisgender men, transgender women and men, and non-binary people aged ≥ 16 years who have condomless receptive anal sex with partners assigned male at birth. 
EORBP, end of randomized blinded phase; F/TDF, emtricitabine/tenofovir disoproxil fumarate; LEN, lenacapavir; OLE, open-label extension; RBP, randomized blinded phase; SC, subcutaneous. 

ClinicalTrials.gov: NCT04925752

+ oral F/TDF placebo

Day 1

Randomized Blinded Phasea LEN OLE Phaseb

+ SC LEN placebo every 26 weeks

F/TDF oral daily (n = 1086c)                                     

LEN SC every 
26 weeks

Week 26

Study population: Cisgender men and gender-diverse people ≥ 16 years old who are at risk of HIV acquisitiond

Present analysis objective

 To evaluate persistence, defined as sustained adherence over one year

LEN SC every 26 weeks  (n = 2179c)                                     

2

1

Day 2 Week 52 EORBP

Cisgender men 
and gender-

diverse people
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Adherence to Injections was High
Injection Adherence (Study Population)a

On-time adherence to injections was high
Most participants initially had a high adherence to daily oral F/TDF; however, adherence declined over time1
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Adherence to LEN was defined as on-time injection (≤ 28 weeks after the last injection) at Weeks 26 or 52. Adherence to F/TDF was assessed using intracellular TFV-DP levels in DBS at Weeks 8, 13, 26, 39, or 52. aParticipants on LEN who presented 
later than 28 weeks required negative HIV testing to reinitiate study product, which included reloading with oral LEN or placebo. bA randomly preselected 10% sample of participants were assessed for TFV-DP concentrations in DBS (adherence cutoffs 
for F/TDF: low < 350, medium ≥ 350 to < 700, high ≥ 700 fmol/punch). DBS, dried blood spot; F/TDF, emtricitabine/tenofovir disoproxil fumarate; LEN, lenacapavir; TFV-DP, tenofovir diphosphate. 1. Kelley CF, et al. N Engl J Med. 2025;392:1261-76.

Adherence by TFV-DP Concentrations 
in 10% Cohort (F/TDF)
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Defining Annual Persistence to PrEP:
Combined Assessment of Adherence and Continuation Over 1 Year

0 52

Persistenta

Nonpersistent

F/TDF
DBS TFV-DP concentrations consistent with 
≥ 4 doses/week at Weeks 13, 26, 39, and 52

LEN
Injection at baseline, on-time injectiona at Week 26, 

and on-time follow-up at Week 52b

Nonpersistent

13 26 39
Week

0 5213 26 39
Week

28 weeks

Annual persistence was characterized in a random, preselected 10% sample of participants
(limited to those who had ≥ 1 year of study follow-up at the time of the primary analysis)

Nonpersistence to PrEP included participants who discontinued study drug for any reason. aOn-time injection at Week 26 and on-time follow-up visit at Week 52 was defined as within 28 weeks after the last injection. 
The proportion of participants with persistence through Week 52 was reported for each study group with 2-sided 95% exact CIs based on the Clopper-Pearson method. bA ± 2-week window was permitted for the Week 
26 LEN injection and follow-up at Week 52. 
CI, confidence interval; DBS, dried blood spot; F/TDF, emtricitabine/tenofovir disoproxil fumarate; LEN, lenacapavir; PrEP, pre-exposure prophylaxis; TFV-DP, tenofovir disphosphate.

Nonpersistent
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Higher Annual Persistence on Twice-Yearly LEN 
Versus Daily Oral F/TDF

Annual persistence was significantly higher on twice-yearly LEN than on daily oral F/TDF, 
which helps elucidate the LEN efficacy findings in PURPOSE 2

P < 0.003a

63.3%

37.3%

aP value was calculated based on Fisher’s exact test.b5 participants were deemed nonpersistent due to data entry delay at the time of primary analysis but had on-time Week 52 visits.
CI, confidence interval; DBS, dried blood spot; F/TDF, emtricitabine/tenofovir disoproxil fumarate; LEN, lenacapavir.

Annual persistence in the randomly preselected 10% sample of participants 
(adherence subset) 

Non-persistence

• Of the 36 LEN participants who were 
nonpersistent:

• 21 were due to missed Week 26 injection
• 14 were due to not having an on-time 

Week 52 visit 
• 5 were due to data entry delayb

• 1 was due to late Week 26 injection

• Of the 32 F/TDF participants who were 
nonpersistent:

• 18 had ≥ 1 missing DBS samples
• 14 ≥ 1 DBS concentrations consistent with 

< 2 doses/week on average over the 
preceding 8-12 weeks
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Annual Persistence was Similar Between LEN 
Injections and Placebo Injections

Annual persistence on LEN injections was similar to persistence 
on placebo injections in the F/TDF group 

63.3%
68.6%

CI, confidence interval; F/TDF, emtricitabine/tenofovir disoproxil fumarate; LEN, lenacapavir; SC, subcutaneous.

Placebo injection

Annual persistence to SC injection (adherence subset: 
randomly preselected 10% sample of participants)

Annual persistence to SC injection 
(whole study population)

67.6% 67.8% 67.2%
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Conclusions

F/TDF, emtricitabine/tenofovir disoproxil fumarate; LEN, lenacapavir; PrEP, pre-exposure prophylaxis; SC, subcutaneous.
1. Bekker L-G, et al. Oral presented at: HIV Glasgow; November 10–13, 2024; Glasgow, UK.

 We observed significantly higher annual persistence with 
twice-yearly SC LEN vs daily oral F/TDF, utilizing a 
conservative definition of persistence that accounts for 
adherence and continuation. This supports the superior 
efficacy of LEN vs F/TDF in PURPOSE 2

– Similar findings were observed in the PURPOSE 1 study 
among cisgender adolescent girls and young women1

 Future studies should assess longer-term persistence to PrEP

The greater persistence on twice-yearly SC LEN vs daily oral F/TDF supports the potential for LEN to 
have a greater public health impact than that of daily oral PrEP
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QR Code

SCAN ME

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

The same approach to evaluate annual 
persistence of LEN for PrEP vs daily oral 

F/TDF is being used in PURPOSE 5 
in France and the UK

EACS Oral PS08.5: Recruitment of Disproportionately 
Affected Populations in the PURPOSE 5 Study 

Evaluating Lenacapavir for PrEP in France and the UK 
(Jean-Michel Molina)



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 August 15, 2025).

A Growing                Portfolio

#preventionwithpurpose

N = 3271

N = 5345
N = 268

N = 253

N = 181

 mPrEP LEN
PROPEL

INCLUSION 
PORTFOLIO Project 

PrEP

 ALIGN

N ~ 300

#accesswithpurpose

Fully enrolled!
Primary data expected 

mid to late 2026 

Global regulatory filings are urgently in progress, so that 
LEN can be authorized for all those who need or want PrEP, 
particularly those most disproportionately affected by HIV
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