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The aim of this PURPOSE 1 sub-analysis was to characterize annual persistence, defined as 
consistent adherence over 1 year, to LEN and daily oral F/TAF or F/TDF

LEN is a first-in-class, multistage HIV-1 capsid inhibitor 
with high potency and a long half-life, supporting 
twice-yearly SC injection1,2

Suboptimal PrEP Uptake, Adherence, and 
Persistence Globally   

F/TAF, emtricitabine/tenofovir alafenamide; F/TDF, emtricitabine/tenofovir disoproxil fumarate; HIV, human immunodeficiency virus; LEN, lenacapavir; PrEP, pre-exposure prophylaxis; SC, subcutaneous. 
1. Link JO, et al. Nature. 2020;584(7822):614-18. 2. Segal-Maurer S, et al. N Engl J Med. 2022;386(19):1793-803. 3. Landovitz RJ, et al. Clin Infect Dis. 2024;Epub ahead of print. 4. Marrazzo J, et al. JAMA. 2024;331(11):930-7.

PURPOSE 1 evaluated the safety and efficacy of twice-yearly SC LEN or 
daily oral F/TAF for HIV prevention in cisgender women

Consistent adherence to PrEP over time is an important 
predictor of effectiveness. Daily oral PrEP is highly 
efficacious, but daily adherence is challenging and may 
lead to decreased adherence and persistence and, 
therefore, decreased effectiveness3,4

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

aThe first participant was screened in August 2021, the 50th percentile participant was randomized in May 2023, and the last participant was randomized in September 2023. bEligibility criteria included: weight ≥ 35 kg, eGFR ≥ 60 mL/min, 
not pregnant. cn numbers represent the full analysis set for efficacy analyses. dIRR was assessed using a Wald test or likelihood ratio test if there were zero infections.1,2 eIRR was assessed using Poisson regression or an exact conditional Poisson 
regression model in case of zero infections. eGFR, estimated glomerular filtration rate; F/TAF, emtricitabine/tenofovir alafenamide; F/TDF, emtricitabine/tenofovir disoproxil fumarate; HIV, human immunodeficiency virus; IRR, Incidence rate ratio; 
LEN, lenacapavir; PrEP, pre-exposure prophylaxis; SC, subcutaneous. 1. Gao F, et al. Stat Commun Infect Dis. 2021;13(1):20200009. 2. Shao Y, Gao F. Stat Commun Infect Dis. 2024;16(1):20230004.

LEN and F/TAF for PrEP among Cisgender Women

Primary analysisd:
1. LEN vs background HIV

2. F/TAF vs background HIV

Secondary analysise:
1. LEN vs F/TDF

2. F/TAF vs F/TDF

Exploratory analysis:
Annual persistence (adherence over time)

Background HIV incidence

ClinicalTrials.gov: NCT04994509

F/TDF oral daily                                         1

2

Week 0 Week 52+

Randomized Blinded Cohort

LEN SC every 26 weeks

+ SC LEN placebo every 26 weeks

+ oral F/TAF placebo or F/TDF placebo (2:1)

Active control

n = 2134c

n = 2136c

n = 1068c

Week 26

Prespecified interim analysis 
50% of participants 

completed ≥ 52 weeks

Background HIV incidence is the incidence expected without PrEP, that would have 
been expected in a placebo group (the counterfactual HIV incidence)1,2

Cross-Sectional 
Incidence Cohort

Cisgender 
womena

Not on PrEP; 
no HIV testing 

in past 
3 months

HIV-positive 
test  recency 
assay used to 

estimate 
background 

HIV incidence

HIV-negative 
test and 
eligibleb

F/TAF oral daily
+ SC LEN placebo every 26 weeks
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Zero HIV Infections in Cisgender Women 
receiving LEN

aOverall n: background HIV incidence group, 8094; LEN, 2134; F/TAF, 2136; F/TDF, 1068. b95% CIs: background HIV incidence group, 1.82-3.19; LEN, 0-0.19; F/TAF, 1.44-2.76; F/TDF, 0.96-2.74. 
CI, confidence interval; F/TAF, emtricitabine/tenofovir alafenamide; F/TDF, emtricitabine/tenofovir disoproxil fumarate; HIV, human immunodeficiency virus; LEN, lenacapavir; PY, person-years.
1. Bekker L-G, et al. N Engl J Med. 2024;391:1179-92. 2. Bekker L-G, et al. Oral presentation at the 25th International AIDS Conference, July 22–26, 2024; Munich, Germany.
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LEN demonstrated 100% efficacy for HIV prevention in cisgender women1,2
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N = 3271

CGBMSM, TGW, TGM, and 
GNB in the US, South Africa, 

Peru, Brazil, Mexico, 
Argentina, and Thailand

QUALITATIVE
N = 220

QUALITATIVE
N = 230

N = 5345

Cisgender adolescent girls 
and young women in South 

Africa and Uganda

N = 250

US Cisgender
Women

N = 180

US PWID

FR/UK

N = 262

The                       Program

PURPOSE 1 NCT identifier: NCT04994509; PURPOSE 2: NCT04925752; PURPOSE 3: NCT06101329; PURPOSE 4: NCT06101342. PURPOSE studies available at: https://www.purposestudies.com/ (accessed November 11, 2024). Access statements: https://www.gilead.com/company/company-
statements/2024/updated-statement-on-access-planning-in-high-incidence-resource-limited-countries-for-lenacapavir-for-hiv-prevention (accessed November 11, 2024); https://www.gilead.com/news/news-details/2024/gilead-signs-royalty-free-voluntary-licensing-agreements-with-six-generic-
manufacturers-to-increase-access-to-lenacapavir-for-hiv-prevention-in-high-incidence-resource-limited-countries (accessed November 11, 2024). CGBMSM, cisgender gay and bisexual men who have sex with men; FR, France; GNB, gender nonbinary individuals; HIV, human immunodeficiency virus; 
LEN, lenacapavir; NCT, National Clinical Trial; PWID, people who inject drugs; TGM, transgender men; TGW, transgender women; UK, United Kingdom; US, United States. 1. Bekker L-G, et al. N Engl J Med. 2024;391:1179-92. 2. Bekker L-G, et al. Oral presentation at the 25th International AIDS Conference, 
July 22–26, 2024; Munich, Germany. 3. Kelley CF, et al. Oral presentation at the 5th HIV Research for Prevention Conference, October 6–10, 2024; Lima, Peru. 4. Kelley CF et al. Oral presentation at IDWeek, October 16–19, 2024; Los Angeles, CA, USA. 6

PURPOSE 1 and PURPOSE 2 
demonstrated that twice-yearly 
LEN is highly efficacious, safe and 
well tolerated for HIV prevention 
in the most globally, racially, 
ethnically, and gender-diverse Phase 3 
program conducted to date1–4
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Defining Annual PrEP Persistence

aOn-time injection at Week 26 and Week 52 was defined as within 28 weeks after the last injection.
DBS, dried blood spot; F/TAF, emtricitabine/tenofovir alafenamide; F/TDF, emtricitabine/tenofovir disoproxil fumarate; LEN, lenacapavir; PrEP, pre-exposure prophylaxis; TFV-DP, tenofovir-disphosphate.

0 52

Persistent

Non-persistent

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

LEN
On-time injectiona at baseline and Week 26, 

and on-time follow-up at Week 52

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

Non-persistent

13 26 39
Week

0 5213 26 39
Week

Annual persistence to injections defined as on-time injection at baseline and Week 26, 
and on-time follow up visit at Week 52

28 weeks

(LEN: within 28 weeks
 of last injection)
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Adherence to Injections Was High While Adherence 
to Oral F/TAF and F/TDF Was Poor

On-time adherence to injections was high
Most participants in both the F/TAF and F/TDF groups had low adherence to oral tablets, and adherence declined over time1,2 

LEN injections were on time 
(< 28 weeks from last injection)a for:

 91% (1832/2012) at Week 26

 94% (836/894) at Week 52

Injection Adherence

On-time injection rate was similar for 
LEN and placebo (F/TAF and F/TDF) 

injections

aParticipants who presented late required negative HIV testing to reinitiate study product, which included reloading with oral LEN or placebo. bPreselected 10% sample of participants assessed for TFV-DP concentrations in DBS (adherence cutoffs for F/TAF: low < 450, 
medium ≥ 450 to < 900, high ≥ 900 fmol/punch; and for F/TDF: low < 350, medium ≥ 350 to < 700, high ≥ 700 fmol/punch). DBS, dried blood spot; TFV-DP, tenofovir diphosphate; F/TAF, emtricitabine/tenofovir alafenamide; F/TDF, emtricitabine/tenofovir disoproxil fumarate; 
HIV, human immunodeficiency virus; LEN, lenacapavir. 1. Bekker L-G, et al. N Engl J Med. 2024;391:1179-92. 2. Bekker L-G, et al. Oral presentation at the 25th International AIDS Conference, July 22–26, 2024; Munich, Germany.
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Lower Chance of HIV Infection Associated With Medium 
or High Adherence to F/TAF: A Matched Case-Control Analysisa

aConditional logistic regression. Controls matched on site and baseline VOICE score from the same visit as the HIV diagnosis visit of each case. Each of 37 case participants contributed one sample. A trial participant could serve as a control for more than one case participant; 
159 participants contributed 176 samples to be used as matched controls. bBy TFV-DP DBS levels (adherence cutoffs for F/TAF: low < 450, medium ≥ 450 to < 900, high ≥ 900 fmol/punch). cMissing DBS concentrations imputed for participants with HIV infection based on last 
concentration prior to HIV diagnosis, and decay rate based on the median half-life. dAvailable data shown in stacked bar. CI, confidence interval; DBS, dried blood spot; TFV-DP, tenofovir diphosphate; F/TAF, emtricitabine/tenofovir alafenamide; HIV, human immunodeficiency virus. 
1. Bekker L-G, et al. N Engl J Med. 2024;391:1179-92. 2. Bekker L-G, et al. Oral presentation at the 25th International AIDS Conference, July 22–26, 2024; Munich, Germany.
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A significantly lower likelihood of HIV infection is associated with medium or high adherence 
compared with low adherence (odds ratio: 0.11; 95% CI 0.012-0.485; P = 0.0006)1,2 
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Participants Who Acquired HIV on F/TDF 
Had Declining Adherence

Adherence cutoffs for F/TDF: low < 350, medium ≥ 350 to < 700, high ≥ 700 fmol/punch. Each line represents a single participant who acquired HIV in the F/TDF group. Week 4 data are not plotted as these data were not at steady state. 
Measurements below the limit of quantification (defined as 25 fmol/punch) are plotted as 0. DBS data were not available for two participants who acquired HIV in the F/TDF group. 
BL, baseline; DBS, dried blood spot; HIV, human immunodeficiency virus; TFV-DP, tenofovir diphosphate; F/TDF, emtricitabine/tenofovir disoproxil fumarate.
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Annual Persistence on LEN Injections or Placebo 
Injections Was High

F/TAF, emtricitabine/tenofovir alafenamide; F/TDF, emtricitabine/tenofovir disoproxil fumarate; LEN, lenacapavir.
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Higher Annual Persistence on Twice-Yearly LEN 
Versus Daily Oral F/TAF or F/TDF

aP value was calculated based on Fisher’s exact test.
CI, confidence interval; DBS, dried blood spot; F/TAF, emtricitabine/tenofovir alafenamide; F/TDF, emtricitabine/tenofovir disoproxil fumarate; LEN, lenacapavir; TFV-DP, tenofovir-diphosphate.
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Annual persistence was significantly higher on twice-yearly LEN than on daily oral F/TAF or F/TDF, 
which helps elucidate the LEN efficacy findings in PURPOSE 1
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Annual persistence on LEN was assessed by on-time injections at Week 26 and Week 52 (within 28 weeks of the last injection). 
Annual persistence on oral F/TAF or F/TDF was assessed by TFV-DP concentration in DBS

P < 0.0001a
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Conclusions

 Annual persistence was assessed in PURPOSE 1 by 
evaluating on-time injections and by measuring DBS drug 
levels during the blinded, randomized phase of the study 

– Decreased PrEP adherence and persistence is associated 
with decreased prevention effectiveness1–3

 Significantly higher annual persistence was observed 
with twice-yearly LEN vs daily oral F/TAF or F/TDF

 The same approach to evaluate annual persistence and 
assess the potential benefit of twice-yearly LEN vs daily 
oral F/TDF will be used in PURPOSE 5 in France and 
the UK

DBS, dried blood spot; F/TAF, emtricitabine/tenofovir alafenamide; F/TDF, emtricitabine/tenofovir disoproxil fumarate; HIV, human immunodeficiency virus; LEN, lenacapavir; PrEP, pre-exposure prophylaxis; UK, United Kingdom.
1. Landovitz RJ, et al. Clin Infect Dis. 2024;Epub ahead of print. 2. Marrazzo J, et al. JAMA. 2024;331(11):930-7. 3. Jourdain H, et al. Lancet Public Health. 2022;7(6):e529–36.

Persistence on twice-yearly LEN was very high over 1 year in contrast to suboptimal oral F/TAF and F/TDF persistence, 
supporting the potential for LEN to have greater HIV prevention benefits beyond those of currently available PrEP options
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To access a copy of this presentation 
and other supplemental information, 

please scan the QR code

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