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PrEP disparities are increasing

https://www.cdc.gov/hiv/library/reports/surveillance-data-tables; https://www.cdc.gov/hiv/pdf/library/reports/surveillance/cdc-hiv-surveillance-
special-report-number-27.pdf; Reisner SL et al, LGBT Health, 2021.

32% of 
transgender 
women and
28% of 
transgender men 
who were HIV-
negative used 
PrEP
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Decreasing adherence to oral PrEP in the real world

Unigew, OFID 2024



What about injectable options?

• CAB-LA injections every 8 weeks 
superior to oral TDF/FTC with 66-
89% reduction in HIV incidence in 
two large randomized controlled 
trials: HPTN 083 & HPTN 084

• Difference appears to be driven by 
higher adherence to CAB-LA

• In an open-label extension among 
HPTN 084 study participants, 78% 
of participants chose CAB-LA for 
PrEP

Delany-Moretlwe S et al. HIV4P 2021, LB1479; Delany-Moretlwe S et al. CROI 2023, OALBX02 



Lenacapavir: a first-in-class multistage HIV capsid inhibitor

Hitchcock, Int J Antimicrob Agents, 2023

LEN is a small molecule capsid inhibitor:

• High potency (EC50 = 100 pM)

• Multistage, selective inhibitor of HIV 
capsid mechanism 

• No overlapping resistance with approved 
ARV agents

• Well-characterized PK including a long half-life

• Potential for a flexible dosing profile 
(oral or injectable)

• Approved in combination with an optimized 
background regimen for HIV treatment in 
persons with multidrug-resistant HIV-1 infection

• LEN (twice yearly, subcutaneous, single 
agent) is being studied for HIV 
prevention (PrEP)
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Lenacapavir 
for PrEP: 
#preventionwithpurpose

Partnerships
Voice of PWBP and 

community (G-CAGs) Person-centric design Diversity, equity, inclusion

Proof of concept that capsid inhibitors prevent SHIV in non-human primates;
Robust pharmacokinetic and safety database in persons with and without HIV;

LEN for HIV Tx in MDR HIV 

N=3000

CGMSM, TGW, TGM, GNB in 
US, South Africa, Peru, Brazil, 

Mexico, Argentina, and Thailand

QUALITATIVE
N=220

QUALITATIVE
N=230

N=5010

Cisgender adolescent girls and 
young women in South Africa 

and Uganda

N=250

US Cisgender
Women

N=250

US PWID

• PURPOSE 1 NCT identifier: NCT04994509; PURPOSE 2 NCT identifier: NCT04925752
CGMSM, cisgender men who have sex with men; G-CAG, Global Community Advisory Groups; GNB, gender nonbinary individuals; 
 LEN, lenacapavir; MDR, multi-drug resistant; PWBP, people who would benefit from PrEP; 
PWID, people who inject drugs; SHIV, simian-human immunodeficiency virus; TGM, transgender men; 
TGW, transgender women; Tx, treatment; US, United States. Purpose Studies. Available at: https://www.purposestudies.com/. Accessed July 2023.

N=262

FR/UK

https://www.purposestudies.com/
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Study Design

Primary analysis:d

1. LEN vs background HIV
2. F/TAF vs background HIV

Secondary analysis:e

1. LEN vs F/TDF
2. F/TAF vs F/TDF

Cross-Sectional 
Incidence Cohort

Background HIV incidence

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; IRR, incidence rate ratio.
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.

Cisgender 
womena

Not on PrEP, 
no HIV testing 

in past 
3 months

ClinicalTrials.gov: NCT04994509

F/TDF oral daily                                         1

2

2

Week 0  Week 52+

Randomized Blinded Cohort

LEN SC every 26 weeks

F/TAF oral daily

+ SC LEN placebo 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

HIV positive 
test  recency 
assay used to 

estimate 
background 

HIV incidence

HIV negative 
test and 
eligibleb

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



LEN for Pre-Exposure Prophylaxis (PrEP): The PURPOSE Studies

Randomized
2:2:1

AGYW
≥16 yo

Week 0 52

Two Primary Endpoints:
LEN vs bHIV

F/TAF vs bHIV

+52

LEN SC q6m
or 

tail coverage

LEN SC q6m
(n=2004)

F/TAF PBO (n=1336)2:1

LEN SC PBO q6M
F/TAF po qd
(n=2004)

F/TDF po qd
(n=1002)

+

MSM,TGW,TGM
≥16 yo

Randomized
2:1

Primary Endpoint:
LEN vs bHIV

F/TDF po qd
(n=1000) +

LEN SC q6m
(n=2000) + F/TDF PBO po qd 

These studies used a counterfactual analysis to determine efficacy

+

+
F/TDF PBO (n=668)

LEN SC PBO q6M

§ External control: bHIV in those not on PrEP based on recency assay in screened population, 
historical data from ECHO, HVTN, PrEPVACC

§ Dosing: Day 1 - LEN 927mg SC + 600mg oral, Day 2 - 600mg oral, followed by 927mg SC q26weeks; 
F/TAF 200/25mg oral daily, F/TDF 200/300mg oral daily

§ Internal Active Control: F/TDF
§ Locations: South Africa and Uganda

LEN SC q6m
or 

tail coverage

Week 0 52 +52

§ External controls: bHIV in those not on PrEP based on recency assay in screened population, rectal 
gonorrhea surrogate (Mullick & Murray 2018); CDC data background HIV incidence estimation (only for the 
US)

§ Dosing: Day 1 - LEN 927mg SC + 600mg oral, Day 2 - 600mg oral, followed by 927mg SC q26weeks; F/TDF 
200/300mg oral daily

§ Internal Active Control: F/TDF and bHIV placebo-estimation (Glidden, et al IDWeek 2020)

§ Locations: US, Peru, Brazil, South Africa

LEN SC PBO q6M

AGYW, adolescent girls and young women; bHIV, background HIV incidence; LEN, lenacapavir; PBO, placebo; SC, subcutaneous
Data on file, Gilead Sciences 

Phase 3: LEN for PrEP ‡

Kelley, ID Week, 2024
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Comparing CAB-LA vs. LEN
Characteristic CAB-LA Lenacapavir

Drug class Integrase Strand Transfer Inhibitor Capsid inhibitor

Populations included 
in trials

- MSM and TGW
- Cisgender women

- MSM, TG and NB populations
- Cisgender women

Schedule of injections Injections at baseline, 1 month, then every 
2 months

- Injections at baseline and every  6 mo
- 2 tablets on days 1 and 2

# injection visits/year 7 2

Location and type of 
injection

- Ventrogluteal or dorsogluteal, (thigh)
- One 3 mL intramuscular injection

- Abdomen, alternative site thigh
- Two 1.5 mL subcutaneous injections

Effectiveness 66-89% reduction compared with TDF/FTC 89-100% reduction compared with TDF/FTC

Side effects - Injection site reactions common, 
improve with subsequent injections

- Injection site reactions common, 
improve with subsequent injections
- Nodules 

Cost - $4K/injection
- $28K/year

- $14K/injection
- $28K/year



Mann et al, JAMA Oct 2024

Trends in oral and injectable PrEP Prescriptions, 2013-2023



Multi-level barriers to broad scale-up of injectable PrEP 

Level Barriers
Individual • Lack of awareness of injectable PrEP

• Fear of needles
• Injection site reactions
• Fear of long-term side effects

Organizational • Provider comfort administering injections
• Staffing to handle complex insurance navigation
• Systems to track and remind patients of visits

Structural • High cost
• Insurance / access issues

Adapted from Albert Liu, MD



Lessons from Contraception

Adapted from Seidman D, Symposia CROI 2022;  Dehlendorf, Contraception 2018; Sewell et al,  Curr HIV/AIDS 2021.

Build rapport and 
trust

Elicit preferences

Assist patient with 
self-assessment of 

risk

Offer enough detail to 
inform decision 

making

Tell them they can 
revisit decision, make 

follow-up plans



Successful Solutions and Strategies for CAB LA Integration

Practice Preparation

• Tasking shifting
• Injection training 
• Flexible Scheduling
• Staff enthusiasm & high motivation to 

offer CAB LA
• Prior experience with injectables 

Patient Selection

• Patient awareness and education
• Screen for stigma and pill fatigue
• Offer to individual who test positive for 

STIs or use injection drugs
• Patient-provider discussion guides

Benefits Verification

• Delegate staff to lead insurance 
processes

• Coordinate and collaborate with 
pharmacies 

• Use ViiV insurance support systems

Inventory Management

• Medication tracking and delivery logs
• Stock needles for larger BMI individuals

Injection Visits

• Flexible scheduling
• Use telehealth to support clinic flow
• Integrate other care for convenience
• Injection training for different body types 

Continuation

• Patient scheduling & tracking systems
• Integrated care – combine with other 

care
• Support services (e.g., telehealth, 

transportation) 
• Patient reminders sent across multiple 

mediums (text, phone, email, etc.)

CAB, cabotegravir; LA, long-acting; STI, sexually transmitted infection.

Khan, HIVR4P 2024

Key takeaways from clinics in the PILLAR implementation study



LEN for PrEP Key Takeaways

• Similarly to CAB-LA, lenacapavir found to be superior to oral PrEP for all genders
• LEN administration every 26 weeks is promising for acceptability and implementation
• Injection site reactions common, but did not result in significant discontinuation

• Injectable PrEP may be preferred among different populations
• Increase privacy, reduce stigma
• Reduce burden and adherence challenges with taking a daily pill
• Increased choice can lead to increased PrEP uptake and persistence

• Expanding injectable PrEP use among communities highly impacted by HIV (and with lower uptake 
of oral PrEP) could help reduce disparities in HIV prevention
• We need to expand our reach, not just switch current PrEP users to new formulations
• Individual, organizational, and structural barriers to implementation need to be addressed to maximize 

impact
• The future of LEN: once yearly IM formulation 


