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Introduction
• The Phase 3 PURPOSE 2 trial, conducted in the USA, Brazil, Thailand, South Africa, Peru, Argentina, and 

Mexico, demonstrated high efficacy of twice-yearly SC LEN for PrEP in cisgender men and gender-diverse 
individuals1

• The presence of STIs, including rectal gonorrhea, rectal chlamydia, and syphilis, is a marker for condomless 
sexual activity, and is associated with higher rates of HIV acquisition2-7

• Chemsex is the use of psychoactive drugs before or during sexual activity. The prevalence of chemsex ranges 
globally from 8-32% of men who have sex with men and is associated with increased rates of acquisition of 
both HIV and STIs8-16 

PURPOSE 2

Figure 1. Study Design1

aIncludes all data observed during the RBP and follow-up time after the first dose of open-label oral PrEP administered after premature discontinuation of 
randomized study drug (if applicable) or after stopping any PrEP during the study (if applicable) and on or prior to the first dose of open-label LEN while at risk 
of HIV. bParticipants who declined LEN OLE were offered up to 78 weeks of open-label F/TDF if they were on blinded LEN in the RBP. cCisgender men and 
gender-diverse people aged ≥ 16 years who have sex with men and are at risk of HIV acquisition. dIncluded in the full analysis set for primary efficacy analyses 
(additional participants are included in the safety analysis).
F/TDF, emtricitabine/tenofovir disoproxil fumarate; LEN, lenacapavir; OLE, open-label extension; PrEP, pre-exposure prophylaxis; 
RBP, randomized blinded phase; SC, subcutaneous; STI, sexually transmitted infection. 

Methods

• PURPOSE 2 (NCT04925752) is a Phase 3, double-blind, active-controlled randomized trial in individuals aged 
≥ 16 years who have sex with men and were at risk of HIV acquisition. Participants were randomized 2:1 to 
receive SC LEN every 26 weeks or oral emtricitabine/tenofovir disoproxil fumarate (F/TDF) daily (Figure 1)

• Participants were regularly tested for STIs
— At baseline and every 13 weeks thereafter, oropharyngeal and rectal swabs and urine specimens were 

collected for Neisseria gonorrhoeae and Chlamydia trachomatis testing
— Participants were tested for syphilis at baseline and every 13 weeks thereafter according to each site's 

standard algorithm. Investigators determined syphilis stage based on clinical findings, history, and 
laboratory results

— Participants were treated or referred for treatment for new positive results for any incident STI
— STI outcomes were summarized using descriptive statistics

• Sexual behaviors in the prior 3 months, including number of partners, receptive anal sex acts, and chemsex
acts, were self-reported by questionnaire at baseline and every 13 weeks thereafter

Table 1. PURPOSE 2 Baseline Characteristics  

Results

• At baseline, rectal gonorrhea or chlamydia was diagnosed in 12% (242/2084) of participants in the LEN group 
and 12% (123/1034) in the F/TDF group. Syphilis was reported in 4% (84/2183) of participants in the LEN 
group and 4% (43/1088) in the F/TDF group (Table 1)

• Self-reported sexual behaviors remained consistent and comparable between groups, with a median of 3 to 5 
partners per 3 months (Figure 6). The proportions of participants reporting ≥ 10 partners (22-32%) (Figure 6),
≥ 10 receptive anal sex acts (22-31%), and chemsex acts (21-29%) (Figure 7) also remained stable and 
comparable over time

Characteristic, n (%) LEN, N = 2183 F/TDF, N = 1088

Age, years, median (range) 28 (17-74) 29 (17-73)
Age 16 to ≤ 25, years 752 (34) 344 (32)

Non-White racea 1453 (67) 742 (68)
Hispanic/Latine ethnicityb 1378 (63) 675 (62)
Gender identity

Cisgender man 1697 (78) 846 (78)
Gender diverse 486 (22) 242 (22)

STIs
Chlamydia trachomatis or
Neisseria gonorrhoeaec,d 391 (18) 217 (20)

Rectal Neisseria gonorrhoeae or
Chlamydia trachomatis 242 (12)e 123 (12)f

Syphilis 84 (4) 43 (4)
No prior HIV test 597 (27) 306 (28)
Any prior lifetime use of PrEP 515 (24) 249 (23)
Self-reported use of stimulants with 
sex in the last 12 weeks 491 (22) 271 (25)

Figure 4. Syphilis by Stage Through the End of RBPa

aSee footnote a in Figure 1. bRectal gonorrhea and chlamydia are based on lab data and syphilis is investigator reported. F/TDF, emtricitabine/tenofovir 
disoproxil fumarate; LEN, lenacapavir; PY, person-years; RBP, randomized blinded phase; STI, sexually transmitted infection.

Conclusions

• PURPOSE 2 participants had high levels of diagnosed sexually 
transmitted infections (STIs) and reported sexual behaviors associated 
with increased likelihood of HIV acquisition at baseline and throughout 
the study, with no evidence of risk compensation 

• Despite this ongoing vulnerability, HIV acquisition was rare in the 
lenacapavir (LEN) group, further supporting the high efficacy of twice-
yearly subcutaneous (SC) LEN for HIV pre-exposure prophylaxis (PrEP)

Plain Language Summary

• Human immunodeficiency virus (HIV) prevention medicine, called
pre-exposure prophylaxis (PrEP), lowers the chance of someone 
getting HIV

• Lenacapavir (LEN) is approved to help prevent HIV. It is given as an 
injection under the skin twice a year (every 6 months)

• In a large clinical study called PURPOSE 2, LEN worked very well at 
preventing HIV in cisgender men, transgender women, transgender 
men, and gender-diverse individuals who have sex with men 

• At the start of the study and during the study, participants were tested
for sexually transmitted infections (STIs) and answered questions 
about their sexual behaviors

• The researchers looked at how many participants had STIs and the 
sexual behaviors they reported during the study

• Even though many participants had STIs and engaged in behaviors 
linked to a higher chance of acquiring HIV, LEN continued to work 
very well at preventing HIV
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• A sexual behaviors questionnaire was administered at baseline and every visit (every 13 weeks) 
throughout the study, in which participants self-reported numbers of partners or specific sex acts within the 
prior 3 months (Figure 2)

Six participants were subsequently determined to have had HIV acquisition at the time of randomization, and thus 3265 were included in the modified ITT 
efficacy analysis. Unavailable or missing data were excluded from the calculations of percentages. aRace data were unavailable for eight participants in the 
LEN group and two participants in the F/TDF group. bEthnicity data were unavailable for one participant in the LEN group. cTesting for T. vaginalis was also 
performed at investigator discretion for participants assigned female at birth (1 case of T. vaginalis diagnosed at baseline in the LEN group). dDiagnoses of 
chlamydia or gonorrhea were based on rectal, oropharyngeal, and urine testing at a central laboratory. eThe denominator is 2084. tThe denominator is 
1034. F/TDF, emtricitabine/tenofovir disoproxil fumarate; ITT, intention-to-treat; LEN, lenacapavir; PrEP, pre-exposure prophylaxis; STI, sexually 
transmitted infection.

Objective
• To describe self-reported sexual behaviors and the incidence of STIs associated with HIV acquisition at 

baseline and through the end of the randomized blinded phase (RBP) of PURPOSE 2

Study Design and Procedures
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Sexually Transmitted Infections

Participants

Participants

Brazil 36% 
USA 21% 
Peru 14% 

Thailand 12% 
South Africa 11% 

Argentina 7% 
Mexico <1% 

Figure 3. Incidence of HIV, Rectal STIs, and Syphilis Through the End of RBPa
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Figure 5. Incidence of Rectal STIsa Through Week 52
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Sexual Behaviors Through Week 52

Figure 6. Self-Reported Number of Sex Partners in Past 3 Months at Baseline and Weeks 
13, 26, 39, and 52 by Study Group
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Figure 7. Self-Reported Number of Receptive Anal Sex Acts and Chemsex Acts in Past 3 
Months at Baseline and Weeks 13, 26, 39, and 52 by Study Group

Full analysis set while at risk of HIV in study on or prior to first dose date of open-label LEN. 
F/TDF, emtricitabine/tenofovir disoproxil fumarate; LEN, lenacapavir; Q, quartile.
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Sexual Behaviors Questionnaire

Number of Partners_____ Prefer not to answer 

In the past 3 months, approximately how many sex partners have you had? If you have not had any sex partners in the past 
3 months, please enter ‘0’:

In the past 3 months, how many times have you had receptive anal sex? By receptive anal sex, we mean when your partner puts 
their penis into your anus. If you have not had receptive anal sex in the past 3 months, please enter ‘0’:

In the past 3 months, how many times have you taken drugs before or during sex? If you have not taken drugs before or during sex
in the past 3 months, please enter ‘0’: 

Number of Partners_____ Prefer not to answer 

Number of Partners_____ Prefer not to answer 

Figure 2. Selected Questions From the Sexual Behaviors Questionnaire 

• Through the end of the RBP (Figure 3)
— In the LEN group, 1329 episodes of rectal gonorrhea or chlamydia (incidence rate [IR]: 46.9 per 

100 person-years [PY]) and 391 episodes of syphilis (IR: 13.8 per 100 PY) were diagnosed 
— In the F/TDF group, 512 episodes of rectal gonorrhea or chlamydia (IR: 39.4 per 100 PY) and 160 

episodes of syphilis (IR: 12.3 per 100 PY) were diagnosed
— The HIV IR was 0.11 per 100 PY in the LEN group and 0.92 per 100 PY in the F/TDF group

• The greatest incidence of syphilis was in the early latent stage (Figure 4)
• Incidence of rectal STIs remained stable over time (Figure 5)
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