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‘
Proof of concept that CapSld 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

PURPOSE 1 NCT identifier: NCT04994509; PURPOSE 2: NCT04925752; PURPOSE 3: NCT06101329; PURPOSE 4: NCT06101342. PURPOSE studies available at: https://www.purposestudies.com (accessed October 4, 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 October 4, 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 October 4, 2024).
CGBMSM, cisgender gay and bisexual men who have sex with men; FR, France; GNB, gender nonbinary individuals; LEN, lenacapavir; MDR, multi-drug resistant; NCT, National Clinical Trial; PrEP, pre-exposure prophylaxis; 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; UK, United Kingdom; US, United States.


Presenter Notes
Presentation Notes
The Purpose program is a collection of studies, funded by Gilead Sciences, aimed at establishing efficacy, for Purpose 1 and 2, for twice yearly injectable lenacapavir in all people. In addition, acceptability, pharmacokinetics, and LEN persistence will also be studied in populations with a disproportionate burden of HIV in Purpose 3 (cisgender women in the US), 4 (people who inject drugs), and 5 (PWBP in Europe). 
 



Cisgender Women and Populations Disproportionately
Affected by HIV Incidence Need New HIV Prevention Choices

The uptake of, adherence to, and persistence on oral PrEP
remains suboptimal in populations globally, with 1.3 million
new HIV infections annually'!

We need to develop new PrEP options that do not require
daily oral adherence to pills or frequent clinic visits

LEN is a first-in-class, multistage HIV-1 capsid
/@% inhibitor with high potency and a long half-life,
supporting twice-yearly SC injection'%13

We evaluated the safety and efficacy of twice-yearly SC LEN for HIV prevention in cisgender women (PURPOSE 1) and in

cisgender gay, bisexual, and other men; transgender women; transgender men; and gender nonbinary individuals
who have sex with partners assigned male sex at birth (PURPOSE 2)

SC, subcutaneous. 1. de Dieu Tapsoba J, et al. AIDS Care. 2021;33(6):712-20. 2. Mugwanya KK, et al. Abstract 993 presented at: Conference on Retroviruses and Opportunistic Infections; March 4-7, 2019; Seattle, WA. 3. Velloza J, et al. AIDS Behav. 2023;27(1):279-89.
4, Chakare T, et al. Abstract OADO604 presented at: 23rd Intemational AIDS Conference; July 6-10, 2020; Brisbane, Australia. 5. Klein H, Washington TA. J Gay Lesbian Soc Serv. 2020;32:99-114. 6. Baral SD, et al. Lancet Infect Dis. 2013;13:214-22.

7. Kanny D, et al. MMWR Morb Mortal Wkly Rep. 2019;68:801-6. 8. Poteat T, et al. J Acquir Immune Defic Syndr. 2016;72(suppl. 3):5210-9. 9. Sullivan PS, et al. J Int AIDS Soc. 2020;23:€25461. 10. Torres TS, et al. Lancet Reg Health Am. 2023;28:100642.
4 11. Joint United Nations Programme on HIV/AIDS. https://aidsinfo.unaids.org (accessed October 10, 2024). 12. Segal-Maurer S, et al. N Engl J Med. 2022;386:1793-803. 13. Link JO, et al. Nature. 2020;584:614-18.


Presenter Notes
Presentation Notes
Despite effective pre-exposure prophylaxis regimens and antiretroviral treatment as prevention, HIV incidence remains unacceptably high globally. In addition, significant disparities remain in who benefits from these biomedical prevention interventions. Cisgender women, sexual and gender minority and racial/ethnic minority populations remain disproportionately affected by HIV and do not achieve the full benefits of PrEP in part due to PrEP access and uptake and challenges with long term persistence to daily, oral regimens. Therefore, additional PrEP options that do not require daily oral adherence are needed. 
 
LEN is a first-in-class, multistage HIV-1 capsid inhibitor with high potency and a long half-life, supporting twice-yearly SC injection that is being tested for use as HIV PrEP.
 
In Purpose 1 and 2, we evaluated the safety and efficacy of twice-yearly SC LEN for HIV prevention in cisgender women, and in cisgender gay, bisexual, and other men; transgender women; transgender men; and gender nonbinary individuals who have sex with partners assigned male sex at birth.
 



“PURPOSE 1 Study Design

Randomized Blinded Cohort
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LEN SC every 26 weeks
+ oral F/TAF placebo or F/TDF placebo (2:1)

F/TAF oral daily = n = 2136¢

+ SC LEN placebo every 26 weeks

F/TDF oral daily

Active control

+ SC LEN placebo every 26 weeks

Background HIV incidence S

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

Prespecified
interim analysis

50% of participants
completed > 52 weeks

Primary analysis:¢
1. LEN vs background HIV
2. F/TAF vs background HIV

Secondary analysis:®
1. LEN vs F/TDF
2. F/TAF vs F/TDF

ClinicalTrials.gov: NCT04994509

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. “n numbers represent the full
analysis set for efficacy analyses. 9IRR was assessed using a Wald test or likelihood ratio test if there were zero infections. "2 €IRR 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.

5 1. GaoF, et al. Stat Commun Infect Dis. 2021;13(1):20200009. 2. Shao 'Y, Gao F. Stat Commun Infect Dis. 2024;16(1):20230004.


Presenter Notes
Presentation Notes
Purpose 1 and 2 were similar studies, but with slightly different designs. Here we present the overall study schema for Purpose 1. This was a phase 3, double-blind, active-controlled, randomized trial which employed a novel study design to achieve the primary outcome. First, participants who were not on PrEP and had no HIV testing in the past 3 months and met other eligibility criteria entered the screening phase where they underwent HIV testing. Those who tested HIV negative were eligible to proceed to the randomized phase. Among those diagnosed with HIV, further laboratory testing including antibody avidity testing, was conducted to determine recent HIV infection. These recent infection outcomes were used to determine the background HIV incidence for use in the primary outcome analysis. This represents the HIV incidence that might be expected in a placebo group. 
 
Participants without HIV were then randomized 2:2:1 to subcutaneous LEN with matching placebo, delivered as two 1.5 ml subcutaneous injections in the abdomen, or daily oral F/TAF with matching placebo, or daily oral F/TDF with matching placebo for at least 52 weeks. On days 1 and 2, all participants received a pharmacologic loading dose of 600 mg oral lenacapavir or matched oral placebo. 
 
Purpose 1 was designed to finally give long-awaited efficacy data for F/TAF among cisgender women. In addition to the primary outcome analysis of HIV incidence in the LEN arm compared to background HIV incidence, HIV incidence in the F/TAF arm of the randomized blinded was another prespecified primary outcome analysis. Secondary outcome analyses included comparing HIV incidence among those assigned to LEN vs. F/TDF and among those assigned to F/TAF vs. F/TDF. 
 
Once 50% of participants had completed 52 weeks of follow-up, a pre-specified interim efficacy analysis was conducted. On June 18, 2024 an independent data monitoring committee reviewed the interim efficacy analysis and concluded that the criteria for unblinding the trial early were met. The interim analysis became the primary analysis for the trial. Participants began to learn their trial-group assignment and are now being offered the option to receive open-label lenacapavir. 



“PUKPOSE 2 Study Design

Randomized Blinded Cohort

4 4 2
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| | |
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+ oral F/TDF placebo

50% of participants
completed > 52 weeks

HIV negative
CGBMSM, test and
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LEN vs background HIV

TGM,
GNB?

Active control

F/TDF oral daily
+ SC LEN placebo every 26 weeks

Not on PrEP, HIV positive

no HIV testing
in past
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estimate
background
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Background HIV incidence IS

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

Secondary analysis:®
LEN vs F/TDF

ClinicalTrials.gov: NCT04925752

On Days 1 and 2, all participants received a pharmacologic loading dose of 600 mg oral LEN or matched oral placebo. @The first participant was screened in June 2021, the 50th percentile participant was randomized in August 2023, and the last participant was randomized in
December 2023. PEligibility criteria included: age > 16 years, weight > 35 kg, eGFR > 60 mL/min, not pregnant. “n numbers represent the full analysis set for efficacy analyses. 9IRR was assessed using a Wald test."-2 €IRR was assessed using Poisson regression.

6 1. GaoF, et al. Stat Commun Infect Dis. 2021;13(1):20200009. 2. Shao 'Y, Gao F. Stat Commun Infect Dis. 2024;16(1):20230004.


Presenter Notes
Presentation Notes
Purpose 2 employed a similar novel study design to Purpose 1 with one notable exception. As efficacy of TAF/FTC has been established in a similar population, the randomized blinded phase of the trial included only two groups.
 
So, as in Purpose 1, the recent HIV infections in the screening cohort were used to calculate the background HIV incidence for use in the primary outcome analysis. Participants without HIV were then randomized 2:1 to subcutaneous LEN with matching placebo, delivered as two 1.5 ml subcutaneous injections in the abdomen, or daily oral F/TDF with matching placebo for at least 52 weeks. On days 1 and 2, all participants received a pharmacologic loading dose of 600 mg oral lenacapavir or matched oral placebo. HIV incidence in the F/TDF arm of the randomized blinded phase was the prespecified secondary outcome analysis. 
 
As occurred in Purpose 1, once 50% of participants had completed 52 weeks of follow-up, a pre-specified interim efficacy analysis was conducted. On September 11, 2024, the independent data monitoring committee concluded that efficacy criteria for unblinding the trial early were met. Participants began to learn their trial-group assignment and are now being offered the option to receive open-label lenacapavir. 



-

Baseline Characteristics

a P
'~ ( \, »
“PURPOSE 1 ‘PURPOSE 2

Age, years, median (range) 21 (16-25) 21 (16-26)2 21 (16-25) Age, years, median (range) 28 (17-74) 29 (17-73)

Age 16 to <18, years, n (%) 56 (2.6) 45 (2.1) 23 (2.1) Age 16 to < 25, years, n (%) 752 (34.4) 344 (31.6)
Bl.ack race,® n (.%) 2135 (99.9) 2136 (100) 1068 (99.8) TSy T (o e
E;?,Zegit,j::;iﬁ;le: e(l/) 183 (8.6) 198 (9.3) 109 (10.2) Hispanic/Latine ethnicity,® n (%) 1378 (63.2) 675 (62.0)
Marital status, n (%) Gender identity, n (%)

Married 26 (1.2) 30 (1.4) 17.(1.6) Cisgender man 1697 (77.7) 846 (77.8)

Living with primary partner 148 (6.9) 132 (6.2) 73 (6.8) Gender-diverse 486 (22.3) 242 (22.2)
STIs, n (%)

Chlamydia trachomatis 520 (24.3) 562 (26.3) 263 (24.6) STis, n (%)

Neisseria gonorrhoeae 197 (9.2) 178 (8.3) 90 (8.4) Chlamydia trachomatis, Neisseria 382 (18.2) 207 (20.0)

Trichomonas vaginalis 154 (7.2) 165 (7.7) 82 (7.7) gono.rr‘hoeae or Trichomonas vaginalls’:

Syphilis 57 (2.7) 63 (2.9) 29 (2.7) Syphilis 84 3.9 4409
Any prior use of PrEP, n (%) 143 (6.7) 121 (5.7) 71 (6.6) No prior HIV test, n (%) 597 (27.3) 306 (28.1)
Any prior HIV testing, n (%) 1713 (80.1) 1731 (81.0) 860 (80.4) Any prior lifetime use of PrEP, n (%) 515 (23.6) 249 (22.9)
ﬁ';i‘t"ar:“:r‘"t"hi S(‘aﬁe ('1""35; b7 6.8 (4.7, 11.5) 6.6 (4.8, 11.0) 6.5 (4.6, 11.0) lsafsltf;;"x:;ek‘i”;e(f; Sl £ W0 22 491 (22.5) 271 (24.9)

Baseline demographics and clinical characteristics were balanced across randomized groups

PURPOSE 1: 7 participants were subsequently determined to have had HIV infection at the time of randomization, and thus 5338 were included in the modified ITT efficacy analysis. PURPOSE 2: 6 participants were subsequently determined to have had HIV infection at the time of randomization,

and thus 3265 were included in the modified ITT efficacy analysis. 21 participant was aged 25 years at screening but turned 26 by randomization—this was not a violation of eligibility criteria. PAll non-Black participants were multiracial. <Sample size LEN: 2136; F/TAF: 2134; F/TDF: 1069. 9Data were
unavailable for 8 participants in the LEN group and 2 in the F/TDF group. eData were unavailable for 1 participant in the LEN group. fLEN: n = 2096; F/TDF: n = 1036. ITT participants with any STI laboratory test while at risk of HIV in study. Testing for T vaginalis was performed at investigator discretion
(n = 1T vaginalis diagnosed at baseline in the LEN group). éDiagnoses for chlamydia or gonorrhea were based on rectal, pharyngeal, and urine testing at a central laboratory. ITT, intention-to-treat; Q, quartile; ST, sexually transmitted infection.


Presenter Notes
Presentation Notes
Baseline characteristics of study participants enrolled in Purpose 1 are represented on this left side slide. 2138 cisgender women were randomized to LEN, 2137 to F/TAF, and 1070 to F/TDF. Overall, median age was 21 and a significant number of participants were aged 16-18 years. Almost all reported Black race and 10% or less reported college or university education. STIs were common and very few had used PrEP previously. 
 
Baseline characteristics of study participants enrolled in Purpose 2 are shown on the right side of the slide. 2183 were randomized to subcutaneous LEN and 1088 randomized to daily oral F/TDF. Approximately 1/3 of PURPOSE 2 participants were less than 25 years of age, approximately 2/3 were non-white, and >20% were gender diverse.
 
We also noted high rates of bacterial STI at enrollment in Purpose 2. Over ¼ of the participants reported no prior HIV test, and over 75% reported never using PrEP before. Multiple partners and stimulant use were also common--as might be expected based on enrollment criteria. 
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Global Distribution of Participants

AQPURPOSE1
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Presenter Notes
Presentation Notes
Purpose 1 and 2 represent global efforts to reach all people who would benefit from PrEP. Purpose 1 was conducted among cisgender women in South Africa and Uganda while Purpose 2 was conducted among gay and bisexual cisgender men, transgender women, transgender men, and gender non-binary people who have sex with partners assigned male sex at birth in the US, Mexico, South America, Africa and Asia. 
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QPURPOSE 1: Zero HIV Infections ~PUwPOSE 2: Two HIV Infections
in Participants Receiving LEN

in Cisgender Women Receiving LEN
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aQverall n: background HIV incidence group, 8094; LEN, 2134; F/TAF, 2136; F/TDF, 1068. 95% Cls: background HIV incidence group, 1.82-3.19; LEN, 0-0.19; F/TAF, 1.44-2.76; F/TDF, 0.96-2.74. <Overall n: background HIV incidence group, 4634; LEN, 2179; F/TDF, 1086.

495% Cls: background HIV incidence group, 1.649-3.417; LEN, 0.012-0.373; F/TDF, 0.426-1.768.
9 PY, person-years.


Presenter Notes
Presentation Notes
Here we represent HIV incidence used for efficacy analyses in Purpose 1 and 2. 
In Purpose 1, among participants in the screening phase, background HIV incidence was 2.41/100 PY. Among those assigned to F/TAF, 39 incident HIV infections occurred for rate of 2.02/100PY. Among those assigned to F/TDF, 16 new infections occurred for HIV incidence rate of 1.69/100PY.  
 
And finally, among those assigned to twice yearly SC LEN, ZERO HIV infections occurred over 1939 PY of follow up for an incidence rate of ZERO.  
 
In Purpose 2, background HIV incidence in the screening cohort was 2.37/100PY. In those randomized to F/TDF, 9 infections occurred over 967 person years for calculated HIV incidence of 0.93 per 100 PY. 
 
And finally, ONLY 2 HIV infections occurred in those randomized to SC LEN over 1938 person years of follow-up for a calculated HIV incidence of ONLY 0.1/100 PY. 



HPURPOSE 1 Primary Analysis: Y PURPOSE 2 Primary Analysis:
LEN Has 100% Efficacy for PrEP LEN Has 96% Efficacy for PrEP

| i |
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1 8 0.01 0.18 -
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F/TAF - ; — : |
0.55 P=0.212 | 1.28 |
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| |
1 1
0 1 0 1

HIV IRR (95% Cl) HIV IRR (95% ClI)
Incidence lower than bHIV Incidence lower than bHIV

LEN reduced HIV infections by 100% in PURPOSE 1 and by 96% in PURPOSE 2 compared with

background HIV incidence; in PURPOSE 1, F/TAF was not different from background HIV incidence

aHIV IRR vs background HIV was assessed using a likelihood ratio test (LEN, due to zero infections), and a Wald test (F/TAF)."2 PHIV IRR vs background HIV was assessed using a Wald test.2
bHIV, background HIV incidence.
10 1. Shao Y, Gao F. Stat Commun Infect Dis. 2024;16(1):20230004. 2. Gao F, et al. Stat Commun Infect Dis. 2021;13(1):20200009.


Presenter Notes
Presentation Notes
Primary outcome analyses for Purpose 1 calculated the HIV incidence rate ratios in those randomized to LEN as well as those randomized to TAF/FTC vs. the background HIV incidence. 
 
LEN reduced HIV infections by 100%, with an incidence rate ratio of 0, compared with background HIV incidence as well as compared to those assigned to F/TDF. There was no significant reduction seen in those assigned to TAF/FTC compared to background HIV incidence. 
 
In the Purpose 2 primary outcome analysis shown on the right, LEN reduced HIV infections by 96%, with an incidence rate ratio of 0.04, compared with background HIV incidence.
 



~PURPOSE 1 Secondary Analysis: ~"PURPOSE 2 Secondary Analysis:
LEN Superior to F/TDF LEN Superior to F/TDF
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HIV IRR (95% ClI) HIV IRR (95% Cl)

LEN reduced HIV infections by 100% in PURPOSE 1 and by 89% in PURPOSE 2 compared with daily oral F/TDF;

in PURPOSE 1, F/TAF was not numerically different from F/TDF

11 aHIV IRR vs F/TDF was assessed using an exact conditional Poisson regression model (LEN, due to zero infections). PHIV IRR vs F/TDF was assessed using Poisson regression.


Presenter Notes
Presentation Notes
Secondary outcome analyses for Purpose 2 compared HIV incidence in the LEN and F/TAF arms to that in those assigned to F/TDF. Compared to F/TDF, LEN reduced HIV incidence by 100%, IRR of zero. There was no numerical difference in HIV incidence between the F/TAF and F/TDF arms. 
 
In Purpose 2, the secondary outcome analysis compared HIV incidence in the LEN arm to F/TDF. LEN reduced HIV incidence by 89% compared to F/TDF.
 
In both Purpose 1 and 2, since 95% confidence intervals for the LEN vs. F/TDF arms did not include the null value of 1, LEN was also shown to be superior to F/TDF in both studies. 



“PURPOSE 1 Adherence to Injections Was Much
Higher vs Oral F/TAF and F/TDF

Adherence by TFV-DP Concentration in 10% Cohort

F/TAF F/TDF
100 - . E .
80
Injections were on time? for: S Adherenceb
= 91.5% (4545/4967) at Week 26 £ 60- m High
© (> 4 doses/week)
= 92.8% (2025/2181) at Week 52 g Medium
2 40 1 (2-3 doses/week)
& m Low
20 (< 2 doses/week)
0- : :
Week 39 52
n 200 204 192 171 82 106 103 101

Notably in the F/TAF group, there was a significantly lower likelihood of HIV infection associated with

medium or high adherence compared with low adherence (odds ratio 0.11; 95% Cl 0.012-0.49; P = 0.0006)

aAdherence to LEN was defined as on-time injections (< 28 weeks from the last injection), and participants who presented late required negative HIV testing to reinitiate study product, which included reloading with oral LEN or placebo. bPreselected 10% sample of participants

12 assessed for TFV-DP concentrations in DBS (adherence cutoffs for F/TAF: low < 450, medium > 450 to < 900, high > 900 fmol/punches; and for F/TDF: low < 350, medium > 350 to < 700, high > 700 fmol/punch). DBS, dried blood spot; TFV-DP, tenofovir diphosphate.


Presenter Notes
Presentation Notes
In Purpose 1, adherence to injection visits over the 52 week study period was >90% while the great majority of participants had low adherence to oral F/TDF and F/TAF at 52 weeks based on TFV concentrations in a pre-selected 10% subset of the study. Notably, in a case-control study conducted within the F/TAF group, medium and high adherence, or > 2 doses per week, to oral study product was significantly associated with 89% reduced odds of HIV infection. 
 
Similar data on adherence for Purpose 2 will be available soon. 



g
~PURPOSE1 Pregnancies Were Common and
Outcomes Similar to Expected Rates in the Population

13

Participants and Pregnancies, n (%)

Participants with confirmed pregnancies
Confirmed pregnancies
Completed pregnancies
Ongoing pregnancies
Birthsa
Interrupted pregnancies
Induced abortion

Spontaneous miscarriage®

LEN

n=2138

184
193
105 (54.4)
88 (45.6)
55 (28.5)
50 (25.9)
30 (15.5)
20 (10.4)

F/TAF

n=2137

219
119 (54.3)
100 (45.7)
45 (20.5)
74 (33.8)
40 (18.3)
34 (15.5)

F/TDF
n= 1070
95

98
53 (54.1)
45 (45.9)
21 (21.4)
32 (32.7)
20 (20.4)
12 (12.2)

Expected spontaneous
miscarriage rate:'.2

~10-20% of clinically
recognized pregnancies

~30% of biochemically
detected pregnancies

Available pregnancy outcomes were similar to those expected for the population?

aCompleted uninterrupted pregnancies, which includes live births and 8 still births: 3 in the LEN group, 4 in the F/TAF group, and 1 in the F/TDF group. "Spontaneous miscarriage defined as occurring at < 20 weeks’ gestation.

1. ACOG Committee on Practice Bulletins—Gynecology. Obstet Gynecol. 2018;132(5):e197-e207. 2. Wilcox AJ, et al. N Engl J Med. 1988;319:189-94. 3. Mugo NR, et al. JAMA. 2014;312(4):362-71.



Presenter Notes
Presentation Notes
Remarkably, Purpose 1 did NOT require that participants use contraception during the trial. Pregnancy occurred commonly in all arms and >100 births occurred with no increase in adverse pregnancy outcomes detected. Spontaneous miscarriage outcomes were similar to what is expected in the general population. 



LEN, F/TAF, and F/TDF Are Safe and Well Tolerated

4 A |
“PURPOSE 1 “PURPOSE 2

LEN F/TDF

Any, n (%) 1631 (76) 1665 (78) 830 (78) Any, n (%) 1607 (74) 803 (74)
Grade > 2 1111 (52) 1078 (50) 533 (50) Grade > 2 1173 (54) 594 (55)
Grade > 3 88 (4) 95 (4) 50 (5) Grade = 3 91 (4) 65 (6)
Serious AEs 59 (3) 85 (4) 35 (3) Serious AEs 71 (3) 43 (4)
AEs leading to discontinuation of 5 (<1)b 2 (< 1) 0 AEs leading to discontinuation of study drug 7(<1) 7 (<1)¢
study drug AEs occurring in > 5% of participants, n (%)

AEs occurring in > 10% of participants, n (%) Rectal chlamydia infection 289 (13) 128 (12)
Headache 285 (13) 352 (16) 155 (14) Oropharyngeal gonf)cocce.ﬂ infection 283 (13) 119 (11)

‘ _ ‘ Rectal gonococcal infection 233 (11) 99 (9)
Ur]nary tract infection 307 (14) 305 (14) 163 (1 5) Upper respiratory tract infection 148 (7) 77 (7)
Genitourinary chlamydia infection 300 (14) 317 (15) 129 (12) Diarrhea 146 (7) 75 (7)
Upper respiratory tract infection 271 (13) 274 (13) 121 (11) Headache L) do i)
N 144 (7 234 (11 142 (13 Influenza 120 (5) 66 (6)

ausea ) (1) (13) Latent syphilis 114 (5) 44 (4)
Vomiting 125 (6) 235 (11) 107 (10) Nausea 89 (4) 67 (6)

Laboratory abnormalities, n with Laboratory abnormalities, n with

2 1 post-baseline result 2126 2113 1054 > 1 post-baseline result 2153 1071
Any grade > 1, n (%) 1929 (91) 1904 (90) 959 (91) Any grade > 1, n (%) 1822 (85) 937 (87)

6 deaths, all in the F/TAF group;d none related to study drug per investigator 4 deaths in the LEN group and 2 deaths in the F/TDF group;f none related to study drug per investigator

AEs were consistent with prior LEN, F/TAF and F/TDF trials.'4 In PURPOSE 2, the frequency of AEs and laboratory abnormalities

was similar between arms, with the exception of changes in eGFR (significantly different at Week 26 and Week 52).2

3AEs are treatment emergent in persons who received at least 1 dose of study drug; AEs exclude ISRs; AEs coded according to Medical Dictionary for Regulatory Activities, Version, 27.0 and graded by the Division of AIDS Table for Grading the Severity of Adult and Pediatric AEs, Version 2.1. bn = 1 for each of: nausea, decreased creatinine

renal clearance, increased hepatic enzyme, spontaneous miscarriage, suicide attempt/major depression. “n = 1 for each of: suicide attempt/depressive symptoms/drug overdose, angioedema. 4Asphyxia secondary to strangulation, non-accidental bums, knife stab to chest, hemorrhage due to traffic accident, autopsy-confirmed ischemic

cardiomyopathy, and ovarian cancer. ¢AEs leading to discontinuation of study drug in > 1 participant in any group: decreased creatinine renal clearance (2 participants in the F/TDF group). fLEN group: cerebrovascular accident and pulmonary thromboembolism, car collision, sudden death with an undetermined cause, and suicide;

F/TDF group: intracranial hemorrhage and undetermined cause. PURPOSE 2: median change from baseline in eGFR: Week 26: + 1.2 mL/min in the LEN group vs -3.0 mL/min in the F/TDF group (P < 0.0001); Week 52: + 0.6 mL/min in the LEN group vs -2.9 mL/min in the F/TDF group (P =0.0024). In PURPOSE 1, adherence to F/TDF was
14 too low to impact eGFR. AE, adverse event; ISR, injection-site reaction. 1. Gupta SK, et al. Lancet HIV. 2023;10(1):e15-e23. 2. Ogbuagu O, et al. Lancet HIV. 2023;10(8):e497-€505. 3. Mayer KH, et al. Lancet. 2020;396:239-54. 4. Baeten JM, et al. N Engl J Med. 2012;367:399-410.


Presenter Notes
Presentation Notes
In addition to the incredible demonstrated efficacy of LEN, both Purpose 1 and Purpose 2 showed that LEN, F/TDF, and F/TAF were safe and well tolerated. With the exception of injection site reactions which will be discussed further on the next slide, reported adverse events were similar across study arms in both studies. <1% of participants in all study arms across both studies discontinued study drug due to adverse events.  
 
In Purpose 2, consistent with the known safety profile of F/TDF and reductions in kidney function, there was a statistically significant difference in estimated glomerular filtration rate between the arms at both weeks 26 and 52. Adherence to oral study product was not high enough in Purpose 1 to make this assessment. 



Injection-Site Reaction Frequency and
Grade Diminish With Subsequent Injections

LEN is injected into the SC space and forms a drug depot that may be palpable under the skin but is usually not visible. As the drug elutes over time, the depot gets smaller, and the nodules
resolve or reduce in size substantially prior to the next injection. The frequency of ISRs, including nodules, decreased with subsequent doses (also observed with HIV treatment?).

-y by
“PURPOSE 1 “PURPOSE 2

Nodule Pain Swelling Nodule Pain Erythema
Placebo Placebo Placebo
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In PURPOSE 1, among 25,329 LEN/placebo injections, only 4 ISRs led to discontinuation (all LEN)

In PURPOSE 2, among 15,239 LEN/placebo injections, only 29 ISRs led to discontinuation (LEN, 26; F/TDF, 3)

AEs coded according to Medical Dictionary for Regulatory Activities, Version 27.0. Grade 1 and 2 ISRs are shown. In PURPOSE 1: LEN n: baseline, 2138; Week 26, 1930; Week 52, 862. Placebo (F/TAF + F/TDF) n: baseline, 3206; Week 26, 2883; Week 52, 1274; SC nodules, injection-site pain, and swelling
were the most commonly reported ISRs, occurring in 63.8%, 31.2%, and 4.4% of participants in the LEN group, respectively, vs 16.6%, 23.7%, and 5.4% of participants given placebo injections; Grade 3 ISRs in the LEN group: n = 1 nodule; F/TDF group: n = 1 pain. In PURPOSE 2, LEN n: baseline, 2183;
Week 26, 1859; Week 52, 744; Placebo n: baseline, 1088; Week 26, 946; Week 52, 379; SC nodules, injection-site pain, and erythema were the most commonly reported ISRs; over the period of study, they occurred in 63.4%, 56.4 %, and 17.3% of participants in the LEN group, respectively, vs 39.2%,

15 53.4%, and 19.4% of participants given placebo injections; Grade 3 ISRs in the LEN group: n =4 pain, n = 3 erythema; F/TDF group: n = 1 pain. 1. Kumar P, et al. Abstract EPB184 presented at the 24th International AIDS Conference, July 29 to August 2, 2022; Montreal, Canada.


Presenter Notes
Presentation Notes
Here we report data for injection site reactions. To orient to the chart, green represents no injection site reaction, yellow is grade 1, and red is grade 2. Nodules were more common in the LEN group compared to the F/TDF group. LEN is injected into the SC space and forms a drug depot that may be palpable under the skin but is usually not visible. As the drug elutes over time, the depot gets smaller, and the nodules resolve or reduce in size substantially prior to the next injection. The frequency of ISRs, including nodules, decreased with subsequent doses. This was seen in both Purpose 1 and 2 and, also, was observed previously with HIV treatment. 
 
In PURPOSE 1, among 25,329 LEN or placebo injections, only 4 ISRs led to discontinuation​--- all in the LEN arm. In PURPOSE 2, among 15,239 LEN or placebo injections, only 29 ISRs led to discontinuation--- 26 in the LEN arm and 3 in the F/TDF arm.



PURPOSE 1 and 2 Data Summary

) -

“PURPOSE 1 “PURPOSE 2

Study population ngender women \ CGBMSM, TGW, TGM, and GNB people who have sex with \

partners assigned male sex at birth

Baseline

demographics and Balanced across randomized groups Balanced across randomized groups
clinical characteristics

LEN HIV prevention efficacy was superior to both LEN HIV prevention efficacy was superior to both
background HIV incidence and daily oral F/TDF background HIV incidence and daily oral F/TDF

Efficacy Zero HIV infections among 2134 participants receiving LEN Two HIV infections among 2179 participants receiving LEN
LEN reduced HIV infections by 100% compared with bHIV incidence LEN reduced HIV infections by 96% compared with bHIV incidence
and daily oral F/TDF and by 89% compared with daily oral F/TDF
LEN and F/TAF were safe and well tolerated LEN and F/TDF were safe and well tolerated

Safet Most common ISRs: SC nodules, injection-site pain, and swelling Most common ISRs: SC nodules, injection-site pain, and erythema

y

ISR frequency and grade diminished with subsequent injections

ISR frequency and grade diminished with subsequent injections ‘ :
(also observed in other studies'#)

(also observed in other studies'-3)

. LEN increased eGFR while F/TDF decreased eGFR; this difference
therence to F/TDF was too low to impact eGFR / vas more pronounced in PURPOSE 2 vs PURPOSE 1 /

Twice-yearly LEN offers an efficacious, safe, and well-tolerated choice for HIV prevention in the most globally racially,

ethnically, and gender-diverse Phase 3 program conducted to date. All trial participants are being offered open-label LEN.

16 1. Segal-Maurer S, et al. N Engl J Med. 2022;386:1793-1803. 2. Landovitz RJ, N Engl J Med. 2021; 385(7):595-608. 3. Delany-Moretlwe S, et al. Lancet. 2022; 399:1779-1789. 4. Bekker L-G, et al. N Engl J Med. 2024;391:1179-92.


Presenter Notes
Presentation Notes
Here we summarize the results from both Purpose 1 and Purpose 2.  ZERO HIV infections occurred in 2134 participants assigned to LEN in Purpose 1, demonstrating 100% efficacy among cisgender women.
 
Two HIV infections occurred in 2179 participants assigned to LEN in Purpose 2, demonstrating 96% efficacy among gay and bisexual cisgender men and gender diverse people who have sex with partners assigned male sex at birth.
LEN was also superior to F/TDF in both Purpose 1 and 2. 
 
Both trials showed LEN to be safe and well-tolerated in all people. Injection site reactions were more common with LEN, reduced over time, and rarely led to drug discontinuation. 
 
In PURPOSE 1, daily oral F/TAF and F/TDF adherence was poor and HIV protection was strongly associated with F/TAF adherence.
 
All trial participants in both studies are being offered open-label LEN
 
Twice yearly LEN offers an efficacious, safe, and well tolerated choice for HIV prevention in the most globally, racially, ethnically, and gender diverse Phase 3 program conducted to date. All participants are now being offered open label LEN. 
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Presenter Notes
Presentation Notes
There are some important firsts to note in both of these trials. Purpose 1 was the first HIV prevention clinical trial to include pregnant and lactating people. Purpose 2 intentionally focused on CGBMSM and TGW of color and was the FIRST to include transgender men and gender non-binary people. Finally, both trials included adolescents aged 16-17 years. The intentional design of these trials was made possible by engaging and building partnerships and centering the voices of the people and communities who would benefit most from novel HIV prevention interventions. 



{}PU RPOSE Next Steps

8 pUl\.IJOSE 2

CGMSM, TGW, TGM, GNB in
US, South Africa, Peru, Brazil,
Mexico, Argentina, and Thailand

N=3271
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“PURPOSE 5
FR/UK

~PURPOSE 1
Cisgender adolescent
girls and young women in
South Africa and Uganda

N =5345

A QUALITATIVE
N =230

\ 3 T

—

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

Gilead has been developing a strategy to enable broad,
sustainable access globally

* Royalty-free, voluntary licensing agreements are in place with
6 pharmaceutical manufacturers to make generic LEN available in
120 high-incidence, resource-limited countries, covering LEN for
HIV prevention, if approved, and treatment in HTE adults with
MDR HIV

* These agreements are just one component of Gilead’s overall
global strategy to enable broad, sustainable access to LEN for
PrEP, if approved, prioritizing timely regulatory filings,
engagement with partners and governments, and manufacturing
planning, including for Argentina, Brazil, Mexico, Peru, and the
United States

Please see the full access statements at Gilead.comaP

PURPOSE 1 NCT identifier: NCT04994509; PURPOSE 2: NCT04925752; PURPOSE 3: NCT06101329; PURPOSE 4: NCT06101342. PURPOSE studies available at: https://www.purposestudies.com (accessed October 4, 2024).

ahttps: //www.gilead.com/company/company-statements/2024/updated-statement-on-access-planning-in-high-incidence-resource-limited-countries-for-lenacapavir-for-hiv-prevention (accessed Oct 4, 2024).

bhttps: //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 Oct 4, 2024).
HTE, heavily treatment-experienced.
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To access a copy of this presentation
and other supplemental information,
please scan the QR code

20 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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