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Outline of Presentation

« HPTN Leadership
« Sites and Research Participants
* Longitudinal Achievements

« HPTN Vision: The Way Forward
* New Biomedical Tools and Modalities
 Integrated Strategies
« EXxpansion and Transitions
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#3i. HPTN
Network Structure — Leaders %17 pegona

HPTN Executive Committee Members:

* HPTN LOC, SDMC and LC leadership Science Committees (Population-Focused):

« Quarraisha Abdool Karim « Adolescents (Co-chairs: Audrey Pettifor and Linda-Gail Bekker)
_ « Sexual and Gender Minority (Co-chairs: Ken Mayer and Thiago Torres)
e Chris Beyrer « Substance Use (Co-chairs: Steffanie Strathdee and Sunil Solomon)

: « Women (C- chairs: Jessica Justman and Philippa Musoke
« Sinead Delany-Moretlwe ( pp )

* Sybil Hosek
 Raphael Landovitz Working Groups (Cross-Cutting):

_ « Biomedical Sciences (Co-chairs: Joe Eron and Elaine Abrams)
* Nyaradzo Mgodi « Community (Chair: Ntando Yola)

« Ethics (Chair: Jerome Singh)
« Socio-Behavioral and Structural (Co-chairs: Ariane van der
e Darrell Wheeler Straten and Julie Pulerwitz)

« Sten Vermund

« 2 NIH Representatives



Community Engagement Framework Sr HPTNens
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Community Engagement and Benefits  “#HPTNEsw

Inclusion Collaboration



1999 — 2023 | 69 Research Sites
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HPTN Clinical Research Sites S35 b
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HPTN In South

America
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Populations Enrolled in HPTN Studies —

&t eling
'Global Snapshot #HPTN

103,246 General population

1,750 Couples

31,035 Adolescents and young people

76,698 Cisgender women

9,276 Y

879 Transgender/gender diverse individuals

6,559 Pregnant women (5,919 perinatal, 640 in HPTN 084)

6,165 PWID




Populations Enrolled in HPTN Studies —
South America Snapshot

>3,500*  HIV-negative individuals

3,278 MSM & transgender individuals HPTN 057
1,501* Young people (<25 years)
SAMP:: HPTN 063
276 Couples (568 participants o
ples (568 p pants) (_\

588* PLWH EuSou
110 Transgender women

50 Pregnant women and their infants

JOP N Regional
*Not exclusive — represented in other groups Ry HPT Meeting



HPTN Major Research Contributions: A Long View

IMC/HIVNET —> « Nevirapine prevents MTCT (HIVNET 012)

\ 4

HPTN I « Testing as the cornerstone of prevention; "know your status" (HPTN 043)

« Treatment prevents HIV transmission in couples (HPTN 052)
* Financial incentives to increase testing & viral load suppression (HPTN 065)

v

HPTN Il

« Successfully engaging black MSM (HPTN 061)

« Daily oral PrEP persistence low in young women ( HPTN 082)

« Community HIV testing & treatment results in 30% decrease in HIV incidence (HPTN 071)
* Peer navigation increases engagement of Black MSM (HPTN 073)

« Treatment reduces HIV incidence in PWID (HPTN 074)
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HPTN Il

 Long-acting cabotegravir (HPTN 083, HPTN 084, HPTN 083-01, HPTN 084-01)

* VRCO1 proof of concept (AMP studies)

« Integrated studies in specific populations: Black MSM in US South, PWIDs in US
and transgender women in U.S. and Latin America

v

HPTN IV

« COVID-19 VACCINES AND mAbs (CoVPN)



HPTN Vision

SEHPTN fegene!

|. Expand the toolbox of biomedical
prevention, both agents and modalities of use,
prioritizing longer acting prevention

Il. Develop integrated strategies studies to
overcome barriers to HIV prevention faced by
specific populations

Discovery

Population Impact
a




SEHPTN fegene!

Development of New Methods and
Modalities for HIV Prevention

D ‘:
f—— o -
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Novel Long-Acting
ARV Methods and
Delivery Systems

Broadly Neutralizing

Multi-Purpose Antibodies (bNabs)

Prevention
Technologies
(MPTs)



The Way Forward for CAB-LA S# HPTNRens

» Open label studies are evaluating continued safety and
protection, PK, resistance, including adolescent sub-studies

* As of mid-March 2024, 357 CAB-exposed and active
dosing pregnant/postpartum women with 251 live-born
Infants

* New studies are in development to examine effectiveness
of CAB-LA among adolescents and PWIDs

* New studies to evaluate even longer-acting CAB-LA
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Ultra Long-acting PrEP — Lenacapavir ZF HPTN i

« Lenacapavir is a first-in-class selective HIV capsid inhibitor, with sub- cutaneous
injections every 6 months

« Two pivotal efficacy studies in cisgender women in SSAand MSM/TGW
showed efficacy and safety of this new method for prevention
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« HPTN is pursuing two studies in special populations (in collaboration with Gilead):

« HPTN 102/Purpose 3: Lenacapavir Phase 2 PK, safety, acceptability in cis-gender
women in the U.S.

« HPTN 103/Purpose 4. Lenacapavir Phase 2 PK, safety, acceptability in
people who inject drugs (PWID) in the U.S.




Offering Choice: On-Demand PrEP for Men

SF HPTN e
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& ON-DEMAND PrEP

On-demand oral PrEP (2-1-1
F/TDF) is recommended by WHO
and CDC for cisgender men who
have sex with men

Can we develop an event-driven
and behaviorally congruent
product?

Provided
empty for
HPTN 106

B

End-User Feasibility
Established

HPTN 106 will evaluate the extended
safety, acceptability, and pharmacology
of a TFV rectal douche versus on-
demand oral F/TDF in arandomized
crossover study

» 150 cisgender men and transgender
women who have experience using
rectal douches



Offering Choice: On-Demand PrEP For Women  <EHPTN !

Model-based predictions of protective HIV

Modeling suggests alternative };"g:gg:gg:fvmg:ﬂax'sadherencelevels

F/TDF regimens might be

appropriate in women, e.g. 2:1:1 s e iras st o g ot
on demand dosing for MSM

Published online: 13 November 2023
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JAMA | Original Investigation

HIV Preexposure Prophylaxis With Emtricitabine
and Tenofovir Disoproxil Fumarate Among Cisgender Women

H P I N I S eX p I O r I n g S t u d y Jeanne Marrazzo, MD; Li Tao, PhD; Marissa Becker, PhD; Ashley A. Leech, PhD, MS; Allan W. Taylor, MD, MPH;

Faith Ussery, MPH; Michael Kiragu, MBBS; Sushena Reza-Paul, MBBS, MPH, PhD; Janet Myers, PhD, MPH;
Linda-Gail Bekker, PhD; Juan Yang, PhD; Christoph Carter, MD, PhD; Melanie de Boer, PhD; Moupali Das, MD;
AN CAnni, ADH

designs to seek less frequent

Figure 4. HIV Incidence Rates Among Cisgender Women by Adherence

dosing of TDF-FTC in women Traecory o - 2954)

HIV incidence rate
per 100 person-
Adherence years (95% Cl)

Consistently daily 0 [Reference] @

Consistently high 0.13(0.02-0.92) ‘@—
High but declining 0.49 (0.22-1.08) —o—
Consistently low 1.27 (0.53-3.04) f @

0 1 2 3 4
HIV incidence rate per
100 person-years (95% CI)

Nature Medicine volume 29, issue 11, p2753-2762 (2023)



MPT for PrEP and Prevention of Pregnancy S HPTN s

HPTN 104: Adherence of one dual prevention pill
(co-formulated F/TDF+ ethynyl estradiol/levonorgestrel)
compared with a two-pill regimen
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Alternate agents in development
 F/TAF-MPT DPP

* Injectable CAB-LA-levonorgestrel (Conrad)
o 3- & 6-month duration
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Antibody-Mediated Prevention SFHPTN e

 Collaboration between HPTN, HVTN, and NIH VRC

« Two randomized (AMP) trials of neutralizing antibodies using VRCO1
have been completed (NEJM, 2021)

L essons learned:

VRCO1 neutralized highly sensitive viruses

A single bnAb is not sufficient, two or more are needed

Phase 1 bnAb combination trials have been completed

A Phase 2a safety/dose exploration study with 3 mAbs 2025!



Taking Efficacy to Effectiveness SF HPTN R
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Integrated Strategy Study with Population-Specific Interventions

Reduce HIV Incidence

PUBLIC HEALTH IMPACT

23
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Integrated Strategies to Reach Diverse Populations: .., Regional
- 08 Of HPTN Meeting
Setting the Stage for the Future
’ Black MSM ‘ Transgender Women ‘ People Who Inject Drugs
« HIV status-neutral « Co-located HIV * “One stop model” for
interventions at the prevention and gender- HIV/STI and MOUD
community, affirming interventions Interventions
organizational, and (HPTN 091) (HPTN 094)

interpersonal level
(HPTN 096)

-~ CIED -
D ¥ G

b CRISP S

Culturally Responsive

Intersectional Stigma
Prevention

26



Taking Efficacy to Effectiveness SF HPTN R
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Vanguard Studies

Integrated Strategy Study with Population-Specific Interventions

Reduce HIV Incidence

PUBLIC HEALTH IMPACT

27




Vanguard Studies: Reaching Heterosexual Men*"‘*HPTNReg'“a'

Counseling and
risk-focused
sessions

Status-neutral HIV
education
HIV self-test kits ‘ —
Peer support and linkage
to services

(HPTN 111) (HPTN 112)

Ni ra"\

Testing a Barbershop-based
HIV Prevention Initiative HPTN 112 N vigated Journey to Imp rov
Reduction of HIV in Afric

[®
—
®
=
o
LL
3
=

POC STI
testing

PreP
navigation

Among Men
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HPTN 113: Integrated Strategies for Young Latino MSM;.

4 HPTN fens

Double Prevention

A Vanguard Study of an Integrated Strategy
of HIV PrEP and STI PEP for Young Latino
Sexual Minority Men (SMM) in the Americas

« Adapt and test a suite of mHealth tools
to increase HIV PrEP (choice of oral
TDF/FTC or CAB-LA) uptake and
adherence among young Latino gay,
bisexual, and other cis-gender MSM

« Evaluate the uptake, adherence, and
acceptability of DoxyPEP

New HIV infections by population and sex (aged 1549 years), Latin America, 2021

7% _ 6% 2% 2% gy

- 4% 18%

NNNNNNNNNNNNNNNN

UNAIDS



HPTN Scholars Program

S HPTN e



HPTN Scholars Program e HPTN s

Develop the next generation of HIV prevention scientists, from underrepresented
racial and ethnic communities in the U.S. and international settings




HPTN Scholars Program S# HPTNens

« Demographics

¢ 48 U.S. Scholars since 2010: 1%, HPTN
| "L Brogram

* 34% men; 66% women

* 59% Black, 17% Hispanic

* 15 International Scholars since 2015:
* 29% men; 71% women

« Accomplishments

- Awards: RO1s (12+), K23s (5+) plus R21s, R34s, U01s, CFAR supplements and leadership

- Invited speakers/experts at NIH meetings and journal editors

- Faculty position progression, etc.

- Protocol Team Leadership: HPTN 091 and HPTN 096

- Progression to Mentor/Co-Mentor role: 4+

- Published-first authored: 43 (15+ in development or under review)

- Engaged 55 HPTN mentors
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~3Le. HPTN

Transition in HPTN Leadership - 2025 %37 egiona

Raphy Landovitz Sinead Delaney-Moretlwe
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