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PrEP is not being used to it’s full potential
3.9M people used PrEP at least once in 2024; the majority used oral PrEP

Middle East and North Africa

Eastern Europe and central Asia

Western and central Africa

04 0.7 10
03 e 09 e
06 06 e
08
03
0Ss
06
. e 04 .
= i ;
L 04
o1 02
02
0.1
0.0 0
0 o o} _—
2016 2024 2025 target 2016 2024 2025 target 2016 2024 2025 target
Latin America and the Carribean Eastern and southern Africa Western and central Europe and North America
25 04 60
23 36 53 e
20 50
03
40
15 ’
e ] / £
] & 02 8 30
I H H
20
0.1
05 0.3 10
0 _/ P R —
2016 2024 2025 target 2016 2024 2025 target 2016 2024 2025 target
Asia and the Pacific Global ® 2025 target
s0 20 Note: in the global model to estimate PrEP need
B2 to achieve 2025 targets, PrEP need was defined as
300 212 “person-years of PrEP" meaning use for a period
o of 12 months. Country reporting, however, is done
&b using the indicator "people who used PrEP at least
¢ once in the past 12 months”. For the purpose of
150 this chart, it was assumed that average duration of
s j PrEP use was six months. Based on this assump-
F3 3 tion, the global target of 10.6 million person-years
pat of PrEP use was translated into an indicative
s estimated target of 21.2 million PrEP users. The
same logic was applied to regional targets.
5.0
0.2
0 0
2016 2024 2025 target 2016 2024 2025 target

World Health
Organization

Source: Global AIDS Monitoring, 2025 (https://aidsinfo.unaids.org/).

Figure 3.1. Numbers of new HIV infections, by region, 1990-2024
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The HIV Prevention Pipeline

In development:

Preclinical and clinical
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Long-actlng Preventive = Multipurpose
implants vaccines vaginal ring
Long-acting Patches Douche
vaginal ring
0 o
Vaginal Film Vaginal Gel Monthly
oral PrEP
Vaginal/ Broadly Injectable
Mucosal neutrallzm
Inserts antlbodles

In development:
Efficacy trials under way

re

Daily
oral PrEP'

Combo oral
PreP/0OC

Possible dual pill
to market by 2025

Newly Approved and

Recommended

Dapivirine Injectable
vaginal ring cabotegravir

Injectable
lenacapavir

And in implementation
science projects:

www.prepwatch.org/resources/
implementation-study-tracker/

Currently available

O @

HIV treatment Male & female
for people living condoms
with HIV/U=U
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Voluntary Syringe exchange
medical male programs
circumcision

PEP

Daily
oral PrEP

Event-driven for
some populations

" In Oct 2019, US FDA approved F/TAF for adults and adolescents who have no HIV risk from receptive vaginal sex; still in development for cisgender women.

2 Efficacy trials not required; bioequivalency of the two approved products when dosed together may be all that is required.




WHO recommendations on
HIV pre-exposure prophylaxis (PrEP)

* WHO has recommended four products for use as PrEP:
o Oral PrEP containing tenofovir (2075)
o Dapivirine vaginal ring (2021)
o Long-acting injectable cabotegravir (2022)
o Long acting injectable lenacapavir (2025)

As part of comprehensive HIV prevention approaches, based on
evidence for effectiveness, safety, community values and
preferences, likely cost effectiveness etc.




Offering choice in prevention and
PrEP products can increase
uptake, effective use, satisfaction
and protection

 WHO does not support one PrEP product
over any other

* Providers should explain the advantages,
disadvantages and features of different
options

» Different attributes may be more or less
important for different people

e Choice is dynamic

The best PrEP product is the
one someone wants to use and

will use well




Lenacapavir (LEN) for HIV prevention

WHO Recommendation 2025

Recommendation [NEW]

Guidelines on

Lenacapavir for HIV
Long-acting injectable lenacapavir should be offered as an additional prevention prevention and testing

choice for people at risk of HIV, as part of combination prevention approaches. (strong strategies for long-acting

recommendation, moderate to high certainty of evidence) iniec;a:lleyre—exnﬂsure
prophylaxis

* Lenacapavir (LEN) is afirstin class HIV-1 capsid inhibitor

e Sub-cutaneous injectable formulation administered every 6 months,
accompanied by an oral loading dose

* LEN for PrEP has US-FDA approval for prevention, EU market authorization (and
EMA positive opinion for EU-M4all), under consideration in additional regulatory
agencies, WHO pre-qualification and for collaborative regulatory approval

* 9 early adopter countries are expected to begin programmatic LEN 00 @) trd eat
implementation by early 2026 through GF; PEPFAR is also supporting LEN
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Dosing for lenacapavir

 Subcutaneous injections every six month
 Day 1: 2 subcutaneous injections of 1.5mL each
* Every 26 weeks (+/- 2 weeks)

* NOTE: for presentations >28 weeks, LEN must be restarted
ifno oral LEN bridging

* Oralloading dose
 Day 1: 2 tablets of 300mg each
 Day 2: 2 tablets of 300mg each

* Oral loading doses are needed to reach target PK levels <3-24 hours of taking first 2 pills

Recommendation [NEW]

Rapid diagnostic tests may be used for HIV testing for initiation, continuation and
P discontinuation of long-acting PrEP. (strong recommendation, very low certainty of
ff“{%ﬁ“‘l% World Health evidence)
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[
Efficacy and safety for LEN for prevention e e e

* PURPOSE 1 and 2 trials demonstrated high efficacy, showing a significant reduction
in HIV acquisition compared with background incidence and daily oral PrEP (TDF/FTC)

* PURPOSE 1: 100% efficacy (0 HIV infections) compared to background HIV

ABSTRACT

incidence
* PURPOSE 2: 96% efficacy (2 HIV infections among 2180 participants) compared B e
b a C kg ro u n d H IV i n C i d e n C e rate S signed participants in a 2:1 ratio to receive subcutaneous lenacapavir n%&ig{‘[ii?\;

scondary effi-
ir group with

 Rates of most adverse events were similar between LEN and oral PrEP (TDF/FTC), . _ _
Twice-Yearly Lenacapavir or Daily F/TAF

and most were mild or moderate for HIV Prevention in Cisgender Women

* Injection site reactions (ISRs) to LEN were common, but typically mild, decreased
over time and did not lead to high rates of discontinuation

ABSTRACT

zaps in uptake of, adherence to, and persistence in the use of preexposure

* No difference in safety or efficacy for adolescents aged 16-17 years e e

s for human immunodeficiency virus (HIV) prevention among cisgender

 Data remain limited for some key populations, such as PWID (explored in PURPOSE 4) d e

beutaneous

acapavir and F/TAF by comparing
background incidence in the
mnared with FITDE
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Pregnancy and breastfeeding

e WHO-recommended PrEP products, including LEN, do not
need to be discontinued during pregnancy and breastfeeding.

e LEN showed no increase in adverse pregnancy or birth
outcomes in pregnancies with outcome data available in
PURPOSE 1. There were a total of 193 pregnancies in
PURPOSE 1 among 184 women.

e No dose adjustment s likely to be required during
pregnancy, with pharmacokinetic data indicating standard

dosing remains effective.

e \When someone becomes pregnant, the choice to start,

continue, stop, or switch PrEP, should be made by the individual,

following discussion of the risks and benefits with a health care
provider.
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Impact of LEN on HIV prevention

* Two breakthrough infections in PURPOSE 2 showed capsid
inhibitor resistance (N74D)

* As LEN isfirstin class ARV, current public health impactis limited
* Ongoing surveillance is needed

* Mathematical modelling suggests that LEN could substantially reduce
new HIV infections
* Increased coverage, higher efficacy and/or better persistence
contributed to higher impacts compared with other forms of PrEP
in some models

orld Health
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Values, preferences and feasibility for LEN

* Injectable PrEP was highly acceptable to individuals, with users citing convenience,
potential for discreet use and effectiveness

* Interim analysis of PURPOSE 1, suggested 2/3 of participants preferred LEN

* Clear preference for less frequent dosing (e.g. 26 months), due to reduced user
burden

 Concerns varied by setting, including injection-related pain, potential side effects,
scheduling challenges for follow-up doses and costs

* Evidence suggests providers find injectable PrEP acceptable and feasible, although
concerns remain about costs and logistics
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* LEN is likely to be feasible for implementation in national PrEP programs

e Clinicaltrial sites across multiple countries successfully delivered LEN, suggesting
integration into existing services is achievable

* Indirect evidence from CAB-LA implementation into broader programmes supports
the feasibility of implementing LEN

772X World Health
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Implications for implementation

* LEN should be delivered as an additional prevention choice alongside other HIV PrEP and prevention options.
T S S
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* Considerations for introduction should include:
* population-specific needs e.g. adolescents, KPs, PBF
« community engagement throughout introduction

- differentiated service delivery models The WHO and Jhpiego Provider
Training Toolkit on Use of Oral
and Long-Acting HIV Pre-
Exposure Prophylaxis (PrEP)

* integration of services to maximize acceptability and access
* awareness raising and demand generation activities

* provider training

This toolkit is designed to help clinicians develop knowledge and skills to

i Supporting perSiStence / effeCtive use / Cl.ient recall provide multiple HIV PrEP methods. The toolkit includes resources for oral PrEP,
. . . . . long-acting cabotegravir (CAB-LA), dapivirine vaginal ring (DVR), and long-acting
* monitoring and surveillance systems incorporating LEN and: lenacapavir (LEN).
* adverse event monitoring during pregnancy and breastfeeding
* seroconversions and drug resistance (LEN specific)
* Successfulintroduction of LEN depends on the full participation of communities in designing, implementing
qnd monitoring programmes.
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Research Gaps

* Implementation science can provide answers to outstanding questions on:

* Product choice, switching and persistence in the real world

* Optimal service delivery approaches, including differentiated service delivery

models, for access, uptake and persistence (on-time injections)
* Adolescents, key populations (including PWID) and other vulnerable populations
* Costs and impact country-specific modelling

* Drug resistance

* Further research should not delay programmatic implementation in countries
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Key takeaways

LEN offers enormous potential to increase HIV prevention coverage: it’s
acceptable, efficacious, safe and long-lasting (and likely to be fairly
affordable for LMICs)

LEN can be a great option for people who struggle with oral pill
taking/effective use, for whom oral PrEP isn’t suitable or desired, for those
wanting increased convenience and for those wanting increased
discretion; it won’t fix access issues (and could exacerbate them) and it is
not a “silver bullet”

LEN implementation should leverage successes and lessons from oral
PrEP (and CAB-LA rollout) e.g. build (and fund) demand, support DSD,
integrate into prevention programs, enable rapid and broad access,
facilitate choice, prompt new opportunities for innovation

Implementation science should be leveraged to support quality rollout,
not delay it

There is momentum and donor support for LEN

NEWS RELEASES
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affordable in LMICs

24 September 2025

Unitaid, CHAI, and Wits RHI enter into a landmark agreement
with Dr. Reddy’s to make HIV prevention tool lenacapavir

COMMENTARY

Seizing the moment: the potential of PrEP choice and innovation
to transform HIV prevention

Heather-Marie A. Schmidt™? @, Mateo Prochazka®, Heather Ingold! @, Sushena Reza-Paul'?, Thato Chidarikire®,
Irvin Romyco® and Michelle Rodolph®#

Abstract

Global Fund Secures Access to Breakthrough HIV
Prevention Drug Lenacapavir for Low- and Middle-
Income Countries

A pivotal moment in the fight to end AIDS — ensuring lifesaving
innovation reaches those who need it most, wherever they live

09 July 2025

PEPFAR'’s Support of American Innovation to Reach
up to 2 Million People by 2028 with Breakthrough
HIV Drug Lenacapavir

PEPFAR RELEASE

SEPTEMBER 4, 2025

GATES FOUNDATION PARTNERS
WITH INDIAN MANUFACTURERTO
DRIVE DOWN COST OF, ACCELERATE
ACCESS TO GROUNDBREAKING HIV
PREVENTION TOOL
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Thank you!

Guideline Development Group (GDG), with a
special thank you to the co-chairs: Hasina Subedar
and Danvic Rosadino

External Reviewers
Systematic reviewers: Ginny Fonner and Jason Ong
and their teams

Methodologist: Nandi Siegfried

External contributors: Britta Jewell, Michael Jordan,

Lynne Mofenson, Robert Shafer and Gert Van Zyl
The Gates Foundation, Unitaid and CIFF for

supporting this work
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WHO colleagues
Michelle Rodolph, Mateo Prochazka, Heather-Marie

Schmidt, CherylJohnson, Carlota Baptista da Silva,
Maggie Barr-DiChiara, Heather Ingold, Francoise
Renaud, Meg Doherty

Anita Sands and Petrus Steyn

WHO HQ, country and regional colleague

And all the other important people who have

helped make this happen
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World Health  jhypiego
Organization Jnpieg

A WHO Global PrEP Network &
Jhpiego Webinar

From Oral PrEP to LEN:
Leveling Up Prevention with
the WHO-Jhpiego PrEP
Provider Training Toolkit

1pm CET 8 October 2025
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