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PxWire is AVAC’s quarterly update covering the latest in the field of biomedical HIV prevention research, development,
implementation and advocacy. Each publication includes updates, emerging issues and upcoming events.

This issue showcases AVAC’s analysis of the recent PEPFAR to scale-up lenacapavir (LEN) for PrEP. AVAC’s recent

data release, assessing how uptake of prevention programs infographic unpacks the enduring gap between current

- particularly PrEP initiations — have declined over the last donor commitments, LEN volume capacity and potential
year. As the field grapples with the lasting impact of the US market size. Lastly, AVAC’s newest infographic depicts the
government’s cuts to PEPFAR programs, AVAC takes a closer long-acting HIV treatment R&D pipeline. Coupled with
look at what the data show and what is still missing. This research on long-acting prevention and vaccines, long-

is especially timely, given the recent announcement from acting treatment is an important component of an integrated

PEPFAR and the Global Fund of their additional commitment  approach to ending HIV as a global health threat.

Progress in PrEP Uptake

Steep Decline in PEPFAR Supported PrEP Initiations: 2024-2025

Q42024 [FEXNG) 362,158 254,289 659,447

Change Over One Year
Total: -41%
PBFW: +140%
Q42025 387,990 | other women: -53%
Men: -54%%
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PrEP_NEW: Number of New PrEP Initiations During the Reporting Period

@ Pregnant/ Breastfeeding Women (PBFW) @ Other Women @ Men

© On April 17, the US State Department released long- drastic cuts to foreign assistance programs. Only one
awaited PEPFAR data from the last quarter of Fiscal Year quarter of data, covering the fourth quarter of FY25 (July
2025 (FY25), representing the only data available on the - September 2025) was released, and no data are available
status of PEPFAR programs following the US government’s from the last six months of implementation.
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© While PEPFAR promoted the data release as reflecting

significant progress in curbing the epidemic, the data
actually reveal stark declines in HIV testing, diagnosis,
and treatment. HIV prevention programs were some of
the hardest hit by both cuts to PEPFAR programs and
the narrowing focus on prevention for pregnant and
breastfeeding women (PBFW).

In FY25, the number of individuals newly initiated on PrEP

decreased by 41% as compared to the same quarter in FY24, ©

with an overall decrease of 54% among all men and 53%
among women who are not pregnant or breastfeeding.
While PEPFAR touted a 140% increase in PrEP initiation
among PBFW, the disaggregated data is historically
inconsistent and not available in the latest data release;
therefore it cannot be independently verified.

@ Especially worrying was PrEP initiations among

adolescent girls and young women (AGYW) aged 15-24,
which fell by 39% as compared to a 26% drop among
women aged 25-49. AGYW previously benefited from
PEPFAR’s DREAMS programs — packages of prevention
services to address the high incidence of HIV among
AGYW - but the number of program recipients decreased
by 86% in FY25 as many of these programs were defunded.

Most alarmingly, the data do not include any information
on HIV prevention services or PrEP initiation among

key populations, including men who have sex with men,
transgender people, and sex workers. This lack of data,
coupled with the elimination of prevention programs for
these populations, reflect an erasure of individuals at high
risk for HIV that face life-threatening cuts to services.

Achieving Global 2030 Prevention Targets

The Global HIV Prevention o
Coalition (GPC) recently
launched its HIV Prevention
2030 Global Access Framework,
outlining how, by 2030, countries
can ensure that 90% of people

in need of HIV prevention

services have access and that (3]

90% of people living with HIV
are virally suppressed. This,

in combination, would lead to

a 90% reduction in new HIV
infections globally. “Innovations,
especially lenacapavir, have
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choices. History will judge

us harshly if we as a global
community fail to meet this
scientific moment,” said Mitchell
Warren, GPC Co-Chair on a
recent webinar. Actions must

be country-led, sustainable,
people-centered, and rooted in
community leadership to achieve
these targets.
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Graphics: HIV Prevention 2030 Global Access Framework
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PrEParing for New Products

©
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Potential Lenacapavir (LEN) Supply, 2026-28

Potential market scenario assumptions:

Current oral PrEP market: 3m people/ year

20% growth each year, plus new markets

60% of users choose LEN

2026 LEN market: 1.5m users; +$153m procurement
2027 LEN market: 2.3m; £$184m

2028 LEN market: 3.4m; £$172m

Three-year market: 7.3m; £$510m

¢ Initial volume capacity from Gilead: 7m
7.5m over 3 years
¢ Generic entry into market: by mid-2027

* Global Fund reported “price” for Gilead supply: 5m
+$100 PPPY

¢ Global Fund price for country budgeting: $60 PPPY 4m

¢ Generic price to initiate: $55 PPPY 3m

e Generic price for continuation: $40 PPPY

2m 2.4 million person-years

NOTE: These prices are for the product only and do not 1m
include the programmatic costs to deliver it, create
demand, train providers, monitor, etc.

On April 14, the US State Department and the
Global Fund announced an increase of their original
commitment of LEN for PrEP, from two million to
three million people over three years.

Gilead has confirmed that it is not supply constrained
and can supplement generic supply until it is steady,
as long as they receive orders within time, based on
their six- to nine-month production lead time needed.
Generic supplies are expected to reach the market by
the middle of 2027, but their capacity and lead times
are not yet known.

While this is an important step, it does not go far
enough to have meaningful impact on rapid scale-up
of LEN, and there are no guarantees that the product
will reach those who need it most, including key
populations and adolescent girls and young women.

AVAC and Access Bridge see more potential to build
the market by meeting market demand, leading
ultimately to a reduced price, higher annual volumes
and significantly increased impact.

To achieve this, key priorities over 2026 and 2027 must
be advanced:

© Global Fund and PEPFAR need to raise the floor
of their commitment to reach at least four million
people in two years.

Gap between volume

600,000 person-years

Stated Gilead volume capacity:
7.5 million person-years
over 3 years

6m capacity and current
donor commitments:
4.3 million person-

Implementation science studies:
165,000 person-years,
Gilead product and generics

years

Years 2 & 3
(2027-2028)

GF and PEPFAR commitment:
3 million person-years

Year 1 (2026)| OVer 3 vears

© Global Fund must ensure that they have the
resources to procure these volumes and meet
demand, requiring resource mobilization beyond the
recent GC8 replenishment.

© Global Fund and PEPFAR need to provide clear,
transparent LEN access plans, with volumes and
countries, ensuring a more comprehensive joint
strategy in more countries, as well as volumes and
prices with Gilead and generics.

© All procurers must place orders for 2027 by June
2026 with both Gilead and generics to ensure
uninterrupted supply and expanded global access,
whether through the Global Fund or directly with
manufacturers.

© Ministries of Health must collaborate with
implementation partners and civil society to ensure
people-centered approaches to rollout, and to
address supply and demand issues as they emerge
and develop robust forecasts for 2027.

© Generic manufacturers must specify their lead-times
from order to delivery to coordinate and ensure
timely procurement.

© Gilead must urgently finalize license and supply
agreements for middle-income countries, especially
in Latin America and Asia.
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The Latest in the HIV Research Pipeline

Phase I1/1lb Phase IlI

Long-Acting HIV Treatment Pipeline
e | pwel | pseb | pwen | s | oo |

WEEKLY O
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GS-5894 ULO +ISL*  GS-1720 + ISL + LEN ABT
GS-4182%
2-WEEKLY
IBA
MONTHLY Q
TLD GS-3107
2-MONTHLY
CAB + LEN*** CAB + RPV
3-MONTHLY
GS-3242
4-MONTHLY
CAB-ULA N6LS + CAB
6-MONTHLY 0 l@ a
DOR VH-079 VH-499 VH-184 LTZ CAB + LEN*** LEN + ARVs
Dosing Modality: Abbreviations/Notes:
: ABT: Albuvirtide LEN: Lenacapavir *: Both Phase Il and Phase I/1ll trials are ongoing
O Oral @ Injectable + oral ARVs: Antiretrovirals LTZ: Lenacapavir + teropavimab + zinlirvimab **: Phase II/1ll trial (WONDERS-1) is on hold;
. y : . BIC: Bictegravir RPV: Rilpivirine WONDERS-2 was terminated
Injectable 0 Antibody infusion CAB: Cabotegravir TLD: Tenofovir disoproxil fumarate + lamivudine + **%: CAB is given every 2 months and LEN is given
| ibody infusi - bl DOR: Doravirine dolutegravir every 6 months
0 Implant @ Antibody infusion + injectable IBA: Ibalizumab ULA: Ultra long-acting
_ _ ISL: Islatravir ULO: Ulonivirine
0 ARV infusion

@ AVAC has recently begun to track the research pipeline @
for long-acting HIV treatment (LA-ART). This focus
aligns with AVAC’s work to advance an integrated
approach to ending HIV transmission, including a com-
prehensive agenda for the development of novel and
longer-acting products beyond PrEP, inclusive of PEP
and treatment.

© A rapidly expanding pipeline for LA-ART has the ()
potential to introduce new regimens with dosing fre-
quencies that range from weeks to months to, even-
tually, years. The benefits of LA-ART include reduced
drug dosing, frequency, and number of drugs, with the
potential for associated decreases in the cost of med-
ications and the burden on health systems. New drug
classes could close treatment gaps in children, adoles-
cents, and those with high viremia, comorbidities and
resistance.
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CROI 2026 highlighted the potential future LA-ART
landscape beyond today’s 2-month CAB + RPV injec-
tions. The range of products in development includes
novel characteristics such as new ART classes and
monoclonal antibodies, new ARV combinations, deliv-
ery via oral, implantable and injectable formulations,
and longer regimens—currently up to six-months.

Ongoing clinical research will hopefully further
demonstrate whether there are trade-offs (treatment
failures or resistance) between LA-ART and highly ef-
fective daily oral ART. In addition to the new long-act-
ing products, simplified single-tablet daily regimens
are also in development.
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Building the Market for New Products from the Trial Stage

MK-8527 is currently in Phase III trials (EXPrESSIVE-10

and EXPrESSIVE-11) across 17 countries. To build

a supportive environment around the concept

of a monthly oral PrEP pill, AVAC supported the
development of communications materials for use
in the EXPrESSIVE-11 trial which can be adapted for

3
*&4 EXPreSSIVE-11
@ PO okt

Participe do estudo
EXPrESSIVE-11

de PrEP mensal

Uma pesquisa que

testa a eficicia de um

comprimido de uso mensal
para prevenir do HIV

e
Be part of the monthil
study, EXPrESSIVE=11:

) COIMPRINIDO
Ypor més

Prevention Playlist

future market entry. AVAC worked with local partners and
MSM, transgender, and non-binary communities in 8 trial
countries in Africa, Asia, and Latin America to co-create the
materials, ensuring that focus populations contributed to
the design. The result is a global campaign with a localized
feel that is generating awareness on MK-8527 early.

4
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Estamos probando una pastilla por mes para prevenir el VIH.

AVAC develops a wide range of resources to inform decision making and action. Check out the latest:

2 JOIN
© INTEREST 2026

@ Launching STI Advocacy Hubs: National Agendas
from Kenya, South Africa & Zimbabwe

© Sign up for Global Health Watch: AVAC’s weekly
newsletter to keep advocates informed, prepared
and connected

& USE

@ Overview of Key LEN Dose, Volumes, Timelines
and Prices

@ STI Advocacy Agendas
© HIV Prevention 2030 Global Access Framework

Q WATCH/LISTEN

© The Choice Agenda Webinar: The Injectors of
Tomorrow are Here Today

@ Putting communities first in HIV Research with
Yvette Raphael

@ Dapivirine Ring: Giving Women Hope and Choice in
HIV Prevention
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& READ

@ Data Don’t Lie, But the Story is Distorted

@ Three Million is a Step Forward, But Not Enough: AVAC
and Access Bridge Call for Accelerated Ambition and
Action to Expand Access to Lenacapavir for PrEP

© STIWatch Quarterly Newsletter — Q1 Newsletter:
March 2026

© AVAC’s Impact Report
© AVAC’s 2025 Year in Review

AVAC

Advocacy. Access. Equity.

About AVAC

AVAC is an international non-profit organization that
leverages its independent voice and global partnerships to
accelerate ethical development and equitable delivery of
effective HIV prevention options, as part of a comprehensive
and integrated pathway to global health equity. Follow AVAC
on Bluesky @HIVpxresearch; find more at www.avac.org,
www.prepwatch.org and www.stiwatch.org.
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