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Tracking incidence against UNAIDS 2025 targets
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Figure 0.1 Number of new HIV infections, global, 1990-2023, and 2025 target
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Source: UNAIDS epidemiological estimates, 2024 (https://aidsinfo.unaids.org/).
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Overview of Biomedical Px Pipeline (circa 2025)

In development:
Preclinical and clinical

In development:
Efficacy trials under way

Newly Approved and
Recommended
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Pipeline in Crisis: Impact of USAID & NIH Cuts

In development:

Preclinical and clinical

USAID cancelled funding
Lo IILj ac fﬂf prﬁ'chn,ml rﬂﬂdm

clinical trials, stunting

critical early progress on
" multiple upstream HIV"
prevention products
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vaccine research,
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In development:
Efficacy & IS trials under way

NIH and USAID
teWnated
implementation
science and
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which could impact
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Newly Approved and
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fund prevention
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Language Check

Options
Biomedical methods that are safe and effective
Requires R&D of additional options to add to the “method mix”

Choice
The ability for an individual to select from an array of options

Requires policy makers, donors, governments & implementers to
make the “mix” available, accessible & affordable

Advocacy. Access. Equity.



Choice Matters

WHO systematic review (231 articles)
showed increased choice associated
with:
Increased persistence on chosen
method

Better health outcomes

12% increase in contraceptive
prevalence for each additional
method

Similar to contraceptive needs: different
people have different HIV prevention
needs at different times

80 —

70K

60 —

40

Y = 3.13 + 295X
. N=72
R? = 0.74

Contraceptive prevalence rate

Index of Contraceptive Availability
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Voices for Choice
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African Women Prevention Global Key Population HIV
Community Accountability Board Preventlon Adwsory Group

The HIV Prevention Choice

Manifesto For Women and

Girls In Africa
Global HIV Preve

Introduction: Options vs. Choice for Key Popu Iatl

///,///

The HIV Prevention Choice Manifesto is a collection

of voices of African women and girls in all their m Effective and safe

diversity, feminists and HIV prevention advocates biomedical methods

across Southern and Eastern Africa who are united ® Requires R&D of additional o i “"esq ol S This roadmap outlines a strategy for the equitable expansion and delivery of HIV prevention services to key

in calling for continued political and financial opios 0a L R implementers to make the populations (KPs) globally and regionally. It introduces a critical, coordinated approach led by KPs to accelerate
support for HIV prevention choice. e the implementation of existing and new HIV prevention interventions.

SRt o 1|

3 HIV Prevention Choice Manifesto ’4 Global HIV Prevention Roadmap for Key Populations



https://avac.org/resource/report/global-hiv-prevention-roadmap-for-key-populations/
https://avac.org/blog/reclaiming-choice-the-launch-of-the-hiv-prevention-choice-manifesto-and-what-that-means/

Choice Matters
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imary outcome results: Prevention coverage s y
Secondary outcome: HIV incident infection

Dif: 56.4%  Dif:52.8%  Diff: 65.6%  Diff:59.1% Diff: 55.4%
(50.8,62.1%) (46.8,58.8%) (56.9,74.4%) (51.2,67.0%) (48.4,62.4%)
p<0.001 p<0.001 p<0.001 p<0.001 p<0.001

i
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Average coverage was
69.7% in the intervention
vs. 13.3% in the SoC;
Difference of 56.4%
(95%Cl: 50.8-62.1%); p<0.001

Dynamic .
Choice HIV

7 participants in the SoC and 0 in
intervention had incident HIV
Prevention | Standard infection

int>~, cauon | or vue * Incidence rate was

0/400 PY 71390 PY 0% in the intervention vs.

Significant increases across all Overall

= Women 0/293 PY 5/283 PY 1.8% in the SoC
i i A Men 0M07PY 21106 PY - Difference of -1.8% (p=0.01)
. 15-24 yea 0/113 PY 1122 PY
J 25+ years 6/268 P * In addition, 1 infant born to
L5258 g pynamic Choice HIV Prevention participant in SoC was infected

— Qi Standard-of-Care
Women Men 15-24 years 25+ years

Not included in incidence

* Over half of participants in
intervention arm used
CAB-LA during the study
(both men and women)

» Of those starting CAB-LA
at baseline, 42% were not
on any prevention product
in the prior month

» 28% of intervention

participants used at least
289, 0.4% 5 2 different products during AVAC
| 2+ products 0 4% the study

Ever use Dynamic Standard
Choice HIV |of Care
Prevention




Universal Test & Connect
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"Adapted from Wafaa El-Sadr

4




Parallel Universes/Journeys
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Providers & Health Systems Users

Who is at risk? What do | want?
[ isk’

Who do | want to talk with about sex and

relationships?
Where do | find them? -

Do | want an HIV test?

When | can test them?
Where do | want to get an HIV test?

What do | tell them?

Where can | provide px info and products to

Do | need and want HIV prevention?

them? What kind of HIV px do | want?

. . -
UL [ EEITENS R | Previee e Oral, ring, injectable, condoms, DPP?
Oral, ring, injectable, condoms, DPP? ilbEre A e vler @ [ i T AAdAx\y{Ag




A New Journey: New Way(s) of Thinking
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Key findings from a 4-year intensive user-centered design project

among adolescent girls and young women

Think relevance — not risk reduction
Think habit — not adoption

Think relationships — not HIV

Think needs — not demographics
Think ecosystems — not interventions
Think options — not preferences

-> Healthy Sexual Relationship Journey framework

->

Outlines a 5 stage model that articulates the context for prevention
from an AGYW perspective. Consolidates AGYW behaviour and
choices relevant to HIV prevention and their influencers.

AGYW Segmentation
Differentiates by relationship motivation and associated prevention
behaviour. Stage specific progression factors quantified.

HIV prevention product preferences
AGYW's preferences quantified to guide future product development.

15 intervention opportunity areas
Identified and prioritised for optimal programmatic impact.

4 Design Aids
Developed for resource allocation, optimisation of current
Programmes, and designing of new interventions.

22 prioritized intervention concepts
Co-created with AGYW and stakeholders.

1 programme design validated through piloting

Designed and implemented in collaboration with two IPs for high
prevalence geographies in South Africa. Proven success in changing
negative relationship dynamics and establishing referral support.

For more info: Breaking the Cycle of Transmission: Increasing uptake and effective use of HIV

prevention among high-risk adolescent girls and young women in South Africa



https://www.avac.org/podcast/human-centered-design
https://www.avac.org/podcast/human-centered-design
https://www.avac.org/podcast/human-centered-design
https://www.avac.org/podcast/human-centered-design

PrEP Initiations to 2024

3,000,000 In late January 2025,
PEPFAR data systems were

5 taken offline, so Q4 2024

200,000 pEPFAR data are projected
based on historic market

2.000,000 growth

1,500,000

1,000,000

500,000 I

- m mu 1§

2016 2017 2018 2019 2020 2021 2022 2023 2024

m Other Initiations ® PEPFAR-Supported Initiations AVAC

Advocac y. Access. Equity.
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PEPFAR Stop Work Orders: Major Impacts
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https://www.prepwatch.org/pepfar-stop-work/

3.5

25

illion million
Number of new Prep users Number of people identifying Off Target: The PEPFAR goal of
in 2024 who have lost access as Key Populations who have people initiating CAB for PreP in
to PEPFAR-supported PrEP lost access to HIV prevention 2025 is falling far short - 5k instead

services programming under PEPFAR of 100k
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World Without HIV Prevention
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Incidence

HIV incidence, age 15-49

emmw Actual incidence to date and projected incidence with current levels of PrEP provision.

c ig - e Projected incidence with no PrEP, VMMC, or free condoms.
] oA
a 15 -
S 1.0 -
S 0.5
0.0

2000 2003 2006 2009 2012 2015 2018 2021 2024 2027 2030 2033 2036

HIV Synthesis modgdeveloped by the HIV Modelling Consortium



http://hivmodeling.org/hiv-models

The Cost of Cutting HIV Research
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NIH terminated 191 HIV-specific grants in 2025, slashing over $200 million
from key HIV prevention research grants’

O = o e

-$99M -$124M -$60M -$35M -$25M -$3M

Key Young Clinical South Vaccine
Preuentmn Populations People Research Africa Hesitancy
HIV prevention research, Research benefiting those Research benefiting young  Clinical research necessary South Africa lost funding Research to combat
including studies on most vulnerable to HIV people, whose engagement  for scientific advances in on user for research critical to misinformation and reduce
biomedical products, exposure, namely key is critical to the trajectory HIV prevention and preferences and social and combatting the HIV vaccine hesitancy
behavioral interventions populations and BIPOC of the HIV epidemic treatment structural barriers in HIV epidemic
and access barriers prevention

"Grants may cover more than one research area, so total across categories shown here exceeds $200 million in total funding lost




Potential Fallout from Cuts to HIV Prevention

Impacts on trials, including those sponsored by non-USG funders

» USG funding is the scaffold on which pharma, philanthropies and other
governments invest in transformative HIV & TB science

* Trials sponsored by other research funders build on top of core and other funding
provided to clinical trials units and research sites through NIH awards

» USG cuts risk infrastructure, staff/talent, training the next generation of scientists,
community engagement, data sharing, biorepositories, eftc.

» |[f South African and other international study sites and participants are excluded
from enroliment, follow-up, study completion, and data collection and analysis,
ongoing and planned trials are likely underpowered to produce meaningful
results, wasting years of work and tens or hundreds millions of dollars

* Trials no longer able to enroll internationally will face delays and increased costs
as they seek new sites and study participants elsewhere

s. Equity.



Differentiate, Simplify and De-Medicalize
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Building blocks for differentiated PrEP

Adapting the when, where, who and what

3 WHERE
Longer PrEP refills Decentralized and
with less frequent closer to home (e.g.
clinical monitoring drop-in centers,
. . community-led
Differentiate » " ty-led)

Support by peers,
experts clients,
nurses

PreP refills and
comprehensive
health services

Kim Green, PATH: Bringing PrEP to the people: Democratizing access to PrEP through differentiated delivery before,
during, and after COVID-19




Getting It Right This Time

Seven countries—Brazil, Kenya, Nigeria, South
Africa, Vietnam, Zambia, and Zimbabwe—

Getting PrEP Rollout exploring themes of:

Right This Time: Successes and challenges with PrEP
Lessons from the Field Introduction and scale-up and what can be
done differently now

Public health system readiness for intron and
scale-up of LEN

Considerations for improving & accelerating
regulatory approval, normative guidance,
demand generation, stakeholder engagement,
& health systems strengthening

www.prepwatch.org/resources/qgetting-prep-rollout-right

Advocacy. Access. Equity.


https://www.prepwatch.org/resources/getting-prep-rollout-right
https://www.prepwatch.org/resources/getting-prep-rollout-right
https://www.prepwatch.org/resources/getting-prep-rollout-right
https://www.prepwatch.org/resources/getting-prep-rollout-right
https://www.prepwatch.org/resources/getting-prep-rollout-right
https://www.prepwatch.org/resources/getting-prep-rollout-right
https://www.prepwatch.org/resources/getting-prep-rollout-right

Years Ahead in HIV Prevention Research

Prevention Product

4

Vaginal
Ring

Long-Acting
Injectables

Oral PrEP

Dual
Prevention
Pill

Dapivirine
monthly

Cabotegravir

One intramuscular injection

(3ml) every 2 months

F/TAF
daily

* Demonstrated modest efficacy
3 . = _ 5 = * Unclear demand and limited initial supply
2’:,':,'::::::,?“'“”” Multiple implementation science projects « Initial price ~$180/yr

e Oct 2023: A memorandum of understanding reached on a

product license with Kiara

WHO « 3-monthly ring currently in development and could be
catdclines Selected Global Fund procurement and programs submitted to regulators in 2025

* Opportunity to build market and platforms for vaginal rings

» Demonstrated high efficacy

¢ Unclear demand and limited initial supply

o Initial LMIC price ~$240/yr; 2024: ~$180/yr; 202

* Mar 2023: MPP & Viiv licensed to 3 generics witl
regulatory submission by 2027

* 4-monthly formulation currently in development, wit|
regulatory submission expected early 2026

Selected Global Fund and PEPFAR procurement and
programs

“Initial results showed no infections in the LEN arm

Multiple regulato % z % P =
p":,a;;eg 8 Multiple implementation science projects
WHO
Guidelines
for PURPOSE 1and a 96% reduction in HIV
infections compared to background HIV incidence

1 &  for PURPOSE 2

« Demonstrated very high efficacy

« Opportunity to build market and platforms for injectables }

» Dec 2024: Global Fund & PEPFAR commit to
million users in first 3 yrs I n

e Initial LMIC price unclear

024: Gilead licensed to 6 generics with

Phase 2: P

Nov 2024, WHO

regulatoT Somcalany 2027 added both LEN

...... » Once-yearly formulation Cl Rgde
. regulatory submission expected in 202
Phase 3: part of PURPOSE 1 regulatory « Opportunity to understand if market can bea an d D P P to the

approvals :

MK-8527

monthly

Co-formulated
TDF/FTC and
ethinyl estradiol/
levonorgestrel

oral contraceptive

pill
daily

Phase 2a: MK-8527-07

Pilot bioequivalence (BE)
stud BE

Expression of

Interest for PQ and
guidelines for both

due in 2025

Acceptability Study: HPTN 104

AVAC

Advocacy. Access. Equity.
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Planning for Injectable Lenacapavir /

{_:\,
z:::zf:'gtfblf i Cisgener adolescent girls South Africa 5,010 Initial results released in
lenacapavijr &oral and young women and Uganda June 2024 demonstrated no
FITAF infections in the LEN arm %
i - : VY PERTR R e R AR
4 Cisgender men who have US, South Africa,
PU..~POSE 2 s:gwith 2 Transge:der Peru. Brazil 3,000 Initial results released in September :
Phase 3 Injectable e e Mexico, 2024 demonstrated LEN reduced HIV
lenacapavir Gender non- binary Argentina, and infections by 96% compared to
Thailand background HIV incidence
CPURPOSE 3 | i 250
HPTN 102 Cisgender women Currently recruiting; estimated study completed
Phase 2 Injectable date early 2028
lenacapavir
*PURPOSE 4 n 555
HPTN 103 People who inject drugs
Phase 2 Injectable
lenacapavir
o i Cisgender men who have
; France, 262
PURPOSE 5 sex with men, Transgender e Enroliment expected to begin in the
Phase 2 Injectable women, Transgender men, ol second half of 2024
lenacapavir Gender non- binary * Initial data

* Possible data
° Possible earliest regulatory submissions

° Possible earliest regulatory approval and
market entry with product from Gilead
-¢ Possible earliest generic manufacturer(s)



Getting to Zero
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20,202 A Background HIV Incidence and HIV Incidence in Lenacapavir, F/TAF, and
June 20, 2024 F/TDF Groups
Gilead’s Twice-Yearly Lenacapavir Demonstrated |-t
100% Efficacy and Superiority to Daily Truvada® for|i ks 2.02 1.69
c S & 25-
HIV Prevention 28 20
s o 15-
g5 1o
ORIGINAL ARTICLE é 037 0
B o0 Background  Lenacapavir F/TAF F/TDF
Incidence (N=2134) (N=2136) (N=1068)
1 1 1 N=8094
TWIC@"Yearly LenacapaVlr Or Dally FITAF ( ) 0 Infections 39 Infections 16 Infections
for HIV Preventlon ln Clsgender Women 1939 Person-yr 1932 Person-yr 949 Person-yr

September 12, 2024

Gilead’s Twice-Yearly Lenacapavir for HIV Prevention
Reduced HIV Infections by 96% and Demonstrated

Superiority to Daily Truvada® in Second Pivotal Phase
3 Trial

Advocacy. Access. Equity.



Px Options

Nucleoside reverse transcriptase
inhibitor (NRTI)

2010, 2011

Oral

Tablet with 300mg (TDF) or 25mg
(TAF) with 200mg emtricitabine (FTC)

Daily; 2-1-1 dose also recommended

High efficacy among all populations;

highly adherent-dependent

+100 approvals since 2012;
recommended by WHO in 2015

+$40

Gilead Sciences

15+ suppliers all over the world

Non-nucleoside reverse
transcriptase inhibitor (NNRTI)

2016

Vaginal ring

25 mgring

Monthly (3-monthly ring in
development)

Moderate efficacy among
cisgender women; highly
adherent-dependent

9 approvals as of Oct 2024;
recommended by WHO in 2021

$156

IPM/PopCouncil

MOU with Kiara in SA; details to
come on license and timelines

Integrase strand transfer
inhibitor (ISTI)

2020

Intramuscular injection in gluteal
muscle (buttocks)

One 3 ml injection

First injection followed by a
second one month later, then
every 2 months (every 4 month
dose in development)

Very high efficacy in all
populations

25 approvals as of Oct 2024;
recommended by WHO in 2022

e $160 (actual cost in UK
Pounds)

ViiV Healthcare
3 licenses via MPP, with

expected earliest market access
in 2027

_ Tenofovir-based (FTC + TDF or TAF) Dapivirine (DVR) Cabotegravir (CAB) Lenacapavir (LEN)

Capsid inhibitor

2024
Subcutaneous injection in
abdomen

Two 1.5 ml injections

First injection along with two
oral tablets, followed by two
more tablets on day 2 and then
injections every 6 months

Very high efficacy in all
populations

Submissions to begin in 2024;
guidance anticipated in 2025

TBD

Gilead Sciences

6 direct licenses, with expected
earliest market access in 2027



What Is a “Person Year of Protection”?

Tenofovir-based (FTC + TDF or TAF) Dapivirine (DVR) Cabotegravir (CAB) Lenacapavir (LEN)

One pill every day for all One ring every month  First injection followed First injection along with

populations (with possibility of by a second one month two oral tablets, followed

event-driven dosing of 2-1-1 for later, then every 2 by two more tablets on day

some) months 2 and then injections every
6 months

Day 1: Day 1: 9 9

1 month:

06%°6%°6°6%°6¢%°¢%°¢%°¢°¢%°¢%°¢%°¢%°¢°¢°¢°
0%6%°6%6%°6%6%¢%°¢%¢%¢%°¢%¢%¢%¢%¢%¢°
0%6%°6%°6¢%°¢%°6¢%°¢%°¢%°¢%°¢%°¢%° %% ¢ ¢°
0%6%6%°6°¢%°¢%°¢%°¢%°¢%°¢%°¢%°¢%°¢%¢%¢°¢°
0°6%°6%°6%°¢%°6%°6¢%°¢%°¢%°¢%¢%°¢%¢%°¢% ¢ ¢°
0°6%°6%°6%°¢%°6%6%°¢%°¢%°¢%¢%¢%¢%°¢% ¢ ¢°
0%6%°6%°6°¢%°¢%°¢%°¢%°¢%°¢%°¢%°¢%¢%¢%¢°¢°
0°6%°6%°6%°¢%°6%6¢%¢%¢%°¢%¢%¢%¢%¢% ¢ ¢°
0%6%6%°6¢%°6¢°¢%°¢%°¢%°¢%°¢%°¢%°¢%¢%¢%¢°¢°
0%6%6%°6%°6¢%°6¢%°¢%°¢%°¢%°¢%°¢%°¢%¢%¢%¢*¢°
0%6%°6%°6¢%°¢%°6¢%°¢%°¢%°¢%°¢%°¢%°¢%¢%¢%¢°¢°
0%6%6%°6¢%°¢%°¢%¢%°¢%°¢%°¢%¢%°¢%¢%¢%¢°¢°
0%6%6%°6%°¢°6¢%°¢%°¢%°¢%°¢%°¢%°¢%¢%¢%¢°¢°
0%6%6%6%°6%6%¢%°6¢%¢%¢%°¢%¢%¢%¢%¢%¢°
0%6%6%°6¢%°¢%°6¢%¢%°¢%°¢%°¢%°¢%°¢%¢%¢%¢°¢°
0%6%6%°6¢%°¢%°6¢%¢%°¢%°¢%°¢%°¢%°¢%¢%¢%¢°¢°
0%6%°6%°6%°6%6%¢%°6¢%¢%¢%°¢%°¢%¢%¢%¢°¢°
0%6%6%¢%°6%6%°¢%°6%¢%¢%°¢%¢%¢%¢%¢%¢°
0%6%°6%°6¢%°¢%°6¢%°¢%°¢%°¢%°¢%°¢%° %% ¢ ¢°
0%6%°6%°6°¢°6¢%°¢%°¢%°¢°¢%°¢%°¢%°¢%°¢%¢°¢°
06%6%°6¢%°¢%°¢%¢%°¢%°¢%°¢%°¢%° %% ¢°¢° 11 month:

0%6%°6%°¢%°6%6%°¢%°6¢%¢%¢%°¢%¢%¢%¢%¢°¢° AV AC

Day 2: 3
3 month: ¢

5 month: 6 month: 9 9

7 month:

OJOLOLO,
OJOJOJO,

9 month:

0%6%°6°6%°¢%°¢%°¢%°¢%¢%¢%¢%¢°¢°

Advocacy. Access. Equity.



Moving a Product to the “Real World”
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After trial ends, intervention provided to participants, and sometimes their communities

Open label Follow-on study, intervention available for specific time to participants from randomized
extensions (OLE) controlled trial who know they are receiving active intervention/potential benefit

Implementation Research protocol enrolling new participants (not previously in trials/OLE), aiming to
research assess intervention in a more “real world” setting

Demonstration Offer use of new intervention outside of clinical trial site; can address delivery
projects infrastructure needs and ways individuals integrate it into daily activities & decision making

Introduction Large-scale provision of an intervention, sometimes part of country rollout, aiming to learn
initiatives and apply lessons from introducing an intervention at scale

Gomplex process of making new intervention widely available, includes mobilization of

sufficient resources for procurement, distribution, delivery, worker training, etc.

Advocacy. Access. Equity.




Long-Acting PrEP Quarterly Dashboard

Posted in Support of the Coalition to Accelerate Access to Long-Acting PrEP

DVR REGULATORY APPROVAL > DVR VOLUME >

[¥1 regulatory approvals; [ pending and [E] submissions
in preparation as of June 2024

soorored [N 11

Allocation of Non-Commercial DVR for PrEP Supply
in Low- and Middle-Income Countries, 2023-2025

"
) To be manufactured
pending || 1 Available 2023-2024 by end of 2025
Under
Appeal I 1 ; ‘
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DVR IMPLEMENTATION >
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ET1] countries as of June 2024
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Long-Acting PrEP Quartelry Status Update

4

AVAC

Advocacy. Access. Equity.
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Potential Demand for LEN for PrEP

4

2024 Initiations Possible 2026 Market

Totals for Top Markets * : 4 J
Ukraine 76,454 45,872

2024 Oral PrEP Initiations 2,554,082
y : 2024 Initiations Possible 2026 Market
Possible 2026 Injectable Users 1,532,449
Philippines 13,191 7915
Thailand 13,670 8,202
2024 Initiations  Possible 2026 Market Vietnam 16,735 10,041
Nigeria 235,776 141,466 | | {: X
\ ~¢
2024 Initiations  Possible 2026 Market
Eswatini 26,369 15,821
Kenya 145,774 87,464
Lesotho 30,161 18,097
Malawi 100,485 60,291
Mozambique 205,582 123,349
2024 Initiations Possible 2026 Market South Africa 572,393 343,436
Tanzania 272,526 163,516
Brazil 82,619 49,571 Uganda 265,753 159,452
Zambia 379,797 227,878
Zimbabwe 116,797 70,078 AV A C
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PrEP Prices in LMICs

.
>

. ¢156 *180

USD PER YEAR

150

100

50

Oral TDF/FTC Dapivirine Injectable Injectable
Vaginal Ring Cabotegravir Lenacapavir

*The actual price per vial is quoted in UK Pounds but converted to US Dollars for comparison purposes.
The price is down from $180 in 2024 to $160 in 2025.




Moving a Product to the “Real World”

4

Can We Go Faster with LEN?

Technology Efficacy Results

Year(s) After Efficacy Results
1 2 3 4 5 6 7 8 9 10

'?BHFI;'FTC o O e O ®
- o 2]
VaginaiRing " O

@ First Regulatory Approval =
@ First African Regulatory Approval

Injectable . . 9 WHO Recommendations
. 2020
Cabotegravir First Demo Project
. Scale
. Generic Access in LMICs -
Injectable
. 2024
Lenacapavir

00 @O0




Our Best Shot at Prevention — But Now What?
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THE
C) anen

= L‘f' ZDX\ World Health ED) (% T’S‘%; World Health
PEPEAR L, W Organization r A r DA *’{x_\ g :'b‘ Organization
ideli i WHO guidelines and
Global Fund & PEPFAR \(;VHOI guidelines FD.A grants F;llead FDA grants approval recon?mendations Funding freezes, litigation,
announce coordination evelopment group Priority Review status ~ of LEN for PrEP announced at IAS In widespread closures, and
to reach 2 million to review evidence of LEN for PreP Kiqall confusion jeopardize scaled
people with LEN and formulate 9 LEN procurement
for PrEP clinical guidance
Dec 17
2024
FoA
E ( GI.OBAI.
PEPF FUND
= () GILEAD
r A EUROPEAN MEDICINES AGENCY EUROPEAN MEDICINES AGENCY PEPFAR' Global Fund and
SCIENCE MEDICINES HEALTH SCIENCE MEDICINES HEALTH ( GLOBAL governmentscanbeglnto

Gilead submits new Gilead submits European Medicines J FUND procure.

drug application to marll(etilzlg authorization Agency agrees Fo Gilead and Global Fund EUROPEAN MEDICINES AGENCY

U.S. Food and Drug application to the accelerated review announce access

Administration for European Medicines of LEN for PrEP agreement and finalize FelﬁoA n?g*lner:::lua':icoensof

twme—year!y Agency initial supply for nine market authorization

IenacapaVIr for HIV priority countries of LEN for PFEP,

prevention two months ahead

of schedule

AVAC
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Development Timeline for Generic CAB & LEN

A 4

tor

rigina

O

Generic manufacturers

Phase 3 results

Starts July 2020

Year O Year 1 Year 2 Year 3 Year 4 Year 5 Year 6 Year 7

Starts June 2024 B cAB (actual) B LEN (actual) FDA: US Food and Drug Administration
- . ) API: Active Pharmaceutical Ingredient
FDA approval & ' CAB (estimated) LEN (estimated) VL: Voluntary License
. MPP: Medicines Patent Pool
' . SRA: Stringent Regulatory Authority
s . Direct VLs to VL to MPP Sublicense to 3 generics PQ: Prequalification
License signed 6 generics V'S @ e
= S BE: Bioequivalence

with generics 'S

Licensees access
complete tech pack
from originator

APl development

Prototype
development

Dossier batch

Pivotal
bioequivalence

Dossier submission

6 months (actual)

6 months (est.) _

1 year (est.)
9 months (est.) '

1 year (est.)

9 months (est.)

6 months (est.)
6 months (est.) i i

6 months (est.)

3 months (est.)

Earliest SRA/WHO PQ filing 2nd half 2026

18 months minimum (est.)

3 months (est.)

Earliest SRA/WHO PQ filing 2nd half 2026

AVAC
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Innovation Pile-Up

Cabotegravir (2 mo
S -
3x Generics .
One intramuscular injection Dossier batch

(3ml) every 2 months

Cabotegravir (4 mo)

ViiV Registrational Bioequivalence @

One intramuscular injection
every 4 months

4

E Possible Dossier
Submission

4% Possible Market
-l Entry

O
m

O,
m

MK-8527
O - ®

Monthly pill

Advocacy. Access. Equity.



Infections Averted

B80%

S50%

40%

30%

20%

10%

0%

If We Get Rollout Right

: Potential Impact of LEN

4

0% 5% 10% 15%
Population Coverage

Source: Gates Foundation

20%

25%

30%

In concentrated epidemics,
providing LEN to 3% of adult
population in the highest risk key
populations could avert ~70% of
new infections

In generalised epidemics,
providing LEN to ~5% of the adult
population and prioritising by
location and behaviour could
avert ~25-35% of new infections

In generalised epidemics,
providing LEN to ~20% of the
adult population and prioritising
by location and behaviour could
avert 50-70% of new infections




If We Get Rollout Right: Potential Impact of LEN

Potential Infections Averted in South Africa

A 4
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0 L : : : 8 010% ==-=—==========
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RN A S meman2g e LEN at high uptake could help eliminate HIV 10 years earlier
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Source: Health Economics and Epidemiology Research Office (HE?RO) Advocacy. Access. Equity.




Product Considerations

Clinical Policy & Programs Personal & Social
Biologic efficacy Delivery channel(s) = User effectiveness
Dosing/duration Health system User preference
Reversibility burden User burden
Side effect profile Product cost Discretion of use
Systemic/Topical Program cost Contribution to

Provider training stigma

Demand creation




EXPrESSIVE Phase 3 Trial Countries

Y

17 countries are hosting sites of the monthly MK-8527 PrEP pill;
Q3 2025 expected launch

f; P @ oressiveosites
. T
 France 5 @ oxFeessivesites
_ Switzerland \*‘;.',L ‘\:: ’
United States of America / <€ - - @ XPrESSIVE10 811 sites

g‘)‘.‘ Thailand . ywetn‘?‘;}
L A% b N At
alaysia ‘ ;‘h‘mp‘plr\na

N
1 ~ . y=——Dominican Republic

Guatemala ﬁ
™~

Colombia

EXPrESSIVE-11 EXPrESSIVE-10 — . _
e Approximately 4390 * Approximately 4580
participants Brazil participants

* Cisgender men, MSM,
transgender men and
women, gender non-
binary persons who
could benefit from PrEP

¢ ClinicalTrials.gov Study_
Record

* Cisgender adolescent
girls, young women,
and women who could
benefit from PrEP

* ClinicalTrials.gov_
Study Record

South Africa

Argentina

August 2025

EXPrESSIVE-10: https://clinicaltrials.qgov/study/NCT07071623
EXPrESSIVE-11: https://clinicaltrials.qgov/study/NCT07044297



https://clinicaltrials.gov/study/NCT07071623
https://clinicaltrials.gov/study/NCT07044297

Accelerating Introduction of New Px

Those who Use; Those who Choose; Those who Pay the Dues

FUNDERS What we need to knowg and fast

4

1 What is the cost for procurement AND for programming?

I What is the cost-effectiveness?

T What is the market size, generally and relative to other PrEP products?

9 How will introduction affect the current market share and size of other PrEP?

1 What policies need to change to to plan for & introduce new option?

9 How to overcome siloes in procurement & service delivery?

9 What type of training & support do providers need?

1 What are optimal service delivery platforms and communication channels?

Who prefers which option, and what are their motivators and barriers?
Where/from whom do potential users desire to hear about and access product?
How will product use/preference change over time?

How can we increase & support adherence?

What is the end user's path to initiation and continued, effective use?

How can peer groups/influencers be leveraged to support uptake & adherence?
How can providers be supported to have more knowledge and empathy?

How can the product be packaged to better support uptake/ adherence?

=2 =4 -4 -5_-45_-45_-5_-°

Advocacy. Access. Equity.



The Way(s) Forward

Some guiding principles

Prioritize, Prioritize, Prioritize — like we've never prioritized before
Don’t miss out on innovation
Think health systems — not disease- or product-specific

Think and collaborate differently — in new ways and with different
stakeholders

Re-define sustainability — and make sure it is not just about
money, and that prevention is a solid part of it

Local ownership & leadership




Conclusion

Fill the product introduction gaps
Accelerate time from regulatory approval to intro to impact
Demand-creation and program platforms for prevention generally
Differentiated (and integrated) service delivery for px

Fill the product development gaps
Longer-acting & event-driven
User-friendly & developed WITH users
Dual-purpose & multi-purpose methods




Further Resources

PEPFAR Stop Work Order Tracker — a
live version of this slide deck

HIV Prevention R&D at Risk —
highlighting the impact of US cuts on the
pipeline of HIV prevention R&D

PrEPWatch.org — data, information, and
PrEP resources

Global PrEP Tracker — tracking PrEP
initiations by country over time

Weekly Global Health Watch
All things LEN

For the last 8 years, AVAC has proudly worked with
PEPFAR to document PrEP uptake and its impact around
the world. That stopped in January with a stop work order
from the US government. But protecting access to PrEP

Is vital. Are you leading a PrEP program? Whether
supported by PEPFAR or not, we invite you to work with
us to ensure global data on PrEP is not lost.

A 4



https://www.prepwatch.org/pepfar-stop-work/
https://www.prepwatch.org/pepfar-stop-work/
HIV%20Prevention%20R&D%20at%20Risk
HIV%20Prevention%20R&D%20at%20Risk
https://www.prepwatch.org/
https://www.prepwatch.org/
https://data.prepwatch.org/
https://data.prepwatch.org/
https://avac.org/global-health-watch/
https://avac.org/lenacapavir/
https://avac.org/lenacapavir/
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