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Today my brief | S: LRrEPout oral PrEP
f Saazya O2dzyi

AWhat value does implementation science offer?

AWhat may we be interested to learn?
ADifferentiated: Products, Delivery systems, Users

AWhat are some of the lessons we have learned about
AUptake
A Choice
A Persistence
A Switching
ATolerability and adverse effects
A Effectiveness
ACost
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CAN A PILL A DAY
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FOR INFORMATION ON THIS NEW AND
EXCITING

SMS "Info" at no cost to 30060 or
e-mail MCMHP®@hiv-research.org.za

All participants will be compensated for their time and fransport.

MOTHER CITY MEN'S HEALTH PROJECT ?\

Tme to Stend Up.




The Process of Drug Development

Preclinical studies Clinical studies im“’rks“re'
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Considerations when introducing new HIV intervention

For each new intervention, explore, understand and evaluate:

Clinical Policy & Programs Personal
Biologic efficacy Delivery channel(s) . (yser effectiveness
Dosing/duration Health system burden: g, preference
Reversibility Product cost User burden
Side effect profile Program cost Discretion of use
Systemic/Topical Provider training Contribution to stigma

Demand creation

f gkt WOW21J1 WT e Royld b olléo)lS UG GY TValH of HLA Meimj
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25 Years and Counting



100%

Level of knowledge

The Process of Drug Development

Preclinical studies

QM\"orkSu re’

Clinical studies

( A
Chemistry Pharma- Industrial Phase | Phase | Phase lll NDA
cology
Search Toxicological Authorization Study of Limited Comparative New drug

for active effect studies process the eddect study of study on application
substances, on various on healthy patients large authorization
Application kinds of human 50-100 number of process
for patent animals ~ subjects people patients

20-50 people 500-50,000

2 -4 Years

Registrat on and
market int1 oduction
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Phase 3b studies

Phase 4

Program evaluation
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Preexposure Chemoprophylaxis for HIV Prevention

ert M. Grant, M.D., M.P.H., Javier R. Lama, M.D., M.
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Antiretroviral Prophylaxis for HIV Prevention in Heterosexual
Men and Women

in Men Who Have Sex with Men

Peter L. Andersor

Pharm.D., Vanessa McMahan, B

Carran D.,M.P.H

ORIGINAL ARTICLE

Antiretroviral prophylaxis for HIV infection in injecting drug
users in Bangkok, Thailand (the Bangkok Tenofovir Study):
a randomised, double-blind, placebo-controlled phase 3 trial

Antiretroviral Preexposure Prophylaxis for
Heterosexual HIV Transmission in Botswana

P. Charbonne
A. Cheret, ). T

D. Thomps
J.-P. Aboulker

Michael C. Thigpen, M.D oko M. Kebaabetswe, Ph.D., M.P.H.,
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in Men at High Risk for HIV-1 Infection

J.-M. Molina, C. Capitant, B. Spire, G. Pialoux, L. Cotte, |. Charreau, C. Tremblay,
J.-M. Le Gall, E. Cua, A. Pasquet, F. Raffi, C. Pintado, C. Chidiac, J. Chas,

ARTICLES + Volume 396, lssue 10246, P239-254, July 26, 2020
Emtricitabine and tenofovir alafenamide vs emtricitabine and tenofovir disoproxil
fumarate for HIV pre-exposure prophylaxis (DISCOVER): primary results from a

randomised, double-blind, multicentre, active-controlled, phase 3, non-inferiority

Home | JAMA Pediatrics | Vol. 171, No. 11

Original Investigation

)€+ Melanie A Thompson, MD @ « Prof Peter L Anderson, PharmD ©

Safety and Feasibility of Antiretroviral Preexposure Prophylaxis
for Adolescent Men Who Have Sex With Men Aged 15 to 17 Years
in the United States

Pre-exposure prophylaxis to prevent the acquisition of HIV-1 + *®
infection (PROUD): effectiveness results from the pilot phase [

of a pragmatic open-label randomised trial

THE LANCET
Child & Adolescent Health

Sheena McCormack®, David T Dunn*, Monica Desai, David | Dolling, Mitzy Gafos, Richard Gilson, Ann K Sullivan, Amanda Clarke, lain Reeves,
Gabriel Schembri, Nicola Mackie, Christine Bowman, Charles | Lacey, Vanessa Apea, Michael Brady, julie Fox, Stephen Taylor, Simone Antonucci,
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Prenatal exposure to HIV pre-exposure prophylaxis and
birth, growth, and social-emotional developmental
outcomes throughout early childhood in Kenya:

a prospective cohort study

“Owan, Andrew N Phillips, Anne M Johnson, Brian Gazzard, Owen N Gill

ARTICLES - Volume 4, Issue 12, P875-883, December 2020  [RSARNIILELEZMIIEETT JAMA

Acceptability, safety, and patterns of use of oral tenofovir disopro
emtricitabine for HIV pre-exposure prophylaxis in South African a
open-label single-arm phase 2 trial R St S
Katherine Gill, MBChB? - Leigh Johnson, PhD ® - Janan Dietrich, PhD ®' - Prof Landon Myer, PhD ®4 . Rel HIV Preexposure Prophylaxis With Emtricitabine and Tenofovir
Melissa Wallace, PhD & - et al. Show more Disoproxil Fumarate Among Cisgender Women

=/ T
Jeanne Marrazzo, MD"; Li Tao, PhD?; Marissa Becker, MD, MSc*; et al

Home | JAMA | Vol. 331, No. 11




6 PrEHacts!

A #PrEPworks in (young) _ -~ ‘e " :
women taken daily S '

A #PrEPworks for safer
conception

A #Time to Protection likely a - | '- !
few days (27)

A #PrEPis a lifestyle NOT a i | ‘
medication

But STIs need attention

A #PrEPon at least 4 days per4
week is effective for all “
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Safety and Efficacy of a Dapivirine Vaginal ¢ | ]

. Japr o Vaginal Ri e Davivic :

Ring for HIV Prevention in Women Use of'a Vaginal Ring Containing Dapivirine for HIV-1
Prevention in Women

A. Nel, N. van Niekerk, S. K iga, L.-G. Bekker, C. Gama, K. Gill, A. Kamali, J-M. Baeten, T. Palanee-Phillips, E.R. Brown, K. Schwartz, L.E. Soto-Torre: ovender, N.M. Mgodi,

Oral Late Breaker | 10:30-12:00 PET (GMT-5 hours) | Limatambo 3/Channel 1

“Pharmacokinetic superiority of a 3-month dapivirine vaginal ring (100 mg) compared to the 1-month

dapivirine vaginal ring (25 mg)" (Abstract”)
J. Nuttall,* L. Haddad, M. Plagianos, W. Kriel, J. Visser, L. Solai, A. Garg, J. Steytler, and B. Devlin

. e Perinatal outcomes associated with pre-exposure prophylaxis
e o for HIV prevention during pregnancy: a systematic review and

Assessing Per-Sex-Act HIV-1 Risk Reduction Among mEta-anabeiS de]jver

The Journal of Infectious Diseases

iy of FrEP and the
Ring ln Pregnant Women

§i Siviri . . ”
Women U'ﬁll’lg the Da} Virine Vaglnal Rlng g Alison Erlwanger,” Isabelle Rocroi” Shona Kirtley,” and Joris Hemelaar™™

Randy M. Stalter,' Tracy Q. Dong,? Craig W. Hendrix,? Thesla Palanee-Phillips,* Ariane van der Straten,*® Sharon L. Hillier,”® Flavia M. Kiweewa,®
Nyaradzo M. Mgodi,"® Mark A. Marzinke,* Linda-Gail Bekker,'" Lydia Soto-Torres,'? Jared M. Baeten,""? and Elizabeth R. Brown®"; for the MTN-020/

ASPIRE Study Team
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Cabotegravir for the prevention of HIV-1 in women: results
from HPTN 084, a phase 3, randomised clinical trial

Sinead Delany-Moretlwe, James P Hughes, Peter Bock, Samuel Gurrion Ouma, Portia Hunidzarira, Dishiki Kalonji, Noel Kayange, Joseph Makhema,

Patricia Mandima, Carrie Mathew, Elizabeth Spooner, Juliet Mpendo, Pamela Mukwekwerere, Nyaradzo Mgodi, Patricia Nahirya Ntege,
Gonasagrie Nair, Clemensia Nakabiito, Harriet Nuwagaba-Biribonwoha, Ravindre Panchia, Nishanta Singh, Bekezela Siziba, Jennifer Farrior,
Scott Rose, Peter L Anderson, Susan H Eshleman, Mark A Marzinke, Craig W Hendrix, Stephanie Beigel-Orme, Sybil Hosek, Elizabeth Tolley,
Nirupama Sista, Adeola Adeyeye, James F Rooney, Alex Rinehart, William R Spreen, Kimberly Smith, Brett Hanscom, Myron S Cohen,

Mina C Hosseinipour, on behalf of the HPTN 084 study group
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o 202 4 Twice-Yearly Lenacapavir for HIV Prevention in Men

y and Gender-Diverse Persons
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Cabotegravir for HIV Prevention
in Cisgender Men and Transgender Women

R.). Landovitz, D. Donnell, M.E. Clement, B. Hanscom, L. Cottle, L. Coelho,
R. Cabello, S. Chariyalertsak, E.F. Dunne, |. Frank, J.A. Gallardo-Cartagena,
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Twice-Yearly Lenacapavir or Daily F/TAF for HIV Prevention
in Cisgender Women

. HIV acquisitions, safety, and pharmacokinetics of
lenacapavir for HIV pre-exposure prophylaxis in pregnant
and lactating women (PURPOSE 1): a substudy of a phase 3,
randomised controlled trial

SYSTEMATIC REVIEW

The safety of cabotegravir in pregnancy:

Ultra-long-acting cabotegravir could be taken three ’ - :
a systematic review and meta-analysis

times a year for HIV PrEP and treatment

Linda-Gail Bekker, Dhayendre Moodley, Dazon Dixon Diallo, Ishana Harkoo, Godfrey Kigozi, Noah Kiwanuka, Cheryl E Louw, Moelo Malahleha,
Lillian Mwaoreko, Thesla Palanee-Phillips, Ravindre Panchia, Nishanta Singh, Sarah B Puryear, Priyanka Arora, Jared M Baeten, Andrea Brown,
Christoph C Carter, Marjorie Imperial, John Ling, Renu Singh, PamelaWong, Moupali Das, Flavia Matovu Kiweewa

12 March 2024 = Estimated reading time 6 minutes
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RESEARCH ARTICLE
Optimising scale-up of injectable lenacapavir for

Al Ralgales HIV pre-exposure prophylaxis in South Africa:

Wh th d -I | Evaluation of long-acting cabotegravir safety and & A modelling study and economic evaluation
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Prevention i1s now 3-Dimensional

Characteristics of different PrEP products
Systemnic / Topical Long # Short acting PK

3D PrEP

Fills # Ring / Injectable | Side effects / Tolerability P rE HD rOd u Ct

Murse / f/ Peer
administerad

Viral resistance profile

)

+
M |

PrEPProvision

DISPOSITION

Motivations, affects, attitudes, information,
perceptions, and user preferences towards
product details and delivery modalities
Independent # Convenience # Discreet / Introvert / Social

e TR o PrERpersonality

nal # C
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3D PrEP .~ Drug Differentiate, Simplify and
De-Medicalize

An evolving landscape with the introduction of LRrEP

> Delivery

=9 Disposition

aliz
HIV clinic / hospital ; :
Primary care clinic closer to home
o Private clinic / |
from the pharma (e o drobp
because it is very Longer C ty \ € He UIUY
close to our house, rontor nharm ~\ /
and itis slways PrEP Home center, pnarmacy,
o 3 Drop-in centre =
refills Online consult L homg
Courier community-led)
Pharmacy
Mobile clinic

Support by
eers, experts .

pl' t’s P Physician PreP refills and
clients, Clinical officer Y

i+ s comprehensive
COTNRIINLY Pharmacist health services
health workers, Community health worker

Patient / peer / family

nurses, L
pharmacists  Pharmacy stoff

Kim Green, Bringing PrEP to the people: Democratizing access to PrEP through differentiated delivery before, duringCavidbageR4P 2021



The challenge:
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Clinical Trials

Product,
Innovation or
Intervention

Investigator Driven Research

A )
Impler ation
AC . 2

Policy/
Regulatory

Guidance

Practice

Scale Up
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AEmbed the operational research inlocal programs

AFocus onlocal opportunities for going to scale

ABase questions on understanding of théarriers to large scale access
Alnterventions should berealistic and appropriate

AResearch and program development should bénked

AEmbedded research should improveesource availability

APrograms with embedded researctbuilds capacity

Bull WHO 2007 Walley J, et al.



Regulatory
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Clinical Trials

Health Service Researgh

|

Adoption
Implementation

Product,
Innovation or
Intervention

Acceptance

Investigator Driven Research

[ Scale Up J




For prevention impact: we will need wholesal
offering, uptake, coverage and persistence

A Few Estimations:
Need 25 million people ofPrER0 avert 260 000 in ESA young women
11.6 million people orPrEMrom key pops globally

Clinical Infectious Diseases e y h
ivma
DA, T

A Human Immunodeficiency Virus Type 1 Risk
Assessment Tool for Women Aged 15-49 Years
in African Countries: A Pooled Analysis Across
15 Natlonally Representative Surveys

ﬁmmmmmﬂ
.ul{'] S 6] A Product of Long-Acting PrEP

E. Rosenberg,”” Bonnie E. Shook-Sa, >~ Amber M. Young,? Yating Zou," Lynda Slra Immlu,“"' Marcel Yotebieng,*” Nadia A. Sam-Agudu,*’® oo 1] Power Project
SamJ Phirig‘“’WiIIlroad Mutale."‘ Linda-Gail Bekker.'z‘ Manhattan E. Charurat," S u Moyo,"*"*“ Khangelani Zuma,'*" Jessica Justman,'® M” Foarm October 2025
Gz Ll PO ctober o AVAC
Michael G. Hudgens,>* and Benjamin H. Chi"™ BT T L Du S
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100%

Level of knowledge

The Process of Drug Development

Preclinical studies

QM\"orkSu re’

Clinical studies

( A
Chemistry Pharma- Industrial Phase | Phase | Phase lll NDA Phase IV
cology Phase 3B
Search Toxicological Authorization Study of Limited Comparative New drug

for active effect studies process the eddect study of study on application
substances, on various on healthy patients large authorization
Application kinds of human 50-100 number of process

for patent animals ~ subjects people patients

20-50 people 500-50,000

2 -4 Years

Registrat on and
market int1 oduction

o

Phase 3b studies
Phase 4

Program evaluation
Implementation Science

2 Month -1 Year 2-3 Years  TIME
>




CAB Implementation Science Studies

\ 4

38 completed, ongoing, or planned; and 2 on hold

France

J{I Belgium

=W Ukraine

- 5

*ﬂﬂ USA

Mali

Thailand
jll‘l Bukina Faso TTW Vietnam
2] Togo \
e CORAY HE] e

[ 2z — AN i

Botswana

! \—ﬂ Mozambique
N South AT Eswatini

Africa F1EN Lesotho

Brazil

Il Completed [l Ongoing [ OnHold [ Planned

https://www.prepwatch.org/

Eastern and

Southern Africa

North America _ 9
Europe and
Centrgl Asia . 3
East Asia . 2
Latin America
and Caribbean . 2

Western and
Central Africa I 1


https://www.prepwatch.org/

Lenacapavir Implementation Studies

\ 4

11 implementation studies ongoing in 5 countries, as of April 2026

Eastern and
Southern Africa

Gilead's INCLUSION program will support at least

10 projects investigating LEN implementation North America

outcomes, rapid LEN initiation and real-life use in
11 LEN early adopter countries that are supported

by Global Fund and PEPFAR. Funds will be
US A awarded in June 2026.

Gilead is conducting
several studies, including
PROPEL, to generate real-
world data on lenacapavir
implementation in the
USA.

n Brazil

Fiocruz has added
lenacapavir to their
ImPrEP research

Latin America
and Caribbean I 1

Kenya

Mass General and KEMRI are receiving support from the
US National Institute of Mental Health to test adding PrEP
choice, including LEN, to the PrEP My Way intervention, a
novel PrEP delivery system for young women.

Zambia

The University Teaching Hospital/MoH and partners are
receiving support from Unitaid for SCALE-IT, which will
bring LEN services closer to where people live and work.

programme with South Africa

funding from

Unitaid and supply Wits RHI has added lenacapavir to their Project PrEP study, funded by Unitaid, and the Desmond
from Gilead. Tutu Health Foundation has received lenacapavir supply for a new implementation science study,

ALIGN, funded by the Gates Foundation. Supply for both studies is being provided by Gilead. In
addition, Unitaid is supporting the ACCEL study run by the African Health Research Institute, and a
private philanthropist is supporting the REACH study, run by the Desmond Tutu Health Foundation.

For more details, visit the integrated study dashboard at www.prepwatch.org/studies




Mobile Men Ph3bPrEPTrial:

RAIDS 2026
Same-day Screening, including PoC HIV testing

ﬁ E”c\r/eteer;itng ! mEEnuE
Enrolled if HI\Vnegative (N=400) mEm

A PrEP initiation
Group A: Daily or ED PreP Group B: CABLA
(n=200) (n=200)

o)
)
©
<
S
e
@
@
S
o
g
c
G
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Uptake, persistence
and preference for
Participants offered choice of a further 9m of CAR.A or oralPrEP LAI versus or&®rEP
among mobile men ir

Uganda and South
Persistence, PrEPchoice, and adoption (M918) Africa

26TONWs 2 0! Wn WWARY WT WwWs ¢ UNRI Y A La$2628. Rdi

Persistence and adoption ofPrEPmodality (M9)

b
)
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Julie Fox ; EugenRuzagira2026



Key eligibility criteria
A +t1+RPDUVT WGc¢cdWWe qllARI

Masaka, Uganda: Men in
Lake Victoria fishing
communities

(referral to research clinic)

A HIV-negative, willing to usePrEP

A 4

A Work-related travel in the past 6m,
RUHAG2T RUNDWKNWURDNG q

J1J KwaZulu-Natal, S Africa:
Men at busy taxi
ranks/market areas
(mobile clinics)

Y

A Willing to provide informed consent

A Excluded
A confirmed HIV infection Eas(; L.g”don’ SI’I“L'CE’“
. .| roadside casual lapourers,
A bOdy Welght <35kg | - construction/migrant

workers & truck drivers
(mobile clinics)

A contraindicated medication

mEmLuum WWARY W Wws ¢ UNRI Y 9 LARI$2626. 6 Julie F e B 02026
ulie Fox ; EugenRuzagir




3D PrEP DTHF: FastPrEP(like Fast food!) 7

Implementation science project to evaluate uptake, coverage and effectiveness of a yodititused, decentralized districtwide PrEPprogram: Walkable hub and DESMOND TUTU
spokes approach in Cape Town BMGF funded HEALTH FOUNDATION

In a single health subdistrict of 1 million people in

®

/. C T FastPrEP: a protocol to evaluate uptake, =
ape lown coverage, and effectiveness of a youth-
focused, decentralised and differentiated
. Follow -u district-wide HIV pre-exposure prophylaxis
o Dellvery _I\I P program

E Rousseau’”, DJ Davey', LS Fynn’, MWallace', P Macdanald”, C Pike’, N Mathola”, F Little', K Lebelo” and LG Bekker'

QUICK PrEP ]
q e In consultation

always with FP Youth
Reference Group

Roll out to 25 000
people in 3 years

o 1 MOBILE
Initiation * CLINICS

Lol YOUTH Target pop:
LOCAL CLUBS
2. CLINICS AGYW (1529yrs)
Contraception PBFW (1529yrs)
PoC STI screening and Treatment |\ MSM (1529yrs)

HIV testing = Male Partners (18yrs & older)

PreP
ART P 4. COURIER o™"0
[ ] . (]

3:) SCHOOLS SERVICE e , -
mental health support Wifi, hair braiding, clubs

Ph4 programmatic HUB-and-SPOKES Approach

Rousseau E, et aFastPrEPBMC Public Health. 2025 Oct 31;25(1):3714.




The Dapiring is inserted into the vagina
& kept in for 28 days.

{
,,'/

"’P*;/

FASTPREP DEMAND CREATION > Can | share

& my PrEP pills?

“2
SCHOOLS ‘ %
‘ TESTIMONIAL SOCIAL
MEDIA
DEMAND .

CREATION
ket sy PLAN
on which you AN, PARTNERSHI

inserted the new PS ACTIVATIONS
Ring on your calendar.

INDIVIDUAL
DISCUSSION$
WITH
LEARNER!

FASTPrEP

(HHIANCES.

GROUP
DISCUSSION$

Set a reminder
- for 28-days for

@(D@ :’he r:plia:ement
W@ﬂﬂ@\@@@uﬁ f the Ring.

HEALITA

FASTPrEP

4"»

90‘? Y What do
you prefer?

ORAL PrEP DAPIRING

@&

' i 7). FASTPrEP
O Don’t delay - get protected today!
FASTPrEP In consultation always with Youth Reference Group 95(‘




Fast PrEP: Implementation Programme (Phase IV Study)

Bill & Melinda Gates Foundation + Western Cape Provincial Health

25,000 adolescents & young people
(15-29 years)

MOBILE
* CLINICS

Klipfontein & Mitchells Plain health sub-
district,

Oral HIV Pre-Exposure Prophylaxis
Delivered through differentiated

service delivery
With intention to introduce new PrEP
modalities as they become available

 E—

LOCAL
¥ CLINICS

Evaluate the preference, use patterns
& impact of differentiated
prevention services

6 QUICK PrEP
* DEPOTS

YOUTH
CLUBS

4 COURIER
* SERVICE

1800 FAST PrEP
participants:
non-randomised
allocation to 3 PrEP
products

Nested phase 3B sub-study:
PrEPared to Choose

BMGF funded implementation science

900 pts choosing injectable PrEP

300 pts choosing vaginal ring PrEP

600 pts choosing oral PrEP

18 month passive follow up

LO%,
PrEPared
°CHOOSE

1° outcomes:
persistence at
6 & 18 months




7=m prEPared to CHOOSE £O%,

Adolescent & Youth Friendly PrEP Platform Primary Objective: Describe Patterns

AGYW, Het Men, Gender and Sexually Diverse Populations of PrEP Use Over Time
Current and Naive PreP Users Total Time on PreP Product

offered from two sites

&

)
Integrated PrEP and SRH service O

.‘ e

Site 2: Frequency of Discontinuations & Restarts
Government
—Q. Clinic B N

Frequency of Product Switching

Structured HIV PrEP Choice Counse[[ing _

PrepP Start 7 Months 18 Months
Short-term Long-term \

Site 1:
Mobile
Clinic

A

N

%,
CAB-LA & DapiRing
Final PreP choice with

)

Oral Prep .‘

same day administration Minimal Retention Efforts; No Reimbursement for PrepP Visits

N\ 7/ |\ _\ /&w/




ALIGN A nonrandomised study delivering injectable Len4PrEP withiRi&P
choice context in Cape Town, South Africa (Ph 3B).

To evaluate thalelivery strategies

(2 public health facilities and 2
community-based mobile¥ and potential
iImpact ofLenacapaviasPrEPon the
relative persistenceof 3700young people
(aged 1535 years) initiating ohEN
comparedto an alternative injectable
product CAB LX1500) andbral PrEP
products (standard of care incl-121 in
men) (700).



