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Places and times.....

New Somerset hospital — Greenpoint, Cape Town

The Glasgow Lock Hospital (1846) Oldest hospital in South Africa (1864)

for “unfortunate females.” First referral site for young men dying of AIDS in early 90s
Venereal diseases First use of antiretrovirals in clinical research.



170 years later....

Lenacapavir for Prevention : Purpose

“PURPOSE 1
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‘LPURPOSE 1 : Zero HIV Infections “"PURPOSE 2 : Two HIV Infections

in Cisgender Women Receiving LEN in Participants Receiving LEN
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Median follow-up duration: 44.0 weeks Median follow-up duration: 39.4 weeks

20verall n: background HIV incidence group, 8094; LEN, 2134; F/TAF, 2136; F/TDF, 1068. 295% Cls: background HIV incidence group, 1.82-3.19; LEN, 0-0.19; F/TAF, 1.44-2.76; F/TDF, 0.96-2.74.

“Overall n: background HIV incidence group, 4634;LEN, 2179; F/TDF, 1086.
495% Cls: background HIV incidence group, 1.649-3.417; LEN, 0.012-0.373; F/TDF, 0.426-1.768.
PY, person-years.



Groundbreaking lil\’ Prevention Option
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HIV incidence — Not on track for 2030 UNAIDS targets
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https://www.unaids.org/en/resources/fact-sheet

Adult HIV-1 incidence across 15 high-burden countries in R ®
sub-Saharan Africa from 2015 to 2019: a pooled analysis of .
nationally representative data

The need for HIV primary prevention

MWoraE Rosenberg, Bonnie E Shook- 52, Mincen Liv, Lynda Stranix- Chibands, Manced Vot ebieng, Wadia 4 Sam- Agedn Michod! G Hodgens,
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HIV-1 Incidence (cases per 1,000 Person Years) by Country, Region, Age, Sex
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Is HIV epidemic control by 2030 realistic? b ®
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Male condom: 400 years and counting!

* Latex condom cornerstone of HIV prevention for 3 decades
* First (and only-so far) MPT

* Lubricant not always as available
Female condoms not readily available

Global Condom Market
Size, By Material Type, 2022-2032 (USD Billion) H Latex H Non Latex
20

18

16

17.2
15.6
14.2
14 13.1
- 12.0
12 10.5 i
9.4
8.4
| 7.8 I I I

2022 2023 2024 2025 2026 2027 2028 2029 2030 2031 2032

[y
o

You Wont Get
AIDS From
A Public Pool.
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The Market will Grow 9 5% The forecasted market $ 'I 7B {.u' market.us

At the CAGR of: size for 2032 in USD:

Early messaging

First 30 years more about treatment than prevention



Beyond ABC:
Antiretroviral based biomedical prevention

CAN A PILL A DAY

YES!!!!

FEM-PrEF TOF2 Partners PrEP
(TOFFTE) —r—— (TOFIFTE) (TOF)
“ 1 'w T'“'
| i II
Cl: -52-41 €l -22-81 Ol 235-87 CI: 37-87  Cl: 20-83

FOR INFORMATION ON
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SMS "Info" at no cost to 30060 or - i
e-mail MCMHP@hiv-research.org.za
All participants will be compensated fol
oy |
N T = Cl: +27 4 ..”"'1-”. iy il G4-58




The HIV Prevention Train

PRIMARY

Partner

PREVENTION . Pre .
TRAIN HIV Male Harm Testing Exposure STl . Active
testing Condoms Reduction Prophylaxis| treat VMMC  eVertical T jmmunization

Treatment

1. ARV BASED PrEP

2. IMMUNE BASED PrEP (Passive immunization with monoclonal antibodies)

"bNAbs for PrEP”
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Hello! I'm Anjali. I'm a board certified health coach, author, wife,
THE P | C K Y EATER mom and food lover from the SF Bay area (now living in Seattle,

WA!); with a passion for delicious food and a desire to make
healthy eating easy, tasty and fun! Learn more about me here

eating your way to a healthy life
and stay for a while!

IQ0Q@®

Most Popular Cuisines Around the World 100 000 followers....

instagram tags in milfans
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nation | | M oM asm com  76M
saparese ) ' e
- : Peca |
: ; sarvecus N | : :
orer | : | e e .
| ' : o NIRRT
o W o o —
chinese D ; ! stoak — ! : : :
i 1 i Py i ; ; : '
Indonesian - E E E . FostFood - , , , .
Vietnamese - | : : oo D | ; | ; g
riipinc [l | | : e D
pimsum B : i : i .
Tasting [ : | ) ' '
HighTea B ! :
Fondue I : : " '

Anjali Shah 2023



Favourite

Food??




SCOVILLE CHILE 8 HEAT CHART
©2008 AZP Woridwde:

SCOVILLE HEAT UNITS .« _ TYPES OF PEPPERS
15,000,000 ; Pure Capsaician
2,000,000-5,300,000 U.S. Grade Pepper Spray
1,000,000 Bhut Jolokia
577,000 Red Savina
200,000-350,000 Habanero
100,000-250,000 Chiltepin
30,000-50,000 Cayenne
15,000-30,000 Arbol
12,000-30,000 Manzano
8,000-23,000 Serrano
5,000-8,000 Yellow Hot
3,500-8,000 Jalepefio Pepper
2,500-4,000 Guajillo
1,500-2,500 Chilaca
1,000-2,500
1,000-2,000 Pablano
500-2,000 Anaheim
500-1,500 Chile Verde
500-1,000 Yellow Genetics
500-750 Red Chile
0 Sweet Bells

i ONly if it hits at least a million scoville units!

Most pricey — Almas Caviar
albino Iranian beluga sturgeon??

a
v

All about spice.....Sichuan Hot Pot, China??

»
»



Most exotic? crispy tarantula from
Cambodia

Happiest with a happy meal?



Imagine.....if there was no food choice?

“Unfortunate females...”



Humanity
Comes in many
Shapes and
Forms...
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SN Drevention
il Should too...

HIV Treatmer .

as %

Vaccine

HIV STI Treatment Harm Reduction

Infusion Implant Injection Pill Vaginal ring Gels Insert Vaginal film Lube Douche
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With TAILORED, ACCESSIBLE services SE A R‘C‘H
and CHOICE We may EXPECt bEtter SUSTAINABLE EAST AFRICA RESEARCH

coverage of all people and better

coverage of all exposures!

| WEBIMAR |

Discussing Early Results
from the SEARCH
Dynamic Choice Study

Join AVAC and SEARCH

in conversation with
Professor Moses Kamya
LO discuss early results
from the SEARCH

Dymamic Cheice Stody

and the rale choice plays
in HIV prevention

Tuesday, April 23, 10AM ET

1272

% SF ARCH

Moses, et al CROI 2024 #172 : SEARCH STUDY

“offering structured choice between CAB-LA,
oral PREP and PEP with option to change
over time, enrolling both women and men at
risk of HIV, the SEARCH Dynamic Choice
Prevention intervention increased
biomedical covered time by >5 fold to
69.7% and reduced HIV incidence to 0%
compared to 1.8% in standard-of-care.”



Lessons from reproductive health: LARCs

Similar adherence issues — 5% of unintended pregnancies occur amongst consistent contraception users, but 41% occur due to inconsistent use.

Requires no user adherence
Gained popularity in recent years
Lower side effects

Greater effectiveness T wi

Shown to have broader acceptability among different populations of women
- higher amongst older women but increasing amongst younger populations

1.00+
£ 0.804
oo P~ LARC, age =21 yr
E - 1.00- £ B

~
T Eo 0.60 LARC, age <21 yr
- 0.95+
Zg
53
Fy E 0.404 0.90- PPR, age=21yr
=2 E
m =
.E = 020 0.85_ PPR, age <21 yr
0-001/ T T | |
0 50 100 150 200
U‘Dn T T T 1
0 50 100 150 200
Week -

LARC= implant, IUD, injectable
PPR= PILL, PATCH, RING

Sonfield, Hasstedt, & Gold, 2014
Strasser at al, 2016

Winner B, eta al. NEJIM 2012

Estimated numbers of women of reproductive age (15-49 years) using various contraceptive methods, worldwide, 2019

Withdrawal Other
47 million users 15 million users Source: World Contraceptive Use 2019
5% \\\\\ 2%
Rhythm  ———
29 million users Female sterilisation
3% _~ 219 million users

24%

Male condom
189 million users

Male sterilisation

)

21%
16 million users
2%

[W]D]

Pill 159 million users

151 million users 17%
16%
injectable = \\ Implant
74 million users 23 million users
8% 2%
Sub—Saharan Africa I . I
EP IID 2.0 E:CI 4II} 5I[Il

Confraceptive prevalence (percentage)

In $5A, injectable contraceptives are largely more used than the Pill



. . s ReversiNG THE EpiDEMIC IN AFRICA
Adherence, safety, and choice of the monthly dapivirine : :
: o
vaginal ring or oral emtricitabine plus tenofovir disoproxil g
fumarate for HIV pre-exposure prophylaxis among African = z Oral PrEP
adolescent girls and young women: a randomised, open- g A Randomised
. 5 z 100
label, crossover trial E ¥
2 VoI¥4y NI JIW3a1d3 3HL ONIS¥IATY Il 30
Nair G, et al Lancet 2023 3
Month 6 Month 12 Month 18 E-
_E 20
HIV-1-negative females aged 16-21 yr; / - Oral FTC/TDF PrEP Patient Choice % o
not pregnant, on reliable contraception . Dapiv:rine}/aginal ring ig
for 270 days \ : ?m e T:: PrEP c
(N _ 247) Oral FTC/TDF PrEP - No product -E -
£
41%
Non-use/little use of study product was extremely low throughout the e
first 12 months: 2.9% 1 10 100 1000
Tenafiowir diphosphate (fmolfpunch)
Majority of participants were highly adherent: 54.3% c
100 .
»{  Ring PrEpP
Randomised
F

Interpretation Adherence was moderately high and similar between ora PrEP and the dapivirine ring with favourable
safety and tolerability. Oral PrEP and the dapivirine ring are effective, safe, and well tolerated HIV prevention options
for adolescent girls and young women who would benefit from a choice of PrEP formulations to meet their needs and

=4

[

preferences.
\

. Note: Adherence support and counseling included for all patients. 25 50 75

Oral PrEP
B Choice
-
| 5%
£3% /
5%
1 10 100 1000
Tenafowir diphosphate (fmolfpund)
D
¥ Ring PrEP
Randomised

25 50 75
Caphvinne release (mag)

H Daphvirine redezse {mg)
MTN

rmicrobicide trials network




Future PrEP is
3-Dimensional PrEP

Characteristics of different PrEP products
Long / Short acting PK

3D PrEP

Lth facility rier / Post bank

- / Implementation delivery modalities

/ Lab testing

DISPOSITION

Motivations, affects, attitudes, information,
perceptions, and user preferences towards
product details and delivery modalities

Independent # Convenience # Discreet / Introvert / Social

frequent / Intermittent / Infreque




3D PrEP .~ Drug

—
8—’

Pill options for PrEP



PrEP 1: TDF/FTC: Daily oral HIV prevention pills

Agent class: When adherence is high, HIV protection is consistent and high
TDF: Tenofovir and FTC: Emtricitabine

are nucleotide reverse transcriptase

T % of blood HIV protection .
inhibitors samples with efficacy in HIV protection
. . estimate with high
tenofovir randomized adherence
TDF FTC detected comparison
Moyt Partners PrEP 31% 759% 90%

H_ H
| I TDF/FTC arm (tenofovir in blood)
N TSN
NL ) P TDF2 79% 62% 78%
N/ N o (prescription refill)
70% - 84%
L{ ([\ O BTS 67% 49% (tenofovi(:in blood /opiII
AS count)

44% —

(tenofovirin blood)

iPrEx 51%

In anal exposure >4 \ o
doses per week = : No HIV
good effectiveness

FEM-PrEP & VOICE : N/A
protection

Baeten et al N Engl J Med 2012; Thigpen et al N Engl J Med 2012; Choopanya et al Lancet 2013;
Grant et al N Engl J Med 2010; Van Damme et al N Engl J Med 2012; Marrazzo etal CROI 2013
Lui A, et al Science Translation 2018; Marrazzo J etal Lancet HIV 2024

Pete Anderson with the iPrEX trial team (Sci Transl Med 2012;4:151)

=  Took a subset of cases and matched controls with PBMC in iPrEX

=  Established TFV-DP level associated with 90% protection (=EC90)

=  STRAND directly observed 2x, 4x, 7x a week, took lots of samples

=  Established TFV-DP level in rectal tissue, allowing for the concentration in that compartment




Model Predicted PrEP Effectiveness Tracks

Rectal Tissue Simulations FGT Tissue Simulations

99-100%

90
80
70
60
50
40
30
20

% Population Above PK/PD Target
% Population Above PK/PD Target

10

0

FTC/TDF doses per week

Adapted from Cottrell ML et al. J Infect Dis. 2016 Jul 1;214(1):55-64.




Do vaginas demand perfection?

8+ Year Pooled Analysis:
Adherence and HIV Incidence

in >6000 Women on F/TDF for PrEP

Jeanne Marrazzo,' Manssa Becker,? Linda-Gail Bekker,? Connie Celum *
Michael Kiragu,® Ashley . . '

AR S H|V Incidence Rates Among Women with
Available Adherence Data (n = 2955)

HIV Diagnoses /' n HIV Incidence per 100 PY (95% Cl)

7 tablets/week °°"3i9‘.‘e""y 0/498 0
aily
sistently 0.13 (0.02-0.92
>4 tablets/week c°"m°h 1/658 ».—( )
High, but 0.49 (0.22-1.08)
Declining 6/1100 —_
Consistently 5 /632 1.27 (0.53-3.04)
Low *
Marrazzo, CROI, 2023 - = , oy - e 2

Marrazzo J, et al. HIV Preexposure Prophylaxis With Emtricitabine and Tenofovir Disoproxil
Fumarate Among Cisgender Women. JAMA. 2024 Mar 19;331(11):930-937.




Challenges with oral PrEP so far....

(@) Overall Jilinde PrEP cascade

350000
316,928 200798

300000
250000 uptake
200000
150000 Y
g 123480 .
% — Persistence
100000
—_ 70% A
50000 — 30% 25542 31% 7706 8%
" — y— 0 L 198

Testedfor HIV Tested HIV  Screened Eligible Initiated PrEP  Month-1 Month-3

ients

Number of cl

negative follow-up follow-up
Indicators
(b) FSW cascade
26000 0o
211927
200000
o
€ uptake
2 150000 P
5
£ 100000 o 88,147 )
] Persistence

— 63,724
2% P S—
50000 72%
—* __: 1
3% 5433 B 44
s L

0 T —
Testedfor HIV Tested HIV ~ Screened Eligible Initiated PrEP ~ Month-1 Month-3
negative follow-up follow-up
Indicators

Figure 3. Overall Jilinde project (A) and population-specific (B, FSW; C, MSM; D, AGYW) PrEP cascades from February 2017 to December

2019.

Uptake, persistence.....impacting effective use.

Fogarty L, Were D, Reed, J et al Gates Open Res 2020

(c) MSM cascade
60000

50000 49,129 47,533

40000 uptake
30000 9% 26,265
T 19,688 f
20000 5% Persistence
- 5%

10000 — % i5is |—|—\

s N T g
0 P —

Tested for HIV  Tested HIV Screened Eligible Initiated PrEP~~ Month-1 Month-3
negative follow-up follow-up

Indicators

Number of clients

(d) AGYW cascade
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Type 1 Human Immunodeficiency Virus (HIV-1)
Incidence, Adherence, and Drug Resistance in Individuals
Taking Daily Emtricitabine/Tenofovir Disoproxil
Fumarate for HIV-1 Pre-exposure Prophylaxis:

Pooled Analysis From 72 Global Studies

Raphael J. Landovitz," Li Tao,” Juan Yang.? Melanie de Boer,” Christoph Carter.? Moupali Das? Jared M. Baeten,” Albert Liv,* Karen W. Hoover,'
Connie Celum,” Beatriz Grinsztejn, Sheldon Morris,” Darrell P. Wheeler,® Kenneth H. Mayer,® Sarit A. Golub,"” Linda-Gail Bekker,"' Souleymane Diabatg,”
Elske Hoornenborg,'® Janet Myers,® Ashley A. Leech," Sheena McCormack,™ Philip A. Chan,™ Michael Sweat,” Lynn T. Matthews,'® and Robert Grant',

and the Global F/TDF PrEP Study Team®
N (%) individuals with Odds ratio of 24 vs
adherence 24 doses/week <4 dosesiweek (95% Cl)

Age at PrEP initiation

E 1100+ Continuous . 1.05(1.04-1.06)
: 14—<18 years 50 (39.4) ——— 1.38(0.85-2.24)
1,000 4 18-<24 years 555 (40.2) . 1.00 (reference)
ann 4 i 24-=30 years 1,098 (63.6) o 1.61 (1.34-1.94)
w Y 30—=35 years T80 (72.9) e 222 (1.78-2.76)
@ 5o0g 35+ years 1,792 (78.7) e 338(278-412)
£ 700 Gender
E -~ GO0 Cisgender men 3,868 (71.1) . 1.00 (reference)
= '5 =00 Cisgender women 266 (33.0) B 0.28 (0.18-0.43)
E E | N 1 : Transgender women?® 144 (41.3) - 0.39(0.30-0.50)
E 2 400 o HIV diagnosiz acaidhaicSy
] acelethnic
5 E 300 4 = HIV diagnosis Non-Hispanic White 2,177 (86.3) . 1.00 (reference)
Y= 500 Hispanic/Latinx 867 (52.5) - 0.28 (0.24-0.34)
E 10 Black® 670 (41.2) . 019 (0.16-0.23)
E. Asian and Pacific Islander 189 (80.8) e 0.88 (D.60—-1.29)
= 0 Other/mixed/unknown 370 (88.0) LS 0.51 (0.40-0.84)
L
i HIV-1 transmission category
Men who have sex with men 3,185 (67.9) . 1.00 (reference)
T T v T T T y v v y J Same sex and opposite sex contact 18 (581 —— 0.28 (0.12-0.66
0 8 18 24 32 40 48 56 64 2 80 88 96 Heterasexual m:tr;cl only a9 '{:19_3; . 0.25 Eﬂ.ﬂ}—{]_ﬁ?;
Weeks from PrEP initiation Serodiscordant partners 47 (64.4) ——— 0.47 (0.17-1.30)
Unidentified sexual contact 943 (70.1) B 0.24 (0.08-0.70)
0 1 2 3 4

Landovitz R, et al CID 2023



Molina AIDS 2016
Présentation

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE H

On-Demand Preexposure Prophylaxis
in Men at High Risk for HIV-1 Infection

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

P. Charbonneau, C. Delaugerre, M. Suzan-Monti, B. Loze, ). Fonsart, G. Peytavin,
A. Cheret, ). Timsit, G. Girard, N. Lorente, M. Préau, J.F. Rooney, M.A. Wainberg,
D. Thompson, W. Rozenbauirn, V. Doré, L. Marchand, M.-C. Simon, N. Etien,
1P Aboulker, L. Meyer, and J.-F. Delfraissy, for the ANRS IPERGAY Study Group*

ABSTRACT

BACKGROUND
Antiretroviral preexposure prophylaxis has been shown to reduce the risk of hu-
man immunodeficiency virus type 1 (HIV-1) infection in some studies, but con-
flicting results have been reported among studies, probably due to challenges of
adherence 10 a daily regimen.

uuuuuuu
We conducted a double-blind, randomized trial of antiretroviral therapy for pre- + cor
exposure HIV-1 prophylaxis among men who have unprotected anal sex with men, ~ France Re
Participants were randomly assigned to take a combination of tenofovir diso- 'V M
proxil fumarate (TDF) and emtricitabine (FTC) or placebo before and after sexual
activity. All participants received risk-reduction counseling and condoms and were
regularly tested for HIV-1 and HIV-2 and other sexually transmitted infections.

Thisa
RESULTS 2005, 3t NEJM.org..
OF the 414 participants who underwent randomization, 400 who did not have HIV 1 vy 2015 3732237 45,
infection were enrolled (199 in the TDF-FIC group and 201 in the placebo group). 0ol 10.1056/nos 506273
All participants were followed for a median of 9.3 months (i i , 49 to bt Medical Society.

@

v 2 tablets (TDF/FTC or placebo)
2-24 hours before sex

v 1 tablet (TDF/FTC or placebo)
24 hours later

v 1 tablet (TDF/FTC or placebo) »
48 hours after first intake

‘ Ipergay : Event-Driven iPrEP

Molina et al NEJM 2015;

Randomized Double-Blinded vs. Placebo then Open-Label Extension among MSM ipergay

(TDF/FTC on demand vs placebo on demand)

Proven efficacy in placebo-controlled RCT  »— =

On-Demand Preexposure Prophylaxis in Men at High Risk for HIV-L

Cumulative Probability of HIV-1
Seropositivity

No. at Risk
Placebo
TDF-FTC

ORIGINAL ARTICLE

Infection
0804 018 P=0.002 by log-rank test
0.16-
0801 .14
0704 0.2+ Placebo
0604 197
Y1 0.084
0.50- 0.06+4
0404  0.04 TDF-FTC
0.024
0.30+ 0.00 ) ST, Coucn e (B B o S |
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ANRS

Intervention Préventive
de IExposition aux Risques
avec et pour les Gays

Many Guidelines Support Limited Use
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400 MSM mostly in France (43 in Canada)

Median of 4 pills per week

16 HIV-1 infections: 2 assigned to event-driven
PrEP - for an 86% reduction in HIV (P=0.002). World _Hea_lth
Organization

All men

ANRS IPERGAY C RO I% &

Molina et al, NEJM, 2015

Break through infections were due to nonuse



o0 Optimize On Demand

Lowest 2-1-1 efficacy predicted in 2-2-2 dosing increases predicted
FGT vs blood and rectum efficacy in FGT by >30%
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% Population above PK/PD Target

10

7 8 9 10 11 12 13 14 7 8 9 10 11 12 13 14

Days after Sex

Days after Sex

Adapted from Cottrell ML et al. J Infect Dis. 2016 Jul 1;214(1):55-64 and Garrett Simulations by Dumond JB using Leung et al CPT PSP 2023 (12):1922-1930.
KL et al. J Pharmacol Exp Ther. 2018 Nov; 367 (2):245-251.

BHIVA guidelines : 2 pills pre and 1 pill for 7 days and Double up for Quick start! ‘



PrEP 1.5: DESCOVY F/TAF: Daily/on demand Oral prevention

Agent class:

F/TAF = Emtricitabine/ Tenofovir
Alafenamide are nucleotide
reverse transcriptase inhibitors

TAF F

H H H_ . H

fj% ' ﬁ~
L(_j N/go

Dosing Strategy: Daily oral PrEP

Better PK and fewer side effects

o O

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 trial

Kenneth H Mayer, Jean-Michel Moling, Melanie A Thompson, Peter L Anderson, Karam C Mounzer, Joss | De Wet, Edwin DeJesus, Heikoessen,
Robert M Grant, Peter ] Ruane, Pamela Wong, Ramin Ebrahimi, Lijie Zhong, Anita Mathias, Christian Callebaut, Sean E Collins, Moupali Das,
Scott McCallister, Diana M Brainard, Cynthia Brinson, Amanda Clarke, Pep Coll, Frank A Post, C Bradley Hare

Too BIG!!!

HIV In

100 PY (95% CI)

T

bHIV

LEN

F/TAF

Discover Study

06 - HIV Incidence
05
04
0.3
0.2 1 0.16
0.1
0- n=2694 n=2693
7 infections 15 infections
4370 PY 4386 PY
Purpose 1

F/TDF

¢

Favors FITAF Favors FITDF
0.47 NI
I_._,_' margin
0.19 115
IRR‘E=1,
no difference
0 1 1.62

&

Incidence rate ratio (IRR) was
NA7 = inARIN 2A\

The NEW ENGLAND

g
1°]

JOURNAL of MEDICINE

I|

ORIGINAL ARTICLE

Twice-Yearly Lenacapavir or Daily F/TAF for
HIV Prevention in Cisgender Women

L.-G. Bekker, M. Das, Q. Abdool Karim, K. Ahmed, J. Batting, W. Brumskine,

K. Gill, I. Harkoo, M. Jaggernath, G. Kigozi, N. Kiwanuka, P. Kotze, L. Lebina,
C.E. Louw, M. Malahleha, M. Manentsa, L.E. Mansoor, D. Moodley, V. Naicker,
L. Naidoo, M. Naidoo, G. Nair, N. Ndlovu, T. Palanee-Phillips, R. Panchia,

S. Pillay, D. Potloane, P. Selepe, N. Singh, Y. Singh, E. Spooner, A.M. Ward,
Z.Zwane, R. Ebrahimi, Y. Zhao, A. Kintu, C. Deaton, C.C. Carter, J.M. Baeten, and
F. Matovu Kiweewa, for the PURPOSE 1 Study Team*

Matched case-control study:
Those who took it were protected.



Figure 1: Proposed DPP tablet colors

What’s coming in the pill dept.....

* Multipurpose technology- Dual Prevention Pill :
« Combines 2 already-approved products—oral PrEP (TDF/FTC) and oral 5213 . Ef:“* ]

Figure 2: lllustrative mock-up of DPP packaging by Viatris

contraception (ethinyl estradiol and levonorgestrel, or EE/LNG). VIATRIS 23] 2525 235
* MK-8527: MONTHLY pill for HIV prevention ==
e8| e8] eg) 2] ==
Mean MK-8527-TP concentrations after ascending | ik = A
multiple doses of MK-8527 (trial B)
Agent class: ——— o
Nucleoside Reverse Transcriptase = 2omaonaw Pharmacokinetics (PK) data from

—a— 40 mg (3x QW)

multiple doses of MK8527 with
potential once monthly (QM) for HIV

Translocation Inhibitor (NRTTI)

entration, pmol/10° PBMCs

NH,

/ =N
HO (0] 001+
—_— 0 12 24 36 48 60 72 84 96 108120132144156168 0 48 96 144 192 240 288 336 384 432 480 528 576 624 672
fr—
Time after dose 1 (Day 1), hr Time after dose 3 (Day 15), hr
3 MK-8527

Hd « After multiple doses of MK-8527 (3x QW), the true geometric mean C,z3 of MK-8527-TP was >0.2 pmol/108
PBMCs for all dose levels

e Accumulation of intracellular MK-8527-TP was modest (range of C,,,, and AUC_5g ratios was 1.1-1.6)

¢ Across all dose levels, the range of MK-8527-TP apparent terminal half-life was 216—-291 hours

pre-exposure prophylaxis (PreP)

MK-8527-TP conc:

i< CROI 2024
> '_ Conference on

Retroviruses and
Opportunistic

Long half life Cies. concentration at 168 hours post dose 8 I.nfe Ctiown_s”
favours e U5 156 e
Monthly pill

dosing Single (0.5-200 mg) and multiple (QW) doses (up to 40 mg) of MK-8527 administered to adults without HIV were

generally well tolerated. The safety and pharmacokinetic profiles of MK-8527 support continued clinical investigation.




Ongoing Phase 2 Study of MK-8527 in Individuals at Low Risk of Exposure to HIV-1,

Phase 2 randomized (2:2:2:1),
double-blind, dose-ranging study
of monthly oral MK-8527

i

Key Inclusion Criteria
= Confirmed HIV-uninfected
18-65 years old

Low-risk of HIV exposure

Not pregnant or breastfeeding
= No prior use of ISL or MK-8527

Clinicaltrials.gov NCT06045507

Fully Enrolled

Protocol 007

8-week Follow-Up
(Blinded)

Group 1 (n~100)

r MK-8527 QM (lower dose) -—- >
Group 2 (n~100)
Total : _
MK-8527 QM I >
N~350 8527 QM (middle dose)
*--> Group 3 (n~100)
MK-8527 QM (higher dose) -=>
Group 4 (n~50)
- Placebo QM -
45-day Screening | | | | | | | |
Period
Screen N a % N o © N &
O%Q’ oc’,z QCJQ’ 0‘.9% ":)Q’ 0%z Q\$ Q\$
LW S«
N S N SR

Primary Endpoints

= Safety and tolerability of MK-8527 QM
of different doses

Secondary Endpoints

= Plasma pharmacokinetic profile of
MK-8527 QM at different doses

Phase 3s openingin 2025

Slide : Rebeca Planc 33



Topical options: PrEP



Da pivirine Ring: Use of a vaginal ring for HIV prevention

Agent class:
Non-nucleoside reverse
transcriptase inhibitors
(NNRTI)

DAPIVIRINE

Dosing Strategy:
Monthly dapivirine ring

0129 279% reducti
2016 (C11, 46), p=0.046

ASPIRE o=

AStudytoPreventinfecton 3 Use of a Vaginal Ring Containing Dapivirine for HIV-1
with a Ring for Extended Use "

The NEW ENGLAND
JOURNAL o MEDICINE

DECEMBER 1, 2016 voL 375 wo.22

Placebo

.....

Dilpll'll'il"lﬂe Prevention in Women
Trial SiteS in SOuth Africa, u.ﬂ" - J.M. Baeten, T. Palanee-Phillips, E.R. Brown, K. Schwartz, L.E. Soto-Torres, V. Govender, N.M. Mgodi,
Uganda, Zambia,
Zimbabwe, Malawi
,\V\ﬁ RING S 0.00 T T T T T 1
S ’( \ OO 02"‘(') ':‘ |n I';I. ?n ?q 1“ The NEW ENGLAND JOURNAL of MEDICINE
e S L Loy
5 % reduction
8 P/ 31
‘:; {’ g (CI'1, 52), p=0.04 “ ORIGINAL ARTICLE ”
e & 0.15-
“ W &
;Y“’"‘?"’m 4 o e e -
Placebo Safety and Efficacy of a Dapivirine Vaginal
ial sites i 0,10 . . :
T”Aé;l _S'tez in Szuth . Ring for HIV Prevention in Women
rica, Uganaa _ =1
- o A. Nel, N. van Niekerk, S. Kapiga, L.-G. Bekker, C. Gama, K. Gill, A. Kamali,
0.05- .. _.-=—=""" Dapivirine - - Tt e s T :
0.00 '-|J _1 T T

T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26

In both studies: Open label extension improved effectiveness - RR 0.50
EMA approved for section 58: (1) WHO recommendations, (2) Women in LMIC ;
Second line to PrEP.




Longer acting (3 month) DapiRing

IPM 054: 1-Mo vs 3-Mo Dapivirine Vaginal Ring Pharmacokinetic Study in South Africa

Nuttal. HIVR4P 2024. Abstr OA0802LB. |

e Monthly (25 mg) DPV ring approved for use in limited areas (not in US)

* IPM 054: open-label, randomized, crossover phase | study of 124 HIV-negative women

= Primary endpoint: plasma DPV concentration at Day 90 (prior to removal)
and exposure during last 30 days

: 800 - o DPV2 -
— Lower bound LS mean ratio 90% ClI Lo T Dvs DPY100 meg

>0.95 (noninferiority) and >1 (superiority)
600

3-mo (100 mg) ring noninferior and superior to 1-mo (25
mg) ring

400

200
9
0 »

0 168 336 504 672 840 1008 11761344 1512 1596 1764 2016 2184
Hr

6-10 October, Lima, Peru
]
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No differences in treatment-emergent AEs (e.g.,
discharge, VVC and BV)

e No safety concerns were found in:

. o Cohort 1 (36+ weeks/8-9 months pregnant);
dehver o Cohort 2 (30-35+ weeks/7-8 months pregnant);
o Cohort 3 (12-29 weeks/3-7 months pregnant).
ASEsR of PrERand the e Follow up for cohort 3 concluded in mid 2023, babies followed up for an

Dapivirine Ring ln Pregnant Women
additional year after birth
e  Final results anticipated late 2024 or early 2025

Favourable safety profile and previous data
showing low drug transfer to breastmilk supports
updates of WHO to include breastfeeding women
when recommending PrEP Ring as an HIV
prevention option




What’s coming in topical PrEP.... MAIRIX

MATRIX Product Pipeline Overview TAF/EVG

Fast-dissolving vaginal insert

tenofovir alafenamide & elvitegravir

NRTI & integrase inhibitor (ARVS)

TAF has also shown activity against HSV, which could be added benefit. CONRAD also
evaluating the insert’s rectal use.

MATRIX 001

Ngure K, Matrix

DAPIVIRINE VAGINAL FILM
Film would slowly release drug until it completely dissolves (30 dys).

L
Also being developed as dual-purpose product .._'*' 1’. H PTN
s

HIV Prevention
MATRIX 002
' Trials Network

Phase 2: Rectal douche vs. Oral PrEP (HPTN 106)

WEEK 0 1 2 3 4 5 6 7 B8 9 10 11 12 13 14 15 16 17 18 19
| |
i . Enrollment/ 2 to 4 Week

OneRing: scrvaning IR Nashout i End| [ Phone

Start Mid- End Washout Start
Period 2 Period 2 Call

Antiviral peptl de (n on-A R\/) ? Period 1 Period 1 Period 1 Period Period 2 REv
o Referral

Ealety HPTN 106

(protein fragment) for PrEP, ’
. Sequence A | Rectal | Weeks 1-8 Sequence A | Oral | Weeks 11-18 STI, & HIV
Non-hormonal contraceptive e
A soluble Adenylate Cyclase (SAC) inhibitor; affects sperm’s U
ability to move, fertilize eggs Period 1: Period 2:
Participants randomized to Partici;_;ants switch to Rectal vs. Oral Use of
oral or rectal douche product opposite study product On-demand PrEP

for weeks 1-8 for weeks 11-18

Oak Crest Institute of Science

Matrix 003
Sequence B | Oral | Weeks 1-8 Sequence B | Rectal | Weeks 11-18 Hendrix C’ HPTN



Rectal Douche program

TFV Douche Weekly
- 5 of 6 protected

Truvada™ Oral Daily
- 3 of 6 protected

Percent Uninfected

100

80+

60+

404

204

| P =0.004

1

L. Hypo-osmolar Douche
i | |Ora| TDF/FTC high
1

. Oral TDF high

........

0

E Vehicle control
o 1 2 3 4 5 6 7 8
Weekly SHIV Rectal Challenges

5 Phase | Studies Completed: Safety, Acceptability, PK/PD targets achieved

Douche Triple Dose

Douche Single Dose

Oral 2+1+1 Weekly

Oral 2+1+1 Start

Rectal Cell Active TFV-DP

Rectal Cell Active Tenofovir

10

104 -

103 -

102 -

101 -

Oral 2+1+1 Start

Oral 2+1+1 Every Week
Douche Single Dose
DoucheTriple Dose

100 =

72 96 120 144 168

Hours After Sex

Hours After Sex

Douche Advantage:

Cleansing action as desired

20-1,000 times higher
throughout first day

Stays higher for 5-6 days

Far lower blood conc’n

HPTN

of3s,
e
¢ HIV Prevention

e Trials Network

Hendrix C, HPTN 2024



TAF/Elvitegravir Topical Inserts

On-Demand (PrEP or PEP) Dual-Compartment MPT for
HIV & HSV Prophylaxis

Fills important unmet need in HIV & MPT method mix
Flexible on-demand, PrEP or PEP
For vaginal or rectal use
Low systemic drug exposure
Economical; easy to manufacture
Discreet, highly portable, easy to self-administer

Preclinical & Clinical Proof-of-Concept demonstrated

NHP SHIV challenge (vaginal PEP/PrEP, rectal PrEP)
CONRAD-146 (FIH vaginal PK/PD, single dose) 2
MTN-039 (FIH rectal PK/PD, single and double dose) 3

Expanded Phase | studies ongoing (MATRIX-001, RITE-PREP)

CONRAD

1 Dobard et al., 2022; Makarova et al., 2022, Makarova et al., 2023; 2 Thurman et al. 2023; 3 Riddler et al. 2024



Tenofovir/Levonorgestrel Intravaginal Ring
Value Added Long-Acting Contraceptive MPT (cMPT)

Promotes )
increased No cold chain

adherence and storage
forgiveness
First-in-Class Enrich product

MPT choice
Support end- Scalable &
user needs automatable
and use manufacture
patterns o process
Clinical proof-

Innovative polyurethane reservoir design tightly d::;gg:ﬁz':;d
Most advanced cMPT in the field (6 clin trials completed)
Designed for protection against HIV, HSV, and pregnancy CONRAD

! Thurman et al., 2018, PLOS One; Thurman et al. 2019, PLOS One; Thurman et al. 2022, PLOS One; Mugo et al. 2023, Frontiers in RH



Transdermal MA Patch for Long-term ARV A e

or Antibody (bnAb) Release ‘sﬁs U
o =’

+ Minimally invasive, self-administrable

+ Benefits to supply chain, storage & distribution High-dose ,, ., %‘7 B
MA patch g
+ Powder-filling drug loading method x 113 & @ E [\N\Therapeutic
+ High drug loading & tightly controlled, long-term release ' V' V g | window
capability Thermally Stablized %-TCD_ ey Time (ayo)
Ab T am

+ PLGA-based core-only or core-shell microarrays

+ Sustained release of ARV via MA patch TRV c pa—
. . . . . . . . 5 1000 —— V4makg g Less -e-2.00 mg hlgG - 3 doses
+ Antibody stabilization via combination of excipients 5 o T2
+ Highly-controlled immediate or time-delayed release of g K £ oy
. 1 o ]
ARVs and/or bnAbs for long-term prevention or . s
a . g ;ose
treatment B B L
0 24 48 72 96 120 144 168 0 4 8 12 16 20 24 28 32 36

Time (h) 15t dose Time (days)

Khanh TM, et al., Molecular Pharmaceutics, 2023 CO N RA D



Subcutaneous

Intravenous
Intradermal

Subcutaneous tissue

Muscle

Intramuscular  SUbCUtaNeous neayenous

2
% Intradermal

Injectable PrEP



: . g
Ca bOtegra\ll I LA Long-acting suspension for delivery via IM injection NN -

Agent class:
Strand-transfer integrase
inhibitor

Trials:

HPTN 084 & 083

CABOTEGRAVIR

F (@] H
N~ Y2 N
OH O

=
=
=

Half-life:
Oral: 40 hours
Injectable: 40-65 days

Dosing Strategy:
Single injection every 8 weeks

2 monthly IM

iHPTN

in il tril

o)

Cumulative Incidence

0 001 002 003 004 005 006 007 008

18
16
14
12

08
0.6
04
0z

HIN i v et 100 PY

HPTN 083: superiority of CAB over daily oral TDF/FTC among
cisgender men and transgender women who have sex with men.

Landovitz, 2020, AIDS 2020 Virtual

HIV Incidence Hazard Ratio (95% CI1)
39 Infections
'[ 20171 - B Favors TDFIFTC
1.22
0.34
13 Infections I |
T

0.141 o1e 0e2
3202 PY

caB 0 0.75 .

€1 mnmhdarcs v

HR:0.11 (
a P=0.0000

0.01, 0.31) ’

27

TDF/FTC
= Cabotegravir

0 9 17 25 33 41 49 57 65 73 81 89 97 105 113 121

Number at Risk

Waale alnna Envalimant

TDF/FTC 1609 1490 1429 1410 1351 1259 1158 982 799 655 482 306 201 113
Cabotegravir 1612 1485 1441 1420 1370 1279 1177 985 800 647 480 304 204 113

Cumulative Number of Evel
TDF/FTC 0 4
Cabotegravir 0 1

nts
7 10 1B 17 21 22 26 27 28 3 32 35
1 1 2 2 3 3 3 4 4 4 4 4

129 137 145 153

70 63 52 22 3 0
67 58 50 23 3 2

3 3 36 36 36 36
4 4 4 4 4 4

ong-acting Injectable Iogthe E pidemic

HPTN 084: LA CAB is safe and 9
superior to TDF/FTC amongst
cisgender African women

Women in the CAB group had an
89% lower risk of HIV infection,
compared to TDF/FTC group

As safe and well-tolerated as

TDF/FTC

* Pregnancy incidence in the study
was 1.5 per 100 person-years in
the CAB group, with no
congenital abnormalities
reported

e STlincidence (CT and NG) was

similar in both arms

Delany-Moretlwe et al., NEJM 2022



New: Ultra Long Acting CAB

CROI 2024

* Conference on

~ Retroviruses and
Opportunistic
Infections

Denver, Us | 3-6 March

Part C: CAB-ULA

SC 1)
C1 C3 Cc2 C4
Parameter, 800 mg 1200 mg 800 mg 1200 mg
geometric {2 mL) (3 mL) {2 mL) (3 mL)
mean (%CVhb) (n=8) (n=8) (n=8) {n=8)
Cmax, pg/mL  07(355) 08(390) [ 1.8(535) 1.8(148)
tmax, hours 570 (158) 349 (147) | 298 (136) 383 (107)

CAB-ULA has slower absorption and longer t,; than
CAB200 IM

* PK profiles were flatter than CAB200 IM

* CAB-ULA Cmax was lower with SC than IM; both
were lower than CAB200 IM!

* tmax was longer than CAB200 M

* CAB-ULA t;, for SC and IM was predicted to be
>6x and >2x the t,, of CAB200 IM, respectively’?

Inclusion criteria
* Aged 18-55 years
* HIV-negative
* Body weight 240 kg
= BMI 18-32 kg/m?2

Ongoing, open-label, single-dose, dose-escalation, phase 1 study (NCT05418868)

Part A CAB200 dose (+ rHuPH20 10,000 IU)

Al
A2
A3

?i (4 m‘:
1
3 mg (16 mL)

Route

schb
Sch
sch

N
10
10
2

Part B Not conducted — candidate formulation not progressed

evaluating CAB200 SC + rHuPH20 and CAB-ULA? SC or IM without rHuPH20

Monitoring of
* PK parameters
» Adverse events, including ISRs
+ Vital signs
+ Clinical laboratory values

S CAB-ULA dose Route N - To evaluate potential CAB-ULA

7 800 mg (2 mL) ScP 8 dosing regimens, CAB PK
profiles were simulated using an

c2 800 mg (2 mL) IM€ 8 established CAB200 IM

C3 1200 mg (3 mL) scP 8 population PK model modified

c4 1200 mg (3 mL) IME 8 ga:?teg on observed PK data in

C5 1600 mg (3 mL) Ime 16

rHuPH20 = recombinant human hyaluronidase

[
Day 1

Observed median and range (error bar)

dose-normalized to 1600 mg®

20

0.2

Cabotegravir plasma concentration, pg/mL

v

C1 CAB-ULA SC
C2 CAB-ULA M
C3 CAB-ULA SC
—— C4 CAB-ULA IM

CAB200 IM median & 90% PI

T
~_ [

1
12

1 1 1 | | 1 1 1
16 20 24 28 32 36 40 44

Time after LA injection, weeks

1 1
45 52

1
Week 529
i

CAB-ULA IM Q4M is
progressing into upcoming
late-stage HIV-1 PrEP and
treatment studies
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Fig. 1. Impact and efficiency of promoting preexposure
prophylaxis to pregnant and breastfeeding women. Bars

% reduction in HIV transmission

W Fragnant’ breéastieading womeén
B Al’bafore birth

O Postnata

O Tota

Cral FrEF anly CAB-LA anly CAB-LA or oral PrEP
Infections averted per 100 additional PY on PrEP
Oral PrEP anly CAB-LA anly CAB-LA or aral PrEP

The potential benefits of long-acting injectable

cabotegravir in pregnant and breastfeeding women

and their infants AIDS 2024

Leigh F. Johnson®, Landon Myer®, Lise Jamieson“%*,

Gesine Meyer-Rath“*', Sinead Delany-Moretlwe®
and Dvora Joseph Davey""

{.' :,'f | , ’ _,

Updates from HPTN 084 bl v

The HPTN 084 OLE : CAB LA for PrEP maternal and
pregnancy outcomes were consistent across CAB LA
and FTC/TDF exposure groups and with expected
background rates.

None of the women who became pregnant acquired
HIV during pregnancy.

The sub-study PK analysis of the HPTN 084 OLE: 50
participants who continued to receive cabotegravir
LA for PrEP prior to and during pregnancy. The
study found that concentrations of cabotegravir
were comparable between the pre-pregnant,

preg nant d nd pOSt'partU m. Delany-Moretlwe S, et al R4P 2014



£0%
PrEPared
YCHOOSE

PrEPared to Choose: 77% chose Cab-LA

(of which 62% were PrEP naive at initiation)

Oral PrEP DVR CAB-LA Total
N (%) 125 (22.4%) 5 (0.9%) 429 (76.7%) 559 (100.0%) Commenced
6-10 October, Lima, Peru Age m(IQR) 23(20-28) 23(22- 24) 24(21-28) 24 (20-28) Februa ry 2024
S Weight (kg) 70(58-83) 67.4(63- 70) 71.2(60.5 86) 71 (60-86)
Gender
v& Male 49 (39.2%) 0 (0.0%) 136 (31.7%) 185 (33.1%) I 862 started CAB-LA; I
Female 73 (58.4%) 5(100.0%) 289 (67.4%) 367 (65.7%)
MSM 3(2.4%) 0 (0.0%) 4 (0.9%) 7 (1.3%) | B) Serors
9 PrEP experienced
No 102 (81.6%) 2 (40.0%) 267 (62.2%) 371 (66.4%)
Yes 23 (18.4%) 3 (60.0%) 162 (37.8%) 188 (33.6%) "' oA —
2. e ¢ CLUBS
Cab-LA roll-out highly feasible at public facilities and o A N—
ssfien . * SERVICE

mobiles with Cab-LA being most popular choice

PrEP persistence at M1: 59% for Cab-LA compared to 21% for oral PrEP

mobile truck Vuyani Clinic Total
N (%) 402* (71.9%) 157 (28.1%) 559 (100.0%) Oral PrEP DVR CAB-LA
PrEP Products at (attended/due) (attended/due) (attended/due)
baseline 15/70 (21%) 0/2 (0%) 125/209 (59%)
Oral PrEP 98 (24.4%) 27 (17.2%) 125 (22.4%)
DVR 5(1.2%) 0(0.0%) 5(0.9%) *attended within 7 days of scheduled visit as per ViiV protocol

CAB-LA 299 (74.4%) 130 (82.8%) 429 (76.7%)




Testing to start CAB LA for PrEP

LO%,
PreEPared
CCHOOSE

HIV RT
AND

NAAT (HIV RNA-1
viral load)

Check for HIV Assess for AHI

(possible exposure
in past 14 days)

exposure in past 72
hrs (consider PEP)

A total of 3/862 (0.35%) had a discrepant detectable VL at CAB-LA
initiation:
o 4t Gen HIV Ag/Ab RT: 1/588 (0.17%)
o 3 Gen HIV Ab RT: 2/666 (0.30%)

Participants with detectable VLs, were recalled for additional testing, including HIV
confirmatory testing (Lab ELISA), and HIV-Drug Resistance testing.

All 3 participants were started on standard 1st line ART
Tenofovir/Lamivudine/Dolutegravir (TLD), within 5 days of CAB-LA initiation.

6 — 10 October - Lima, Peru and virtual hivrdp.org MacDonald P, et al R4P2024



Lenaca pavir . LA (6 monthly) Injectable for HIV Prevention

e o ibitor PURPOSE 1 and 2 Data Summary

LENACAPAVIR

=\ T4
~PURPOSE 1 "PURPOSE 2 0’I Q
G f | Study population ﬂisgender women \ (CGBMSM, TGW, TGM, and GNB people who have sex with \

L - partners assigned male sex at birth
Moo o Baseline _
CF, demographics and Balanced across randomized groups Balanced across randomized groups
e clinical characteristics
c LEN HIV prevention efficacy was superior to both LEN HIV prevention efficacy was superior to both
background HIV incidence and daily oral F/TDF background HIV incidence and daily oral F/TDF
Dosmg Strategy: One Efficacy Zero HIV infections among 2134 participants receiving LEN Two HIV infections among 2179 participants receiving LEN
injection every 6 LEN reduced HIV infections by 100% compared with bHIV LEN reduced HIV infections by 96% compared with bHIV incidence
months (ARVS that incidence and daily oral F/TDF and by 89% compared with daily oral F/ TDF
you on Iy need to take LEN and F/ TAF were safe and well tolerated LEN and F/TDF were safe and well tolerated
twice ayear!) Safety Most common ISRs: SC nodules, injection-site pain, and swelling Most common ISRs: SC nodules, injection-site pain, and erythema
ISR frequency and grade diminished with subsequent injections ISR frequency and grade diminished with subsequent injections
(also observed in other studies'?) (also observed in other studies'#)

was more pronounced in PURPOSE 2 vs PURPOSE 1

Safe in adolescents, pregnancy and lactation

therence to F/TDF was too low to impact eGFR j LEN increased eGFR while F/ TDF decreased eGFR; this difference ‘

6 monthly injectable
Subcutaneous

Novel mechanism of action

Excellent for prevention . 1.Segal-MaurersS, etal. N Engl J Med. 2022;386:1793-1803. 2. Landovitz R, N Engl J Med. 2021; 385(7):595-608. 3. Delany-Moretlwe S, et al. Lancet. 2022;
399:1779-1789. 4. Bekker L-G, et al. N Engl J Med. 2024;391:1179-92.




Injection-Site Reaction:
Frequency and Grade

LEN is injected into the SC space and forms a drug depot that may be palpable under the skin but may not be visible. As the drug elutes over
time, the depot gets smaller, and the nodules resolve or reduce in size prior to the next injection.
The frequency of ISRs, including nodules, decreased with subsequent doses (also observed with HIV treatment?).

o
<20
o

0

{"PURPOSE 1 “"PURPOSE 2
Nodule Pain Swelling Nodule Pain
Placebo Placebo Placebo
LEN  (r/1aF + &/TDF) i LEN  (F/TAF + F/TDF) 1 LEN  (F/TAF + F/TDF) LEN Placebo LEN Placebo

100 EmE T a i EEE - e o 100 \em—— ——— i L Ll 1
a0 s | |
8 : : ,
c 60 i i i
o | i i
= : : :
G40 | ; :

m Wee..

[}
%}
5]

[aa]
1

No ISR Grade

M Grade 2

Subcutaneous

Intravenous
Intradermal

Dermis
Subcutaneous tissue

Intramuscular Subcute.meous Intravenous
k )ﬂ 44.4/ Y. /e
! 5 = Intradermal
Erythema
LEN Placebo
— e m——

No ISR Grade1l M Grade2

In PURPOSE 1, among 25,329 LEN/placebo injections, only 4 ISRs led to discontinuation (all LEN)

In PURPOSE 2, among 15,239 LEN/placebo injections, only 29 ISRs led to discontinuation (LEN, 26; F/TDF, 3)

AEs coded according toMedical Dictionary for Regulatory Activities, Version 27.0. Grade 1 and 2 ISRs are shown. In PURPOSE 1: LEN n: baseline, 2138; Week 26, 1930; Week 52, 862. Placebo (F/ TAF + F/TDF) n: baseline, 3206; Week 26, 2883; Week 52, 1274; SC
nodules, injection-site pain, and swelling were the most commonly reported ISRs, occurring in 63.8%, 31.2%, and 4.4% of participants in the LEN group, respectively, vs 16.6%, 23.7%, and 5.4% of participants given placebo injections; Grade 3 ISRs in the LEN

group: n =1 nodule; F/TDF group: n = 1 pain. In PURPOSE 2, LEN n: baseline, 2183;

Week 26, 1859; Week 52, 744; Placebo n: baseline, 1088; Week 26, 946; Week 52, 379; SC nodules, injection-site pain, and erythema were the most commonly reported ISRs; over the period of study, they ocaurred in 63.4%, 56.4 %, and 17.3% of participants in
the LEN group, respectively, vs 39.2%, 53.4%, and 19.4% of participants given placebo injections; Grade 3 ISRs in the LEN group: n = 4 pain, n = 3 erythema; F/TDF group: n = 1 pain. 1. Kumar P, et al. Abstract EPB184 presented at the 24th International AIDS

Conference, July 29 toAugust 2, 2022; Montreal, Canada.



Whats coming in injectables?:

Long-Acting Injectable Hydrogel Depot

In situ gel forming depot platform
Natural, FDA-recognized GRAS material
Thixotropic gel is injectable & fully biodegradable DelSiTech

Drug release tuned by controlling depot erosion

Uses small gauge needle (¥25 G) & smaller volume (1-2 mL)

www.deglsitech.com

Can accg,m""'modate controlled-release of at least two ARVs or MPTs

DTG/LNG Depot PK in Rats
=2 DTG -+ LNG

1054 -1.2
Controlled-release —~ —
—1 104 =z
drug encapsulated E %'0-9 5
microparticles 2 17 E
« 102 g
§ o1 -0.6 3
: B g0l 3
Injectable, © F03 5
«— resorbable gel 0 1077 \>
matrix 10~ - - 0.0

0 30 60 90

PreClinical > CONRAD



Resorbable ARV Pellet-Type Implants

PreClinical

Uses simple, readily scalable & low cost
manufacturing process

Single subdermal insertion of multiple pellets,
akin to injectable depot

Provides sustained & controlled release for at
least 12 months

Flexible dose adjustment
No need for removal

Highly suitable DDS for long-acting ARV delivery,
alone or in combination with other potent ARV
or contraceptive (MPT)

plasma level (ng/mL)

105~
= ARV Pellet

103 =TT T

CONRAD



About Discussing OA With Resources for —
Librela Your Cllents Your practice Prescribing Info [/

Or call 1-838-963-8471 to order

Give Dogs More
Days of Play

See what pet owners and
veterinarians are
saying about Librela!

The First and Only Monthly
Injectable Anti-NGF Monoclonal
Antibody Therapy for the Control
of Canine Osteoarthritis (OA) Pain

Librela Is the First and Only Monthly Injectable Monoclonal
Antibody Therapy for Dogs With OA Pain

Infusible PrEP

“We can manufacture and market bNAbs for oasteoarthritis in our cats and dogs,
shouldn’t we be able to do this to prevent life-long HIV in people”

Huub Gelderblom, HVTN 2024.



HVTN 703/HPTN 081
(WSM in East and

AM P Southern Africa)

BNABSs: Broad-neutralizing antibodies, VRC01

tiu

HVTN 704/HPTN 085

(MSM and TG in the Americas &
Europe)

Agent class:
Broad-neutralizing antibodies

CDA4 binding site

1b12,
VRC02,
VRC03, VRC-
PGO4,

HJ16, CH30-
CH34, N6

=

Dosing Strategy (AMP Trial)
VRCO1 mAb (IV), given on 8
weekly schedule

VRCO1 Efficacy in Preventing HIV-1 Infection Dependent on Viral Neutralization Sensitivity
Corey L, etal NEJIM 2021

In vitro viral susceptibility to VRCO1 predicts prevention efficacy in vivo; only effective against viruses

to be neutralization sensitive (< 1 mg/mL)

In overall data, no significant difference seen in HIV-1 acquisition between treatment arms
Only 30% of circulating strains in control group were susceptible in vivo to the antibody (ICg, < 1 mg/mL),

giving study low power to detect overall efficacy

Sensitive
(< 0.3 mg/mL)

HIV-1 Cases by Treatment Arm
(Pooled Studies), n (%)

Control 4 (6)

VRCO1 10 mg/kg 0

VRCO1 30 mg/kg 0

Msc;:::it‘:y Intermediate

(0.3-1 mg/ml) (1-3 mg/ml)
15 (23) 10 (16)
4(7) 13 (24)
5(11) 6 (14)

Modferately Resistant
Resistant
(3-10mg/my) > 10me/mi)
18 (28) 17 (27)
18 (33) 19 (35)
15 (34) 18 (41)

Total

64 (100)

54 (100)

44 (100)



HVTN 206 / HPTN 114 Study bnAbs

CD4 binding site

gp120/gp41 interface

PGDM1400LS

V1/V2 apex

M

Y/
2

Envelope glycoprotein
(Env)

B \C/r?c‘:r i(?L::nagasNigu (-LS), N6LS

V3 glycan VRC07-523LS, VRCO7, F105, b12
=/

V1/V2 apex
PGDM1400, CAP256V2LS,
CAP256VRC26.25, PG9S

-

\ V3 glycan
\ 10-1074 (-LS), PGT121,
== gp120silent PGT121.414.LS
face
gp41 MPER

2F5, 4E10, 10E8, 10E8VLS

\3
BS

gp41 MPER

Thavarajah et al Viruses 2024



Proposed Combination of 3 bnAbs gives the most
potent and broadest neutralization

HIV-1 clade B VRC07-523LS

PGT121.414.LS

PGDM1400LS

VRC07-523LS + PGDM1400LS
VRCO07-523LS + PGT121.414.LS

VRC07-523LS + PGT121.414.LS + PGDM1400LS

1C80 (pg/ml)

HlV—1 Clade C VRCO07-523LS

PGT121.414.1LS
PGDM1400LS

VRC07-523LS + PGDM1400LS
VRCO07-523LS + PGT121.414.LS

VRCO07-523LS + PGT121.414.LS + PGDM1400LS

% of viruses neutralized

% of viruses neutralized

0.10 1.00 10.00
IC80 (ug/m)

100 1

80 1

60

40 4

204

0.01 0.10 100 1000
1C80 (pg/ml)

VRCO07-523LS

PGT121.414LS

PGDM1400LS

VRC07-523LS+PGDM1400LS
VRC07-523LS+PGT121.414LS
VRC07-523LS+PGT121.414LS+PGDM1400LS



MCA-0835 - 3BNC117

VRC 602 - VRCO1

HIV bnAb clinical trials in adults without HIV

17 Oct 2024

Partnership to bring the optimal triple bNADb cocktail into phase 2 efficacy trials: HVTN, HPTN, NIAID, VRC, IAVI

MCA-0885 - 10-1074

YCO-0946 — 3BNC117LS

VRC 606 — VRCO1LS
VRC 605 - VRCO07-523LS
VRC 609 — N6LS
VRC 611 - CAP256V2LS
VRC 615 - VRCO01.23LS

VRC 6

HVTN 104 - VRCO1
HVTN 703 /HPTN 081 - VRCO01
HVTN 704 / HPTN 085 — VRCO1
HVTN 116 — VRCO01, VRCO1LS
HVTN 127 — VRCO07-523LS

HVTN 128 / HPTN 087 — VRCO07-523LS

VRCO07-523LS, PGT121.414.LS

VRCO07-523LS, PGT121.414.LS, PGDM1400LS

TOO1-PGT121

VRCO07-523LS
VRCO07-523LS

VRCO07-523LS

VRCO07-523L

BN B N B _ N & _ 8 & &0 0B 0 B N B N |

Rockefeller

5 protocols

142 participants
3 sites

2 countries

VRC

8 protocols

172 participants
1 site

— CAP256J3LS

HVTN/HPTN
10 protocols

> 4900 participants
> 50 sites
11 countries

Study start dates wij| depend on
product availability ang other factor-
S

206 /HPTN 114 — VRCO07-523LS, PGT121.414.LS, PGDM1400L

VRCO07-523LS, PGT121.414.LS, PGDM1400LS
VRCO07-523LS, PGT121.414.LS, PGDM1400LS

141 /HPTN 105 — VRC07-523LS, ePGT121v1LS, PGDM1400LS IAVI-VRC-HVTN/HPT!|

BIDMC

4 sites

CAPRISA
3 protocols

1111 participants
3 sites

I 50 participants

’ Legend | Single antibodies ] | Single antibodies, LS versions | _ | Next-generation ebnAbs | l combo-AMP antibodies H Phase 1 = black font H Phase 2-3 efficacy = red font ]‘




Updated PrEP Pipeline

A J

Prevention Product

Multiple regulatory
Vaginal Dapivirine bl

Ring monthly

4 | a | @

03 |

a3 Q4

Multiple implementation science projects

Selected Global Fund procurement and programs

@ | a Q2

WHO
guidelines

Cabotegravir rp‘gfgﬂglgeg“'amw Multiple implementation science projects

* Demonstrated high efficacy

* Unclear demand & limited initial suppl|

* Initial LMIC price ~$240/yr; in 2024 ~¥170/yr

© March 2023: MPP & ViiV licensed to 3 generics with likely

i lar iniecti submission to regulators by 2027
(O3n;l|)n;\rlzgu; Cnfoa,{t lhnsjec i  4-monthly formulation is currently in development, but the
. WHO regulatory timeline is unclear

Long-Acting guidelines Sl GRS S el e e e Opportunity to build market and platforms for injectables
Injectables

Lenacapavir Phase 3: PURPOSE 1 & 2 Possible . Possible product introduction

Two subcutaneous injections regulatory

(1.5ml each) every 6 months Phase 2: PURPOSE 3. 4. 5 approvals

2 4 AR

=
daily Phase 3: part of PURPOSE 1 5%%??63{?

i Possible Phase 3 - '
mtﬁ‘;’ﬂ Phase 2a: MK-8527-07 Possible Go/No-Go Decision for Phase 3 in Q1 2025

Co-formulated — ; , CPossible” i

B Dual - ToFFTCan e disioiis 1T M oo
H etninyi estradio

>@) Prevention

Pill levonorgestrel oral
contraceptive pill Acceptability Study: HPTN 104

daily

Oral PrEP

25 Years and Counting



Pros and Cons f

#cockTAIL\ cLus
/

A LA CARTE MENU

THE BEE STING 16
GIN, LEMON, AGAVE,

ORANGE BLOSSOM WATER,
SPARKLING WINE

ZAPPLE DAC 16

WHITE RUM, LIME, ZAPPE
SYRUP (LEMON/LIME/GREEN APPLE)

OSMOSIS 16
STRAWBERRY COOLER

WHEATLEY VODKA, LIME,
MACERATE STRAWBERRIES,
TOPPED WITH TOPO-CHICO

SALTY BRAMBLE 16
CATOCTIN CREEK WATERSHED,
LEMON, BLACKBERRIES, HALF

RIM CATOCTIN CREEK

BOTANICAL SALT, TOPPED

WITH TGPO-CHICO

DEALER'S CHOICE

o oy

VEGAN RAMOS FIZZ 19
GIN, RICH SYRUP, VEGAN

HEAVY CREAM, LEMON JUICE,
ORANGE BLOSSOM FLOWER,
VANILLA, TOPRED WITH TOBO-

RABBITS TAILS 19
DEL MAGUEY VIDA MEZCAL,

LIME JUICE, RICH SYRUP,

TONIC, BLACK STRAP RUM FLOAT

LOLLYGAG IN THE 19
RISING SUN

JAPANESE WHISKY, PLUM WINE,
LUSTAU VERMUT ROSE VERMOUTH,
YUZU, PICKLED SALTED PLUM

NAME A SPIRIT AND FLAVOR PROFILE AND LET OUR MASTER

MIXOLOGIST WORK THEIR MAGIC

SPIRIT-FREE

PUFF THE 12
MAGIC DRAGON

DRAGON FRUIT JASMINE TEA
WITH VEGAN VANILLA ICE CREAM

THE SON OF BEESTING 12
LEMON, AGAVE, ORANGE
BLOSSOM WATER, LYRE'S
SPIRITS FREE PROSECCO

Oral PrEP @ @

CAB LA

frequency

O

Oral Mnthly @

Len LA

Implants

bNAbs

Vaginal
Ring

©
©
©
O

administration

(self/peer) @
(nurse) @
@ ®

@

Integration

No NAT Infrequent
testing
©

(nurse/
self)

)

(nurse)

o
nurse I

(nurse/

self) @ @

Will the new agents lead to re-medicalization??

Pregnancy

+?

or PrEP types and modalities

o QO
© ©6©
T e S
© 6 O
e ©

@ ©©
® ©®

Adapted Nittiya Phanupak



Disposition

==

Segmentation of PrEP-users

( A
\\y The “Convenient PrEP-user”

N

CHARACTERISTICS

® Platforms at easily accessible locations
@® One-stop integrated SRH services

® Platforms that utilize minimum resources
(time and money)

.

PrEP DELIVERY
PLATFORM
PREFERENCE

KR I8 1Y

Mobile Clinic Courier Government Facility

.

~J

[ O,\0
ﬂ‘ The “Social PrEP-user”

CHARACTERISTICS

® Prefers PrEP pick-up in shared peer spaces

® Needs affirmation and social support for
continued PrEP use

PrEP DELIVERY
PLATFORM
PREFERENCE

.

.

Youth PrEP Club

Mobile Clinic

"y

J

e~
@The “Independent PrEP-user”

CHARACTERISTICS

® Seeks PrEP delivery outside of traditional
medical environments

@ Requires minimal PrEP adherence support

® Prefers HIVST to assess HIV status
without having to talk to counselor/nurse
about lifestyle

~

rerosnvey | 1ot CICH reree | Lo
PLATFORM
PREFERENCE d ol PREFERENCE Courier
Courier & scheduled Mobile Clinic visits ) L )
VAN

s

@ The “Discreet PrEP-user”

~N

7~

CHARACTERISTICS

@ Actively avoid PrEP delivery options that
include groups of people waiting for a service

@® Fear unintentional PrEP use disclosure
® Frequently report controlling sex partners

/

Elzette Rousseau, et al JIAS 2024



3D PrEP DTHF: Fast-PrEP (like Fast food!)

Implementation science project to evaluate uptake, coverage and effectiveness of a youth-focused, decentralized district-wide PrEP program: Walkable hub and spokes approach

in Cape Town BMGF funded

In a single health subdistrict of 1 million people in Cape

Town
. Follow-u
-5 Delivery PEER NAVIGATION P

/] B QUICK PrEP
® o’

ey

2
Fasr e eP ¥

4

Roll out to 25 000
people in 3 years

o 1 MOBILE
Initiation * CLINICS

Target pop:
FASTPrEP YOUTH AGYW (15-29yrs)
2 LOCAL CLUBS PBFW (15-29yrs)
(od I | '] [04

MSM (15-29yrs)

Male Partners (18yrs & older)
Contraception A
PoC STl screening and Treatment o O

: (L) COURIER
EI:EI Ptestlng o= X = = (3. SCHOOLS 4: SERVICE
r

ART

mental health support HUB-and-SPOKES Approach

(R

Rousseau E, et al FastPrEp DESMOND TUTU
HEALTH FOUNDATION



Increased| > crease in PrEP

Kaplan—Meier survival estimates
If month 1 attended

Cohort 1 Cohort 2 - -
= 6-10 October, Lima, Peru

FastPrEP introduced mufl

phased approach betwe —
In this analysis we includiil e B

* 2648 people (2276 m Cohort 3 Cohort 4 e
e Median age 23 (IQR 1 | ‘;' ‘|—|_‘

+ 1625 (61.4%) were yo ‘\i

Months since PrP initiation
PrEP Persistence at month 3

49.9% (95% Cl: 44.5%-55.1%)
48.1% (95% Cl:42.6%-53.3%)
59.7% (95% Cl:56.3%-62.9%)
62.5% (95% Cl:59.1%-65.6%)

A W N R

2r acce55|b|I|ty HIVR4P 2024 abstract: Lebelo et al.



1 Nov 2024

HIV/AIDS Key Numbers 2012-2023 - Global

Huub Gelderblom, HVTN (personal comms)

25
2023: 22.3 million more
or ART since 2012
For every 1 person who
initiated PrEP since 2012 there
20 were > 3 HIV acquisitions
2023:19.7 million
acquired HIV since 2012
(%]
§ 15
=
10

Q4-2023: 6.2 million
started PrEP since 2012

a
-
5 / //

0 T

2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023

Sources: AVAC PrEPWatch https://www.prepwatch.org/resources/global-prep-tracker/ and UNAIDS https://www.unaids.org/en/resources/fact-sheet @;} U N AI DS



https://www.prepwatch.org/resources/global-prep-tracker/
https://www.unaids.org/en/resources/fact-sheet

HIV/AIDS Key Numbers 2012-2023 — Peru

Huub Gelderblom, HVTN (personal comms)

80,000
2023: 69,515 more on ART since
. 2012
For every 1 person who initiated
70,000 .
PrEP since 2012 there were 22
HIV aquisitions
60,000
50,000
2023: 64,200 acquired HIV since
40,000 2012
30,000
20,000 —

10,000 /‘ . ggig 2,900 started PrEP since

— _* PN *

0 L *—

2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023

Sources: AVAC PrEPWatch https://www.prepwatch.org/resources/global-prep-tracker/ and UNAIDS https://www.unaids.org/en/resources/fact-sheet @;} U N AI DS



https://www.prepwatch.org/resources/global-prep-tracker/
https://www.unaids.org/en/resources/fact-sheet

People need access to
options so they can use
what works for them

Number of people using HIV PrEP,
relative to 2025 targets

Asia-Pacific 8.2 Eastern Europe and central Asia Eastern and southern Africa -
Global o 40 '
8.0 v 0.6 ¢ . ¢
212 5 e 5 5°
25.0 = s 4 3 20 's
2 02 1.0
20.0 ‘ 0 0.1 0.0 _/
5 00 e 2025 00— 2025 0.0 2025
= 1 5_0 2016 2022 Target 2016 2022 Target 2016 2022 Target
E (users) (users) (users)
10.0
Latin America and the Caribbean Middle East and North Africa Western and central Africa
23 0.3 0.9
50 2,5 2.5 - 1.0
e g 20 % _ 08 ¢
O. D é’ 1.5 E 0.2 § 0.6 0,4
202 5 = 10 = o = 04
2016 2022 Target 05 0.1 ' 00 0.2 __/
0.0 0.0 0.0
(users) 2025 2025 2025
2016 2022 Target 2016 2022 Target 2016 2022 Target
(users) (users) (users)

1. We need to increase the number of people accessing HIV PrEP

AND
2. We need more HIV PrEP options — so that people can choose what works for them

vf/’} S
Source: Prepared based on 2023 prevention scorecards and Global AIDS Monitoring https://www.unaid g/sites/defau s edia_asse -global-hiv-prevention-coalition- ecards-key-findings_en.pd ggts UNAID



https://www.unaids.org/sites/default/files/media_asset/2023-global-hiv-prevention-coalition-scorecards-key-findings_en.pdf

Figure 4

PrEP4Prevention

PrEP in 26
million to avert
Y million

vory Coast .

15-24 years

Proportion of adults with viremia
Partner lives outside the home

4c. 0.6 per 100 PY

PrEP recommended: 9.1 million (7.7%)
25-49 years Cases averted: 133,000 (33.6%)

Proportion of adults with viremia
Partner lives outside the home
Divorced or separated

Two or more sexual partners

15-49 years

vory Coast

Proportion of adults with viremia

Partner lives outside the home

0.0 01 02 0.3 0.4
Variable Importance

South Africa

4b. 0.8 per 100 PY

PIEP recommended: 3.9 million (3.3%)
Cases averted: 98,000 (24.7%)

Nigeria

&

Ivary Coast

South Africa

4d. 0.4 per 100 PY

PreP recommended: 26.1 million (22.0%)
Cases averted: 264,000 (67.7%)

Nigeria
TonlA Ethiopia
ek
Ivory Coast r
¥ Cameroon Uganda “.#__u

South Africa

Rosenberg N, CID 2024 PrEP Recommended [1 No Wl Yes




Dapi Ring: Regulatory and availability

g . IPM Submission Date Status
| South Final Submission via USB  Product Registration 08-March-2022
Africa 26-Mar-2021
: > Zimbabwe 03-February-2021 Product Registration 06-July-2021
Rwanda 11-February-2021 Approved by RFDA 10 Feb 2023
Uganda 17-February-2021 Product Registration 05-October-2021
i x.:;:fzemomed Malawi 22-February-2021 Product Registration 10-May-2021
uncerRevew Tanzania 11-March-2021 IPM was notified on 12-April-2022 that

. Under Appeal

Pending Submission

TMDA has rejected the registration of
DapiRing. IPM submitted an appeal.

CIFF and the Global Fund have committed up to $2 million USD, over 2024-2025, Zambia 05-March-2021 Product Registration 10-May-2021
for the purchase of approximately 150,000 dapivirine vaginal rings. — Kenya 23-March-2021 Product Registration 16-Ju|y-2021
. To be manufactured
Available 2022-2024 by end of 2026 Namibia 01-September-2021 Product Registration (insert date)
Botswana 08-September-2021 Product Registration 21 December 2022
iM Nigeria 18-August-2023 Under Review
677,000 Volume .
Mozambiq TBD
ue
200K 400K 600K 800K M Eth iopia TBD
Ghana TBD

:\ POPULATION
COUMCIL

s B et 11 country approvals/permits; 2 pending review/appeal, 3 submissions in preparation



DapiRing Access:

* Only one large buyer for DVR at present: The Global Fund Reduced
COGS

o PEPFAR only buying DVR for discrete pilot projects /

* FDA re-submission strategy; DVR extension products
Current $13 per ring

* Dec 2023: Announcement of Pop Council's intention to license product to
African based company to reduce production costs and expand access

Finalize agreement with Explore Volume
Kiara Health for Guarantees and Price Advance Development
Manufacturing and refinement with current of the Three-month DVR

Distribution manufacturer

POPULATION
i COUNCIL



News & Publications » News & Press Releases » Press Releases

Medicines Patent Pool signs sublicences with
Aurobindo, Cipla and Viatris to produce
generic versions of ViiV Healthcare’s
innovative long-acting HIV prevention
medicine

30 March 2023

. Licensed territory
M Additional UMICs with no patent on CAB-LA

~

Source: Beatriz Grinsztejn, Long-acting PrEP implementation: Fostering access and equity, AIDS 2022

Allocation of Non-Commerical CAB for PrEP Supply in
Low- and Middle-Income Countries, 2023-2026,
as of October 2024 — BY CATEGORY

95,500
140,500
. — 340,000
18,000
2.64M o
DOSES
2023-2026
=
2,408,000 22>
Inm_nm Committed Imm Iomw 1 hvatabie to
Continued Imph Latb P t Pr t Procure as of
Acoass Studies to Date to Date ~ October 2024
S . 1]
Commitied to Studies Nade Available for Pregramssatic Procurement

PrEP Price Comparison, 2024

$156 180

USD PER YEAR

201

S

150

100

50

Injectable
Cabotegravir

Dapivirine
Vaginal Ring

Oral TDF/FTC

Allocation of Non-Commerical CAB for PrEP Supply in
Low- and Middle-Income Countries, 2023-2026,
as of October 2024 — BY YEAR

1.200,000
s
800,000
£00,000
950,000 | 11,075,000
400,000 25,000
128,000
D 0sES
=
2023 2024 2025 2026
] Avaitable to Program

DETAILED REPORT
Tracking Progress to
Market of New Long-Acting
HIV PrEP Products

Coalition to Accelerate Access to Long-Acting PrEP



Generic CAB-LA for PrEP: Tentative development timeline

ViiV-MPP licence signed Technology transfer agreements
ViiV-manufacturers completed

FDA approval MPP sublicence given to
l three manufacturers

2026 2027

API development
(lab scale development till validation batches)

Prototype development
(lab scale development to arrive at a prototype formulation)

Dossier batch &

(manufacturing of scale up and dossier batches for submission )

Pivotal Bioequivalence —_—

(bioequivalence studies required for submission )

Dossier submission k

(dossier compilation for filing with SRA/WHO-PQ) l
Now...
\ ) Earliest SRA/WHO PQ filing estimate

* These timelines are not specific to any generic company; these are averages of the timelines required for different activities as shared by MPP licensees.
* The earliest possible timelines for filing is H2 2026 based on the current estimation by MPP.
* Due to the uncertainty associated with product development, especially for such long-acting products, the timelines quoted here are tentative and can change during

development of the product.
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Real World Research and (some) roll out
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25 Years and Counting



Len for PrEP access

DETAILED REPORT
Tracking Progress to
Market of New Long-Acting
HIV PrEP Products

Coalition to Accelerate Access to Long-Acting PrEP

LEN generics may submit for regulatory approval around the same time as CAB generics (Q3-4 2026), primanly because

LEN has been licensed even before regulatory submission f approval, is already moving towards tech transfer to generic W ces [@ﬂ: W L=n ‘m_“an
manufacturers (as of Q4 2024) and because BE timelines are expected to be much shorter for LEN than for CAB. CAE (estimated) LEM testimated)
Year 0 Year 1 Year 2 Year 3 Wear 4 Year 5 Year 6 Year 7
- 5-:ta.|15 July 2020 I I I | | I I
Phase 3 results i * & i i i i i i
Starts June 3024 FIA: US Food and Drsg Administration
iél API: Active Pharmaceutical Ingredient
— FDA approval . VL voluntary Licenze
x| + MPP: Medicines Fatent Poal
= o ] SRA: Stringent Regulatory Authority
T Direct VLS to VLtoMPP Sublicense to 3 generics : ifcati
=Ty License slgned & generics . * :2 :::m::n;:"
5 with generlcs »
Licensees access & manths sst) & months (actual)
complete tech pack i N | | i i | |
—  from orlginator , ! | | | | i i
— ! . 1 year (a5t
& mionths (est)
wn
i APl development
-
= 1 year (est.}
— Frototype % months (est.)
; development :
1 |
= i i
= ',1 & months (est.)
g possler batch ELolais,
= i
i 18 months minimum est.)
o= Phvotal j & months fest )
E bloequilvalence i i
= i i
L i - 3 months (est.)
H 3 mant] B5L.
& Dossler submission : ! | ! e e
— [ -1 [
Earliest SRASWHO PQ filing 2nd half 2026 | RAWHO PR IF

This graphic aims to exhibit average timelines, but it is important to acknowledge that each generic manufacturer will move at different timelines and that
unanticipated delays can happen at any step of the processes shown below. This graphic therefore aims to estimate timelines but should be used as a guideline

rather than taken as 100%-definitive.

Overview of Lenacapavir
(LEN) for PrEP Trials

Trial Population Location size 2022
“PURPOSE1  Cisgenderadolescent South Africa 5,010
Piasea girls and young women and Uganda
Injectable lenacapavir
& oral F/TAF
‘Z"'pu RPOSE 2 Cisgender men who have US, South 3,000
Phase 3 sexwith men, Transgender  Africa, Peru,
. women, Transgender men, Brazil, Mexico,
Injectable lenacapavit | corier nondbinary Argentina, and
Thailand
Gpunposs 3 Cisgender women us 250
HPTN 102
Phase 2
Injectable lenacapavir
qunposg 4 People who inject drugs us 250
HPTN 103
Phase 2
Injectable lenacapavir
& Cisgender menwhohave  France 262
PhURPOSE S sexwith men, Transgender  and UK.

women, Transgender men,

Injectable lenacapavir Gender non-binary

Y initial data
Y Possible data
@ Possible earliest regulatory submissions

@ Fossibie et regulatoryapproval and
market entry with product from Gilead

¢ Possible earliest generic manufacturer(s)

2028 2029

2023 2024 2025 2026 2027

Initial results released in
June 2024 demonstrated no 4
infections in the LEN arm "

| QQ ..................... ¢ ............

Fully enrolled; initial results
‘expected late 2024 or early 2025

Currently recruiting; estimated study completed
date early 2028

Enrollment expected to begin in the
second half of 2024

Updated June 2024

Purpose 1 and 2 participants have/are
transitioning to open label “choice” PrEP
Originator Len will be made available until

generics come on board

€J GILEAD|— DrReddys €%

L

o8

EVA PHARMA

& VIATRIS

In October, Gilead announced voluntary licenses to six generic manufacturers

Emcure (India)

Dr. Reddy’s Laboratories Limited (India)
Eva Pharma (Egypt)

Ferozsons Laboratories Limited (Pakistan)
Hetero (India)

Mylan, a subsidiary of Viatris (India)




Characteristics of different PrEP products

Precision Prevention:  3DPrEP
3-Dimensional PrEP

Healtl k

DELIVERY
- / Implementation delivery modalities

* Drug/ Modality
e duration of action, modality of administration o, et e

product details and de
Inde : i

* Disposition/season/personality
* cruising, discordant, holidaying

* Delivery

* Courier, postal, pharmacy, clinic, self
administration

Affordability + Availability + Demand creation + Access = IMPACT




Co-chairs and OC, Glasgow for this honour
Mitchell Warren and AVAC

Raphy and HPTN 083 teams

Sinead and HPTN 084 teams

Gusatvo and CONRAD

Craig Hendrix, HPTN

McKenzie Cottrell

Jenell Stewart

Huub Gelderblom, HVTN

Moupali, Jared and Purpose Teams
Kenneth Ngure and Matrix

Jeanne Marrazzo

Nora Rosenberg

Lulu and REACH

Rebeca and Merck team

Jean-Michel Molina and Ipergay Team
Elzette, Pippa, Carey and FastPrEP team

Thank you!

Best Buddies
Keith Haring 1990

Pay tribute to the YWAG and other young people who teach me EVERYDAY!!




	Slide 1
	Slide 2: Relevant disclosures
	Slide 3: Places and times….. 
	Slide 4: Lenacapavir for Prevention : Purpose 
	Slide 5
	Slide 6
	Slide 7: HIV incidence – Not on track for 2030 UNAIDS targets
	Slide 8
	Slide 9: First 30 years more about treatment than prevention
	Slide 10: Beyond ABC:  Antiretroviral based biomedical prevention
	Slide 11: The HIV Prevention Train 
	Slide 12
	Slide 13: Who among us has….. 
	Slide 14
	Slide 15
	Slide 16: Imagine…..if there was no food choice?
	Slide 17
	Slide 18
	Slide 19: With TAILORED, ACCESSIBLE services and CHOICE we may expect better coverage of all people and better coverage of all exposures! 
	Slide 20: Lessons from reproductive health: LARCs
	Slide 21
	Slide 22: Future PrEP is  3-Dimensional PrEP
	Slide 23: Pill options for PrEP
	Slide 24
	Slide 25: Model Predicted PrEP Effectiveness Tracks with Clinical Estimates
	Slide 26
	Slide 27: Challenges with oral PrEP so far….
	Slide 28: Cohort data …..
	Slide 29
	Slide 30: Modeling & Simulation Can be Used to Optimize On Demand PrEP for Women
	Slide 31
	Slide 32: What’s coming in the pill dept…..
	Slide 33: Ongoing Phase 2 Study of MK-8527 in Individuals at Low Risk of Exposure to HIV-1, Fully Enrolled
	Slide 34: Topical options: PrEP
	Slide 35
	Slide 36: IPM 054: 1-Mo vs 3-Mo Dapivirine Vaginal Ring Pharmacokinetic Study in South Africa
	Slide 37: What’s coming in topical PrEP….
	Slide 38: Rectal Douche program
	Slide 39: TAF/Elvitegravir Topical Inserts On-Demand (PrEP or PEP) Dual-Compartment MPT for HIV & HSV Prophylaxis
	Slide 40: Tenofovir/Levonorgestrel Intravaginal Ring Value Added Long-Acting Contraceptive MPT (cMPT)
	Slide 41: Transdermal MA Patch for Long-term ARV or Antibody (bnAb) Release
	Slide 42: Injectable PrEP
	Slide 43
	Slide 44
	Slide 45
	Slide 46:   Commenced February 2024
	Slide 47: Testing to start CAB LA for PrEP
	Slide 48
	Slide 49: Injection-Site Reaction:  Frequency and Grade
	Slide 50: Whats coming in injectables?: 
	Slide 51: Resorbable ARV Pellet-Type Implants
	Slide 52: Infusible PrEP
	Slide 53
	Slide 54: HVTN 206 / HPTN 114 Study bnAbs
	Slide 55: Proposed Combination of 3 bnAbs gives the most potent and broadest neutralization 
	Slide 56: HIV bnAb clinical trials in adults without HIV
	Slide 57: Updated PrEP Pipeline
	Slide 58: Pros and Cons for PrEP types and modalities 
	Slide 59: Segmentation of PrEP-users
	Slide 60: HUB-and-SPOKES Approach
	Slide 61: Increased PrEP persistence with increase in PrEP service locations
	Slide 62
	Slide 63
	Slide 64: Number of people using HIV PrEP, relative to 2025 targets
	Slide 65: PrEP4Prevention 1.3 Million 2023
	Slide 66: Dapi Ring:  Regulatory and availability
	Slide 67: DapiRing Access: 
	Slide 68
	Slide 69
	Slide 70: Real World Research and (some) roll out
	Slide 71: Len for PrEP access
	Slide 72: Precision Prevention:  3-Dimensional PrEP
	Slide 73: Thank you!

