\ ) :
}
e . s
fi o
| vk
y 4
Z ’
‘I A

3rd Long-Acting HIV Treatment
and Prevention Conference

15 September 2026 | Johannesburg
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Why LA treatment?

South Africa at forefront of HIV; -

« Basic Sciences

 Clinical and programmatic research
 Policy, guidelines, models of care

» Advocacy & Activism

— Advance LA treatment agenda

Why LA ART?

» LA CAB/RPV available in Europe/USA routine care since 2023. Equity issue.

» Clinical research in Uganda - advanced HIV disease - 2/3" ART experienced, 1/3 die from Ol
» LA ART can be life-saving and life-enhancing

» In whom, when & how to use LA ART in Africa?

» CARES & IMPALA trials, with colleagues at Ezinthsha, DTHF and CAPRISA

» LA CAB/RPV preferred by ~95% of people



Background & Outline

« What does the future hold? Outline today

« Communities and clinicians are RCT evidence only - phase 2 / 3 (AIDS 2026)

frustrated at lack of access and the Pipeline of LA agents / regimens

pace of progress in SSA Injectables

+ Q8W CAB/RPV

« LA ART is the direction of travel - both « LATA / IMPALA / special populations

in terms of community / clinician « LEN/TAB/ZAB
demand and drug development Oral
 ISL/LEN
 ISL/ULO
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LA Treatment Pipeline

Treatment Product

1 Q2 Q3 4 1 Qi M O 2 ' a Q2 O 4 Q1 Q2 3 4 °Ql'Q2 ' Q H

Lenacapavir & G5-1614 Possible Phase 2 tir : l::;:’:v :::lt:
TWICE YEARLY tery injectabl (tmelnc 180 spprowl  mtroducton Compound
INJECTABLE Lenacapavir & GS-3242 FoRRlG | Posi
— Phase 2 (timefine TBC) regulatory  product VH310
(phase 2) long-Acting  'Wice-yearly injectat approvals  introduction
______________ [l"l‘_i‘il'l‘; MK-8239 C ||eE—— proCAB
wice-yearly | | (timeline TBC) INST
Possible Possible
wice-yearly | ‘ approvals | introduction
Lenacapavir & Islatravir p"“':"" Possible product PrEP /T
> Weekly ':'f::::: introduction
WEEKLY ORAL -
G5-4182 & GS-1720 Fosib® | Possble produc
(phase 2/3) Weekly Phase 2/3 '.:govl:lr introduction
A Restarting
0 "\L]!I.Nll‘ & Ulonivirine Phase 2 (timel m‘ inical hobd ’ Possibie Phase 3 (timeline TBC
Treatment  Weeky ifted
MONTHLY 653107 & QM INSTI : i , e Foulie | Fewtha
—> Phase 1 Possible Phase 2 (timeline TB() Possible Phase 3 (timeline TB() regulatory product
ORAL!
. Monthly approvals | introduction

(phase 1/2)
39 LA ART Conference






CAB/RPV - 8-weekly injectable

Long-acting injectable Overview of WHO
Journal of cabotegravir + rilpivirine can be recgmmeedng atlonS
. ntimicrobia H treatment, care and service delivery : :
S T i Chemotherapy | | US€d as an alternative
switching option for adults
Safety and efficacy of long-acting cabotegravir/rilpivirine and adolescents with
versus standard oral antiretroviral therapy: a systematic .
review and meta-analysis undetectable HIV viral load on
Samuel Bungaran Partahi Saud Manalu (5 **, Andrea Perez Navarro?, Cassandra Fairhead (5 * and Andrew Hill (* ora I A RT an d Wit h ou t a ct ive
rSchqu of Publi cHealth Impe ul CloJl:fg]e_:gnifn Lo.anonnH’:( ESchacf_oszdEES (!n;pi:ijfgl!:g: ic:d?rznf;a‘ndﬁn UK; *Chari ﬁtfe h e pa t i t i s B i n fect i o n .
» Six trials (FLAIR, LATTE-2, SOLAR, ATLAS, CARES, Conditional recommendation,
LATITUDE) o moderate-certainty evidence. A
+ LA CAB/RPV was non-inferior to standard oral G

therapy in suppressing HIV RNA <50 copies/mL

[91.5% vs 91.5%, RD -0.00; 95% Cl, -0.03-0.02; P Since then:
= 0.83] - :

+ LA CAB/RPV was associated with higher drug . :-I\él-ll;i\l_/xg\?V%
resistance

* 4 monthly CAB/RPV regimen in trials

1. Manalu SBPS, Journal Antimicrobial Chemotherapy. 2025. rd
2. WHO. WHO recommendations on HIV and sexually transmitted infection testing, prevention, treatment, care and service delivery. 2025 3" LA ART Conference



LATA
LATA tested long-acting injectable cabotegravir and rilpivirine

(CAB/RPV), given once every eight weeks, compared to daily
TLD (tenofovir disoproxil, lamivudine and dolutegravir) tablets.

476 young people living with
HIV in Sub-Saharan Africa

. ® 12-19 years old -
e Already on treatment for = 1 year
e HIV undetectable for = 1 year J
* No previous treatment failure
= Enrolled in Uganda, Kenya, Zimbabwe and South

Africa

They were randomly allocated to one of these 2 groups:
Injections every 8 weeks Daily tablets
1

"
'month' ' month!

1 1
‘month " month'

N mo
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Are long-acting injectables effective?

Proportion of young people with 2 consecutive viral
loads 250 copies/mL by 96 weeks:

f Injections <’ Daily tablets

1% 6%

Long-acting injectables were more
effective than daily oral TLD tablets.

Are long-acting injectables safe?

« No differences in safety between groups
* Most people in the long-acting injectables group had
mild injection-site reactions, usually pain, which quickly
resolved.
What did young people think of long-acting
injectables?

of people in the long-acting injectables group
94°%, said it was a lot easier than taking daily

medicines. /f
Conclusion

Long-acting injectable cabotegravir/rilpivirine are a highly
effective and acceptable treatment option for young people
living with HIV.

LATA - adolescents

First randomized trial of LA Q8W CAB/RPV in adolescents
Adolescents have poorer treatment outcomes

Inclusion as shown on left, plus HBsAg negative
No baseline DRT and 6-monthly VL testing

476 randomised in Uganda, Kenya, Zimbabwe, S. Africa

Median age 16 yrs. 54% female
98% vertically acquired HIV

Primary endpoint: Confirmed viral rebound (2 x VL >50
c¢/ml) anytime through week 96), ITT population.

0.9% on LA compared to 6.4% on oral ART

3 LA ART Conference



LATA W96 results

« 2(0.9%) LAI versus 15 (6.4%) control had confirmed viral rebound (>50 copies/ml)

Tsting for NI: ~3:5% (99% CI: -10.3, -L5)  Treatment failure:
LAY fusiariortn « 1: LAl failure at week 24, INSTI - G140GA/Q148R
Testing for 5,596 (95% CI: -9.1, -2.4) control (high-level CAB-R, int-level DTG-R), NNRTI - K101E,
e (p=0.001) Y181C (high-level RPV-R). Switched to DRVr/TDF/3TC.
« 2:Switched off LAI (AE) prior to rebound. No RAMs.

12 10 8 6 4 2 0 r 4 6 8 10
Differance in percentage with confirmed viral rebound by week 96
LAI better Control better

VL <50 ¢/ml 95% vs 93% « Safe, well tolerated
e BASEE « No ISR-related discontinuations
* 94% reported LAl making taking medicine a lot easier
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IMPALA W96 - adults with adherence / engagement challenges

LA ART interpretation

218 :-‘::-“:’?::‘u:d‘::i‘:‘iem SCREENING ;E; :; CSAO?) mu;;:;)‘,’n? ‘ 4:’::-’33 ‘.:‘ ° I n th e I |T—e po p | nl HIV VL <50 copies'ml LA ART niN (%} Oral n'N (%) < Inferior Non-inferior —  Superior — aRD (85% CI)
engagemen;challenges PHA-SE 5 Tg IM Qaw I“ I “; 89.2% (239/268)
1. HIV-1VL>1000 ¢/mil In prior 2 yrs 8— y / e rimary analysis g - - : .
. ﬁfﬁ:‘;ﬁ;mﬁ ug:l\:::::o ‘: Of pa rtici pa nts Primary analysis (ITT-E)  239/268 (89.2) 232/269 (85.2) i — 29(2684)
Ky exclusions: "T‘:::';z::'::‘ '\'\ oo | in the LA arm On-label analysis (PP)  191/209 (91.4) 178/199 (89.4) E —t—— 1564172
= a0 L - | and 86.2% i
RIS | (232/269) inthe " g
Day 1 \.\Jag Wo6 ora I arm h a d VL CD4 <500 celis/y 80/89 (899)  75/86 (672 E I | 40(-52,132)
Baseline Characteristics Total (n=540) <50 CImI at 96 D4 2500 cells/p 158/179 (88.8)  157/183 (85.8) i 1 29(39,97)
weeks. Risk ;
AgE, median years (IQR) 40 (33-48) d|ffe rence = 29% EMI <30 178/200 (89.0)  192/218 (86.1) E —te——— 0.9¢52,7.0)
. 0 _ ;
Cis-female, n (%) 324 (60) [95 A) Cl 2 6ft0 . BMI 230 BB (897) 4051 (T84 E I ] 103 (25, 23.1)
Black African, n (%) 538 (996) 84] Non_ln erior. 15 -10 5 5 10 15 20 25
Risk Difference Percentage Points (95% Cly
Hepatitis B core antibody positive, n (%) 168 (31.1)
Formal empIOyment' n (%) 96 (1 78) Antiviral activity LAARTIN(%)  Oral niN (%) ESupemxLAAELT;?%T:WHWWH aRD (95% CI)
BMI 230, n (%) 120 (222) x_\rrnrl_né’wcnnmasponn 181268 67) 201269 (108) | O—1— ; -40(-87,06) U p to Week 96, |n the | IT_E popu |at|0n,
CD4, median cells/pl (IQR) 629 (453-873) s wome wmen e | =am  CVF since baseline occurred in:
ART duration, median yrs (IQR) 7.5(4.6-10.8) F—— 1 ! —n] " 2.6%(7/268)in the LAarm
(ITT-E) i .
Prior AIDS-defining illness, n (%) 142 (26.3) - = 0.7% (2/269) in the oral arm
Confirmed viral failure 4208 (1.9) 11199 (0.5) —e— ! 15(07,36)
Prior exposure to NNRTI, n (%) 411 (78.3) i ; * Two new cases each arm after W48
ﬁ_‘\f‘i;nsmvﬂyam\ys\s 10268 (3.7) 23269 (86) P—————o E -4.8(-89,-0.8) | | RD 1 .9% (—0.3 to 4.0)
HIV subtype A1&, n (%) 173 (50.4) !
CVF sensitivity analysis  6/209 (29) 141198 7.0 —_— e | | 42(:83,00)
Major RPV RAM& n (%) 18 (5.7) S oo ' -
Major CAB RAM&n (%) 1(03) —— 3rd LA ART Conference




IMPALA W96

Metabolic outcomes Treatment preference in CAB +
RPV LA arm at week 96
= Greater mean weight gain in the CAB+RPV LA arm
compared to the oral ART arm: adjusted mean
difference over 96 weeks: +0.57 kg; p=0.133

= OQOverall, females had a 2-fold higher risk of >10%
weight gain than males: aRR 2.12; 95% Cl 1.19, 3.77

= Lipid (TC:HDL ratio) and glycaemic control (HbA1c) E can
were similar between arms RPV LZ;

= CAB/RPV is renal friendly - greater increase in eGFR 93%
vs oral ART group observed: adjusted mean
difference +7.80 mL/min; p<0.001

Kitonsa J. AIDS2026. Posters LB24 and TUPEB102 34 LA ART Conference

Oral ART; 7%




Accumulating evidnece on INSTI use to salvage CAB-LA failure

Real-world
HPTN 083 SeroPrEP CAB/RPV Failure
INSTI RAMs INSTI RAMs INSTI RAMs
9/47 (19.1%) 57 (71.4%) 6/6 (100%)
Viral Suppression Viral Suppression Viral Suppression

15/21(71.4%) on INST|-based ART
21/26 (80.8%) on other ART

9/9 w/ INSTI RAMs attained viral
suppression

7/7 (100%) w/ boosted PI

3/7 switched to
INSTI-based ART and maintained
viral suppression 3-5 months

5/6 (83.3%) w/ BIC regimen

All 5 maintained VL <20 copies/mL
between 6 and 18 months

Landovitz R, ot al. CROI 2028, Abstract 187

Parikh UM et al. OFID, 2025, DOI
Komm CA al al CROI 2026 Absieact #1220

Raphael Landowitz, AIDS 2026

Glguare P, et al. J. AIDS. 2025, 30(0).777.0. 2.
Gigunen B, st al AN 2025 Poxter #1110

IMPALA 7 CVF at 2 yrs

* INSTI resistance (Q148R +/-
E138K)in 5 of 7

e Low or intermediate DTG-R

 5/7 (71%) remain
suppressed (<200 ¢/ml) on
DTG at 1 yr of F/U
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LAl - viraemia and at-risk populations

PERSISTENT / RECALCITRANT VIRAEMIA

e CROWN — Q8W initiated with viraemia, view to change label
e LANCET — ACTG, CAB/LEN (based on encouraging observational data)

ADVANCED HIV DISEASE

e Viral suppression at 6 months post Ol is unacceptability low
e Post-hospital d/c mortality remains high (20-30%)
e Regimen? DDIs with rifampicin.

PREGNANT AND BREASTFEEDING WOMEN
e DOLPHIN-3, CAB/RPV in breastfeeding mothers

e SUPPRESS-LA — ACRN, S. Africa, Zimbabwe, Uganda. CAB/LEN?

HIV-related deaths
&
Transmissions

39 LA ART Conference




LEN/TAB/ZAB - 6-monthly - hope or hype?

e Lenacapavir — 6-monthly subcutaneous capsid inhibitor
e Teropavimab and Zinlirvimab — 6-monthly bNAbs by intravenous infusion
* TAB targets CD4 binding site of gp120 and ZAB targets V3 glycan on HIV1 envelope

* Phase 2, AIDS 2026, n=80 randomised

Week 0 Week 26 Week 52 Week 104
} i l ) ! (Extension Phase) }

% e {04 woeks of LEN + TAB + ZAB

LEN + TAB + ZAB Q6M® LEN + TAB + ZAB Q6M
Key Inclusion criteria euersal aamneitaton of TAS an3 ZAB Co sameesyaton of 1AB and ZAB
- Age 18-85 years
- HIV-1 RNA <50 copies/mL for
212 months

- Highly susceptible bNAbs N=80
(ICse 52 poymL P 8 hot Continue Oral Stable Switch to LEN + TAB + ZAB Q6M
= Baseline Regimen (SBR) scmest on of TAB and TAF
A A A
Primary endpoint  Secondary Week 104 outcomes
Week 104 Outcomes: endpoints

— HIV-1 RNA <50 copies/mL and 250 copies/mL by missing=excluded (M=E) analysis

— Change from baseline in CD4+ T-cell count; safety (adverse events); pharmacokinetics of LEN + TAB + ZAB;
anti-drug antibodies (ADAs)

* Week 104 analysis compared those who switched at week 0 (light blue) to week 52 (dark blue)

39 LA ART Conference



LEN/TAB/ZAB - results

* Week 104 results:
E} 01 I Len+ TaB + zaB
% Sz: Il sER > LEN + TAB + ZAB
0‘ Hls-:::;Azsu::::me HIV-1 RNA <50 copies/mL bNAD 3"“’9“”""’R"“m'ls"“"mg("'zoa)
>50 am . L - .Z.pgmL. :
e 2 participants experienced virological rebound (one per arm) 2l = Lzl s 3
* Both resistant to TAB/ZAB and LEN RAMs (?barrier) g T A -
. . . . = 1 . ¥ .:.ﬂo . *
e Despite all drugs being within PK range d |, :' $EN J
2 o o o
F 0.1 ] = . - ]
* High rates of viral suppression up to 2 years -> phase 3 trial oo
« Only 99 of 241 screened were susceptible to TAB and ZAB P oior it

. Screening failures (any reason)

e Science advancing in an encouraging direction

* bNADbs - favourable toxicity profile _
3" LA ART Conference



Oral LA options




ISL/LEN - ISLEND 1 - weekly oral

Islatravir 2mg - NRTTI (higher dose related to CD4 lymphocyte depletion)

Lenacapavir 300mg - Capsid inhibitor

Once weekly (QW) - reduce pill fatigue

ISLEND-1: phase 3, double-blind, noninferiority trial, virally suppressed adults, comparator B/F/TAF

Primary endpoint: HIV VL >50 ¢/ml per FDA snapshot algorithm

VOpqn-labc! gxtenrslorn phase

Eligibility criteria: ISL/LEN STR 2/300 mg QW= (n = 304)
« Age = 18 years Placebo to match B/F/TAF QD
« HIV-1 RNA < 50 copies/mL for N = 607*
2 6 months on B/F/TAF 1:1
= No prior exposure to ISL or LEN B/F/TAF STR 50/200/25 mg QD (n = 303)
= No history of virologic failure Placebo to match ISL/LEN QW
- No HBV infections. 5 - : -
D1 was w96
'y
Stratification:
* Region (US vs non-US) = = ok
o imary en 2 .
20016 < 350, 350 16 < 500, 3a7IV-1 RNA 2 50 copiesimL per US FDA Snapshot *positive HBsAg excluded
and = 500 cells/ul) = "HIV-1 RINA < 50 copies/mL * s HBcAb with . HBsAb luded
- Change from baseline in CD4+ T-cell count pOS|t|V€ C wit negat|Ve S exciuae
L Adh events | di to tr discontinuation
J

e Enrolled 607 adults, 80% male
39 LA ART Conference



ISL/LEN - ISLEND 1 - weekly oral

Efficacy of weekly oral ISL/LEN was non- » Adherence better with weekly than daily
inferior to daily B/F/TAF
Adherence by Pill Count Through Week 48°
. B |SULEN QW (n =301 ™ B/F/TAF QD (n = 301p
No emergent resistance to ISL or LEN
* 100 100
g 80 ® 80
Primary Secondary fa
Endpoint Endpoml Difference (95.002% CI)¢ - £ 0
100 in Proportion (%) of Participants With == 5
HIV-1 RNA 2 50 coples/mL A | -
80 ISL/LEN QW B/F/TAF QD <80% 2 80% to < 90%
" Favors ISULEN  Favors BIFITAF pRiey  (eesl =3 1
. ISULENQW(n=304) o
£ 6 ® BIF/TAF QD (n =303)
g | wey * CD4 count and lymphocytes stable to W48
L 4 '0'3 margin
E ,_’._ == ISULEN QW (n = 304) =8 B/FITAF QD (n = 303)
e 20 14 08 Change in CD4+ T-Cell Count Change in Lymphocyte Count
30 ISULEN vs BIFITAF
0! Eg 20 | m'mtsmss«‘u. 1216, %9) §%
HIV-1 RNA HVARNA  NoDatain e K
2 50 copiesimL® <50 copies/mL Window® 54324012345 og O oX%
o0 1 WM W N 2 Partcipants, % H RN et
i - i




ISL/LEN - ISLEND 2, phase 3

« Same as ISLEND -1 but SOC daily ART rather than B/F/TAF as comparator

ISLEND-2 - Once weekly ISL/LEN STR « ISL/LEN was non-inferior to SOC ART
compared to standard of care ART
/ « No emergent resistance - very potent!
 Registration underway - which territories?

SOC ART i 052 955  ®WISULENQW(=314) _ Difference (95.002% Clj*
’ ®m Daily SOC (n = 312) in Proportion (%) of Participants With
HIV-1 RNA 2 50 copies/mL
80
& Favors ISLLEN  Favors SOC
2 60 »
B/F/TAF E NNrF\;rI\l!‘c ty
8 a0 1.0
T
m
o : 3.0 1.1
2
0.3 1.3 4.6 3.2
0
HIV-1 RNA HIV-1 RNA No Data in ) ) )
2 50 copies/mL* < 50 copies/mL Window" 5 432101 2 3 45

ISLEND-1 - Once weekly ISL/LENSTR 7 Participants. %

compared to B/F/TAF 3¢ LA ART Conference



ISL/ULO - phase 2b - weekly oral

Islatravir 2mg — NRTTI
Ulonivirine 200mg - old class, novel NNRTI, activity despite common RAMS (Y181C/G190A/K103N)

Weekly dosing, oral

« Phase 2b open-label, in virally suppressed adults on B/F/TAF for >6 months
« Primary endpoint VL >50 copies/ml at week 24
= SL+ULO QW (N = 78) (-10.3,4.3)
W BIC/FTC/TAF QD (N = 79) n
T T . 1004 T4
Eligibility: ' + Primary endpoint: at Week 24, 0.0% (0/78) of
No treatment failure _ the participants who switched to ISL+ULO
K103N, Y181C, G190A not exclusionary (no ULO RAMs) 801 had HIV-1 RNA 250 copies/mL vs 1.3% (1/79) of
HBV (HBsAg+ or HBcAb+ without sAb § those continuing BIC/FTC/TAF (difference: -1.3%,
CD4 >=200 g 01 95% CI: -6.9, 3.5)
% * No participants had HIV-1 RNA 2200 copies/mL,
s 2 o1 and thus none met criteria for post-baseline
§ 5 resistance analysis
:; BOPISTAT D iy 31mg s uk0 200 mp oW d | EETED
T T T T | © 8,‘, (1 ;%)
e |-l ] [ el T Hive1 RNa HIV-IRNA  No virologic data
Endpoint | Endpoints Endpoints 250 coples/mL <50 coples/mL In window

sy
e e 39 LA ART Conference



- Different classes - _—
« ULO - NNRTI r
 ISL - NRTTI -
« LEN - Capsid

- Different resistance profiles : l

- Different drug-drug interactions OVEF

S Angie&Brad ¥ |
* Further R&D O Millio :
« Extend dosing interval . %‘.
« ISL/ULO treatment naive study ongoing (could be weekly DOT) l '
- CHOICE e |

 COMPETITION ol gt e M

« ISL/ULO - one originator company (Merck/MSD)



Emerging Strategic Vision for LMICs | LAI/LAO anticipated to reduce pill burden &
increase cost effectiveness
Legend: O l-‘hgrzst Zill& O Mc?Lumdpill and/or O l?\c-ciu;c‘ddpill&

Treatment . o . o
L
. o . @ . | V‘. rtn -----
pppy |
[ Core Monthly pill

! strategy GS-3107 + QM INST!
2 8 o i
pills per !
exposure : Core 2 injections every 6 months
: LEN; -~ = ; MK-8239;
Strategy+ H-184: VH-499
1. LAl PrEP is expected to be an alternative in LMICs due to higher anticipated cost Lataillai L A= d 34 ’ ro
. Achieving technical success with a monthly single 2DR FDC is challenging; however, even a TMP of two pills per month still offers a significant

39 LA ART Conference



Global: 1.3M new infections (2024)

Results to roll out... e

W
~1.24M of the 1.3M global total ) s
\sé(”ﬁ‘

Latin America (120k)

The clinical need for LA treatment is greatest in SSA I

Hep B risk with 2DR in SSA, context matters
« HBsAg+ ~5%, POCT availability (/INELIGIBLE FOR 2DR)
* 1in 3 has prior infection (HBcAb+), small risk of HBVr when TDF removed
« Routine childhood HBV vaccine introduced ~2001. Most PWH >25y.0. are unvaccinated!
Risk of incident HBV [IMPALA (1/269, 0.4%), French cohort of 5/1247 (0.4%)]
» Let's vaccinate our cohorts in anticipation, it is national policy!

Special populations - pregnancy/BF, AHD, extremes of age, comorbidities, CNS

Work on the delivery systems now and make them person-centred (Sheetal Kassim)

39 LA ART Conference



LA is an opportunity....

Science creates the possibilities, collaboration creates the impact, communities create the future LA ART Conference



