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Need: Children and adolescents

Children <15 years continue to experience poorer outcomes across 10

the treatment cascade compared to adults

In RCT settings, the risk of treatment failure decreases with increasing
age independently of baseline CD4% and viral load
Unique challenges facing children and adolescents:

Lack of palatable child-friendly fixed dose formulations

Caregiver-led adherence
Life-long toxicity
Disclosure and stigma
Mental health challenges
Adolescent-specific
* Transition to adult/self-care
* Emerging SRH needs
* Autonomy vs adherence

Per cent

Children (aged

Hazard ratio (95% CI)

10+

Odyssey Trial: Risk of treatment failure by 96
weeks by age at ART initiation

3 45 6 7 8 910111213 14 1516 17 18

[ | People living with HIV who know their status

| People living with HItho are on treatment

[l People living with HIV who have a suppressed viral load

0-14 years) living with HIV Women (aged 15+ years) living with HIV

UNAIDS Global AIDS Update - 2025
(https://aidsinfo.unaids.org/),
Wyncoll J, CID, 10 April 2026 (
https://doi.org/10.1093/cid/ciag232)

Age at ART initiation

3 LA ART Conference




Rapid transition to Dolutegravir

¢ KwaZulu-Natal within 1 year of introduction: * Global leDE cohort: >60,000 children with HIV 2% di@d,
e 100% (3379) were transitioned to DTG 23% LTFU, 6% stopped DTG
* 94% (3180) had a recent HIV VL * Overall, 73% had a HIV VL <200c/mL at 24 months
* 90% (2877) viral suppression * Viral suppression at 24 months On ART prior 73.7%
(<1000c/mL) at 12 months | : 3%
Better! But daily oral ors 71.8%
" °°"'ES/'"‘) | ART Stl” does NOT WO rk seline, 6,12an_d 24 Mos Since DTG ART, According to Prior ART Regimen
N«g well for many children . 1T
E; ﬁ / . . - 80% an 80% = ok . -
el Long-acting ART options — . B =
.+ are needed I - I o ™
= O e BiNsuese M Al |

Unpublished, Hlabisa M, Dame J et al. CROI February 2026, Denver, CO # 860 34 LA ART Conference



e Despite improved maternal coverage and viral

suppression with daily oral ART

* High rates of HIV vertical transmission persist
* Increasing proportion of new paediatric infections

occurring during the postnatal period

e Retention in care and viral suppression fall post

delivery

* Long-acting ART (LA ART) strategies have the
potential to simplify options for women post partum
and for post-natal prophylaxis during breastfeeding

Phillips. 2014 Oct 8;17(1):19242;. Tewari, J Infect Dis, Volume 233, Issue 1, 15 January 2026
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A Postpartum women with HIV who are not virally suppressed at delivery (NVS)
“ g288 [ > 1600 $/YLS
g s252 800 - 1600 $/YLS
z $216 <800 $/YLS
< $180 B cost-saving
g $144 S Base case
3 108
2 $72
< 76% 78% 80% 82% 84% 86% 88% 90%

CAB/RPV 6-month suppression (efficacy), %

B Postpartum women with HIV who are virally suppressed at delivery (VS)

5288 I > 1600 S/YLS
$252 800 - 1600 $/YLS
$216 <800 $/YLS
$180 _ Cost-saving
$144 x Base case
$108

I

$72

Annual CAB/RPV cost, $

86% 88% 90% 92% 94% 96% 98% 100%
CAB/RPV 6-month suppression (efficacy), %
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Need: Youth are interested in LA ART

* Cross-sectional focus group discussions * Cross-sectional survey of 303 youth living with

with caregivers, adolescents and HIV at 4 clinics in the United States
healthcarg workers in KwaZulu-Natal, * Perinatal and non-perinatal infections
SO th h Afrl Ca . Comparing willingness to use IM LAARV to the
frequency of injections
* LA-ART assessed as highly useful, o —_— e
anticipating reduced pill burden, greater

70%

privacy, and improved adherence

60%

50%
86.8%
40%

Interest level (%)

 Concerns about injection pain, potential
side effects, and proper administration.

49.6% 56:3%

10%

* Importance of education, provider °""
support, and stigma reduction for uptake
and sustained use.

Onceevery week Onceeverytwo Onceevery month Onceeverytwo  Once every three
(n=254) weeks (n= 252) (n=252) months (n=250) months (n= 256)

*** = significant difference (P<0.001) Timing of Injections
** =significant difference (P<0.01)

Bergham.S, unpublished, Weld ED, et al. JAIDS. 2019. PMID: 30418298. 3" LA ART Conference



Administration

Low-volume IM injection tolerable
at paediatric muscle mass;
caregiver- or facility-administered in
decentralised settings.

g Dosing Interval
The Dream
Ideal: every 4-6 months. Acceptable:
Age & Weight
.

every 2 months (current CAB+RPV
De-escalation .

LA standard), balanced against clinic
visit burden.

= e
Stepwise PK bridging from / / /
=

adolescents (12+) down to 2-year- / =

olds, with dosing bands validated //
across low body weights.

@ Storage & Cold Chain

Ambient-stable formulation; no cold
chain requirement to remain
feasible for LMIC primary-care
delivery.

e Access & Affordability

Generic-ready manufacturing
pathway and multi-source supply to
reach LMIC paediatric HIV
programmes at scale.

- -

e TB Co-treatment

No clinically significant interaction
with rifampicin-based regimens,
given high paediatric TB-HIV
overlap.

Well tolerated with minimal
injection-site reactions; no routine

Seamless switch from suppressive
oral ART; defined tail-phase

laboratory monitoring required resistance mitigation on
post-initiation. discontinuation. 3rd LA ART Conference



Dream: LA-ART Pipeline

ISL + LEN Update: Positive results from
WEEKLY ISLEND-1 and ISLEND-2 were announced
GS-5894 ULO +ISL*  GS-1720 + ISL +LEN in June 2026; Gilead and Merck plan to ABT_ .
Ulonivirine ©6S-4182* file the data from the ISLEND trials with _ZAlbuvirtide
regulatory authorities globally.
2-WEEKLY
IBA
MONTHLY
TLD GS-3107
2-MONTHLY
CAB + LEN* CAB +RPV
3-MONTHLY
GS-3242
@ 6 Dosing Modality
4-MONTHLY N
: (ESE 35;‘_?;;:2: o Oral 0 Oral + injectable
/ Injectable 9 Antibody infusion
6-MONTHLY @
DOR VH-079 VH-499 VH-184 LTZ CAB +LEN* ARVs + LEN 0 Implant @ Antibody infusion + injectable

0 ARV infusion

https://avac.org/resource/infographic/long-acting-hiv-treatment-pipe

39 LA ART Conference



Key considerations

Developmental physiology

Muscle/perfusion 1 . Renalfhepatic
maturation T. Total body water . BMl/
Adiposity variability T

T T T T
Baby Child Pre-teen Adolescent

Formulation factors

Excipient/product design.

- Release rate

Administration factors

Admin route . Depot placement .
Injection volume/split depot . Needle

M length/depth
T J sc
v

| o
Y 28 : —— Epidermis

b o 1
_-/,__..&%l/ = v- SZLQNE Dermis
et - Subcutaneous

" Muscle

Systemic exposure

Absorption rate (Ka) . Volume of distribution
(vd) . Elimination rate (Ke)

If Ka > Ke -
normal kinetics

Drug absorption
from depot

M

v

1

Plasma drug concentration

Conventional formulation

PBPK / popPK
dose prediction
sparse sampling

Dose bands
age/weight
exposure targets

range long follow-up
steady state
sampling time

) Trial design
I Therapeutic

\
\ If Ka < Ke — flip-
\ flop kinetics
N

N
~ z
~

b S

-
e

Key exposure metrics for long-acting therapeutics in pediatrics:

Safety/Tolerability

immature clearance
ISR, pain

Maximum concentration (Ciax); Tmas Minimum concentration (Cyoug); Average
concentration (Ca.); Area under the curve (AUC,.); Steady state PK (Craxss;
Chninssi AUC1gs; Cavgss; Tss), Time above target; Accumulation ratio (AUC,s/AUCigie.
dose); Tail phase duration; Unbound exposure; Age/weight-band exposure
distributions; (and where relevant) Early burst exposure; Target site exposure.

Implementation
monitoring
acceptability

39 LA ART Conference



The Reality

2y U.S. FOOD & DRUG

ADMINISTRATION

A
==

@ World Health
%72 Organization

———

e

Age/ Weight US FDA Approved Indication
Cabotegravir — >12 years “...to replace the current antiretroviral regimen
Rilpivrine > 35 kg in those who are virologically suppressed (HIV-
[CABENUVA] 1 RNA <50 copies/mL) on a stable antiretroviral

regimen with no history of treatment failure
and with no known or suspected resistance to
either cabotegravir or rilpivirine.

WHO guidelines

Long-acting injectable cabotegravir + rilpivirine
(CAB+RPV) can be used as an alternative
switching option in adults and adolescents who
have an undetectable HIV viral load on oral ART
and no active hepatitis B infection.

Lenacapavir Adults “...in heavily treatment-experienced adults
[SUNLENCA] with multidrug resistant HIV-1 infection failing
their current antiretroviral regimen due to

resistance, intolerance, or safety considerations.

https://www.accessdata.fda.gov/

WHO updated recommendations on HIV clinical management: recommendations for a public health approach. Geneva: World Health Organization; 2025.

39 LA ART Conference



CAB/RPV in PLHIV virologically suppressed
Adult data

Rate of confirm virological failure ranged from

* FLAIR: CAB/RPV LA in treatment naive; First put on I:> 0.7% at 48 weeks, 0.9-1.6% at 96 weeks and
DTG/ABC/3TC for 20 weeks then LA ART (n=283) 1.6-2.3% >124weeks

» Atlas: CAB/RPV LA in treatment experienced participants every Virologic Outcomes at Wk 96 (ITT)
4 weeks, on suppressive regimen for 6 months prior to switch 060 973
(n=308) -

» Atlas 2M: CAB/RPV LA in treatment experienced participants B Archived proviral HIV Drug resistance at Baseline

every 8 weeks after VS x 2 6 months (n=522) RPV intermediate/high level resistance: 12/401 (3%)

. . CAB intermediate/high level resistance: 5/202 (2%)
* Solar: CAB/RPV LA every 8 weeks in treatment experienced

participants (47% expressed internal or external stigma)
switched BIC/TAF/FTC when VS (n=447)

Participants (%)

* Cares: CAB/RPV LA every 8 weeks in treatment experienced

participants who switched from oral ART in Uganda, Kenya, :—1/\
South Africa (n=512) n= 4 2 247 250 4 5
Failure Virologic Success No Data
(250 copies/mL) (<50 copies/mL)

Orkin C. Lancet HIV 2021; Swindells S. AIDS 2022; Overton E. CID 2023; Ramgopal M. Lancet HIV 2023; Kityo C Lancet ID 2024 & CROI 2025

39 LA ART Conference



Percentage of Participants with ISRs (%)

IMPAACT 2017 (MOCHA)

Data in Adolescents
* 140/144 completed 48 weeks

RPV LA

No confirmed virologic failures (2 consecutive plasma HIV-1 RNA >200 copies/mL) on CAB LA +

Ten participants had viral blips (HIV VL >50 copies/mL; range 53-457 copies/mL) at some point

Week 4 | Week 8 | Week 16 | Week 24 | Week 32 | Week 40 | Week 48

Number of participants with injections
142 142 141

Note:
= While pain during injection was reported by 44% and 93% with CAB-LA and
RPV-LA, respectively, all participants reported preferring LA injections to daily

141 141 141 140

254

oral treatment at Week 48 (140/140)
« Adherence to injection spacing (i.e., with respect to timing) requirements
through Week 48 was 97.9%

204

[Grade ®m 1 m2 m 3]

CAB

Owrall CAB
RPV

Overall CAB
RPV

Owerall CAB
RPV

Owrall CAB
RPV

Owerall CAB
RPV

Owerall CAB
RPV

Overall
RPV

Relationship to Treatment

NCT03497676

Injection Site Reactions (ISRs)

12% (196/1,696) of injections had an ISR
98% were Grade 1/2

89% resolved within 7 days
* At week 48, % reporting ISR

* RPV: 9.3% (13/140)

* CAB: 2.9 % (4/140)

One discontinued study

drug after “anaphylaxis,”

but independent review

classified as severe ISR
[

Two grade 3/4 abscess

attributed to study drugs

Gaur AH, et al. Lancet HIV. 2026 PMID: 41547359. 3rd LA ART Conference




* Adolescents’ most consistent concern

| M PAACT 20 17 ( I\/I OCHA) was about the location of the injection.

Many expressed wanting a shot that

ACCG pta b | | Ity an d 1O | era b | | |ty could be given somewhere other than

the buttocks.

e Sub-study of Cohort 1 that included
30 on CAB and 25 on RIL Recognized CAB LA + RPV LA as better for stigma:

Not having to worry about people seeing them take
their pills (44%) was the most common primary

Pain scores (through 12 weeks): reason for wanting intramuscular ART.

Cohort 1C (LA-cabotegravir) Cohort 1R (LA-rilpivirine) Total

Week 4 Week 8 Week 12* Week 4 Week 8 Week 12* Week 4 Week 8 Week 12* . “w .

029 (029 (w8 23) 23) (-3 (m5) (e5)  (n-2) Concerns about clinic attendance: “Especially for
No hurt 12(41%) 9 (31%) 6 (75%) 4(17%) 3(13%) 3(23%) 16 (31%) 12(23%) 9 (43%) 7 MR
Hurts little bit 13 (45%) 15 (52%) 1(13%) 14 (61%) 11(48%) 4(31%) 27 (52%) 26 (50%) 5(24%) that teenager Who S already nOt /Iklng to be
Humsliemore  20%)  4(4%)  1(3% 14w 6@6% 4G 3% 1009%  5@4% reminded that they’re HIV positive. Then actually
Hurts even more 2(7%) 1(3%) 0 3(13%) 2(9%) 2(15%) 5 (10%) 3(6%) 2(10%) i L. :
Hutswholelot 0 0 0 1w 1w 0 1% 1w o having to go to the clinic every month would not be
Hurts worst o 0 0 0 0 0 0 0 0 . . . ”
Data are n (%). Percentages might not sum to 100 due to rounding. Answers are verbatim quotations from the questionnaire. The pain during injection questionnaire used necessarlly a pOSItlve experlence for them'
a face scale. LA-long-acting injectable. *Only participants enrolled in protocol version 2.0 received aweek 12 injection.
Table 3: Responses to pain during injection questionnaire

At the Week 8, 24, and 48 injections, 97%, 99%, and

By Week 48, the odds of reporting “Hurts a little bit or worse” 100% of participants, respectively, preferred IMI over

decreased by 55% from Week 4 [OR (95% Cl): 0.45 (0.29, 0.69)]

oral treatment

NCT03497676 Lowenthal et al, Lancet HIV. 2024 (PMID: 38538161 ) and 2026 (PMID: 41547358)
. 3 LA ART Conference
Slide courtesy of Ted Ruel



IMPAACT 2036: CRAYON

Safety and pharmacokinetics of long-acting cabotegravir and
rilpivirine in young children 10 to <40 k

* PO CAB+RPV x 4 wks followed by IM
CAB+RPV Q4W in children 10 to <40 kg
achieved target CAB and RPV plasma
concentrations

« Interim safety and PK data
from first 61 participants,
including first data from
children <20 kg.

+  Weight-band (WB) dosing:
WB1 (35-<40 kg), WB2 (25-
<35 kg), WB3 (20-<25 kg),
WB4 (14<20 kg) and WB5
(10-<14 kg).

Figure 1. Predose CAB (A) and RPV (B) concentrations after IM CAB-LA and :
RPV-LA: CRAYON/IMPAACT 2036

Cohort 1 (daily oral followed by injections)

RPV Geometric Mean Conc (ng/mL)

CAB Geometric Mean Cone (meg/mL)

ENR Wk2 a4 56 8 9 . lfi 2 2 aaw.72 '
« The median (min, max) age E——— wes s 1
1 -6 weeks. WeoKs
and body weight at entry T A
Weight Band 2: 25-33.9 kg // 0
Were 8 yea rs Of age (2' 1 1 ) Weight Band 3: 20-24.9 kg 4 9 14 ) u
k Wk 12 Interim Analysis with data from Weight Bands 1-3 Study Week Stndy Week
an d 22 g (’I 0 -8, 39 -3) ) “;::;: “;‘L’;'ﬁﬂ‘l;z‘s"m;ﬁ ;l': Figure 1 describes the median concentrations by weight-band of IM CAB-LA (A} and IM RPV-
i i e HaE S LA (B) and the protocol-defined PK acceptablec\criteria (minimum and maximum median pre-
A . e S S m i S B aes sy dose concentrations ........ ) evaluated at W1z
» Intramuscular injection s g el ,‘ 7
either in gluteal muscle or g ' 101331 I/ | Protocol defined PK criteria (median W12 trough):
. ‘Wk 12 Interim Analysis with data from Weight Bands 3-5 - -
lateral th|gh (vastus to determine dosing modifcation, CAB: 0.71-6.7 mcg/mL %
in otential Q8W IM dosing R PV' 2 _1 OO / L
lateralis) T i - +23-100 ng/m
Must have mm“r;: :l::e"e:;\l:a\z:;::«:: "\::.gm Bands 3.5, I M p A ACT

Archary M, et al. CROI 2026, Denver, CO Poster #854 34 LA ART Conference



IMPAACT 2036: CRAYON

Table 2. Number of participants with Injection site (I1S) reactions

e 6 (1 O%) children Adverse Event Grade1 Grade2 Grade3  Total
experienced > Grade 3 e R S L )
adserse evenz (AE), all of IS pain | 24(39.3) | 4(6.6) 0 28 (45.9) * PO CAB+RPV x 4 wks
hich ved ' IS swelling | 7(11.5) | 1(1.6) 0 8 (13.1) followed by IM CAB+RPV
LeALEn MSS(OINASOL IS erythema | 3 (4.9) 0 0 3(4.9) Q4W in children 10 to <40
« One > Grade 3 AE was A 223 e 0 222; kg achieved target CAB and
nodquie . . .
drug-'re.late.d (Grade_ 3 S prores | 2(33) 5 5 263) RPV plasma concentrations
- . IS haematoma 1 (1.6) 0 0 1(1.6) .
post-injection reaction) No new safety concerns
Two additional children B -
had Grade 2 pOSt- Weight Band Daily Oral Dose Initial IM Subsequent IM * All partICIpants transitioned
InJeCtIOn reactlons A” 3 (Oral lead-in) Injection Injection every four to IM injection every 8
. weeks
pa rt|C| pa ntS Contl n Ued the WB1: 35-<40kg | 30mg CAB +25mg 600mg CAB LA 400mg CAB LA + WeekS
study treatment. RPV +900mgRPVLA |  600mgRPV LA * Acceptability and tolerability
. . . . WB2: 25- 10mg CAB + 25 300mg CAB LA 200mg CAB LA +
O InJectlon Site painin 28 34.9kg e RPV e +60(;nn§g RPV LA 455nr§g RPV LA wesﬁn;ed aJt I|Da382H6IV
children (46%) was the WB3: 20- 10mg CAB + 15mg orkshop, July
most frequent AE. 2.9k ROV * Cohort 2 — fully enrolled
WB4: 14- 10mg CAB + 300mg CAB LA 200mg CAB LA + ; :
e No AEs led to treatment 19.9kg 12251g RPV +45cr)nmgg RPV LA 3081n§g RPV LA (optional oral lead_m)g )
. . . . i _:;;."w
discontinuation. V‘g?é:: IMPAACT

Archary M, et al. CROI 2026, Denver, CO B 3'“ LA ART Conference



LATA

A randomised open-label 2-arm 96 week trial in virologically suppressed
adolescents aged 12-19 years of age in Sub-Saharan Africa

* Non-inferiority trial in { Uganda 476 participants enrolled:

Kenya, South Africa
! ! 235 LAI, 241 control
Uganda and Zimbabwe.

Adolescents (12-19 years),

with suppressed viral load 2:};
(VL)<50copies/mL for 212 | 128 (27%)
months on ART and no [
prior treatment failure

Long-acting Treatment in adolescents (LATA)
L}
J N 460 HIV-positive participants aged 12-19 years, virologically suppressed on ART consisting of 2NRTI and a third

agent for 21 year, with no previous regimen change for treatment failure

,]/ + 11
RANDOMISE

-

X South Africa Dolutegravir 50mg CAB/RPV injectable arm
° Rand0m|sed to every_8_ 71 (15%) + Optional 4 week oral lead in (OLI)
TDF/TAF + FTC/3TC with CAB and RPV, then
backbone injection at weeks 4a
Weeks LAI CAB/RPV C(Arnl::/gtl‘)l/:eelj(d.:(int;osev':rit:
Q o DAILY OLl) and 8, then Q8-week
[Optlonal Oral |ead'|n (OLI)] Hypothesis: CAB LA + RPV LA P main)tenancetdosir?g in clinic
o CONTROL ARM INTERVENTION:
or daily oral ART therapy will provide non-inferior 1250 young peopt] e
[tenofovir/lamivudine/dolu  systained virological suppression l (i L
tegraViI" (TLD)]. com pa red to Continuous | Follow-up until the last patient reaches 96 weeks |
YA treatment with daily oral ART
- ® -

-

,";‘.:.‘
Penta AIDS 2026: Co-Chairs Choice 3 LA ART Conference
Child Health Research



LATA

A randomised open-label 2-arm 96 week trial in virologically suppressed
adolescents aged 12-19 years of age in Sub-Saharan Africa

e LATA is the first randomised trial
* 2(0.9%) LAl vs. 15 (6.4%) control had confirmed viral rebound to compare the efficacy and safety

of LAl to oral ART in adolescents.

Testing for NI: -5.5% (99% CI: -10.3, -1.5) ]
* * Q8W LAl CAB/RPV was superior to

. TLD over 96 weeks, using the
LAl superior to control  primary outcome of confirmed

Testing for P o - ) (p=0.001) HIV-1 RNA >50 copies/mL and FDA
superiority: 50 (95% Cl: 9.1, -2.4) snapshot HIV-1 RNA >50
copies/mL.
P A g y g : : : : : oo LAl CAB/RPV was well tolerated,
Difference in percentage with confirmed viral rebound by week 96 Wlth no new Safety concerns WS,
LAI better Control better identified, and was strongly =«
—“_.k

preferred by adolescents. Penta

Child Health Research

AIDS 2026: Co-Chairs Choice 39 LA ART Conference



CAB/RPV in PLHIV virologically Unsuppressed
Adult data: LATITUDE

Difference, -18.4 percentage points,
(98.4% Cl, -32.4 to —4.3); P=0.002

100

Open-label, randomized trial involving persons with
HIV who had inadequate adherence to ART (a

80

60

Cumulative Incidence (%)

persistent HIV-1 RNA level of >200c/mL or loss to o 412
follow-u p) o 22.8
o -
Cabotegravir-Rilpivirine Standard Care

Adverse Events in Step 2

Step 1: Up to 24 Weeks Step 2: |f HIV-1 RNA IEVEI 5200 C/mL po E El;f:nt Leading
randomly assigned in a 1:1 ratio to ny Event to Discontinuation

of adherence support, , , .
conditional economic - either continue standard care or switch
incentives and standard to monthly injections of long-acting

100

80+

60

Percentage of Participants

] . ol e e . 40 34 -
care with oral ART cqbotegraV|r plus r|Ip|V|r|ne with or
without oral lead-in therapy 207 3 .
- Cabotegravir- Standard Cabotegravir- Standard
Rilpivirine Care Rilpivirine Care

Rana AL, NEJM, Feb 18, 2026, Vol. 394 No 9

39 LA ART Conference



Adult data: IMPALA

<=
SCREENING, N=756 e N=270
PLHIV with history of SCREENING Eto CAB LA + RPV LA HIV-1 VL  cAB+RPV Oral ART CAB+RPV LA interpretation RD
suboptimal HIV control PHASE Ll <50 ¢/mL % (VN) % (WN) 95% CI
2% 6500 ITIE/ 900mg «— Inferior . Non-inferior —  Superior — ¢ )
25 :

1. Documented detectable HIV-1 VL Virologically & IM Qz2M Primary analysis  91.0% 89.2% —a————— +19 demonstrating
>1000 ¢/ml in the prior 2 years suppressed (HIV-1 | (MTT-e) (264/268) (240/269) ' (-3.1.69) non-inferiority
despite being on oral ART for > 3 VL <200 ¢/ml) for >3
m_onllls R Per protocol 93.9% 89.9% 8 H—e— +4.0 demonstrating

2. History of LTFU (>4 weeks elapsed i N=270 analysis (220244)  (2237248) : (0.8.83) non-inferiority
since a scheduled clinic 3
appointment [ refill in prior 2 years)

3. Unlinked to HIV care despite >3 2NRTI+ DTG 2NRTI + DTG ITT-¢ subgroup analysis:
maonths elapsing since HIV diagnesls

Body mass index g0 0% 89.0% :
. . : e gt +1.1
) <0 (180200)  (1941218) : (4.8.69)
| H
Body mass index  94.1%  90.2% ! ; +42
-Amonths -2 weeks day1 12 months 24 months 230 (64/88) (48/51) ' F 2 T (83,138

Anyone on NKRTI will be required to switch S = 1 T s

10 DTG prior to / dusi i tal . y R - 10 + ’ $ 10 .

Must h:ueo;e:n on D’Tﬁsig::i ::mh priar Confirm 5 Primary endpoint — HIV VL<50 Termination Risk Difference Percentage Points (95% CI)

o randomization WL <200 ‘é Secondary endpoints: engagement in care, V0L 13 = 17 July o Kigali, Rwanda 1282025.0rg

Canfirmation of total duration of virological g =200, virological failure, immunalogical activity,

5”“:'“?'":33 RHR e Storage of plasma and 3 drug resistance, safety, acceptability, cost

e PEMCs @ randomization 5 effectivensss

Treatment preference: LA mOral

. . who switched to CAB + RPV
HIV VL <200 c¢/mL at randomisation LA preferred it to oral

217 CAB LA + RPV LA therapy \
267 Oral ART

Randomised 540 participants (Uganda, Kenya and S Africa) 249/266 (94%) participants ‘

Privacy and stigma reduction were major factors

Cresswell F, IAS 2025 3rd LA ART Conference




Adult and Adolescents: CROWN

Randomised study of long-acting cabotegravir + rilpivirine vs. daily oral therapy in
people with adherence challenges and detectable virus.

Unlike LATITUDE, which included a virologic suppression phase, CROWN evaluates the
regimen directly in individuals who are not yet suppressed

e 89 locations (North and South
America, Europe

e Target enrolment: 332 Adults and
adolescents >12years and >35kg

NCT06694805

39 LA ART Conference



Stage 1

Cohort 1

Single Oral Dose
CAB group

Participants
receive a single
dose of oral CAB
suspension on
study Day 1.

Stage 1

Cohort 2

Participants
receive repeat
doses of oral
CAB suspension
starting on
study Day 1.
Dose and dosing
frequency to be
determined
based on data
from Cohort 1.

https://clinicaltrials.gov/study/NCT07275606

¢ Single IM Dose
CAB LA group

e Participants
receive a single
IM dose of CAB
LA on study Day
1. Dose to be
determined
based on data
from Cohort 2.

Stage 2

Cohort 4

Multiple IM Dose
CAB LA group

e Participants
receive repeat
IM doses of CAB
LA starting on
study Day 1.
Dose and dosing
frequency to be
determined
based on data
from Cohort 3.

J

39 LA ART Conference



Lenacapavir

Population Regimen
Prevention -

_ 2.6% (n=56/2138) age
Purpose 1 Cisgender women age 16-25 years 16 or 17 LEN

Approved for prevention
LEN among adolescents and
adults age 12 and > 35 kg

34% (n=752/1431) were

Purpose 2 Men and gender diverse age 16+yrs 16 to 25

Treatment

12+ yrs, stable failing (2400 ¢/mL) for > 8
Capella weeks, with resistance to = 2 ARVs from >
3 of 4 classes

None (n=60, lowest age LEN + “failing”
23 years) regimen

TE adolescents and children with HIV-1 <
18 years of age and weighing at Ongoing
least 35 kg

LEN + “failing”
regimen

GS-US-200-6712

Approved for treatment

Same dosing for all, with oral overlap for first 2 days, and then q 6-months (q 26 weeks) from the date of the last of adults with MDR HIV
injection +/-2 weeks ...

Bekker NEJM 2024 PMID: 39046157; Kelly NEJM 2025 PMID: 39602624; Segal-maura NEJM 2022. PMID: 35544387
rd
Slide courtesy of Ted Ruel 3" LA ART Conference



Cabotegravir and Lenacapavir

« Marriage of convenience in patients with suspected NNRTI resistance

» Case series: 34 adults with suspected NNRTI resistance - LEN SC + CAB LA/RPV LA (IMI) -
94% (32/34) achieved viral suppression at 8 weeks (4-16)

e Cohort; 50 adults with documented NNRTI and INSTi resistance - 31 on LEN/CAB LA and 15
LEN SC + CAB LA/RPV LA (IMI) - viral suppression increased from 449% to 97.5% at 140
weeks

« Planned studies in adults by ACTG (may include adolescents)

» A5431-PALACE: Small trial (n=38) in PLHIV on ART experiencing adherence
challenges/virologically unsuppressed with NNRTI resistance

« A5433- LANCET: Phase lll treatment trial in adults and adolescents 216 years, virologically-
unsuppressed, planned in LMIC setting

Gandhi M, OFID, 2024, Gistand NL, Poster 582, CROI 2026 3 LA ART Conference



The Future

Long-acting oral ART

« Once weekly ISL (NRTTIs) + LEN: Open-labeled, active control, randomized, phase 2 study
in adults with virologically suppressed HIV

Wk 24 primary endpoint Wk 48 Wk 96

% Early Switch Group (96 Wk on ISL+LEN Late Switch Group (48 Wk on ISL+LEN
1 Extension Phase j 100 v P ) 57.(3 )
885

RO ST I, A0 ISL2 mg + LEN 300 mg* PO QW ISL 2 mg + LEN 300 mg PO QW = 80
. mg mg mg mg 5
> > »

for >6 mo; on BIC/TAF/FTC for s/v (n=52) (n=52) £2 o
mo; no history of VF; €5

CD4+ cell count 2350 cells/mm?3; g.:g 40

lymphocyte count 2900 cells/mm?; BIC/TAF[FTC PO QD ISL 2mg + LEN 300 mg* PO QW g 2 5 s g
no HBV infection (n=52) (n=45) "’[;" of52 46/52 ofas / 2'? 145
(N = 105) HIV-1RNA HIV-TRNA No data in window HIV-1 RNA HIV-1RNA No data in window
*600 mg LEN loading dose given on Day 1and 2. 250 cop‘leslml <50 copiesImL 250 copies/mL <50 copies/ml

e Ulonivirine+ Islatravir (ULN+ISL)

« GS-1720 + GS-4182

Colson. CROI 2026. Abstr 516. 39 LA ART Conference



The Future
Long-acting injectable ART

- Ultra-long CAB+RPV (4-monthy)

« CUATRO: phase Ill study in adults and adolescents >12 years (4%), virologically-
suppressed, started (EU-CT 2024-518511-19-00)

 LAI INSTIs under evaluation:

« GS-3242 (Phase 1/2) dosed every 4-6 months
« VH-310 (Phase %2) dosed every 6 months - Prodrug of CAB
« VH-184 (Phase 1/2) dosed every 6 months - 374 generation INSTI

« LAI Capsid Inhibitors
« VH-499 (Phase 1) dosing potentially every 6 months

« LA ARVs + bNAbs

« Ultra LA (VH-184 or VH-499) + NG6LS (ViiV),
« LEN + teropavimab and zinlirvimab (Gilead)

CROI 2026: Gupta (174), Hansen (521),Back (176), Underwood (554), Thakkar (175) 34 LA ART Conference



Alternative Delivery Methods “ “ -

Implants:

* Dosing: months to years, small size (discreet)

Lipid-stabilized
drug- In situ-forming
combination gel/impl

* Key barriers: site reactions, adult studies show suboptimal

Polymer-based

rticl Aqueous oo
particles s drug particle tO I era b | | |ty Dissolving MAPs
i »
Micellaf suspension gjﬁ ikl Hh% ‘Hﬁﬂiﬁ
suspension ! g

Micro-array patches (MAPS):

Monoclonal
antibodies and
antibody-drug
conjugates

Inorganic
nanoparticles

* Intradermal delivery systems

* Preclinical animal studies and PBPK modelling (CAB, RPV, LEN, ISL)

Dissolved in
organic or
oil depot

Oil depot

* Pediatric ARV MAP has high acceptability and high usability among
caregivers, community health workers, health care providers, and
decision-makers in two high-HIV-burden settings, South Africa and

INJECTABLE

Q NONINJECTABLE

External

Polymeric
implant

Uganda.
Gastric
residence
Electronic system émjul .L‘Tl :“"""GEL
implant LR mm I
+ + +

Transdermal
patch

Titanium
implant

Oral solid
formulation

Osmotic

pump
implant

Intravaginal
ring

39 LA ART Conference



* Inequality in access:
* In-country Registration

« Supply
e Cost

 Lack of sustainable implementation
strategy

» Funding constraints for HIV programs

—

| VA
“What Problem?”’

3 LA ART Conference



Long-acting formulations can potentially simplify treatment of HIV in children and
adolescents by addressing adherence challenges.

Rich pipe-line of new paediatric formulations and drug delivery development but
progress has been slow

Equitable access in LMIC remains a concern

To ensure ongoing drug development in a shrinking paediatric treatment market:

« Merging of treatment and prevention regimens
 Evaluation of drugs in adolescents during Phase 3 adult trials will ensure easier access to
new formulations

3 LA ART Conference



Thank you

Children and adolescents living with HIV and their
carers

* Colleagues and investigators who helped me with
the data and shared slides

e Ted Ruel

e Anna Turkova

* CRAYON study team

* LATA study team

* ECF CTU: Rosie Mngqibisa, Rejoice Mosia, Tiyara

Supporting Institutions Funding

N I H R National Institute for
KWAZULU-NATAL PROVINCE Health and Care Research

HEALTH
REPUBLIC OF SOUTH AFRICA

Armugam and team armica .
X . . NHRIE: MRS ELMA
*  ORCHID study team: Anushka Naidoo, Gabriele P
Cromhout, Lee Sewnarain and team 44 Lo )Nat,m. T
. . ’,.\ Allergy and National Institute
* INTSHA-VIP/AHRI team: Thobekile Sibaya and ,,‘.._YAKWAE{,”{J?LWM. m Ifectous Discasos m)*’we"'a'“ea"h
team

. CA P R I SA ENHAMGING Eunice Kennedy Shriver National Institute
° REfI n e/A H RI Tea m AN Fauun.mnn of Child Health and Human Development

Healthy pregnancies. Healthy children. Healthy and optimal lives.

39 LA ART Conference



