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Long-Acting
Injectables
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Treatment
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Possible Phase 2 (tim

Lenacapavir & G5-1614 Phase 1
yrterly tabls (timekine TBC)

Lenacapavir & GS-3242

Phase 2 (timefine TBC)

Possible Possible

regulatory  product
approvals  introduction 1# 1

Possible Possible

regulatory  product
approvals  introduction

Possible Possible (
regulatory | product
approvaks | introduction

MK-8239 Phase 1: Ongoing = SRS e

SRR : (timeline TBC) Possible Phase 2

WICE-yCarly | {

Lenacapavir & Islatravir : ‘::;t Possible product

Weekly -:H'"’:'"Z introduction

GS-4182 & GS-1720 2 Fosib® | Possble produc
Waookly ase 2/3 (og——Y introduction
Teensy approvals

Islatravir & Ulonivirine!

Weekh
Weekly

mzmm‘ il ’ Possible Phase 3 timeline TBC

GS-3107 & QM INSTI

[Y)

fonthly

Phase 1 Possible Phase 2 (timeline TB()

Possible Phase 3 (timeline 1B()

Possible Possible
regulatory product
approvals | introduction
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Journal of
Antimicrobial

J Antimicrob Chemother
https://doi.org/10.1093/jac/dkae480 Chemothera Py

Safety and efficacy of long-acting cabotegravir/rilpivirine
versus standard oral antiretroviral therapy: a systematic
review and meta-analysis

Samuel Bungaran Partahi Saud Manalu (5 **, Andrea Perez Navarro?, Cassandra Fairhead (3 * and Andrew Hill (& *

TSchua! af Pubthealth Imperial Co”ege Londan London, UK; 2School of Medicine, !mpenui Ccﬂege London, Londan UK; ’Chante
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Overview of WHO
recommendations

on HIV and sexually transmitted infection testing, prevention,
treatment, care and service delivery
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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 -
w No previous treatment failure
Enrolled in Uganda, Kenya, Zimbabwe and South
Africa P _ 9 _ 4 @A I ||#$% _ )

Already on treatment for = 1 year !
They were randomly allocated to one of these 2 groups:

HIV undetectable for = 1 year

Injections every 8 weeks Daily tablets

1 1 1 1 ' 1 " "

‘montn " ' montn' 'month' month! ° — &
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Are long-acting injectables effective?
Proportion of young people with 2 consecutive viral ° B - #1 6 (y
loads 250 copies/mL by 96 weeks: - - 0
f Injections <’ Daily tablets
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Long-acting injectables were more
effective than daily oral TLD tablets. ) /0%
Are long-acting injectables safe? 7
« No differences in safety between groups
* Most people in the long-acting injectables group had [ % 4 _— & —_— E 2 % Q
mild injection-site reactions, usually pain, which quickly
resolved. n ,)
What did young people think of long-acting ) F H < F3 011 +
injectables?

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

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

living with HIV. rd
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o« RAIDS 2026

Adjusted dilferance in proportion HIV-1 RNA 250 copies/mL

2.8% (95% CI

(LAI-control):

5,2%, 0.5%), p=0.018

LAI superior to

4

]
Differance in percentage with confirmed viral rebound by week 96
LAI better

control
(p=0.001)
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LA ART interpretation

= \
£ \
pgpul.?tri‘uné::sm £S5 CABLA+RPVLA | ayeac
218 y.o. with adherence or SCREENING “% 600 | post- \
engagement challenges PHASE e mg / 900mg ":‘“:: y
25 IM asw
1. HIV-1VL>1000 ¢/ml In prior 2 yrs &
despite being on ART HIV-1 VL <200
2. History of loss to follow up (>4 wks)
3. Unlinked to HIV care >3 months since </mi for 23 \
months at the L

end of screening
Key exclusions:

+ Secondline ART

Pregnant or breastfeeding

Positive hepatitis B virus surface antigen

2NRTI + DTG ) —
=

2NRTI + DTG

randonsation
w1 was whe

1 ( <75+

3o- H@#F N E** . NAF

64 3 E=F *NE F

1 )2 4) 3 E=Ff *Af<<t F

/ L) - &3 E=F AE* + F

3 E=F < E OtAF

180Q* 3 E=f E o+ F
oN3 - ) T H@#F <EN *.AO*F
#1 - 3 - H@#F O+ EN+ . +AF

$ 0z 6- 4 I E=F N E +*F

$ 2 BB#10 E=Ff N EOA+*F
7% 73 E=F O*E NF
81 #$U# 87 t=F AE +OF
8) 1# 87 t=f E +*F

HIV VL <30 copiesiml LA ART /N (%) Oral /N (%) — Inferior Non-inferior —  Superior — aRD (95% GI)
- ] -
-384 (& 3'&, :- ,
0/ 0/ Primary analysis {ITT-E) 230/268 (892) 232/269 (85.2) ' 1 29(2684)
0 0 .
T
I
On-label analysis (PP} 191/209 (91.4) 178/199 (89.4) o —1—— 1.5¢4.1,72)
I
1,284 :
. ITT-E sub I i
" -E subgroup analyses: I
& &'&,3- :
\
I
CD4 <500 cells/y 80/89 (89.9) 75/86 (87.2) ! I | 40(-52,13.2)
i
97+ * 3, :
9 ©D4 2500 cellsip 1591179 (88.8) 157/183 (85.8) , —t—e—— 29(39,97)
DLH :
I
|
- 44 ) K <= BMI <30 178/200 (89.0)  192/218 (88.1) : I b | 0.9¢52, 7.0)
\
H< = 06 + :
A NI_ B 6 4 BMI 230 81/65 (89.7) 40/51 (78.4) ! I | 103 (25, 23.1)
-15 =10 -5 5 10 15 20 25
Risk Difference Percentage Points (95% Cl
LA ART interpretation
Anfiviral actviy LAARTON(G  OralniN (%) —Superior  —Non-iferior Inferor — aRD (95% CI)
i
1
Virologic non-response 181268 (6.7) 201269 (108) |——O——1| f -40(87,06) L
it | C ?<3 0016 3
i
1
Vidlogicnonesponse  12209(57)  18/199 ©0) ———— 26(77,22) % ) )) - >
(On-label PP) '
— n
A t =E0" AF
Corfirmed vial falure 71268 26) 2269 07) H—e— 19(93,40)
(ITT-E) o J— 1]
: 0=E" <
Confirmed vialfalure 4209019 11199 (05) H—e—11 15(07,38)
(On-label PP) ! 1 ) ) 4 N A
i
|
%f ;Tnsmvlly analys's 10268 (37) 230269 8§) ——————8——— E 49(89,08) # - <= E6 +* N+ F
1
CVF sensitivity analysis  6/209 (29) weagy b—— | | 42(83,00)
(Onvlabel PP) |

-0

5
Risk Difference Percentage Points (95% Cf)
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HPTN 083

INSTI RAMSs
9/47 (19.1%)

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

SeroPrEP

INSTI RAMs
517 (71.4%)

Viral Suppression

7/7 (100%) w/ boosted PI

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

Real-world
CAB/RPV Failure

INSTI RAMs
6/6 (100%)

Viral Suppression

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

9 0=

Glguare P, et al. J. AIDS. 2025, 30(0).777.0. 2.
Gigunen B, st al AN 2025 Poxter #1110
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#>1 ? C >17:41
757 #0+8

+ 7 +8+4 D<8 1

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

&R

Key inclusion criteria

- Age 18-85 years

- HIV-1 RNA <50 copies/ml for
212 months

- Haghly susceptible 10 both bNAbs
(ICsq $2 poimL )

104 weeks of LEN + TAB + ZAB

LEN + TAB + ZAB Q6M®
aasesul s3mne.s

aton of TAB and ZAB

LEN + TAB + ZAB Q6M

r— 52 weeks of LEN + TAB + ZAB ——
N=80

Continue Oral Stable

Switch to LEN + TAB + ZAB Q6M
Baseline Regimen (SBR) st abn of TAR and 7AF

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)

222
C

% EO085 1# = =

>
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100

80 1
60
40 4
20 1

Participants, %

+
=

085 1

2% 0%
n=1/41 n=0/19

HIV-1 RNA 250 copies/mL

it

2

HIV-1 RNA <50 copies/mL

“H#

98% 100%
n=40/41

I Len+ TAB + ZAB

I sBR > LEN + TAB + ZAB

bNAD Susceptibility Resuits at Screening (n=200)

TAB IC,, (Hg/ML)

>50 am

.
1 I I 1
0.01 0.1 1 10 >50
ZAB IC,, (pg/mL)
@ Envolied paricipants

. Screening falures (any reason)
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Eligibility criteria: ISLILEN 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)

i oy e V/al VOIODIG RS Placebo to match ISL/LEN QW
* No HBV infection2.

T T
D1 wa4s W96

'y
Stratification:
* Region (US vs non-US) = ok
- imary en 3
g&‘;zg:},oggs‘gf% - HIV-1 RNA 2 50 copies/mL per US FDA Snapshot V & /1 2) - -
Secondary endpoints:
and = 500 cells/uL) + HIV-1 RNA < 50 copies/mL V & /1 & /1 2
- Change from baseline in CD4+ T-cell count 2 ) L ) - -
L Adh events | di to tr discontinuation
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Participants, %

80

60

40

20

Primary Secondary
Endpoint Endpoint
934 924
B ISULEN QW (n=304)
W B/F/TAF QD (n = 303)
66 73
003 |
HIV-1 RNA HIV-1 RNA No Data in
250 copies/mL® <50 copies/mL Window®

0 1 284 280 2 2

"B

Difference (95.002% CI)¢
in Proportion (%) of Participants With
HIV-1 RNA 2 50 copies/mL

Favors ISULEN  Favors BIFITAF

03 |
,_’;_
A4 08
S 4324012345

Participants, %

2 28 8

Mean (SD) Adherence, %
»n
=1

-N) - )

Mean (SD) Change From
Baseline, cellsipl

=

Adherence by Pill Count Through Week 48°
B |SULEN QW (n =301 ™ B/F/TAF QD (n = 301p

98.9 95.8

100 89.4
2 80
g
£ 60
L]
i
S 40
§
ol | N 13 56
) 0 — mmm
ISLLEN QW BIFITAF QD <80% 2 80% to < 90% 200%
(n=301) (n=301) 4 204
15 17 269

NA

== ISULEN QW (n = 304) =8 B/FITAF QD (n = 303)

Change in CD4+ T-Cell Count Change in Lymphocyte Count

ISULEN vs BIFITAF
Dif in LSM (95% CI) 12 (-16, 39)

Mean (SD) Change From
Baseline, x 10° cells/ul
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100

80

Participants, %
a o
o o

N
(=]

o

Difference (95.002% CI)"

952 955 ® |SL/LEN QW (n = 314) . b L )
®m Daily SOC (n = 312) in Proportion (%) of Participants With
HIV-1 RNA 2 50 copies/mL
Favors ISL/ILEN  Favors SOC
No:nn!onomv
margin
-1.0
3.0 1.1
0.3 1.3 4.6 3.2

HIV-1 RNA
2 60 copies/mL* < 50 copies/mL

HIV-1 RNA No Data in
Window" S -4 3 2 1 0 1 2 3 45

...... ia an Participants, %
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P *BiS A

VALA74
N QK

1:1 Randomization

]

IR <

V4))

ISL 2 mg + ULO 200 mg QW

(N ~75 planned)

ISLAULO (2 mg/200 mg) QW

ISL 2 mg + ULO 200 mg QW

Week 24 Week 48 Week 96
Primary Secondary Secondary
ndpoini Endpoints Endpoints
Primary endpoints

= HIV-1 RNA 250 coplesimi. at Week 24
« Overall AEs and AEs of study

No formal hypothesis testing was planned®

? N

= SL+ULO QW (N = 78)
W BIC/FTC/TAF QD (N = 79)

Percent (%) of Panticipants

) # 8 [SA "R< "P *BF

-26%
(-10.3,43)

* Primary endpoint: at Week 24, 0.0% (0/78) of
the participants who switched to ISL+ULO
had HIV-1 RNA 250 copies/mL vs 1.3% (1/79) of
those continuing BIC/FTC/TAF (difference: -1.3%,
95% CI: -6.9, 3.5)

* No participants had HIV-1 RNA 2200 copies/mL,
and thus none met criteria for post-baseline
resistance analysis

1001
m4
m4
404
-1.3% (-6.9,3.5)
20
g
N (nng (1.3%)
1 HIV-ARNA

250 coples/mL

HIV-1 RNA No virologic data
<50 coples/mL in window
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