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Timeline of Antiretroviral Drug Development
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of HIV as
causative
agent of AIDS

Nevaripine

Cheney L et al. Cells. 2021.



Long-acting Drugs Approved for HIV

LA- Cabotegravir + Rilpivirine

IM, every 4 or 8 weeks
with/with out OLI

FDA/EMA Approved
Jan 2021; ART /4 weeks

Feb 1, 2022: ART /8 weeks
Switch with undetectable VL

Lenacapavir

SC every 6 months
Combined with oral ARV

FDA/EMA Approved

Dec 2022: Twice-yearly treatment
for PLH multi-drug resistant HIV




Drug Delivery Systems and Long-acting Technologies
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Some Long-acting Drugs in Development for HIV

.

5

MANUFACTURER | DRUG CLASS INDICATION REGIMEN ADMINISTRATION | DEVELOPMENT
PHASE
ISL/DOR Merck NRTTI/NNRTI VS STR QD, Oral Phase III
ISL/LEN Merck/Gilead NRTTI/CA VS STR QW, LA Oral Phase II
LEN/BIC Gilead CA/InSTI VS STR QD, Oral Phase II
VH3810109 | ViiV/GSK bNAb TBD TBD TBD, LA Injectable Phase II
GS-6212 Gilead InSTI TBD TBD Q3M, LA Injectable | Phasel
GS-5894 Gilead NNRTI TBD TBD QW, LA Oral Phasel
GS-1720 Gilead InSTI TBD TBD QW, LA Oral Phase I
VH3739937 | ViiV/GSK MI TBD TBD TBD, LA Injectable Phase I
VH4524184 | ViiV/GSK InSTI TBD TBD Q3M+, LA Injectable | Phasel




Patients’ Perspectives




Less Psychological Burden

Preference for CAB + RPV LA versus daily oral ART after up to 1 year of treatment*1—>

Il CcAB + RPV LA Q2M
CAB + RPV LA monthly
ATLAS + FLAIR
SOLAR ATLAS-2MT CARISEL pooled CARLOS

900/0 980/0 990/0 980/0 990/0

Month 12 (n=425) Week 48 (n=306) Month 12 (n=277) Week 48 (n=532) Month 6 (n=255)

1. Ramgopal MN et al. Lancet HIV. 2023.

2. Overton ET et al. Lancet. 2021.

3. Lutz T et al. HIV Glasgow 2022.

4. Rizzardini G et al. J Acquir Immune Defic Syndr. 2020.
5. Scherzer J et al. IAS. 2023



SOLAR Study

47% (n=315) of participants from the SOLAR study “always” or “often”

reported at least one of the following psychosocial challenges with
daily oral therapy:

“Worried about people unintentionally discovering their HIV status” I > Fear of disclosure
“Worried about forgetting to take their HIV medication” i > Adherence anxiety
“Felt that taking their HIV medication was an uncomfortable reminder | > Daily reminder of HIV

of their HIV status”

1. Ramgopal MN et al. Lancet HIV. 2023.
2. Scherzer J et al. IAS. 2023



SOLAR Study

Patients reporting symptom, %

Chounta V et al. IAS. 2023.

Participants that reported experiencing psychosocial challenges at BL and Month 12*
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SOLAR Study

HIVTSQs total score 58 (BL) 66 (maximum)

Adjusted mean change Adjusted difference

from BL (95% Cl) (95% Clyt

CAB + RPV LA Q8W _
{BL, n=466; 3.86(3.14,4.57)
Month 6, n=436; Month 6

Month 12, n=410)

BIC/FTC/TAF QD

(BL, n=222:

Month 6, n=220;

Month 12, n=213) Month 12

4.26 (3.02, 5.49),
! p<0.001
—0.40 (-1.41,0.61)

+3.36 (2.59, 4.13)
} 4.95 (3.59, 6.31),

p<0.001
—1.59(-2.71,-047)

Significantly greater increase in treatment satisfaction from BL after switching to CAB + RPV LA Q8W
compared with continuing current daily oral ART at Months 6 and 12

1. Ramgopal MN et al. Lancet HIV 2023
2. Woodcock A and Bradley C. Value Health 2006



SOLAR Study

Mean HIVTSQs change from baseline item score
at Month 12*

HIVTSQs individual items: 05 0 05 1
) L 0.9

6: Flexibility of recent treatment?

10: Satisfaction with continuing present 09

treatment?
5: Convenience of recent treatment?

8: Satisfaction with impact of treatment on
lifestyle?

11: Ease or difficulty of recent treatment?

4: Satisfaction with current regimen demands?

9: Willingness to recommend present treatment 02

to others?

02
B CAB + RPV LA Q2M (n=410)!

M BIC/FTC/TAF (n=213)

1. Satisfaction with current regimen?
7. Satisfaction with HIV understanding?

2: Perception of recent HIV control?

3: Satisfaction with the side effects of
cumrent treatment?

12: Satisfaction with amount of —05
discomfort/pain on present treatment?+

At Month 12, treatment satisfaction had improved from baseline in 9/12 individual items for CAB + RPV LA participants, with the
greatest improvements observed for treatment flexibility, satisfaction, and convenience

Chounta V et al. IAS. 2023.



SOLAR Study

| don’t have to worry as much
about remembering to take
HIV medication every day

It is more convenient for
me to receive injections
every 2 months

Why do they prefer long acting therapy to oral therapy?

Y

| do not have to carry my
HIV medication with me

| do not have to think about

Q\\\\‘\\ my HIV status every day
\i\\\ $ >

.'\'\\\\\\\ '

bl i | do not have to worry

about others seeing or 29%
finding my HIV pills

0% 20% 40% 60% 80% 100%

Proportion of participants, %t

Ramgopal MN et al. Lancet HIV 2023



CARISEL Study

99.3%*
Phase lll study, single-arm, open-label study designed CAB + RPV LA

to evaluate acceptability, sustainability and satisfaction
with implementation of a CAB + RPV LA regimen by
PLHIV and their HCPs

0.7%*
Daily oral ART

430 participants, who had been treated with daily oral

. , n=379 n=277
ART for at least six months, received CAB + RPV LA B Completed the

question correctly
treatment

@ Did not complete the
guestion correctly

[0 Missing data/did
not complete the
question correctly

Lutz T, et al. HIV Glasgow 2022



CARISEL Study

Reasons for preference

81.6
80.9

| do not have to carry my HIV medication with me

It is more convenient for me to receive injections Q8W

| do not have to worry as much about remembering to take my HIV medication every day 71.1
| do not have to think about my HIV status every day

| do not have to worry about others seeing or finding my HIV pills

| was tired of taking tablet(s) for my HIV every day

| feel more in control of managing my HIV condition
| like more frequent interaction with my HIV healthcare provider
| believe injections are more reliable than daily oral medication to keep my viral load undetectable

| have difficulty swallowing oral HIV medication

|
100
Proportion of participants selecting response (%), n=275

The most frequent reasons for preferring CAB + RPV LA were fewer worries about forgetting medication,
less burden of taking daily medication and fewer worries about stigma

Lutz T, et al. HIV Glasgow 2022



CARISEL Study

24.5%

n=379

Lutz T, et al. HIV Glasgow 2022

56.5%

Perception of stigma

B Completely agree
B Agree

Il Neutfral

Bl Disagree

0 Completely disagree

& Missing

81% of patients agreed or completely agreed
that CAB + RPV LA was less stigmatizing than
oral medication



CARLOS Study

* The prospective CARLOS cohort was initiated to generate real-world evidence describing the effectiveness,
adherence and experience of participants on CAB + RPV LA in routine clinical care in Germany

 CARLOS is a non-interventional, 3-year multicentre cohort study including PLHIV who switched from
suppressive daily oral ART to CAB + RPV LA dosed Q2M, in accordance with the label

Fear of disclosure Adherence anxiety Daily reminder of HIV

‘How often are you worried people may

. . . ‘How often are you worried about forgetting to ‘How often is taking your HIV medication an
unintentionally discover your HIV status N . . ;
\ take your HIV medication? uncomfortable reminder of your HIV status?
because of your current HIV treatment?
= (n= 325) (n=325)
(n=325)
.09 6,8%
8.0% 4 12.0% 0
22.2% 24.0%
27,4%
27,7%
29,5% 21,2% 26,5%
31.1%
. Always Often Sometimes Rarely Never

Overall, 49% of participants reported always/often experiencing at least one psychosocial challenge with daily oral ART at BL

Scherzer J, et al. IAS 2023



CARLOS Study

Reasons for preference

Mean HIVTSQs change from baseline item score at Month 6
—0|.5 0 0i5 1 1.9

12

HIVTSQ individual items:

10: How satisfied would you be to continue with your present form of treatment?

5: How convenient have you been finding your treatment to be recently?
8: How satisfied are you with the extent to which the treatment fits in with your lifestyle?
6. How flexible have you been finding your treatment to be recently?

11: How easy or difficult have you been finding your treatment to be recently? 0.7
4: How satisfied are you with the demands made by your current treatment?
9: Wilingness to recommend present treatment to others?

1: How satisfied are you with your current treatment?

7: How satisfied are you with your understanding of your HIV? B CAB +RPV LA Q2M (n=253)
2: How well controlled do you feel your HIV has been recently?

3: How satisfied are you with any side effects of your present treatment?

12: How satisfied are you with the amount of discomfort 04

or pain involved with your present form of treatment?
Deterioration Improvement

Most participants preferred CAB + RPV LA over daily oral ART, primarily for reasons relating to convenience and fewer

Scherzer J, et al. IAS 2023

concerns about adherence



ILANA Study

* Multicentre, phase IV study that evaluated feasibility and acceptability of CAB + RPV LA administration at NHS

HIV clinics and community settings in PLHIV receiving the regimen as part of their routine clinical care
e A particular focus on women, racially minoritised people and older PWH
e Semi-structured qualitative interviews with 14 patients and 13 HCPs

* Most BL interviews took place prior to first injection ‘ w

At BL, CAB + RPV LA was highly acceptable to patients and HCPs



ILANA Study

l’ BARRIERS FACILITATORS I‘

* Potential side effects and pain * Relief from pill fatigue and daily reminder of HIV
* Potential for drug resistance * Discrete nature of injections

* Convenience of injection schedule

* Benefits outweigh discomfort

 Confidence in effectiveness of CAB + RPV LA

1. Hayes R, et al. Spring BHIVA 2023
2. Hayes R, et al. IAS 2023



IMPAACT 2017/MOCHA Study

Wk 4 Wk 24 Wk 48 Wk 96
Cohort 2: adolescents \ A }
>12 to <18 yr with HIV Switch to LA CAB + RPV
and virologically mand CAB +RPV IM, Q8W

suppressed; weight >35kg oral, QD
(N = 144%)

*n = 44 were rollover from cohort 1.

= Wk 48 virologic success per FDA snapshot:

97.2%
— All with Wk 48 assessment (n = 140) had All 140 participants who
HIV-1 RNA <50 c/mL responded to Wk 48
" No cases of CVF Preference Questionnaire

(2 consecutive HIV-1 RNA 2200 ¢/mL) o )
* Median predose CAB and RPV concentrations at preferred LA mjectlons to

Wk 48 approximated those in adults and were dally oral treatment
above respective protein-adjusted ICy,

Guar et al. AIDS. 2024



Potential for Improved Adherence

v" Ward 86 HIV Clinic in San Francisco Characteristic Patients With Viremia Patients With Virologic Overall Sample
. . . . (n=57) Suppression (n = 76) (n=133)
serves publicly insured patients with Median age (range), y 48.0 (25.0-68.0) 3445 (29.0-68.0) 36.0(25.0-68.0)
1 H Gender, n (%)
high rates of menta.al llness, substance Cisgender man 51(89.5) 66 (86.8) 117 (88.0)
use, unstable housing Cisgender woman 5(8.8) 6(7.9) 11(8.3)
Transgender woman 1(1.8) 4(5.3) 5(3.8)
Race/ethnicity, n (%)
Black 13(22.8) 8(10.5) 21(15.8)
Latino/Latina 18 (31.6) 25(32.9) 43 (32.3)

v i H _ i White 23 (40.4) 27 (35.5) 50 (37.6)
DemonStratlon proJeCt for Iong aCtlng Multiracial/other 3(5.3) 16(21.1) 19(14.3)
CAB/R PV Housing status, n (%)t

Experiencing homelessness e 6(10.5) 3(4.0) 9(6.8)

Unstable = 24 (42.1) 23(30.3) 47 (35.3)

Stable 27(47.4) 50 (65.8) 77 (57.9)
Insurance, n (%)

‘/ H H H. Medicare, Medicaid, or both 55(96.5) 73(96.1) 128 (96.2)
Inclusion criteria: ADAP 2(3.5) 3(4.0) 5(3.9)

-No RPV or INSTI mutations Current stimulant use, n (%)t ) 28(49.1) 17 (22.4) 45 (33.8)

- .. Mean logs viral load (SD) 4.21(1.30) NA NA

-Express willingness to come to clinic g4 Median CD4 cell count (IQR), x 10° cells/Lt 0.215 (0.075-0.402) 0.615(0.395-0.818) 0.422 (0.219-0.749)

weeks

Gandhi M et al. Annals of Internal Medicine. 2023.



Potential for Improved Adherence

%
=

v' 97.5% virological suppression rate median 26 weeks

~N
(v
L

v' 74% on-time injections

S

v In those with suppression, 100% remained undetectable

v" Among viremic PWH, all suppressed but 2 with early virological
failure

N
i

-

o
i

T

v" Current cohort virological failure rate 1.5% similar to that across 77— T— 77—
0 4 8 12 16 20 24 28 32 36 40 44

clinical trials (1.4%) by 48 weeks Weeks Since First Injection
At risk, n
57 49 2 12 8 7 3 1 1 1 1 0

Proportion Achieving Viral Suppression,

The dashed lines indicate the 95% CI.

Gandhi M et al. Annals of Internal Medicine. 2023.



Subcutaneous Administration

FLAIR SC Substudy Design

Enrolled into optional Screening/ SC Abdominal Return to Gluteal

FLAIR parent study SC substudy: N=94* “~ IM Gluteal Phase™ Injection Phase “~ Injection Phase

N=566;

CAB + RPV LA, n=283 * A minimum of 12 months in

_ FLAIR on CAB + RPV LA
ARG 2 L Ll L « No histgryif SVF or CAB (400 mg) + RPV CAB (400 mg) + g&B{é;%Om";%”L;
1 >1 plasma HIV-1 RNA (600 mg) LA IM Q4W RPV (600 mg) LA SC Q4W IM Q4W
measurement
FLAIR Extension Phase 250 to <200 copies/mL
N=475 recelving * Plasma HIV-1 RNA >
CAB + RPV LAt - <50 COpiESfITIL at I I I I I I
substudy screening Screening Day 1 Week 4 Week8  Week12  Week 16
(Week —4) SC sC SC IM IM

M

D’Amico R et al. AIDS. 2024.



Subcutaneous Administration

Injection Site Reactions Acceptability of ISRs
CAB + RPV LA c Totally 1 - p=0.145
Parameter {n=93) o} E acceptable ‘ ' T |
Number of injections, n 542 E ) one
ISR events, n* 816 P very , | e
Pain, n (% of injections) 260 (48) E _% acceptable
Nodule, n (% of injections) 183 (34) o=
Erythema, n (% of injections) 142 (26) @S Moderately | p<0.001
§ ‘®  acceptable
Induration, n (% of injections) 66 (12) o g
Swelling, n (% of injections) 66 (12) » O :
O Z A little 4 -
Grade 3, n (% of ISR events)t 17 (2) E 5 acceptable
Median duration, days (IQR) 10 (4, 29) ? o
- ) N c £
R 55 Nt - - , -
= acceptable
Week -3 Week 1 Week 9 Week 13
IM sSC SC IM
-o—CAB —o—RPV

v" The median duration of nodule, induration, and erythema ISRs was longer with SC
injections vs. IM injections (39 vs. 9 days, 33 vs. 26 days, and 11 vs. 4 days, respectively)

D’Amico R et al. AIDS. 2024.



Subcutaneous Administration

“Which injection site do you prefer”
(1 week following 3™ SC injection)
(n=85)

Common reasons given for preference

IM injections:
* Less injection site swelling (58%, n=29/50),

T
7% 4
4 nodules (58%, n=29/50), and pain (54%, n=27/50)

= [M injections

SC injections:
Convenience (86%, n=25/29) and injections not
interfering with daily activities (59%, n=17/29)

SC injections

» No preference

v" SCinjections led to a higher incidence and longer duration of ISRs, resulting in lower acceptability of, and satisfaction
with, SC injections compared with IM injections

v" Further development of this treatment regimen for SC self-administration will not be pursued

D’Amico R et al. AIDS. 2024.



Take-home Messages

v’ Long-acting drugs for HIV treatment
may reduce the psychological burden
of HIV

v’ Long-acting therapy may be considered
a valid strategy for those with
adherence issues

v One of the reasons why long-acting
therapy is preferred to oral therapy is
because it is less stigmatising
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