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Content

e Renaissance
* Reassurance
* Rethink

* Reality?

the rebirth of islatravir
a head-to-head of injectable CAB/RPV vs Biktarvy

DTG+DRV/r after 15t line NNRTI failure
bNABs + lenacapavir




RENAISSANCE: islatravir




TOTAL LYMPHOCYTE COUNTS +/- CD4 IN ART & PREP TRIALS
MONTHLY ORAL FOREVER NO MORE
ANNUAL IMPLANT HOPEFUL?
BACK IN TRIALS: DAILY ORAL (WITH DOR)
BACK IN TRIALS: WEEKLY ORAL (WITH LEN)




WHAT WAS NEW AT CROI 2023? NOT MUCH. VERY DETAILED
ANALYSIS ACROSS MANY TRIALS CONFIRMING DOSE RELATED
CELL COUNT CHANGES + CONFIRMING 0.25MG DAILY IS
PREDICTED TO BE SAFE + EFFECTIVE




Assessment of lymphocytes across programmes

Study# | Desgn | Popinion _——_[Dose | N Comprmior | N_

HIV Prevention

MK8591-016 Blinded; 2:2:1 Adults without HIV ISL 60 or 120 mg once 194 Placebo 48
phase 2 randomization monthly (QM)

MK8591-022  Blinded; 1:1 Cisgender women ISL 60 mg QM 362 | |FIC/TDE 365
phase 3 randomization

MK8591-024  Blinded; 2:1 Cisgender men & ISL60 mg QM 328 FTC/TDFor FTC/TAF 166
phase 3 randomization transgender women

HIV-1Treatment

MK8591-013  Blinded; 1:1:1:1 Virologically suppressed ISL 20 mg + 8507100, 200, 121  BIC/FTC/TAF 40
phase 2 randomization or 400 mg once weekly (QW)

MK8591A-017 Open-label; 2:1 Virologically suppressed ISL 0.75/DOR 100 mg once 662 Baseline ART 336
phase 3 randomization daily (QD)

MK8591A-018 Blinded; 2:1 Virologically suppressed ISL 0.75/DOR 100 mg QD 322 BIC/FTC/TAF 319
phase 3 randomization

MK8591-011 Blinded; 1:1:1:1 Treatment-naive ISL0.25,0.75,0r2.25mg + 112 DOR/3TC/TDF 31

phase 2 randomization DOR100mg QD

Squires K et al. CROI 2023. Oral abstract 192



summary

« ISL dose-dependent decreases from baseline were observed in mean total lymphocyte counts and CD4+ T-
cell counts, with greater decreases observed at the higher ISL doses administered QW (20 mg) and QM (60
mg) compared with QD (0.75 mg) administration

« Among participants who discontinued ISL in PrEP studies, the percent change in total lymphocyte counts
have returned to levels similar to the control group

- Inthe DOR/ISL (100/0.75mg) QD studies, decreases in total lymphocyte counts and CD4+ T-cell counts
stabilized between Weeks 48 and 72

« Incidence of infection was not increased in ISL-treated participants compared to control groups

- These investigations, together with clinical and modelling data identified an ISL-TP threshold level (and
subsequently ISL clinical doses) below which decreases in lymphocyte cell counts are not expected to be
observed

Squires K et al. CROI 2023. Oral abstract 192



ISL development: next steps

« ISL-Triphosphate Sub-study

» Objective: to evaluate intracellular exposure in PWH receiving long-term (e.g. greater than 1year) ISL
0.75mg QD

« Immune function of ISL-exposed cells Sub-study

» Objective: To assess the functionality of lymphocytes (CD4+ T-cells and B cells) obtained from PWH
receiving ISL0.75mg QD

« Clinical development of ISL for treatment of HIV-1 has resumed
» Doravirine/ISL 100/0.25 mg orally once daily

» ISL 2 mg plus lenacapavir 300 mg orally once weekly

Squires K et al. CROI 2023. Oral abstract 192



DOR/ISL (100/0.75mg) vs BIC/FTC/TAF

Population
. CLV\I/H .218"years of aged DORé::CLe(;g?éoé;E /r_;_'lz’):and DOR/ISL (100/0.75 mg)
(F;:':St;?;c;NyAsgggresse taken once daily taken once daily
copies/mL) for 23 months on 1:1
B/F/TAF
« Documented HIV-1RNA <50 B/F/TAF and B/F/TAF
copies/mL at screening Placebo to DOR/ISL (100/0.75 mg) taken once daily
* No history of treatment scallidielns
failure on any regimen Randomization
* Noknown resistance to | | [ | |
DOR* Screen Day1 Week 48 Week 96 Week 144
» No active HBV infection (Baseline)
e . "
*V106A/M, V108I, Y188L, H221Y, P225H, Y Y
F227C/L, M230l/L, L234l, P236L or Y318F Blinded Intervention Open Label

Primary Efficacy Endpoint: HIV-1 RNA =50 copies/mL at Week 48 (FDA snapshot
approach), non-inferiority margin 4%

Mills A et al. CROI 2023. Oral abstract 197




Study population

« 89 study sites in 11 countries [ 641 "”:“T;ed and }
« Recruitment Feb 18, 2020 - Sept 3, 2020 rea]
« 726 individuals screened {
« 83 not randomized (39 screen failures) (?(2)%/%07%/::;) o sl S 10 B/E/TAF

Enroliment by Region

17 (5.3%) discontinued
treatment

18 (5.6%) discontinued
treatment

Adverse event
Lack of efficacy
= Europe

» North America

8
1
0 Lost to follow-up
1
Asia/Pacific 1
1
0
1
4

Non-adherence
Physician decision
= Latin America Pregnancy

Protocol deviation

Other

G ‘wb ed b - O A O O

Withdrawal by participant

305 (94.7%) 301(94.4%)

completed Week 48 completed Week 48

Mills A et al. CROI 2023. Oral abstract 197



Demographics & baseline characteristics

oy DOR/ISL (100/0.75 mg) B/F/TAF

Female sex at birth, n (%) 105 (33) 77 (24)
Age (years), median (range) 48.0(20.0 - 76.0) 48.0(19.0 - 77.0)
Race, n (%)
White 240 (75) 239 (75)
Black or African American 58 (18) 55(17)
Asian 14 (4) 13 (4)
Hispanic or Latino Ethnicity, n (%) 64 (20) 55(17)
Years since HIV-1diagnosis, median (range) 10.2 (0.6 - 37.6) 9.4 (0.6 - 38.1)
Months of B/F/TAF prior to enroliment, median (range) 14.4 (3.5-59.2) 15.3(3.4-57.9)
CD4+ T-cell count (cells/mm?3)
Median (range) 645 (147 - 3035) 704 (62 - 1856)
>350 cells/mm?3, n (%) 287 (89) 294 (92)
>200 and €350 cells/mm?3, n (%) 31(10) 21(7)
<200 cells/mm?3, n (%) 4 (1) 4 (1)

Mills A et al. CROI 2023. Oral abstract 197



W48 virologic outcomes: FDA snapshot

100+ . . M DORI/ISL (100/0.75 mg) (N=322)
S38% el W BIF/TAF (N=319)

80- K \
= One participant taking DOR/ISL had
£ virologic failure (confirmed plasma
© 604
s HIV-1RNA 2200 copies/mL) at
S
& Week 12
,2 40- * Noresistance detected to DOR or ISL
213 in plasma samples
o
“* * |ISL was not detected in plasma

204 Primary Endpoint samples collected at Week 12

Difference 0.31%

(95% C1 -1.19, 1.96)
5.6% 5.3%

0 0.6% 0.3%
n=2 n=1 n=302 n=301 n=18 n=17

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

Mills A et al. CROI 2023. Oral abstract 197




CD4 changes

2000 - ¥ DORJ/ISL (100/0.75 mg)
° g . B BFITAF
- A : i N §
285 1500 A » t ‘
% :
L
€
3 1000 -
O
8
.- -
4 500
a
O
200 ——
i) 3 N
| | T
Baseline Week 24 Week 48

N 322 319 304 302 301 298

Mean (cells/mm?3) 679 715 687 782 661 761
Mean Change (cells/mm?3 - - _ . Difference -68.1,
ge ( ) 10.9 67.6 19.7 40.5 95% C1 04,7, -414
Mean % Change - = 5.2% 15.7% 0.9% 12.8%

Figure key: box represents the IQR (Q3-Q1), horizontal line represents the median, and symbol represents the mean.
One DOR/ISL participant, with a CD4+ T-cell count >2300 cells/mm? at all timepoints, is not shown in the figure.
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phocyte changes
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Total Lymphocyte Count (10° cellsiL)

-

I I

Baseline Week 24 Week 48
N 322 319 309 300 291 288
Mean (10° cells/L) 1.91 1.98 1.82 2.06 1.69 2.00
*Difference -0.24
9 _ _ )
Mean Change (10° cells/L) -0.08 0.08 -0.20 0.02 1* 959 (| -0.31,-0.18
Mean % Change - = -2.4% 5.9% -8.4% 3.3%

*Post-hoc analysis.

Figure key: box represents the IQR (Q3-Q1), horizontal line represents the median, and symbol represents the mean.

Mills A et al. CROI 2023. Oral abstract 197



Adverse events

i DOR/ISL (100/0.75 B/F/TAF Diff
e i & (N-319)

>1 AE 229 (71) 238 (75) -3.5(-10.4,3.4)
Drug-related® AE 32 (10) 38 (12) -2.0(-6.9,2.9)
Toxicity grade 3-4 AE 28 (9) 27 (9) 0.2(-4.2,4.7)
Serious AE 13 (4) 15 (5) -0.7(-4.0, 2.6)
Serious drug-related AE 0(0) 0 (0) 0.0(-1.2,1.2)
Deaths 0(0.0) 0(0.0) 0.0(-1.2,1.2)
Discontinued due to an AE 8 (3) 8(3) -0.0(-2.7,2.6)
Discontinued due to a drug-related AE 6(2) 5(2) 0.3(-2.0,2.6)
Discontinued due to a serious AE 1(<1) 0 (0) 0.3(-0.9,1.7)

2Based on Miettinen & Nurminen method.
®Considered by the investigator to be related to the study drug.
AE=adverse event.

Mills A et al. CROI 2023. Oral abstract 197



Most common adverse events

Ll DOR/ISL (100/0.75 mg) B/F/TAF Difference
000 o prticpant s oy

All causality events (25% incidence in either group)

Headache 25(8) 23(7) 0.6(-3.6,4.8)
COVID-19 19 (6) 18 (6) 0.3(-3.5,4.0)
Arthralgia 17(5) 19(6) -0.7(-4.4,3.0)
Back pain 13(4) 17(5) -1.3(-4.8,2.1)
Diarrhea 8(3) 20 (6) -3.8(-7.3,-0.7)
Drug-related events (25 participants in either group)
Nausea 8(3) 2(1) 1.9(-0.1,4.3)
Dizziness 1(0) 5(2) -1.3(-3.3,0.3)
Myalgia 0(0) 5(2) -1.6(-3.6,-0.4)
Infection Related AEs

« Infection rates were comparable between treatment groups (DOR/ISL 31.4% vs B/F/TAF 30.7%)

« 1CDC AIDS-Defining Category C event in each group
+ DOR/ISL: esophageal candidiasis
B/F/TAF: recurrent Kaposi sarcoma

Mills A et al. CROI 2023. Oral abstract 197



Conclusions

In PLWH who are virologically suppressed for 23 months on B/F/TAF

« DOR/ISL (100/0.75 mg) was non-inferior to continued B/F/TAF in maintaining virological
suppression of HIV-TRNA <50 copies/mL through 48 weeks of treatment
* No DOR or ISL resistance was observed through Week 48

« DOR/ISL (100/0.75 mg) was generally well tolerated with a comparable adverse event profile to
that of continued B/F/TAF through 48 weeks of treatment

* Decreases in CD4+ T-cells and total lymphocytes in the DOR/ISL group were modest
» These decreases were not associated with infection-related AEs

* Phase 3 clinical development of DOR/ISL has resumed with DOR/ISL (100/0.25 mg) QD in

treatment-naive and virologically suppressed participants

Mills A et al. CROI 2023. Oral abstract 197



DOR/ISL (100/0.75mg) vs baseline ART

Population
* Adults with HIV-1

+ Virologically suppressed on

stable, oral 2- or 3-drug ART
for 23 months

* HIV-1RNA <50 copies/mL at
screening

* No history of treatment
failure on any regimen

* No known resistance to DOR*
*» No active HBV infection

*V106A/M, V108lI, Y188L, H221Y, P225H,
F227C/L, M230I/L, L2341, P236L or Y318F

Molina J-M et al. CROI 2023. Oral abstract 196

(Stratified by bART\
regimen: Pl-based,
InSTI-based, Other

(mainly NNRTI)

Open-label DOR/ISL (100/0.75 mg)
taken once daily

Baseline ART (bART)
taken per label

Open-label DOR/ISL
(100/0.75 mgq) taken once daily
@ Week 96

Primary Efficacy Endpoint: HIV-1RNA 250 copies/mL at Week 48
(FDA snapshot approach), non-inferiority margin 4%

Randomization

Screen Day 1




Study population

« 79 study sites in 15 countries 672 randomized

* Recruitment 18-Feb-2020 to 02-Oct-2020 [ and treated
+ 740 individuals screened

« 68 not randomized (45 screen failures)

336 DORY/ISL

(100/075mg) IRULICECN 336 Baseline ART

Enrollment by Region

14 (4%) discontinued
treatment

10 (3%) discontinued
treatment

® Europe

Adverse Event
» North America Death
Lack Of Efficacy
Africa

Physician Decision

® [ atin America Protocol Deviation

0
1
2
Lost To Follow-Up 5
0
1
Withdrawal By Subject 1

U O = = O O N

® Asia/Pacific

\J

322 (96%) completed 326 (97%) completed
Week 48 Week 48

Molina J-M et al. CROI 2023. Oral abstract 196



Demographics & baseline characteristics

Characteristic DOR/ISL 100/0.75mg (N=336) Baseline ART (N=336)
Female sex at birth, n (%) 123 (36.6) 126 (37.5)
| Age (years), median (range) 46 (20 to 76) 45 (19 to 79) \
| Race, n (%): White 210 (62.5) 198 (58.9) |
Black or African American 88 (26.2) 91(27.1)
Asian 19 (5.7) 19 (5.7)
Ethnicity, Hispanic or Latino, n (%) 67 (19.9) 64 (19.0) |
: Years since HIV-1diagnosis, median (range) 9.9(0.6to0 36.7) 8.8(0.4to 38.3) |
| Years on current ART before study, median (range) 2.7 (0.1t0 23.0) 2.8(0.1t016.7)
Baseline ART Strata, n (%): Pl-based 46 (13.7) 46 (13.7)
InSTI-based 174 (51.8) 174 (51.8)
| Other (NNRTI-based) 116 (34.5) 116 (34.5)
CD4+ T-cell Count, median (range) 665 (111 to 1766) 685 (31to 1666)
>350 cells/mm?3, n (%) 308 (91.7) 308 (91.7)
200 to 350 cells/mm3, n (%) 19 (5.7) 19 (5.7)
<200 cells/mm?3, n (%) 4(1.2) 6 (1.8)

Molina J-M et al. CROI 2023. Oral abstract 196



W48 virologic outcomes: FDA snapshot

B DOR/ISL100/0.75mg (N=336) B Baseline ART (N=336)

100 1 95.2 943 » Switching to DOR/ISL is non-inferior to
continuing Baseline ART:
% 80 1 0% vs 1.5% with HIV-1TRNA =250 ¢/mL
§ (difference -1.49; 95% Cl -3.44, -0.34)
§ 60
~ * No participant on DOR/ISL had virologic
% i - failure (confirmed HIV-1RNA 2200 c¢/mL)
a « 3 participants (1%) on Baseline ART (1
20 1 (-3.421',4 -%.34) InSTI-based; 2 NNRTI-based) had virologic
Of—\1.5 48 42 failure, with resistance to 21 component of
’ n=0  n=5 n=320 n=317 n=16 n=14 the regimen
HIV-TRNA =50 HIV-1TRNA <50 No Virologic Data in
copies/mL copies/mL Window

Molina J-M et al. CROI 2023. Oral abstract 196



CD4 count changes

2000 |

A
4h A
£ @ % : ;
£ 1500 - A * i .
£ ol
<
- ‘M DOR/SL (100/0.75 mg)
3 1000 M bART
3
2
+ !
§ s00
O
T - =3 [ - [ T
0 -
| | |
Baseline Week 24 Week 48
N 331 333 315 316 313 3N
Mean (cells/mm?3 :
( ) 703 700 701 763 677 732 Difference -66.7.,
Mean Change -3.6 59.5 -30.3 388 [’ 95%Cl-95.8, -37.7
Mean % Change 2.3% 1.5% -0.7% 8.7%

Figure key: box represents the IQR (Q3-Q1), horizontal line represents the median, and symbol represents the mean.

Molina J-M et al. CROI 2023. Oral abstract 196



Total lymphocyte count changes

H DOR/SL (100/0.75 mg)
B bART

5 L
) @
£ o A -
8 44 & ® 4
= A ® a ' A
= o 4 =
2 t
2 3 _a
0
£
g
H mE 5
=
B
E 1
] | T
Baseline Week 24 Week 48
N 332 335 303 313 297 302
Mean (10° cells/L) 1.97 1.95 1.81 2.03 1.71 1.94
Mean Change -0.15 0.08 -0.26 0.01
Mean % Change -5.4% 6.1% -10.7% 2.3%

Figure key: box represents the IQR (Q3-Q1), horizontal line represents the median, and symbol represents the mean.

Molina J-M et al. CROI 2023. Oral abstract 196

Difference -0.27,
95% Cl -0.34, -0.19




Adverse events

n (%) of participants DOR/ I?h :ggé())JSmg Ba(s;lzlr;;:)RT Difference (95% Cl)=

One or more adverse events (AE) 269 (80.1) 236 (70.2) 9.8(3.3,16.3)
Drug-related AEP 66 (19.6) 30(8.9) 10.7 (5.5, 16.1)
Toxicity grade 3-4 AE 23 (6.8) 25 (7.4) -0.6(-4.6,3.4)
Serious AE 14 (4.2) 13(3.9) 0.3(-2.8,3.5)
Serious drug-related AE 1(0.3) 0(0.0) 0.3(-0.8,1.7)
Deaths 0(0.0) 1(0.3) -0.3(-1.7,0.8)
Discontinued due to an AE 7(2.1) 1(0.3) 1.8 (0.2, 4.0)
Discontinued due to a drug-related AE 5(1.5) 0(0.0) 1.5(0.3, 3.4)
Discontinued due to a serious AE 2(0.6) 0(0.0) 0.6 (-0.5,2.1)

#Based on Miettinen & Nurminen method. ® Determined by the investigator to be related to the study drug.

» Five discontinued due to drug-related AEs: paranoia (serious); fatigue/headache/nausea; abnormal dreams/disorientation/disturbance in
attention; increased weight; and headache/nasopharyngitis/ocular discomfort/depressed mood.

» Two discontinued due to non-drug-related AEs: Hodgkin’s disease (serious), and new hepatitis B infection (not serious).

Molina J-M et al. CROI 2023. Oral abstract 196



Most common adverse events

N (st R e o
N=336 (N=336)

All Causality (25% incidence), n (%)

Headache 35(10.4) 16 (4.8) 5.7(1.7,9.9)

COVID-19 18 (5.4) 16 (4.8) 0.6(-2.8,4.1)
Drug-related (25 participants), n (%)

Insomnia 7(2.1) 1(0.3) 1.8 (0.2,4.0)
Abnormal dreams 6(1.8) 1(0.3) 1.5(-0.1,3.6)
Headache 6(1.8) 2(0.6) 1.2 (-0.6, 3.3)
Nausea 5(1.5) 1(0.3) 1.2(-0.3,3.2)
Pruritus 5(15) 0(0.0) 1.5(0.3, 3.4)

Weight increase 5(1.5) 0(0.0) 1.5(0.3,3.4)

Infection-related AEs

* Incidence of infections 33.6% in both treatment groups.
* No CDC AIDS-defining Category C events occurred in either group.

Molina J-M et al. CROI 2023. Oral abstract 196



Conclusions

In adults with HIV-1who are virologically suppressed for 23 months on stable oral ART

« DOR/ISL (100/0.75mg) was non-inferior to continued baseline ART in maintaining virologic
suppression of HIV-TRNA <50 ¢/mL through 48 weeks of treatment

» No virologic failure (HIV-1RNA 2200 ¢/mL) observed with DOR/ISL through Week 48

« DOR/ISL (100/0.75mg) was generally well tolerated with a safety profile similar to that of
continued baseline ART through 48 weeks of treatment

* Decreasesin CD4+ T-cells and total lymphocytes in the DOR/ISL group were modest

» These decreases were not associated with infection-related AEs

« Phase 3 clinical development of DOR/ISL has resumed with DOR/ISL (100/0.25 mg) QD in
treatment-naive and virologically suppressed participants

Molina J-M et al. CROI 2023. Oral abstract 196



Other key points, conclusions & implications

* CD4 & TLC
* small increase on continued ART, small drop on DOR/ISL

* Adverse events
* nothing standout; more total AE & discontinuations on DOR/ISL in 2"? study

DOR/ISL non-inferior for suppressed switch BUT this is
with the 0.75g ISL dose

Will 0.25mg fare as well?

Will there be metabolic advantages?




REASSURANCE: IM-CAB/RPV




Baseline Characteristics

CAB + RPV LA Q2M BIC/FTC/TAF
mITT-E population (n=447) (n=223)
Median age (range), years 37 (18-74) 37 (18-66)

250 years, n (%) 86 (19) 42 (19)
Female (sex at birth), n (%) 77 (17) 41 (18)
Race, n (%)

Black 95 (21) 49 (22)

White 307 (69) 156 (70)

Asian 23 (5) 11 (5)

Other races* 22 (5) 7 (3)

BMI (kg/m?), median (IQR) 26.0 (23.2-29.4) 25.4 (23.4-29.6)
Prior duration of ART, median, years 2.58 2.47

* Among study participants, 12 transgender females, 1 transgender male, and 1 gender non-conforming individual were
included

*Other race participants: American Indian or Alaska Native, n=14 (CAB + RPV LA Q2M) and n=2 (BIC/FTC/TAF); Native Hawaiian or other Pacific Islander, n=1 (BIC/FTC/TAF), multiple, n=8 (CAB + RPV LA Q2M) and n=4 (BIC/FTC/TAF)
BMI, body mass index; IQR, interquartile range, LA, long-acting, mITT-E, modified intention-to-treat exposed, OLI, oral lead-in, Q2M, every 2 months, SWI, starting with injections.

Conference on Retroviruses and Opportunistic Infections; February 19-22, 2023; Virtual and Seattle, WA Ramgopal et al. CROI 2023; Virtual and Seattle, WA. Oral presentation 191,




Psychosocial Challenges With Daily Oral BIC/FTC/TAF at Baseline

* At baseline, 47% (n=315/670) of participants who were virologically suppressed on
BIC/FTC/TAF “always/often” reported at least one of the following psychosocial challenges
with daily oral therapy:

* “Worried about people unintentionally discovering their HIV status”
* “Worried about forgetting to take their HIV medication”
* “Felt that taking their HIV medication was an uncomfortable reminder of their HIV status”

Conference on Retroviruses and Opportunistic Infections; February 19-22, 2023; Virtual and Seattle, WA Ramgopal et al. CROI 2023, Virtual and Seattle, WA. Oral presentation 191




SOLAR: IM-CAB/RPV vs continued BIC/FTC/TAF

Phase 3b, Randomized (2:1), Open-Label, Active-Controlled, Multicenter, Parallel-Group, Noninferiority Study

Screening Phase Maintenance Phase Extension Phase
N=837 = BIC/FTC/TAF
- 218 years of age o QD n=227
- Receiving |5 Extension Switch to or
BIC/FTC/TAF* with ‘ﬁ' CAB (600 mg) + RPV (900 mg) LA continue
HIV-1 RNA 'c IM Q2M n=166T CAB (600 mg) +
<50 copies/mL for = J RPV (900 mg) LA
26 months prior to S
and at screening o

A 4

| I | |
Study month -6 -1 Day 1 1 E
e

Confirm HIV-1 RNA <50 copies/mL Primary endpoint

* Metabolic Objectives: Changes in body weight, body mass index (BMI) category, waist and hip circumferences, waist-to-
height ratio, waist-to-hip ratio,* and the proportion of participants with insulin resistance or metabolic syndrome$ were
assessed from baseline (Day 1) to Month 11 (SWI)/12 (OLI) (hereafter referred to as Month 12)

Ramgopal et al. CROI 2023. Oral abstract 191



M12 virological outcomes

100 - 939 Adjusted Treatment Difference (95% CI)
. 90% = m CAB + RPV LA Q2M (n=447) Proportion with plasma HIV-1 RNA 250 copies/mL
>
@ 80 - CAB+RPVLAQ2M  BIC/FTC/TAF
2 m BIC/FTC/TAF (n=223) '
2 s
:g 60 - 2054% NI margin
m ' L L L L L ) L ) L L) L) L]
f_" -12-10 -8 6 4 -2 0 2 4 6 8 10 12
S 40 - Difference (%)
c
.% Proportion with plasma HIV-1 RNA <50 copies/mL
(o}
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* At Month 12, CAB + RPV LA demonstrated noninferior efficacy compared with BIC/FTC/TAF for the proportion of
participants with HIV-1 RNA 250 copies/mL and <50 copies/mL in the mITT-E, ITT-E, and per-protocol populations*

*In the ITT-E population, 89% (n=406/454) and 93% (n=211/227) of participants receiving LA and BIC/FTC/TAF demonstrated virologic success (HIV-1 RNA <50 copies/mL; adjusted treatment difference [85% Cl), -3.5% [-7 9, 0.9]), 1% (n=6/454)
and <1% (n=1/227) of participants receiving LA and BIC/FTC/TAF demonstrated virologic non-response (HIV-1 RNA 250 copies/mL; adjusted treatment difference [95% Cl], 0.9% [~0.5, 2.2]), and 9% (n=42/454) and 7% (n=15/227) of participants
receiving LA and BIC/FTC/TAF had no virologic data, respectively. In the per protocol population, 91% (n=394/433) and 93% (n=203/218) of participants receiving LA and BIC/FTC/TAF demonstrated virologic success (HIV-1 RNA <50 copies/mL,
adjusted treatment difference [95% Cl], =2.1% [-6.4, 2 2)), <1% (n=4/433) and <1% (n=1/218) of participants receiving LA and BIC/FTC/TAF demonstrated virologic non-response (HIV =50 copies/mL; adjusted treatment difference [95% ClI], 0.5
[-0.8, 1.7]). ITT-E, intention-to-treat exposed; mITT-E, modified intention-to-treat exposed; NI, noninferionty
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Month 12 Snapshot Outcomes (mITT-E Population)

CAB + RPV LA Q2M BIC/FTC/TAF

(n=447) (n=223)

Parameter

HIV-1 RNA 250 copies/mL 5(1) 1(<1)
Data in window not below 50 copies/mL 3 (<1) 1(<1)
Discontinued for lack of efficacy 1(<1) 0
Discontinued for other reason while not below 50 copies/mL 1(<1) 0

HIV-1 RNA <50 copies/mL 403 (90) 207 (93)

No virologic data 39 (9) 15 (7)
Discontinued due to AE 13 (3)* 0
Discontinued due to death 0 1 (<)t
Discontinued for other reason 24 (5)* 13 (6)°
On study but missing data in window 2 (<1) 1(<1)

* Among participants with no virologic data, the incidence of AEs leading to withdrawal was low,
and discontinuations for other reasons were similar between the LA and BIC/FTC/TAF arms

*Injection site pain, n=2, acute myocardial infarction, n=1; dysesthesia/limb discomfort/paresthesia/peripheral swelling, n=1; dizziness, n=1, fatigue, n=1, deafness/ear congestion/fatigue, n=1; blood pressure fluctuation (participant
reported)depression, n=1, alanine aminotransferase increase, n=1, diarrhea/joint stiffness, n=1, acute hepatitis B, n=1, fatigue/pyrexia, n=1, injection site discharge, n=1. TParticipant had a fatal SAE of brain injury and encephalopathy

Withdrawal by participant, n=12; lost to follow-up, n=6; protocol deviation, n=5; investigator decision, n=1. $Physician decision (pregnancy), n=1; withdrawal by participant, n=9; protocol deviation, n=1; lost to follow-up, n=2
AE, adverse event, mITT-E, modified intention-to-treat exposed, Q2M, every 2 months, SAE, serious adverse event.
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SOLAR: Confirmed virological failure

RPV RAMs INI RAMs RPV RAMs INI RAMs Phenotypic

Sex at birth, Baseline HIV-1 subtype Xatload observed observed observed observed resistance hs
2 3 at SVF/CVF : ¢ timepoint
country BMI (kg/m?) at baseline (copies/mL) at baseline at baseline at failure at failure (fold-change) (month)
P (proviral DNA) (proviral DNA) (viral RNA) (viral RNA) to RPV/ICAB

Male, Italy* 21.5 B 1327/1409 None None M230L Q148R 3.2/3.1 6

Male, Spaint 22.9 AE 6348/419 None G140G/R K101E G118R 1.9/8.4 11
Participant With CVF in the ITT-E Population?
Male, " : . E138E/K + 4 2/assay

United States 30.5 C 3797/928 Assay failed Assay failed V181Y/C None failed 3

* Two (0.4%) participants receiving CAB + RPV LA in the mITT-E population, and one additional participant
receiving CAB + RPV LA in the ITT-E population, met the CVF criterion through Month 12
* Two of the participants had on-treatment RPV and/or INI RAMs (genotyping for third participant failed at baseline)

* No participants in the BIC/FTC/TAF arm met the CVF criterion through Month 12

*Prior to enrolling in the study, the participant received BIC/FTC/TAF, and after discontinuation re-suppressed on darunavir/cobicistat/emtricitabine/tencfovir alafenamide during long-term follow-up. TPrior to enrolling in the study, the participant had
received abacavir/dolutegravirlamivudine and BIC/FTC/TAF; they re-suppressed on BIC/FTC/TAF and darunavir/cobicistat/emtricitabine/tenofovir alafenamide during long-term follow-up. The participant did not continue in the long-term follow-up
phase. *Pnor to enrolling in the study, the participant had received prohibited pnor ART with at least three prior INI regimens, they re-suppressed on BIC/FTC/TAF during long-term follow-up. This participant was excluded from the mITT-E
population due to significant and persistent non-compliance to protocel entry requirements at the study site. Participant had HIV-1 subtype C at Month 3. Baseline analysis failed

ITT-E, intention-to-treat exposed, LA, long-acting; miTT-E, modified intention-to-treat exposed, NA, not available, RAM, resistance-associated mutation; SVF, suspected virologic failure
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Safety Summary (Excluding Injection Site Reactions [ISRs])

CAB + RPV LA Q2M BIC/FTC/TAF
Parameter, n (%) (n=454) (n=227)
Any AE 349 (77) 172 (76)
Drug-related AEs 90 (20) 2 (<1)
Any Grade 23 AE 42 (9) 26 (11)
Drug-related 7 (2) 0
Leading to withdrawal 16 (4) 2 (<1)
Drug-related 9 (2)* 0
Any serious AE 21 (95) 15 (7)
Drug-related 3(<1) 0

* The most commonly reported drug-related AEs in the LA arm were pyrexia (3%), headache (2%), fatigue (2%), and
diarrhea (2%). In the BIC/FTC/TAF arm, the two drug-related AEs reported were weight gain (<1%) and abnormal

hepatic function (<1%)
* More participants in the CAB + RPV LA arm had AEs leading to withdrawal (4% vs. <1%)

*OLI penod: dysesthesia/limb discomfort/paresthesia/penpheral swelling, n=1, dizziness, n=1, fatigue, n=1, deafness/ear congestion/fatigue, n=1, blood pressure fluctuation (participant reported)depression, n=1, diarrhea/joint stiffness, n=1,
Injection period: myocardial infarction, n=1; alanine aminotransferase increase, n=1; fatigue/pyrexia, n=1. TIncreased alanine aminotransferase, n=2; acute myocardial infarction, n=1
AE, adverse event; BIC/FTC/TAF, bictegravir’emtnicitabine/tenofovir alafenamide, CAB, cabotegravir; LA, long-acting; OLI, oral lead-in; Q2M, every 2 months; RPV, nilpivirine.
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ISR Summary (Event-Level)

\: R0 2 AV.N7 "l CAB + RPV LA Q2M Total
(with OLI; n=166)* (SWI; n=279)* (n=445)*

Parameter, n (%)

Number of injections, n 2228 3724 5952
ISR events, nf 734 1181 1915
Pain, n (% of injections) 507 (23) 887 (24) 1394 (23)
Discomfort, n (% of injections) 56 (3) 65 (2) 121 (2)
Nodule, n (% of injections) 28 (1) 56 (2) 84 (1)
Grade 3, n (% of ISR events)* 19 (3) 10 (<1) 29 (2)
Median duration (IQR), days 3(2,95) 3(2,5) 3(2,95)
Participant withdrawal due to injection-related 3(2) 8 (3) 1(2)

reasons, n (% of participants with injections)®

* Most ISRs were Grade 1 or 2 (98%), short-lived (median 3 days), with few participants discontinuing
due to injection-related reasons

*Represents the number of participants who received an injection. TA single injection could result in more than one ISR. Grading was missed for one ISR event in the CAB + RPV LA SWI group
*There were no Grade 4 or Grade 5 ISRs. #Iincludes participants who discontinued due to ISR AEs, and an additional participant who withdrew from the study citing injection intolerability. This also includes one participant who was excluded from

the primary analysis (mITT-E) population
AE, adverse event, CAB, cabotegravir, IQR, interquartile range; ISR, injection site reaction; LA, long-acting; miTT-E, modified intention-to-treat exposed; OLI, oral lead-in; Q2M, every 2 months; RPV, nipivirine; SWI, starting with injections
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Treatment Satisfaction

Adjusted difference (95% CI)

u CAB + RPV LA Q2M Month 6
(Month 6, n=436;

+3.86 (3.14, 4.57)
Month 12, n=410) }

4.26 (3.02, 5.49); p<0.001
~0.40 (-1.41, 0.61)

m BIC/FTC/TAF
(Month 6, n=220;

Month 12, n=213) +3.36 (2.59, 4.13) }

4.95 (3.59, 6.31); p<0.001
-1.59 (=2.71, -0.47)

4 3 2 4 0 1 2 3 4 5
Adjusted mean (95% CI) change in total HIVTSQs scores
* Mean adjusted HIVTSQs scores improved significantly for CAB + RPV LA vs. BIC/FTC/TAF participants
from baseline (LA, 57.88; BIC/FTC/TAF, 58.38) to Month 6 (LA, +3.86; BIC/FTC/TAF, -0.40) and Month 12
(LA, +3.36; BIC/FTC/TAF, —1.59) demonstrating greater improvement from baseline in HIV treatment

satisfaction for participants receiving CAB + RPV LA compared with BIC/FTC/TAF

HIVTSQs, HIV Treatment Satisfaction Questionnaire status version
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Treatment preference & why
n=425 5% | don’t have to worry as much about remembering — 85%

to take HIV medication every day

It is more convenient for me to receive injections

sl 339
Q2Mm 83%
| do not have to carry my HIV medication with me (NN 75%

| do not have to think about my HIV status every
day

| do not have to worry about others seeing or
s . 59%
finding my HIV pills . . . . .

0 20 40 60 80 100
Proportion of participants

m CAB + RPV LA Q2M (n=382)

P 61%

= CAB + RPV LA Q2M = BIC/FTC/TAF
» No preference

* Overall, at the time of study withdrawal or at Month 12, 90% (n=382/425) of participants preferred CAB + RPV LA
compared with 5% (n=21/425) who preferred daily oral BIC/FTC/TAF therapy

*Top five most frequently reported reasons for preference.
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Conclusions

* At baseline, 47% of participants on BIC/FTC/TAF reported psychosocial challenges with their daily oral therapy

* At Month 12, CAB + RPV LA Q2M demonstrated noninferior virologic efficacy vs. BIC/FTC/TAF

* The overall CVF rate was low (<1%) in the population receiving CAB + RPV LA; all re-suppressed on alternative oral
ART

* CAB + RPV LA was well tolerated, with most (98%) ISRs being mild to moderate in severity, short in duration
(median 3 days), and rarely leading to withdrawal (2%)

* 90% of participants in the LA arm preferred CAB + RPV LA after switch from BIC/FTC/TAF

* Participants who switched to CAB + RPV LA from BIC/FTC/TAF had significant improvement in treatment
satisfaction

* These data demonstrate that CAB + RPV LA addresses important unmet 