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“PrEP 2.0”: Trials of Novel PrEP Agents
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HPTN 083 Study Design

0O  Phase 2b/3 randomized, double-blind, double-dummy @ 43 sites
globally

MSM/TGW age 18+

Risk: any nCRAI, >5 partners, stimulant drug use, incident rectal or
urethral STI (or incident syphilis) in past 6 months; or SexPro Score <16
(US only)

Generally good health
No HBV or HCV
No contraindication to gluteal injections, seizures, gluteal tattoos/skin
conditions
0  Planned enroliment 5000
= 50% under age 30
= 10% TGW
= 50% of US enrollment Black

0O  Primary efficacy endpoint: Incident HIV infections during blinded
comparison

b < REIDANYL SAfeY-eRdpoint: G2 or higher clinical and laboratory AEs

Landovitz et al. AIDS 2020; Virtual. Slides OAXLB0101.



HPTN 083 Study Design (cont)

Screening day

and informed

consent EVBK::E;” S Weeks 5and 9 Every 2 months for approximately Every day for 1 year
3 years
’
(Every day)

(Every day)
" 2 TOF/FTCpill /.48 Cabotegravir (CAB) injection @ Placeho for TDF/FTC pill — 117  Placebo for cabotegravir (CAB)
injection (20% Intralipid solution)
Cabotegravir (CAB) pill e Placebo for cabotegravir (CAB) pill
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Study Population

TOTAL TDF-FTC CAB
(n=4566) (n=2284) (n=2282)
1981 (86.7) 2014 (88.3)

302 (13.2) 265 (11.6)

26 (22, 32) 26 (22, 32)

1508 (66.0) 1571 (68.8)
550 (24.1) 499 (21.9)
315 (6.9) 170 (7.4) 145 (6.4)

50-59 110 (2.4) 50 (2.2) 60 (2.6)
>60 13 (0.3) 6 (0.3) 7 (0.3)
Region, n (%)

United States 1698 (37.2%) 849 (37.2%) 849 (37.2%)

Latin America 1964 (43.0%) 984 (43.2%) 980 (42.9%)

Asia 752 (16.5%) 377 (16.5%) 375 (16.5%)

Africa 152 (3.3%) 74 (3.2%) 78 (3.4%)
Education, n (%)

Post-Secondary (YES) 3477 (76.1) 1715 (75.1) 1762 (77.2)
Relationship Status, n (%)

Single (YES) 3750 (82.1) 1863 (81.6 1887 (82.7)

Landovitz et al. AIDS 2020; Virtual. Slides OAXLB0101.



Study Population (cont)

TOTAL CAB
(n=4566) (n=2284) (n=2282)
Race, n (%)
United States
433 (51.0) 411 (48.9)
White/Asian/Native/Other 854 (50.4) 438 (51.1)
Latin America
Black/Afro-Caribbean 395 (20.1) 196 (19.9) 199 (20.3)
Native 858 (43.7) 425 (43.2) 433 (44.2)
White/Asian/Other 711 (59.6) 363 (36.8) 348 (35.5)
Asia
Asian 749 (99.6) 374 (99.7)
Other 3 (0.4) 2 (0.5) 1(0.3)
Africa
Black 119 (78.3) 62 (79.5)
Other 5 (3.3) 3(4.1) 2 (2.6)
Ethnicity, n (%)
United States: Latinx 303 (17.8) 149 (17.6)
Latin America: Latinx 1805 (91.9) 912 (92.7 893 (91.1)
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HIV Incidence
CAB vs. TDF/FTC

52 HIV infections in 6389 PY of follow-up
1.4 (IQR 0.8-1.9) years median per-participant follow-up
Pooled incidence 0.81 (95%CI 0.61-1.07) per 100 PY

HIV Incidence Hazard Ratio (95% CI)
1,8 - 39 Infections
1,6 - [ Favors CAB w
214 - ‘
s L 1,22 '
2 1,2 - !
S !
© ! >
x 1 1 -
0.34 2 5
% 0.8 {13 Infections I I g B
S T Q' T
2 0,6 A 305
- 0,41 0.18 062 1 2
£ 0,4 A J
0,2 A
0 3202 PY 3 .
CAB TDF/FTC
n=2244 n=2250 0 0.75 1 ’\:III‘m%Sn 2

Cl, confidence interval.
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HIV Incidence — ITT
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13 Incident HIV Infections
Cabotegravir

53.1
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98.4
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o rl.q : [] Step 2: CAB LA injection > 2
* Pl B $RFK P SIabel TDF/FTC
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T O AiSREaSRIIRMN-up
C396% Ew:’ of) Percent adherence to oral
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13 Incident HIV Infections
Cabotegravir

Infection prior to
administration of study

37.9 = 20.2

10 53.1 :‘
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[ Step 2: CAB LA 600 mg IM
4] Step 2: CAB LA injection > 2
I YR{KP\SHRIabel TDF/FTC
C298% W Step 3: Overdue TDF/FTC
2 w21 O ASRERSRIIRN-up
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13 Incident HIV Infections
Cabotegravir
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13 Incident HIV Infections

Cabotegravir
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13 Incident HIV Infections
Cabotegravir
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39 Incident HIV Infections
TDF/FTC
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DBS TFV-DP
Randomly Selected “Adherence” Subset

76.1% 82% 76.2% 74.2% 71.2% o
72 704 66.6% Number of participants:
. : 372
100% 1 u7rg(?s%r /(v)vf samples
BAYSRAmATB6Ch)
D 4 — 7 doses/week
700 - <1250 fmol/punch)
D 2 —4 doses/week
75% A (350 - <700 fmol/punch)
D <2 doses/week
(LLOQ - <350 fmol/punch)
. No detectable drug
(BLQ)
40.2%
50% A
= 2 Plasma TFV
4%
2506 - 9.3% 2 5% 87% >10
0 .
10.9% 14% 10.8% ng/mL
10.1% 83% || 75% || 5.1%
7 8% 8.8% 75% >40
6.4% 8.8% 11.2% 12.3% 12.8%
1.5% 1%
Overall Week 4* Week 9 Week 17 Week 33 Week 57 Week 81
n=1256 n=328 n=307 n=260 n=205 n=106 n=39

Each participant selected for adherence testing may havew&tﬁ W@Rs included in this summary. *Category values for Week 4 adjusted for days on therapy, as steady
state not yet achieved.
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Injection Site Reactions

80°% 809% | .
o | ﬁbml EaG‘:gde 1)
0 .
| 47 (2.2%) CAB.partlc!pants oderate (rade
| permanently discontinued I Severe (Grade )
o [ injectable product due to an TORFTC
" Iz injection-related AE NN Wi (Grade 1
| Moderate (Grade 2)
| 48.4% ; j Severe (Grade 3)
(T Severity of ISR was strongly N
0% | - associated with odds of permanent
| 6

BI% sy 33_3;;Ii3§ycontinuation

30.4% 9
29.6%
0, 0,
28.3% 28.1% 26.6% 21.1% 26.9%
24.5%

\ 22.8% 22.5%

18.4% 19.6%
4/

Percentage of Participants Reporting an ISR

20% § i

I \ N AN Ba B B B Moo B, Boss, B Bless Bl B B .

§ \\\ \ \ N N NE NE NN N NN WS 17% 23 M1
OVERALL 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20
Injection Number

\ l 57.7%
\I Q o 57.7%0 7.19 |
\ N N CA AT

0

Cabotegravir,n 2117 2117 2037 1938 1872 1761 1620 1464 1360 1200 1034 877 744 604 465 372 298 234 168 11 8
TDF/FTC,n 2081 2081 2014 1940 1869 1760 1606 1463 1355 1193 1037 903 760 596 482 370 288 220 146 89 6
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ISR Timing/Duration

IQR

{— Duration: 3 —\

(2,5) ; T [ -
All ISRS 1 I_‘_i I_o_l 0= Time from injection to onset (median and IQR)
N=9221 j==O==| Time from injection to resolution (median and IQR

IQR
Duration: 3

> | (2,5) |

n=5515 (59.8%)

IQR

Duration: 3
RS R
Tenderness | == i
n=2161 (23.4%)
IQR

— Duration: 4 T,
Other* - H |—-(>—|(2’ 7)

n=1545 (16.8%)

5 6 7 8 g 1 O | XS T 11

&)
[
N A
w
N

Time in days

*Other injection site reactions include induration, nodule, hematoma, bruising, discoloration, swelling, erythema, itching, warmth, anesthesia, hemorrhage, and abscess.
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Grade 2+ Adverse Events
Reported in 25%

TOTAL TDF-FTC p-
(n=4566) (n=2284) CAB (n=2282) value

~articipants with grade AES, N (Yo 4202 (92.1% 2106 (92.3%)

reatinine clearance decreasead U.2% 1642 (/2.0%)
PK Increased ) 460 (20.2%)

Nasopnaryng . 388 (L/.U%0) : .04

775 (17.0%) 412 (18.1%) 363 (15.9%) 0.06
Upper Respiratory Infection 510 (11.2%) 255 (11.2%) 255 (11.2%) 0.99
Musculoskeletal discomfort 507 (11.1%) 253 (11.1%) 254 (11.1%) 0.95
Lipase increased 495 (10.9%) 252 (11.0%) 243 (10.7%) 0.68
Headache 448 (9.8%) 216 (9.5%) 232 (10.2%) 0.42
AST/SGOT increased 382 (8.4%) 197 (8.6%) 185 (8.1%) 0.53

191 (8.4%)
Blood glucose increased 1% 117 (5.1%) 06 (9.0% <0.00
Amylase increased 316 (6.9%) 166 (7.3%) 150 (6.6%) 0.36
Diarrhoea 306 (6.7%) 158 (6.9%) 148 (6.5%) 0.56
Rash 253 (5.5%) 139 (6.1%) 114 (5.0%) 0.11

Hypoglycaemia 241 (5.3%) 123 (5.4%) 118 (5.2%) 0.75

Pyrexia ol (4.0% 60 (2.6% 4% <0.00

Creatinine increased

Landovitz et al. AIDS 2020; Virtual. Slides OAXLB0101.



Prevalent and Incident STls

TOoTAL = CAB
(n=4566) | (1=22:000 | (n=2282)

Prevalent at baseline, n

(%)

Syphilis 241 (5.3) 115 (5.1) 126 (5.5)
Gonorrheay;ine 29 (0.6) 17 (5.1) 12 (0.5)
Gonorrhea, oy 297 (6.5) 150 (6.6) 147 (6.5)
Chlamydiay;ine 122 (2.7) 57 (2.5) 65 (2.9)
Chlamydia,ggiq 502 (11) 255 (11.2) 247 (10.9)

Incidence, n (rate per

Syphilis 908 (16.5) 451 (16.4) 457 (16.5)
Gonorrheay;ine 128 (2.4) 57 (2.1) 71 (2.6)
Gonorrhea, gy 592 (10.9) 295 (10.9) 297 (11)
Chlamydiaine 241 (4.4) 124 (4.6) 117 (4.3)
Chlamydia, 4 906 (16.7) 481 (17.8) 425 (15.7)
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Changes in Weight
Median of Changes From Baseline (IQR)

Overall

CAB +1.30 (95%CI 0.99, 1.60)
kgly
TDF/FTC +0.31 (95%Cl -0.12, -

e
o

0.49) kgly I
p<0.

2.5

0.00

Median Body Weight Change from Enroliment, kg (IQR)

-2.5 ~
0 2 4 5 9 7 258 S 3SERIAIRSINAGR S S5 7A R 65

Visit Week

73

81

89

97

105

£+ CAB

f& ToFiFTC

Clinical
Infectious
Diseases

r‘*- o

Cabotegravnr Is Not Associated With Weight Gain in
Human Immunodeficiency Virus-uninfected
Individuals in HPTN 077

Raphael J Landovitz ', Sahar Z Zangeneh 2, Gordon Chau 2, Beatriz Grinsztejn #, Joseph J Eron
#, Halima Dawood 5, Manya Magnus &, Albert ¥ Liu 7, Ravindre Panchia & Mina C Hosseinipour

8 Ryan Kofron ', David A Margolis %, Alex Rinehart '°, Adeola Adeyeye ", David Burns ™
, Marybeth McCauley 2, Myron S Cohen #, Judith S Currier !

HPTN 077: Over 41
weeks

CAB +1.48 (95%CI 0.15,
2.8) kgly

PBO +1.57 (95%CI -1.35,
4.49) kgly

p=0.95

Landovitz RJ et al. CID 2019.
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0.00

Median Body Weight Change from Enrollment, kg (IQR)

-2.5

Changes in Weight
Median of Changes From Baseline

Week 0-40

CAB +1.54 (95%CI 1.0, 2.0)
kaly

TDF/FTC -0.51(95%CI -0.80,
-0.22) kgly

n-N NN1 l

Week 40-105

kgly

0.79, 1.3) kgly

r p—[\ Q2

TDF/FTC +1.06 (95%ClI

CAB +1.07 (95%CI 0.61-1.5)

4 5 9 17 25

33

41 49 57 65

Week since enrollment

73

81

89

97

105

Clinical
e Infectious
Diseases

Cabotegravir Is Not Associated With Weight Gain in
Human Immunodeficiency Virus-uninfected
Individuals in HPTN 077

Raphael J Landovitz ', Sahar Z Zangeneh 2, Gordon Chau 2, Beatriz Grinsztejn 3, Joseph J Eron

07 CAB 4, Halima Dawood 5, Manya Magnus ©, Albert ¥ Liu 7, Ravindre Panchia &, Mina C Hosseinipour
9, Ryan Kofron ', David A Margolis %, Alex Rinehart '°, Adeola Adeyeye ", David Burns ™
E TDF/FTC , Marybeth McCauley 2, Myron S Cohen 4, Judith S Currier !

HPTN O077: Over 41 weeks

CAB +1.48 (95%CI 0.15,
2.8) kgly

PBO +1.57 (95%CI -1.35,
4.49) kgly

p=0.95

Landovitz RJ et al. CID 2019.
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Conclusions

Both agents were highly effective for HIV prevention

The PrEP regimen containing CAB-LA was superior to a
daily oral regimen of TDF/FTC in HPTN 083, with a 66%
reduction in risk of HIV infection observed in participants
receiving CAB compared to TDF/FTC

CAB-LA was well tolerated despite injection site reactions

Peri-infection drug concentrations and detailed resistance
profiles are needed to fully understand and contextualize
results

CAB is the first long-acting injectable agent to demonstrate
robust HIV prevention efficacy in MSM/TGW

Awaiting results for cisgender women (HPTN 084)
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a ¥
A

84 IS safe and effective in preventing
HIV infection in cisgender women:
results from HPTN 084

Lnng«acling |njectable Fnr the Epidemic

Sinead Delany-Moretlwe, MBBCh PhD
% HPTN on behalf of the HPTN 084 study team

HIV Prevention
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HPTN

HIV Prevention
Trials Network

Primary Objectives

O To evaluate the relative efficacy of oral CAB/CAB
LA vs. daily oral TDF/FTC for HIV prevention.

O To evaluate the relative safety of oral CAB/CAB
LA vs. daily oral TDF/FTC for HIV prevention.



HPTN

HIV Prevention
Trials Network

Planned enrolment n=3200 at 20 sites
Cisgender women aged 18-45 years
HIV negative

Sexually active

Modified VOICE Risk Score >3*

Age, partner characteristics, alcohol use
Increased to > 5
No contraindications to either agent

No hepatic or renal insufficiency,
seizures

Not pregnant or breastfeeding

Use reliable form of modern
contraception

00000

00



HPTN

HIV Prevention
Trials Network

Study design

Step 1 Step 2 Step 3
48 weeks
5 weeks Up to 185 weeks (35 years) (about 11 months)
Placebo-controlled* Placebo-controlled* Open-label*
A 4
e ’ & Inejsgr(;og, , Oral tablet, & '
DO weeks+ ¢ daily
im CAB  TDF/FTC CAB TDF/FTC TDF/FTC
Active  Placebo Active Placebo Active
S, s 9
? & 0 ";'fg,‘ﬁ? f Oral tablet, 0 ’
..:.:.. weeks+ daily
CAB  TDF/FTC CAB TDF/FTC TDF/FTC

Placebo Active Placebo Active Active



HPTN

HIV Prevention

Trials Network

Incidence

40 infections over 3892 person-years
Pooled HIV incidence 1.03 (0.73, 1.4) per 100
person-years

CAB TDF/FTC
HIV infections 4 36
Person-years 1,953 1,939
HIV incidence (95% CI) 0.2 (0.06, 1.86 (1.3,

0.52) 2.57)

Wald test z statistic - 4.20, efficacy stopping bound (z scale) - 3.61



HPTN
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ITT

HR:0.11 (0.01, 0.31)
] P=0.000027

Cumulative Incidence
0.02 0.03 0.04 0.05 0.06 0.07 0.08
|

o
o
O —
I I I [ [ [ I I [ [ I I [ [ [ I I [ [ I
0 9 17 25 33 4 49 57 65 73 81 89 97 105 113 121 129 137 145 153
Weeks since Enrollment
Number at Risk

TDF/FTC 1609 1490 1429 1410 1351 1259 1158 982 799 655 482 306 201 113 70 63 52 22 3 0
Cabotegravir 1612 1485 1441 1429 1370 1279 1177 985 800 647 480 304 204 113 67 58 50 23 3 2

Cumulative Number of Events
TDF/FTC 0 4 7 10 15 17 21 22 26 27 28 31 32 35 35 36 36 36 36 36
Cabotegravir 0 1 11 2 2 3 3 3 4 4 4 4 4 4 4 4 4 4 4

— TDF/FTC
— = Cabotegravir

Women in the CAB
group had an 89%
lower risk of HIV
infection,
compared to
TDF/FTC group
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Cabotegravir

Infections
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Infection despite CAB injections

w80

4 Incident HIV

M Step 1: Oral CAB lead-in

[ Step 2: CAB LA 600 mg IM
[4] Step 2: CAB LA injection > 2
I YRKP\ S Iabel TDF/FTC
Step 3: Overdue TDF/FTC
O AISRERSRIIRRV-up

‘%8 Percent adherence to oral

lead-in
H CAB LA 600 mg IM

[] open-label TDF/FTC

dispensed
First site positive HIV test




HPIN  TDF/FTC - 36 Incident HIV

HIV Prevention
Trials Network

E10 W [N — — i I -
Bkl !-!—!-_!—m;!—!—\
E12 NN I NN NN AN SO N N—
E13 NN N NS J——
El4 NN N . - e e
E15 NN N NN NENNN SN SN S
E16 NI N N —
| N S —
£10 I o e ol o o
E20 !'! LA S
E21 [V N N N —
ca g-—-sl_!-—:l-\
E23 W] i
" ST S T S — bR = RN
E24 !-—_!_ ! = !
E28 M| §
E29 i:““.
E30 N N N T
E3L M E
E32 Ei_ [
E33 M |
E34 mJaL ]
E35 []

100

110

5120

B Step 1: Oral TDF/FTC lead-in
I Step 2: Blinded TDF/FTC

Step 2: Blinded TDF/FTC
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TDF/FTC plasma concentrations — adherence subset
(n=375)
100%

90%

70%

80%  T7%
63%
60%

57%
53%
46% 9%
0
42%
38%
34%

Week 4 Week 9 Week 17 Week 33 Week 57

60%

50%

40%

30%

20%

10%

0%

B Detectable TFV (>=0.31ng/ml)  ®>40 ng/ml (~Daily use)
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overal , J-
intervals - all

90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

0-6 months 6-12 months 12-18 months 18-24 months 24-30 months
(n=1092) (n=1693) (n=975) (n=303) (n=52)

Injection coverage: injections administered as a proportion of total expected injection visits
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Any ISR, by injection number and arm
ECAB n=1519 ®TDF/FTC n=1516

30%
250 X
3 « 21% participants any
£ 20% ISR
T —  32% CAB vs. 9%
5 s TDF/FTC
S 15%
G 3
o ks o » 4% participants
O\O (o) 00 O0
6% Grade 2+ ISR
s W2 B — 7% CABvs. 1%
I - 2% 50 i g i TDF/FTC
0% . || || | ||
1 2 3 4 5 6 7 8 « Zero discontinuations
Injection number d/t ISR
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(n=3,224)

mCAB (n=1614) mTDF/FTC (n=1610)
25

2076
18,4
)
10
8
2
5 . .
0

Chlamydia Gonorrhoea

STl incidence rate/100 person years
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Conclusions

O Both agents highly effective in preventing HIV
Pooled incidence 1.03 (0.73, 1.4) per 100 py

O  CAB was superior to daily oral TDF/FTC in preventing HIV in cisgender
women

89% lower risk of HIV infection in participants receiving CAB compared to TDF/FTC
Ongoing testing to fully understand reasons for breakthrough infections
CAB LA 8-weekly likely provided an adherence advantage over daily oral TDF/FTC

O  Both products were safe and well tolerated with few differences in Grade
2+ adverse events by arm, apart from ISR

ISR were generally mild, associated with pain, and generally occurred at 1t injection
No discontinuations due to ISR

O Results complement data from HPTN 083, and confirm CAB as first safe
and effective injectable HIV prevention agent for cisgender women



Protocol 016 Oral Islatravir Once Monthly for PrEP:
Wk 24 Safety and Pharmacokinetics Analysis

= Multicenter, randomized, double-blind, placebo-controlled phase lla trial:
67% female, 53% White, 42% Black, median age 31 yr

Stratified by male vs female sex

; . . Wk 24* Wk 36" Wk 68
and region (Africa vs non-Africa) Blinded therapy ¥ rh ‘
HIV-1 ISL 60 mg PO QM
seronegative / (n=97) Unblinded
adults 18-65 yr Blinded extended PK
of age with low =~ =—s ISL 120 mg PO QM — — follow-up
) (n=97) follow-up
risk of HIV
acquisition \ Placebo PO QM
(N =242) (n =48)

*Sponsor unblinded at Wk 24 to allow for interim evaluation of safety. Participants and investigators remain blinded to Wk 36.
TAfter Wk 36, participants in PBMC/PK Bridging Subset randomized to receive ISL have an additional 32-wk unblinded PK follow-up.

= Primary endpoints: safety/tolerability, pharmacokinetics of ISL-TP (active form of ISL)

= Exploratory endpoints: pharmacokinetics in PBMCs, pharmacokinetics in tissue, hormonal

drug-drug interactions -

Hillier. 1AS 2021. Abstr OALCO1LBO3. Slide credit: clinicaloptions.com




Protocol 016: Wk 24 Adverse Events

= 73.5% of AEs were mild Adverse Events by Islatravir Dose
1001
— 2 discontinuations* due to AEs [ |SL 60 mg
considered drug-related 20- W |SL 120 mg
B Placebo
— Mild foreign body sensation in throat < 66.7
. 2 604
— Moderate rash and pruritis c
j=3
— 1 participant* had 2 serious AEs; § 40
neither considered drug-related a
204
0-

Any AE Drug-related AE  Grade 3-5 AE
*Treatment assignment not identified to avoid unblinding
individual participants.

Hillier. 1AS 2021. Abstr OALCO1LBO3. Slide credit: clinicaloptions.com




Protocol 016: Wk 24 Islatravir Pharmacokinetics

100w Islatravir Trough Concentrations in PBMCs = Trough concentrations of ISL-TP
1005 . (active form of ISL) remained above
104 * —— ISL 60mg QM prespecified PK threshold for HIV-1
10957 S prevention for at least 8 wk following
1014 PK threshold: 0.05 pmel/10f PBMCs IaSt dose
1015
1024 N=18 N=9 N=7
10' g

1005 1
. ] * ISL 120mg QM
10094 I

ISL-TP Concentration (pmol/10% PBMC cells)

10y PK threshold: 0.05 pmol/10° PBMCs
1015
. N=15 N=8 N=8
10 2‘ L] L] L]
4 wk after 4 wk after 8 wk after
first dose last (6') dose last (6'™") dose

Hillier. IAS 2021. Abstr OALCO1LBO3. Slide credit: clinicaloptions.com




PHASE 3 ISLATRAVIR IN
PREP

O IMPOWER 22: Cisgender and girl at high risk in
SSA (ISL vs Truvada ou Descovy every one
month)

O IMPOWER 24: Cisgender and transgender Who
have sex with men around the world ((ISL vs
Truvada ou Descovy every one month)



Reformulated islatravir implant
should provide PrEP for over a year

9 March 2021

CROI 2021
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Novel Capsid Inhibitors With Long- actlng Potential

Capsid Inhibitors
Cytoplasm
Reversc-? | Virus assembly
g transcription L} and release
begins |
Nuclear Gag / Gag-Pol : :

\ transport Nucleus (capsid precursors)

\%%

Early-stage events Late-stage events

Capsid " “'>

i Viral DNA
Nuclear pore disassembly "

complex

Reverse
transcription
completes

host chromosome

¢+ Lenacapavir (LEN) and GS-CA1 inhibit multiple capsid-dependent functions essential for HIV replication

Gag, group antigens; Pol, DNA polymerase.

LEN and GS-CA1 Are Effective Against HIV/SHIV In Vitro and In Vivo

= Favorable safety and tolerability profile
in clinical trials*

LEN (GS-6207)

. HIVT 0.050
® 2.3-log,, HIV-1 RNA decline after 9 d of
. . . monotherapy* SHIVE 0.569
Gilead = Multistage capsid-specific MOA = g6mo formulation in Phase 2/3 for people '
c id = High metabolic stability, with HIV
a_lp_s low clearance, and low solubility
Inhibitors ' .
® | ong-acting potential
GS-CA1 (LEN analog)® = Preclinical efficacy in humanized mice HIVT 0.130
= Tool compound for preclinical research
studies SHIV*0.748

*GS-US-200-4538, GS-US-200-4071, and GS-US-200-4072; 'Tested in human peripheral blood mononuclear cells (PBMCs); *Tested in rhesus macaque PBMCs. ECs, half-maximal effective
concentration; MOA, mechanism of action; gémo, every 6 months; SHIV, chimeric simian immunodeficiency virus (SIV)/HIV.



Study Design: Repeat Mucosal Challenge Macaque Model'-4

Study objective: To determine the efficacy of GS-CA1 long-acting formulation at preventing
infection after repeat SHIV exposure in rhesus macaques

Single SC drug dose

\ Drug washout

Week 0 4 8 12 16 20 24
L | | |

| ] ]
: *

Indian rhesus 10 tsej][u_)oll Infection monitoring: weekly plasma
macaques Weekly SHIV.SF162P3 intrarectal challenges viral load (QRT-PCR) & serology
(weight ~7 kg) (10-100 TCIDsy)

n=38

=8 I Analysis: per-exposure risk reduction

(Cox proportional hazard model)

N GS-CA{
Ll 300 mg/kg

gRT-PCR, quantitative reverse transcription polymerase chain reaction; SC, subcutaneous; TCID,; ,median tissue culture infectious dose. 1. Subbarao S, et al.
J Infect Dis 2006; 2. Garcia-Lerma JG, et al. PLoS Med 2008; 3. Andrews CD, et al. Sci Transl Med 2015; 4. Bekerman E, et al. J Antimicrob Chemother 2020.



GS-CA1 Protects from Repeat Intrarectal SHIV Challenges

\ Median Weeks
No. to Infection Hazard

100 == I Protected (95% Cls) Ratio p-value

£ 80- GS-CA1 Not reached

5 s00omaike IEIL i 0038 0.0002
% 60+ s

E 7.5

204 .
0/8 (2.14) 1
° 0 é 1|0 1|5 2‘0 2|5 Hazard ratios, p-values calculated using Cox regression model.
Study week

nm

¢ 100% infection of placebo controls within 15 challenges

¢ Significant infection risk reduction with GS-CA1 vs placebo (86% and 96% for low- and high-dose groups,
respectively)

¢ |Infections in GS-CA1-dosed groups occurred only after marked compound washout (9+ weeks post dose*)

CI, confidence interval. *Assumes 2-week infection-detection window.



Protection Correlates with GS-CA1 Exposure

Plasma GS-CA1, nM

Pre-infection O Likely infection start @ Post-infection
GS-CA1 150 mg/kg, n=8 GS-CA1 300 mg/kg, n=8 3+ wks before detected viremia  1-2 wks before detected viremia Coincidental w/detected viremia
10,000 Exposure in infected animals
1000 150 mg/kg group 300 mg/kg group
10004 A -
100+ 1004 ] i
104 104 i
1 105“.'. R "cc“;;‘"""""‘ -‘----”---‘---”----‘----‘-"00."-_'"""":‘01
o1 .'I. .0.. 7 oo
01 T T T T | T T T T 1 001 LOD
0 5 10 15 20 25 0 5 10 15 20 25 g .. j j " T ' T T T T T T T T 1
Study week Study week = 10007 1 7
o 1004 1 i
- - (9]
Main conclusions: ? " I
. N . i 0".-.. 1o 0 B %..fQ?’
4+ Single GS-CA1 dose achieved long-acting exposure g o e, . | e
(>1Q1 for 2-4 months) in macaques 8 oo — e —— 0D
10004 N .
4 Mean IQ at time of infection was 1* (0.41-1.5 range) 1001 1 8
10 R B
¢ Complete protection from infection observed with e SO g Osbiiy 101
GS-CA1 exposures above 1Q1.5 (1.5x paEC95) OUU:- o o ] ®0e. 10D
¢ GS-CAf1 preclinical data support clinical evaluation of et o 20 fomer 2 P nfidinnt 2 ®
capsid inhibitors for HIV prevention Study week
5

1Q, inhibitory quotient (protein-adjusted 95% effective concentration). LOD, limit of detection. *Assumes 2-week infection-detection window.
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