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Brave New World: IMBRAVE150 changed the paradigm.

IMbrave150: Atezolizumab plus bevacizumab versus sorafenib in patients with unresectable HCC

X
Atezolizumab (1,200 mg) plus T‘if
bevacizumab (15 mg/kg) every 3 weeks 3
OR a
©
2
o

Updated analysis
12 months after primary analysis
of IMbrave150 study

Median follow-up for
this analysis:

15.6 (range, 0-28.6) mo
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Stratified HR 0.66 (95% CI 0.52-0.85).
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|
|
i 19.2 (95% Cl 17.0-23.7) mo

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time (months)
Progression-free survival
100+ ey Atezolizumab plus bevacizumab
ke Sorafenid
801 iz;._a'-.;r:;apng %315 (95% C10.53-0.81);
60 -
40 1
20- : R
0- l 6.9 (95% Cl 5.7-8.6) mo -
0 2 4 6 8 10 12 14 16 18 20 22 24 26

Time (months)

Confirmed objective response rate: 30% with atezolizumab plus bevacizumab, 11% with sorafenib

Cheng A et al. J. Hepatol. 2022, 76, 862—-873



In defense of 10 +10 in HCC




Marching forward with STRIDE

HIMALAYA study design

HIMALAYA is an open-label, multicenter, global, Phase 3 trial’

( ) fi ) Multiple testing procedure
Study population tSTRI?E ("=3t9§£0 o
B : remelimumab 300 mg x 1 dose + ) oS su for STRIDE vs
Gcéléts Wil confuuad axasec o durvalumab 1500 mg Q4W Primary objective peﬂ:ggfenlb
« Child-Pugh A + OS superiority:
5 G : STRIDE vs sorafenib
« BCLC B (not eligible forlocoregional Durvalumab (n=389): )
therapy) or C durvalumab monotherapy Secondary objectives OS noninferiority for
= No prior systemic therapy 1500 mg Q4W « OS noninferiority: durvalumab vs soyafenlb
ECOG PS 0-1 rity. . Noninferiority margin: 1.08
. durvalumab vs sorafenib
: :gg':::sp:;a:::‘:;eﬂ:ombos's Sorafenib (n=389) S eni e e
> orafenib (n= -
. sorafenib 400 mg BID + PFS, ORR, and DCR 4 osl s"":”“"y ";’ -
Stratification factors \ (investigator-assessed WIValumabh Vs soraten,
- Etiology of liver disease: : = per RECIST v1.1)
HBV / HCV / nonviral | [ T75+D (n=153): arm closed to + Safety
« Macrovascular invasion: yes / no B > er’;m”’:ez:. 7 o N 4 e ?;ST-::lgréth os ratfe flobr
J tremelimumab 75 m 4W x 4 doses + vs sorafen
K. ECOGPS:0/1 Y \_durvalumab 1500 mg Q4W le )
“The T75+D arm was closed 1o enroliment following & preplanned analysss of a Phase 2 study. Participants randomized (0 this anm (n=153) couk! contnue lreastment folowing am closure. Resulls from this arm are nol reported

in this presentation.

BCLC. Barcelona Clinic Liver Cancer: BID, twice a day: DCR, disease control rate: ECOG, Eastarn Cooperaive Oncology Group; EGD, asophagogastroduodenascopy; HBV, hepatitis B virus; HCC, hepatocelular carcinoma;
HCV, hepatitis C virus: ORR, objective response rate; OS, overall surnvival. PFS, prograssion-free survival, PS, performance status. Q4W, every 4 weeks: R, randomized. RECIST, Raesponsa Fvaluation Critaria in Solid Tumors
175+0D, remesmumab 75 mg Q4W x 4 doses + durvalumab 1500 mg Q4W

1. Abou-Alla GK, el al. NEJM Evd 2022.1.EVIDoa2100070.
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STRIDE regimen improves survival in HCC

1.00-Tp.
Median
Events, Overall Survival,
no. (%) mo (95% CI) Hazard Ratio
= 0.75 STRIDE (n=393) 262 (66.7%6) 16.43 (14.16-19.58) 0.78 (96.02% ClI, 0.65-0.93)
2 Durvalumab (n=389) 280 (72.0%) | 16.56 (14.06-19.12) | 0.86 (95.67% Cl, 0.73-1.03)
enib (n= 293 (75.3% 13.77 (12.25-16.13
§ Sorafenib (n=389 ( ) ( )
=
s
3 0.507 STRIDE
-
; Sorafenib
3
g 0.257
<«—Durvalumab
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0 6 12 18 24 30 36 42 45
Time from Randomization (mo)
No. at Risk
—— STRIDE 393 308 235 190 158 98 32 1 0
—— Durvalumab 339 286 230 183 153 &7 27 6 0
—— Sorafenib 339 283 211 155 121 62 21 1 0

Abou-Alfa GK et al NEJM Evid 2022; 1 (8)



Marching forward with STRIDE: the tale of the tail

1.0 — STRIDE (N = 393) STRIDE Sorafenib
=== Sorafenib (N = 389) N = 393 N = 389
OS events, n (%) 309 (78.6) 332 (85.3)
0.8 Median OS 16.43 13.77
E (95% Cl), mo (14.16-19.58) (12.25-16.13)
E HR (95% CI) 0.76 (0.65-0.89)
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Abou-Alfa GK et al NEJM Evid 2022; 1 (8)



Marching forward with STRIDE: Response Matters

o — STRIDE: Yes (N = 236)
== STRIDE: No (N = 157)
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CheckMate with Ipi(3) and Nivo (1)

CheckMate 9DW

CheckMate 9DW study design

» CheckMate 9DW is a global, phase 3, randomized, open-label study of NIVO in combination with IPI compared with LEN
or SOR as 1L treatment in patients with unresectable HCC?

Key eligibility criteria:

Unresectable HCCP

At least 1 measurable
lesion (RECIST v1.1)
Systemic therapy naive
Child-Pugh score 5 or 6
ECOGPSOor 1

No main portal vein
invasion (Vp4)

N =668

Stratification factors:

Etiology (HBV vs HCV vs uninfected)c

MVI/EHS (present vs absent)
AFP (< 400 vs > 400 ng/mL)

Primary endpoint:
n =335 NIVO 1 mg/kg IV + IPI 3 mg/kg IV Q3W s OS
——————% (up to 4 cycles)

d
then NIVO 480 mg Q4W Secondary endpoints:

« ORR and DOR by BICR per RECIST v1.1
» Time to symptom deteriorationg

Investigator’s choice of

- LEN 8 mge or 12 mgf PO QD Key exploratory endpoints:
n =333 or SOR 400 mg PO BID » PFS by BICR per RECIST v1.1
» Safety

Treatment until disease progression,
unacceptable toxicity, withdrawal of consent
(both arms), or a maximum treatment duration
of 2 years (NIVO + IPI arm only)

Among 325 patients treated with LEN/SOR:
275 (85%) received LEN, and 50 (15%) received SOR

« At data cutoff (January 31, 2024), median (range) follow-up" was 35.2 (26.8-48.9) months

2ClinicalTrials.gov: NCT04039607. bDisease not eligible for, or progressive disease after, curative surgical and/or locoregional therapies. “Based on central lab serology results for stratification purpose. dMinimum of 1 dose
of NIVO + IPI is required before proceeding to NIVO monotherapy. ¢If body weight < 60 kg. fIf body weight > 60 kg. 2HCS subscale score of the FACT-Hep. "Time between randomization date and cutoff date. 3



Overall survival,

response, and duration

CheckMate 9DW

of response
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(n = 335) (n =333) Response
Events 194 228 | P < 0.0001¢ |
. ORR: 36%
Median OS, 23.7 20.6 40 -
—m (95% Cl, 31-42) Bl =
95% Cl 18.8-29.4 17.5-22.5 g5 | —
HR (95% Cl)? 0.79 (0.65-0.96) CR: 7%
P valueb 0.018 30 -
24-month rate (95% CI) < 25 A1
49% (44-55)  36-month rate (95% Cl) e 20 -
! 38% (32-43) S Peion ORR: 13%
: v W 15 - : (95% Cl, 10-17)
1 . 1
comn, 10 -+
: 1 24% (19-30) E
: ' LEN/SOR
T T i T T T ; T T T T T o T
18 21 24 27 30 33 36 39 42 45 48 51 ———— —
Months (n =335) (n =333)
S e 8@ Median TTR (range),f mo 2.2 (1.1-11.6) 3.7 (0.6-11.2)
164 144 116 106 76 44 34 20 4 3 1 0

Median DOR (95% Cl),f mo

30.4 (21.2-NE) 12.9 (10.2-31.2)

« Statistically significant and clinically meaningful OS benefit with NIVO + IPI vs LEN/SOR, with higher OS rates at 24 and 36 months
+ Statistically significant and clinically meaningful improvement in ORR by BICR< with NIVO + IPI vs LEN/SOR, with a higher CR rate

and durable responses

Median (range) follow-up, 35.2 (26.8-48.9) months. 2HR and 95% Cl from stratified Cox proportional hazard model. Symbols represent censored observations. bTwo-sided P value from stratified log-rank test.
Boundary for statistical significance: P value < 0.0257. cAssessed by BICR based on RECIST v1.1. 9Two-sided P value from stratified Cochran-Mantel-Haenszel test. Boundary for statistical significance: P value < 0.025.
ePercentage with BOR of SD (includes non-CR/non-PD, which refers to patients with persistence of 1 or more non-target lesion[s]): NIVO + IPI, 32%; LEN/SOR, 62%. Percentage with BOR of PD: NIVO + IPI, 20%; LEN/SOR,

14%. fIn confirmed responders (NIVO + IPl: n = 121; LEN/SOR: n = 44).
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CheckMate 9YDW: Again, response matters

CheckMate 9DW

Overall survival by best overall response at 24-week landmark

e NIVO + IPI W em— LEN/SOR
90 901
" 80+ P 801
€ 1 € 70
2 601 2 60
5 50- 5 501
2 40- 2 40
g 30 g 30
o 20 . g (@] 201
10 L L 10 Bl
0 T T T T T T T T T T T T T T T T l 0 T T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
No. at risk Months No. at risk Months
CR/PR 101 101 101 95 91 86 82 78 77 76 59 41 25 12 6 5 0 0 CR/PR 28 28 28 27 25 23 22 17 14 14 10 7 5 2 1 1 0
SD2 105 105 103 98 92 85 72 64 57 49 38 25 15 10 4 z 0 0 SD2 212 212 205 186 162 146 120 107 84 76 55 31 24 15 3 2 1
NIVO + IPI LEN/SOR (cnR=+2p8I§ =
Events 24 56 38 Events 15 145 23
Median 0OS, mo NR 30.0 16.0 Median 0OS, mo 28.3 225 13.5
95% ClI 44.4-NE 23.5-37.8 12.0-18.7 95% ClI 20.6-NE 20.5-24.8 8.7-25.3
HR (95% Cl), CR+PR vs PD 0.14 (0.08-0.24) HR (95% Cl), CR+PR vs PD 0.45 (0.23-0.86)
HR (95% Cl), SD2vs PD 0.40 (0.26-0.60) HR (95% Cl), SD2vs PD 0.69 (0.45-1.08)

* In both treatment arms, objective response by BICRP was associated with improved OS outcomes
« NIVO + IPI: The HR for CR or PR versus PD was 0.14 and for SD versus PD was 0.40
* LEN/SOR: The HR for CR or PR versus PD was 0.45 and for SD versus PD was 0.69

Median (range) follow-up, 35.2 (26.8-48.9) months. Symbols represent censored observations. 2Includes non-CR/non-PD. Non-CR/non-PD refers to patients with persistence of 1 or more non-target lesion(s). PBased on
RECIST v1.1. 6



Trial & Regimen |ORR (%) | DOR(months) | PFS (mo) [HR, |OS (mo) [HR,
95% CI] 95% CI]

REFLECT
Lenvatinib vs
Sorafenib

[Mbravel 50
Atezo+ Bev vs
Sorafenib

HIMALAYA
Trem + Durv vs
Sorafenib

CheckMate-9DW

Nivo + Ipil vs
Sor/Len

24.1% vs
9.2%

30% vs 11%

20.1% vs
5.1%

36% (7%
CR)

18.1 vs 14.9

18.4 mo

VS

7.4 vs 3.7 mo
(0.66 [0.57—
0.77])

(0.65 [0.53—
0.81])

3.78 vs 4.07 mo
(0.90 [0.77—
1.05])

9.1 vs 9.2 mo
(0.87)

13.6 vs 12.3 mo
(0.92 [0.79—
1.06]

19.2 vs 13.4 mo
(0.66 [0.52—
0.85])

16.4 vs 13.8 mo
(0.78 [0.65—
0.93])

23.7 vs 20.6 mo
(0.79)



How do we make sense of these?



ORIGINAL ARTICLE

Early CTLA4 increase in CD45+ blood cells: an emerging biomarker of
atezolizumab—bevacizumab resistance and worse survival in advanced

hepatocarcinoma

L. Gramantieri'®, A. Montagner’, A. Arleo’, F. Suzzi’, C. Bassi’, F. Tovoli’?, M. Bruccoleri’, E. Alimenti®, F. Fornari’,
M. lavarone®, M. Negrini®, F. Piscaglia®? & C. Giovannini®**



CTLAA4 status and response to atezo + bev in HCC
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Gramantieri, L. et al. ESMO Open, Volume 10, Issue 3, 104289



Increase in CTLA4 predicts resistance to atezo+ bev in HCC
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Gramantieri, L. et al. ESMO Open, Volume 10, Issue 3, 104289



Summary

Abrogating VEGF activity may be important for early response
* Elevated CTLA4+ve cells may suggest resistance to atezo+bev
* Abrogating CTLA4 activity may improve survival further




[ |0 Eligible ? }

P No l Yes
Lenvatinib ]
{ Atezolizumab and Bevacizumab }

Durvalumab and Tremelimumab
Ipilimumab and Nivolumab

{ Cardiovascular comorbidity

Nol lYes

{ Atezolizumab and Bevacizumab } {

Durvalumab and Tremelimumab

Durvalumab and Tremelimumab}
Ipilimumab and Nivolumab

Ipilimumab and Nivolumab

Large Tumor Burden

DurvalumabandTremeIimumab\]‘ No No i
)‘ l Yes Yesl *| Durvalumab and Tremelimumab

Atezolizumab and Bevacizumab . :
s . Ipilimumab and Nivolumab
Ipilimumab and Nivolumab




The Treaty of Versaittes the Golden Isles.

Intratumoral Malformed and malfunctional Immune
hypoxia tumor vasculature suppression
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VEGF+ 10 vs 10 +H1O- It’s all 1O!

Lee WS, et al. Exp Mol Med 52, 1475-1485 (2020)




