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CARES-310 (HLB & Elevar)
Rivoceranib + Camrelizumab

ALBI 1 Grade

ALBI 2 Grade

Atezolizumab (Tecentriq) + Bevacizumab (Avastin)

Imbrave-150 (Roche)

ALBI 1 Grade

ALBI 2 Grade

Overall survival (%)
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= Cam + Rive
Sorafenib

+ Censored

0 2

MNumber of subjects at risk

Cam + Rivo 200 199 1889 179 174 168

A 41 34 27 17 10 L] 5 4 1 o
Cam + Rivo Sorafenib Cam + Rivo Sorafenib
i

4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

Overall survival (months)

148 131 M B3 47 28 20 14 4 1 o

Cam +Riva 72
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Overall survival (%)
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s Cam 4+ Rivo
Sorafenib
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0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

Overall survival (months)
MNurmber of subjects at risk

66 61 52 50 47

+Cansored

801

Overall survival (%)

201

o

Number at risk

OS events, n (%) 78(39.0) 112 (53.8) OS events, n (%) 33 (45.8) 39 (61.9) )
Median OS,* months (85% CI) 23.9 (20.3, NE) 15.4 (13.3, 21.6) Median OS,* months (95% CI) 191 (14.3, 27.2) 12.3 (7.1, 18.5) bevacizumab

Sorafenib
Hazard ratic® (95% Cl) 0.62 (0.47, 0.83) Hazard ratio® (95% CI) 0.62 (0.4, 1.0)

v
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Atezolizumab +

bevacizumab Sorafenib
(n=191) (n=87)
Patients with events, n (%) 79 (41) 47 (54)
Median OS, months (95% Cl) NE (23,7, NE) 164 (11,7, 20.8)

HR (95% Cl) 0,50 (0,35, 0.72)
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Time (months)

191190 186 185 182 178 174 169 167 161 158 151 147 144 140134 130 126 117109 86 73 65 38 20 19 9 & 1 NE
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Atezolizumab +
bevacizumab

(r|=1llj {n=78)
Patients with events, n (%) 100 (69) 53 (68)
Median OS, months (95% Cl) 11,7491, 16,1) 12.207.2,18.1)
HR (95% .92 (0,66, 1.2!
1004 (95% CI) 0.92 (0,66, 1.29)
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Number at risk Time (months)

Atezolizumab * 44\ 1o 404 127120 110102 04 85 79 75 70 67 65 62 56 56 490 47 47 38 22 25 1913 5 3 2
bevacizumab

b Sorafenib 78 75 64 60 58 54 49 44 42 41 40 37 36 32 20 28 27 26 25 21 19 14 12 § 5 4 1

i
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ALBI G1 HR: 0.62 (0.47-0.83), ALBI G2 HR: 0.62 (0.4-1.0)

v ALBI1S& 2tXOf|A| 2 ef2 7t ZLH Z2H[S0] ¢F
7
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v ALBIG1HR:0.5(0.35-0.72), ALBI G2 HR: **0.92 (0.66-1.29)

2 2XE0AH = o=

ZX: Liver Cancer 2023, Supplementary appendix, Lancet 2023; published online July 24
*ALBI 1/2 Grade= 2t 7|52 X3t 523 LIEH= X|H0|H Grade 27} Grade 12LC} 7t 7| 50| O XMahel &XH2Y
**Hazard Ratio (HR)2 10| 7I7t2+5 247t gich= 5
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HIGHLIGHTS OF PRESCRIBING INFORMATION - =3 x5 HXIS E (e,
These highlichts do not include all the information needed to use 7| X|=H| thH| 2 258 Xl 7ts
AVASTIN safely and effectively. See full prescribing information for

AVASTIN.

AVASTIN® (bevacizumab) injection, for intravenous use
Initial U.5. Approval: 2004

RECENT MAJOR CHANGES ' e s
Indications and Usage, Hepatocellular Carcinoma (1.7) 05/2020 E"E:I '1.__”:'," LI HHI‘% EH*" 7|‘3

Dosage and Administeation, Hepatocellular Carcinoma (2.8)  05/2020 Sz H}ZE|- ; ol ys. BIEMEF! 11A17¢
Boxed Waming, Removed 06/2019 HE Re i Avastin 208 ve S RS
Warnings and Precautions (3.3, 5.9} 052020

I e -l
1 5.3 Hemorrhage 1

ATASTN THT FETIr Mo distinet patterns of bleeding: minor hemorrhage, which is most commonly Grade 1
epistaxis, and serious hemorrhage, which in some cases has been fatal. Severe or fatal hemorrhage, including P e e e e e e e o "

£ 2 09d 2Rkt MY IS

e L

hemoptysis, gastrointestinal bleeding, hematemesis, CNS hemorrhage, epistaxis, and vaginal bleeding, occurred 1An evaluation for the presence of varices is recommended within 6 months of initiation of Avastin in patients

up to 5-fold more frequently in patients receiving Avastin compared to patients receiving chemotherapy alone. iwith HCC. There is lack of clinical data to support the safety of Avastin in patients with variceal bleeding |

Across clinical studies, the incidence of Grades 3-5 hemorrhagic events ranged from 0.4% to 7% in patients e g S e g o o o o o o T - i e o e

receiving Avastin [see Adverse Reactions (6.1)]. within 6 months prior 1o treatment, unireated or incompletely treated varices with bleeding; or high risk of
bleeding because these patients were excluded from clinical trials of Avastin in HCC [see Clinical Studies
(14.10)].
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Tecentriq (atezolizumab) +
Avastin (bevacizumab)'
Imfinzi (durvalumab) +
AstraZeneca Imjudo (tremelimumab-actl)
A.
H Rivoceranib +
LB Camrelizumab’

v' Rivoceranib + Camrelizumab

HBV
HCV
Non-viral

HBV
HCV
Non-viral

HBV
HCV
Non-viral

__\
Q@

A -

|
|
|
i
\

0.58 (0.40-0.83)
0.43 (0.25-0.73)
1.05 (0.68-1.63)

0.64 (0.48-0.86)
1.06 (0.76-1.49)
0.74 (0.57-0.95)

0.66 (0.50-0.87)
0.45 (0.18-1.16)
0.71 (0.37-1.36)

Favors Investigational Arm  Favors Sorafenib

HR (95% C1)
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Camrelizumab plus rivoceranib versus sorafenib as first-line
therapy for unresectable hepatocellular carcinoma
(CARES-310): a randomised, open-label, international
phase 3 study

Shukui Qin®, Stephen L Chan™, Shanzhi Gu, Yusian Bai, Zhenggang Ren, Xinoyan Lin, Zhendong Chen, Weidong Jia, Yongdeng fin, Yabing Guo,
Xinohua Hu, Zhigiang Meng, Jun Liang, Ying Cheng, fianping Xiong, Hong Ren, Fang Yang, Wei Li, Yajin Chen, Yong Zeng, Alexander Sultanbaeu,

Monika Pazgan-Simon, Margaryta Pisetska, Davide Melisi, Dmitriy Ponomarenko, Yurii Osypchuk, lvan Sinielnikov, Tsai-Sheng Yang, Xiao Liang,
Chunxia Chen, Linna Wang, Ann-Lii Chengf, Ahmed Kasebt, Arndt Vogelt, for the CARES-310 Study Group

Summary

Background Immunotherapy with immune checkpoint inhibitors combined with an anti-angiogenic tyrosine-kinase
inhibitor (TKI) has been shown to improve overall survival versus anti-angiogenic therapy alone in advanced solid
tumours, but not in hepatocellular carcinoma. Therefore, a clinical study was conducted 1o compare the efficacy and
safety of the anti-PD-1 antibody camrelizumab plus the VEGFR2-targeted TKI rivoceranib (also known as apatinib)
versus sorafenib as first-line treatment for unresectable hepatocellular carcinoma.

Methods This randomised, open-label, international phase 3 trial (CARES-310) was done at 95 study siles across
13 countries and regions worldwide. Patients with unresectable or metastatic hepatocellular carcinoma who had mot
previously received any systemic treatment were randomly assigned (1:1) to receive either camrelizurmab 200 mg
intravenously every 2 weeks plus rivoceranib 250 mg orally once daily or sorafenib 400 mg orally twice daily.
Randomisation was done via a centralised interactive response system. The primary endpoints were progression-free
survival, as assessed by the blinded independent review committee per Response Evaluation Criteria in Solid Tumours
version 1.1, and overall survival in the intention-to-treat population. Safety was assessed in all patients who received at
least one dose of the study drugs. We report the findings from the prespecified primary analysis for progression-free
survival and interim analysis for overall survival. This study is registered with ClinicalTrials gov (NCT03764293).

Findings Between June 28, 2019, and March 24, 2021, 543 patients were randomly assigned to the camrelizumab—
rivoceranib (n=272) or sorafenib (n=271) group. Al the primary analysis for progression-free survival (May 10, 2021),
median follow-up was 7 -8 months (IQR 4-1-10 - 6). Median progression-free survival was significantly improved with
camrelizumab—rivoceranib versus sorafenib (5-6 months [95%6 CI 5-5-6-3] vs 3.7 months [2-8-3.7]; hazard ratio
[HR] 0-52 [95% CI 0-41-0-65]: one-sided p<0.0001). At the interim analysis for overall survival (Feb 8, 2022), median
follow-up was 14-5 months (IQR 9.1-18 . 7). Median overall survival was significantly extended with camrelizumab—
rivoceranib versus sorafenib (22.1 months [95%6 CI 19-1-27.2] vs 15-2 months [13.0-18.5; HR 0.62 [95% CI
0- 490 80]: one-sided p<0-0001). The most commaon grade 3 or 4 treatment-related adverse events were hypentension
(102 [3825] of 272 patients in the camrelizumab—rivoceranib group s 40 [15%6] of 269 patients in the sorafenib group),
palmar-plantar erythrodysaesthesia syndrome (33 [1296] vs 41 [15%4]). increased aspartate aminotransferase (45 [1794]
vs 14 [526]), and increased alanine aminotransferase (35 [13%5] vs eight [326]). Treatment-related serious adverse events
were reported in 66 (24%6) patients in the camrelizumab—rivoceranib group and 16 (6%6) in the sorafenib group.
Treatment-related death occurred in two patients: one patient in the camrelizumab—rivoceranib group (ie, multiple
organ dysfunction syndrome) and one patient in the sorafenib group (ie, respiratory failure and circulatory collapse).

Interpretation Camrelizumab plus rivoceranib showed a statistically significant and dinically meaningful benefit in
progression-free survival and overall survival compared with sorafenib for patients with unresectable hepatocellular
carcinoma, presenting as a new and effective first-line treatment option for this population.

Funding Jiangsu Hengrui Pharmaceuticals and Elevar Therapeutics.

Copyright © 2023 Elsevier Ltd. All rights reserved.
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Bayer2 Southwestern TexasCHehul == waen: oora2003)

P-93 REAL-WORLD (RW) SYSTEMIC TREATMENT PATTERNS IN US
PATIF = ‘PTS) WITH HEPATOCELLULAR CARCINOMA (HCC): > (=)
202¢ Ate/Beva 27|t C|jH]| X|= SEttE
Amit G. Singal ', Kir n * Zdravko Vassilev 3, Xiaoyun Pan #, Chi-Chang
Chen 4, Jasjit Multar ' NMeg 7
90%
' Department of Int -ical Center, Dallas, TX, USA; 77%
2 Bayer Consumer Ue. “ticals, Whippany, NJ, 80%
USA; * Real World Evidence - “Morld Evidence 70% 63%
Solutions, IQVIA US, Falls Church, “inq, PA,
USA, 7 Bayer AG, Berlin, Germany t

agents, including atezolizumab plus bevacizumab (atezo+bev,,
care for eligible pts. RW evidence for subsequent therapies follown._

, 60%
7 43%
Introduction: Treatment options for pts with advance. k I > 20% °
& ’ hkal74
is no clear guidance on follow-up treatments for HCC. Therefore, this stuu, K
patterns in pts who received 1L atezo+bev for HCC in the USA. ’
Methods: Pts with HCC, aged =18 years, who initiated atezo-+bev between June 1, 2020, an. '
30, 2022, were identified in the IQVIA open-source medical claims and longitudinal prescription
databases. Eligible pts had data available for =3 months before and =2 months after atezo+bev
initiation (index date), no prior systemic HCC treatment, and no other prior primary cancers. Pts \
were followed from the index date until the date of last observation or the end of the study period. §
Endpoints included the proportion of pts discontinuing atezo+bev, time to atezo+bev discontinuation
(TTD), the proportion of pts switching to other systemic treatments, treatment sequence, and time to =
next treatment (TTNT) in pts with at least 3, 6, 9, or 12 months’ follow-up. ‘/ Ate/Beva =/ "('5|_

Results: Overall, 825 pts were included (median age 67 years [range, 18—-85], 80% male) with a

median follow-up period of 15.3 months (range, 0.3—28.4). Most pts had compensated liver disease, ‘/ Ate/Bevagl IC[;IE' x| E %b . % %

with a minority having ascites (25%), metastases (22%), esophageal varices (18%), encephalopathy a Q
(9%), and gastrointestinal hemorrhage (2%). Portal hypertension was observed in 18% of pts. *EHEI—{O| HXIL0]| |/I|‘7|-

Esophagogastroduodenoscopy was performed in 18% of pts =1-month post index date. At 3, 6, L= T TIOo - o -
9, and 12 months, the proportion of all pts discontinuing atezo+bev was 10%, 43%, 63%, and

77%, the mean TTD (SD) was 21 (0), 63 (31), 92 (53), and 117 (76) days, the proportion of pts |=§_7|- 0'|O-| E_I-E OkOE [:H
switching to other systemic treatments was 4%, 11%, 16%, and 18%, and the mean TTNT (SD)
was 62 (21), 104 (41), 138 (65), and 152 (80) days, respectively (Table). Targeted therapies were
the most common subsequent therapy (Table); with lenvatinib (6%) and cabozantinib (4%) being
the most frequent agents.
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1007P - Network meta-an “=v comparators in first-line unresectable hepatocellular carcinoma (uHCC) Results
Eight RCTs (including REFLECT) and adjusted data from LEAP-002, were included in the NMA. Lenvatinib demonstrated a significant improvement in OS compared with sorafenib,
and significant improvement in PFS compared with sorafenib, tremelimumab + durvalumab, tislelizumab and durvalumab (Table).

Pr

sentation Number 1007P
akers David Trueman (Lr

Onsite Poster display date .. Table: 1007P

Absiract Is #IE NMA resuits for OS and PFS — lenvatinib vs comparator

Background Comparator 08S; median HR (95% Crl)PFS; median HR (95% Crl)

Sorafenib 0.75 (0.66, 0.86) 0.57 (0.49, 0.66)
This research compared the relative efficacy of lenvatinib monotherapy (mona), a stanu.. * s , ~ninverse Durvalumab 0.88 (0.71,1.08) 0.55 (0.45, 0.69)
probability of treatment weighting (IPTW) and an NIMA, updated evidence for lenvatinib mono from — E’ Tislelizumab 0.88 (0.71,1.11) 0.51(0.41, 0.65)
analyses. QE “ab 300 mg + durvalumab0.97 (0.77, 1.20) 0.63(0.51,0.78)

7umab 1.14 (0.86, 1.51) 0.87 (0.67, 1.13)
Methods I 1.21(0.92, 1.60) 1.09(0.82, 1.44)
~~=dible interval; HR, hazard ratio; OS, overall survival, PFS, progression-free survival

Randomized controlled trials (RCTs) were identified via systematic literature review. REFLECT and LEAP-002 investigated lenvatinib mono in tHCC, w... *
available for each, however, only REFLECT had a comparator arm of inferest. To utilise all available lenvatinib data, the lenvatinib arm from LEAP-002 was adjusic.. *

for OS and progression-free survival (PFS) comparing lenvatinib and sorafenib. The esfimated HRs were included in fixed-effects Bayesian NIMAs to compare lenvatinib and
comparators. Scenario analyses explored alternative choices for IPTW esfimators

aggregate data for confounding factors from REFLECT using IPTW. Weighted Cox regression including maiching variables as covariates were used to derive hazard ratios (ru .. I* OI

o ~imilar or significantly improved OS and PFS when compared with other therapies.
Eight RCTs (including REFLECT) and adjusted data from LEAP-002, were included in the NMA. Lenvatinib demonstraled a significant improvement in OS compared with sorafen, Funding § \=
and significant improvement in PFS compared with sorafenib, tremelimumab + durvalumab, fislelizumab and durvalumab (Table). Q

Legal entity respu...

Results Eisai Inc.

Eisai Inc.

oX
>

ARl EisaiZ} ESMO 2023014 2 Eot OS/PFS HRO|| 25l == &H
TSl 474 of= Sl AT Ol &= o= (BI=2AM2HE /2 —RRIFE) Sl Lenvatinib tiH| 25 H|w &4
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The first-line combi
that gives patients

Mere térme.

Uncompromised.

Introducing a novel PD-1/TKI
combination to deliver more survival
time with fewer trade-offs.

NEW
PRODUCT K ano PRODUCTT
More than before
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588 THIS WEEK AT NEJM.ORG

REVIEW ARTICLE
640 Behget's Syndrome
D. Saadoun, 8. Bodaghi, and P. Cacoub
D IMAGES IN CLINICAL MEDICINE
Sewndzxy Gancers after Chimeric Antigen 652 Dlummer=Vinson Syndrome
Recepror T-Cell Therapy  N. Verdun and P. Marks Q. Binet and A. Delorme
546 But My White Count... R.Colgrove & i Drug-Related otnous and
kaml Exanthema
M. Mansilia Polo and D. Martin-Torregrosa
CASE OF THE M s
GENERAL HOSPITAL
653 A Manwith Fevers
E.A. Meyerowitz and Others
EDITORIALS h :
662 Silencing Immune Dialogue in Multiple Sclerosis
S.L. Hauser
664  Electronic Cigarettes for Smoking Cessation —
Have We Reached a Tipping Point?
N-A. Rigotti
CLINICAL DECISIONS

666 Primary

R. Smyth.‘s Shojage, and O. Feller-Kopman

CORRESPONDENCE 3
HINA Remission after Allogeneic Hematopoietic-

elevar i
therapeutics

ELEVATING
OUTCOMES

©2024 Elevar Tharapeutics. All rights reserved US-ELVR-23.01

Elevar Thedpeuu is a tapidly growing. iully mtegratdd bleﬁﬂ
company: We're built onthe promise of elevating treatment experiences "
outcomes for anean who have limited or inadequate !herapeuticupﬂms.
Rooted in oncology, we apply the same rigor and diligence that comes with this
knowledge to identifying and developing promising medicines for complex yet
under-treated conditions across a range of therapeutic areas.

Learn more about us at elevartherapeutics.com
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} Elevar Therapeutics
When treating unresectable hepatocellular carcinoma (UHCC), in the pursuit of peak

overall survival (OS), every measure matters, including objective response rate (ORR).
ORR has a high of 28% and a low of 19% among existing uHCC treatment ...see more

Ib'

When treating uHCC

IN THE PURSUIT OF PEAK OS

EVERY MEASURE MATTERS
INCLUDING

ORR

1 reposts

Elevar Therapeutics

_,,’ 1

When treating unresectable hepatocellular carcinoma {(uHCC), oncologists do
everything in their power to maximize overall survival (OS). In addition, other
measures like LIVER FUNCTION need to be effectively addressed, too.

see more

When treating uHCC

IN THE PURSUIT OF PEAK OS
EVERY MEASURE MATTERS
INCLUDING

LIVER FUNCTION

REFERENCE »

Elevar Therapeutics

} 13,250 followers

4mo - @
We loved engaging with the oncology community at ESMO 2023. Thank you ESMO -
European Society for Medical Oncology for hosting such an important event that
allows us to share the latest advancements in #CancerCare, see more

Elevar Therapeutics

Poster Session B: Cancers of the Pancreas, Small Bowel, and Hepatobiliary
Tract https://Inkd.in/gezdPVY4

see more

2

elevar
therapeutics

WE'RE AT ASCO Gl!
COME VISIT OUR POSTER PRESENTATIONS
‘ 12:30-2:00 PM PST

Elevar Therapeutics

=

In the pursuit of peak overall survival (OS) for patients with unresectable
hepatocellular carcinoma (UHCC), every measure matters, including QUALITY OF LIFE

Qo). see more

When treating uHCC

IN THE PURSUIT OF PEAK OS
EVERY MEASURE MATTERS

INCLUDING

QUALITY OF LIFE

Elevar Therapeutics

_} 13.250
®

imo « Ed
Join us for an industry expert theater presentation at ASCO GI:
Fri, Jan 19, 5:15-6:00 PM PST
https://Inkd.in/g5CGG7JX

see more

W

elevar ’
therapeutics®

DON'T MISS OUR ASCO GlI
INDUSTRY EXPERT THEATER PRESENTATION

P ar
Natalia Raphael, PhD
Executive Director, Medical Affairs

FRI, JAN 19 - 5:15-6:00 PM PST -
:04
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