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IMbrave 150 Atezolizumab + Bevacizumab

CARES-310 Rivoceranib + Camrelizumab

HMeabriiwas - L= e
Camrelizumab-rivoceranib  Sorafenib D Camrelizumab-nvoceranid  Sorafenib I":-m“ g
C (n=153) (n=1685) (n=117) (n=108) - ’
OS events, n (%) 57 (37.3) 78 (47.3) OS events, n (%) 53(45.3) 73(68.9) [ p——— @2, N TEE"
Median OS (85% CI)". mo  23.9 (20.5-NR) 21.6{15.2-NR) Median O'S (85% CI)*, mo  22.0(161-27.2) 10.3(7.7-13.3) o s 1 50 A, 673
HR (95% CI)' 0.72 (0.51-1.01) HR {95% CI)t 049 (0.35-0.71) 1:x<-—~\;_\‘ ixte o
100 >~ Y 100 ‘,,“\ -\-‘—\\
b T s “\ T
T Y N £ i z
75 N N 75 S = s —— ~
\“ \ﬁ \ i - 3 < H‘_\ .“\_ .
~ 504 Sammes ey s o \ o
8 e 3= i, S e T 1o |
-~ - } i :
25+ 5 25 o ® ‘ 21 H .
ALBI Grade 1 (AeiGrade 2 > ALBI Grade 1 ALBI Grade 2 : =
8 t—r—r—r—r—r—r—r—r— T O ——— T T T T T T VT i T
i ” 0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 et ek 0 2 4 6 8 10 12 14 1; 'v‘eh 20 22 24 26 268 30 32 pr2yasovs AIRFEERERS uvwwz 1( (J‘-l An*sa 012 SO T 8PN RZBKUSEUTBRANNRAMBBTIAY
Car u: ::l’;b Montha Camredzumab- ol Farster o fak Tene {months| Nirster o ok Time imonths|
ivocsranib 153 152 146 139138 13211710273 52 37 21 15 10 3 1 @ fivoceranib 117 112 103 91 87 82 73 63 45 28 20 13 10 8 2 0
af=nib 185 163 154 147138 121106 90 68 52 41 24 18 15 5 1 0O cafenib 106 105 78 67 60 50 43 34 23 18 12 7 4 2 0 ASTmR T O T 1 5 0 ot L T |- Al s AT ETIR M A I AN NGRS A S O MED AT E LM
a S T NIRRT SO sUNEEDYRRYENNTEDY Y 2 L3 b Sl AT MMM BMYNMMTE TTRTE IR ITTE RO -
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v ALBI (Albumin-Bilirubin) :

{t7|s0| X5tE =& grade’t =04
v 2|EAM2tE 2 7HYO] BO| TA |0 7H7[50| MStE SHAO M L ESHA A8

Ref. supplementary appendix
Lancet 2023; published online July 24. https://doi.org/10.1016/S0140-6736(23)00961-3
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HIGHLIGHTS OF PRESCRIBING INFORMATION v FDA 9| OfHIAElI 2E N0 EZI™HO| U=
These highlights do not incl.ude all the informati.m_l ne.eded to use 7kob SIXpo| AFRO|| CHS}O] At
AVASTIN safely and effectively. See full prescribing information for
AVASTIN. v/ OFHRAEIO| A BHZIZ|7} 2022 SO
AVASTIN® (bevacizumab) injection, for intravenous use CHet CHAM7F Oled =
Initial U.S. Approval: 2004 v HIH BlEMEIHS =30| Ho| Qo Htzt
e RECENT MAJOR CHjANGES 7| LS 11A|ZF 222l

Indications and Usage, Hepatocellular Carcinoma (1.7) 05/2020

Dosage and Administration, Hepatocellular Carcinoma (2.8) 05/2020

Boxed Wamning, Removed 06/2019

Warnings and Precautions (5.3, 5.9) 05/2020

5.3 Hemorrhage
Avastin can result in two distinct patterns of bleeding: minor hemorrhage, which is most commonly Grade |
epistaxis, and serious hemorrhage, which in some cases has been fatal. Severe or fatal hemorrhage, including

hemoptysis, gastrointestinal bleeding, hematemesis, CNS hemorrhage, epistaxis, and vaginal bleeding, occurred X HEZE7|: Of2o| HE = Jp Mo 2
: : i : 2 R N oo/l aE—l 26 ©

up to 5-fold more frequently in patients receiving Avastin compared to patients receiving chemotherapy alone.

Across clinical studies, the incidence of Grades 3-5 hemorrhagic events ranged from 0.4% to 7% in patients S0l E=0 22 | ZF

receiving Avastin [see Adverse Reactions (6.1)].
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Tecentriq (atezolizumab) + HCV © ("'"‘| 0.43 (0.25_0.73)
vastin (bevacizumab)' |
s BRI N on-viral . o1 * 1.05(0.68-1.63)
[ [
[ [
cop oo ER e 0.64 (0.48-0.86)
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——————————————— s\
voceran 1 @ -
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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, Yuxian Bal, Zhenggang Ren, Xiaoyan Lin, Zhendong Chen, Weidong Jia, Yongdong Jin, Yabing Guo,
Xioohua Hu, Zhigiang Meng, Jun Liang, Ying Cheng, Jianping Xiong, Hong Ren, Fang Yang, Wei Li, Yajin Chen, Yong Zeng, Alexander Sultanbaev,
Monika Pazgan-Simon, Margaryta Pisetska, Davide Melisi, Dmitriy Ponomarenko, Yurii Osypchuk, lvan Sinielnikov, Tsai-Sheng Yang, Xioo Liang,
Chunxia Chen, Linna Wang, Ann-Lii Cheng !, Ahmed Kasebf, Arndt Voge!!, for the CARES-310 Study Groups

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 to 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 sites across
13 countries and regions worldwide. Patients with unresectable or metastatic hepatocellular carcinoma who had not
previously received any systemic treatment were randomly assigned (1:1) to receive either camrelizumab 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 ¢ ittee per Resp 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% 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% CI 19-1-27.2] vs 15-2 months [13-0-18.5]; HR 0-62 [95% CI
0-49-0-80]; one-sided p<0-0001). The most common grade 3 or 4 treatment-related adverse events were hypertension
(102 [38%¢] of 272 patients in the camrelizumab-rivoceranib group vs 40 [15%6] of 269 patients in the sorafenib group),
palmar-plantar erythrodysaesthesia syndrome (33 [12%6] vs 41 [15%)]), increased aspartate aminotransferase (45 [17%]
vs 14 [5%6]), and increased alanine aminotransferase (35 [13%] vs eight [3%]). 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 clinically 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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P-93 REAL-WORLD (RW) SYSTEMIC TREATMENT PATTERNS IN US Ate/Beva S 27|7t [}jH| X|& =LH=
PATIENTS (PTS) WITH HEPATOCELLULAR CARCINOMA (HCC):
2020-2022

Amit G. Singal ', Kirhan Ozgiirdal 2, Xiaozhou Fan 3, Zdravko Vassilev ¥, Xiaoyun Pan 3, Chi-Chang 90%

Chen 4, Jasjit Multani ®, Zifan Zhou 4, Jing He ¢, Federica Pisa ’ 77%
80%

' Department of Internal Medicine, University of Texas Southwestern Medical Center, Dallas, TX, USA;

z Bayer Consumer Care AG, Basel, Switzerland; ? Bayer HealthCare Pharmaceuticals, Whippany, NJ, 70% 63%

USA; 4 Real World Evidence Solutions, IQVIA US, Plymouth Meeting, PA, USA; ® Real World Evidence

Solutions, 1QVIA US, Falls Church, VA, USA: ® Advanced Analytics, IQVIA US, Plymouth Meeting, PA, 60%

USA, 7 Bayer AG, Berlin, Germany 50% 43%
Introduction: Treatment options for pts with advanced HCC have expanded with the approval of new 40%

agents, including atezolizumab plus bevacizumab (atezo+bev), which is the first-line (1L) standard of

care for eligible pts. RW evidence for subsequent therapies following atezo+bev Is needed as there 30%

is no clear guidance on follow-up treatments for HCC. Therefore, this study describes RW treatment 20%
(]

patterns in pts who received 1L atezo-+bev for HCC in the USA. 10%
0,
Methods: Pts with HCC, aged =18 years, who initiated atezo+bev between June 1, 2020, and June 10%
30, 2022, were identified in the 1QVIA open-source medical ciaims and longitudinal prescription 0%
databases. Eligible pts had data available for =3 months before and =2 months after atezo+bev o . . o
3HE 671E 9Mg 1270E

initiation (index date), no prior systemic HCC treatment, and no other prior primary cancers, Pis
were followed from the index date until the date of last observation or the end of the study perniod.
Endpoints included the proportion of pts discontinuing atezo+bey, 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.

v Ate/Beva |82 77%7t 1270 & ol X|I2E FEtet

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, fe) =r o o L}

with a minority having ascites (25%), metastases (22%), esophageal varices (18%), encephalopathy v' Ate/Beva —| o ﬂ x| = l- 7 | 7|' 5.17 H 222 L|'E|'

(9%), and gastrointestinal hemorrhage (2%). Portal hypertension was observed in 18% of pts. _ - o — N —~ O . N
Esophagogastroduodenoscopy was performed in 18% of pts >1-month post index date. At 3, 6, *LHEXOl 221820 Q|/A7t S 2 Qs 28 FICt 8l 7t7| 50| 243t
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 = ots = OFO [~ K= IlCE]

switching to other systemic treatments was 4%, 11%, 16%, and 18%, and the mean TTNT (SD) 2|_|'X|'0" 7-” -9-7|' AO-I EI'E — —E HX‘” NH\ = -I E-l' |_|' |_|' [

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 maost frequent agents.



= OtA|&! O3 5. ESMO 2023

——
HLEB

2= by Eisai (10/23/2023)

1007P - Network meta-analysis (NMA) of lenvatinib vs key comparators in first-line unresectable hepatocellular carcinoma (UHCC)
Nurbsr 1007P

David Trueman (Lendan, Used Kingdom)

cai= Monday, 23 Oclober 2023

Background

This research compared the reizive eficacy of lenvatinib monotherapy (mono). 2 standard of care for treatment of tHCC. versus appeoved { anticpaied comparators. Using mverse
probebiiity of freatmess wesghing (IPTW) and 2n NMA, upd2ied evidence for lenvatinib mono from LEAP-00Z. in addifion to evidence from REFLECT, were induded in the
analyses

Methods

Randomized conrolied trids [RCTS) were ideniified via Systematic Tieratre review REFLECT and LEAP-002 imvesagaiad lenvwalinib mono in uHCC, with pagent-fevel datz
3vaitable for each, however, only REFLECT had 2 comparator amm of infecest. To utilse 2 avzizbie kenvatinb dalz. S lenvatinib am from LEAR-002 was adjusted 1o makh
aggregaie (2ta for confounding factors Som REFLECT using IPTW. Weighied Cox regression inciuding maiching variables as covanates were sad {0 denve hazard ratios (HRs)
for OS and progression-Fee survival (PFS) companng kenvalinid and sorafenb. The estimaled HRs were nduded 1 fived-efecis Beyesian NMAS fo compare kenvatind and

comparziors. Scenano analyses explored akemaiive choices for IPTW estimators

Results

Eight RCTs {inclkding REFLECT) and adjusied daia from LEAP-J0Z. were included in the NMA. Lenvalinid demonsirated 2 significant improvement in OS comparad wilh sorzfenid
and significant impeovement in PFS compared with sorafenid, remelimumab + durvajumab, tsleizumab and durvalumal (Tadie}

v AR EisaiZt ESMO 20230{ A1 2 &S OS/PFS HRO| 2H5f =& &
v A2 47 ofE S AR oY El= o E (2l EAM /AR EFE)S
* FQ M 1X X|2H| CHH| HLBS| 2| 2 M2t /Z 22| F=Z0| OS/PFS

Resuls

Eight RCTs (including REFLECT) and adiusted data fom LEAP-002, were included n The NMA_ Lenvaiin demonsirated a significant improvement in CS compared with sorafenib
and significant improvement in PFS compared with sorafenit, remeimumat + durvalumab, tisieizumab and cervalumab (Table}

Table: 1007P

NMA resuts for 0S and PFS - envatind vs conparaior

Comparztor OS. megian HR (85% Ci\PFS. median HR (95% Cr)
Sorzienid 0.75 (0.65.0.86} 0.5710.49 .66}
Durvaiumab 083 @71, 106) 0355045 0569)
Tsielzumab 088@71,1.1) 0.51({0.41, 0865
Tremelmumab 300 mg + Gervalumadd 87 {0.77. 1.20) 053{051,0.78)
Arezoizumad + bevadzumad 114086 151) 0.87 (067, 1.13)
Canrelzumab = Spaini 121 0.92. 160j 09082 144)

=]

Soid = significant resultAbbveviations. Crl, crecible interval: HR, hazard rao veral sunvival PFS. progression-free survival

Conclusions

These results suggest that palenss wilh uHCC trezied with lenvainib mono have similar or significantly improved CS and PFS when compareg with other therzpes

Lega! entity responsibie for the siudy

£isai Inc

Funding

Esaiinc
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