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(IT1-1000)
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U AHTHA| FDA NDA MAHE FDA NDA A% ZH|Z data 241 2t2 9 NDA ZFH|Z $ixl data £% U EM 5

O|sx; 4 543 ¥ 80 460 ¥ 175 Y
Randomized, 2-arm Single-arm Randomized, Placebo Randomized, 3-arm
Rivoceranib 250 mg QD + Rivoceranib 700mg PO QD in Rivoceranib 700mg PO QD Vaccine doses 4-10 on day

=

ZEES Camrelizumab 200 mg Q2W 28 days cycles 28days cycle 22-24 of each temozolomide
vs Sorafenib 400 mg BID cycle
Primary endpoints: Primary endpoints: Primary endpoints: Primary endpoints:

oJA} mPFS, mOS ORR mOS mOS
End Points Secondary endpoints: Secondary endpoints: Secondary endpoints: Secondary endpoints:

ORR

DOR, PFS, TTP, OS

PFS, ORR, DCR

Changein IR, PFS

ZX: Clinical Trials org.
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AstraZeneca =

Rivoceranib Atezolizumab Tremelimumab . . .
. . Lenvatinib Sorafenib
+ Camrelizumab + Bevacizumab + Durvalumab
Stx} i 543 501 782 054 6023
1
B i Sorafenib Sorafenib Sorafenib ?t? lrj,fﬁ'lf Placebo
1 =0 o
i 22.1vs.15.2 19.2vs13.4 16.4 vs 13.8 13.6 vs 12.3 10.7 vs 7.9
oS !
1 HR 0.62 HR 0.66 HR 0.78 HR: 0.92 HR: 0.69
! 5.6vs. 3.7 6.8 vs 4.3 3.8vs 4.1 7.4 vs 3.7
PFS ! HR 0.52 HR 0.59 HR 0.9 HR: 0.66 55 vs 28
ORR i 25.4% vs. 5.9% 27.3% vs 11.9% 20.1% vs 5.1% 18.8% vs 6.5% 2% vs 1%
1
DCR i 78.3% vs.53.9% 73.6% vs. 55.3% 43% Vs 32%
1
1
ANEH ] 50% SHE 52% 25%
1
[} i *NDA MAE 20204 &¢! 20224 &¢ 2018 59! 2007'd &9

ZX: Clinical Trail Gov.
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Drug Combination Indications Approval date | Line
camrelizumab 1st-line unresectable or metastatic hepatocellular carcinoma 2023.02 1%t
Rivoceranib Advanced hepatocellular carcinoma 2020.12 2nd
Gastric adenocarcinoma or gastroesophageal junction adenocarcinoma 201412 3
Rivoceranib 1st-line unresectable or metastatic hepatocellular carcinoma 2023.02 15t

1st-line unresectable locally advanced/relapsed or metastatic esophageal squamous

cisplatin+paclitaxel : 2021.12 7%t
cell carcinoma
cisplatin+gemcitabine i1st-line locally relapsed or metastatic nasopharyngeal carcinoma 2021.06 15t
Relapsed and refractory classical Hodgkin lymphoma after at least two systematic therapies 2021.06 3
. Advanced nasopharyngeal carcinoma progressed after or intolerable to 2021.04 ond
Camrelizumab 2nd-line+ chemotherapy '
carboplatin+paclitaxel {1st-line locally advanced/metastatic sq-NSCLC 2020.06 15t
Locally advanced or metastatic esophageal adenocarcinoma progressed after or intolerable 2020.06 15t

to 1st-line treatment

pemetrexed+carboplatin:Unresectable locally advanced or metastatic EGFR-mut ALK-negative NSCLC 2020.06 15t

Advanced hepatocellular carcinoma after sorafenib and/or oxaliplatin-containing

nd
chemotherapy treatments 2020.03 2
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Mz| 10.18, 1985 10. 28, 2010 04. 08, 1991 12.06, 1941
=A ME, ot= HO|&, &= | AESIX|, 0|5 e o= £, Y2
IPO KOSDAQ (KR) NASDAQ (US), HKEX (HK), SSE (CH) NASDAQ (US) NiKKEI (Japan)
$14.2B (2 18X 2)

$19.9B (2 26 ¥)

$13.9B (2% 18= )

Al7tEy 5% 6,8332(
FMEL 128,929,651 104,099,381 224,109,238 296,566,949
s 22399 $595.2mn $954.6mn 3X70004
Zrapsor Aol 7ot XpaLHaret
QIENEYLE (MCL) N e, g, Ze, xiEUer,
o= I3 IOk BB OAMOX FAM ASE= Ot P 2900 (el
TS ZhetK}, MMt 9| YEAEE AN S EHE(WM) ZAMQE, Chay 23S RYY, vag, ijaﬂrﬁn 2, gxsolc
AME A2 $13.3B $10.05B $3.0B $27.2B
et 7, A7t 244 1816 7|&F

Oft

E£X:20234 9 27|21, Investing.com
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(in Thousands USD) - (in Thousands USD)
N
BRUKINSA Tislelizumab Total N 5 Jakafi iCLUSIG Total
fa‘é ===
@@@@l_z_o_w_ - - $238,387 ° b L2010 $2,012 $94,455
%@\BQQQ L 2018.1 - - $198,220 2012 $136,001 - $297,059
Q?,D)@r‘i‘o“tg@gj $1,039 - $428,212 2013 $235,443 - $354,947
\{
/\-\ef;w‘* 2020 $41,702 $163,358 $308,874 2014 $357,562 - $511,495
2021 $217,987 $255,119 $1,176,283 2015 $601,015 - $753,751
2022 $564,651 $422,885 $1,254,612 2016 $852,800 $29,600 $1,105,719
m Jakafi miCLUSIG mTotal
m BRUKINSA m Tislelizumab m Total

2017

2018 2019 2020 2021

2022 3Q 20Mm 2012 2013

2014 2015

2016

ZX: Bloomberg
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x
F8 mjo| 2|9l
e o2 X|2 Hof FDA 229l A]7| TES
12,000.00 Jtot 20|
FDA 7teh X=X &2 ZHArA ot Feb. 2015
Lenvima e AlEfot May, 2016
10,000.00 FDA ZrAtdet x| 25| &9 ! - J
(Lenvima % FDA £9/) Lenvima Ztet Aug, 2018 12 3,248%¢
Piah
8,000.00 7 XrZLparet (E8) Sep, 2019
1
{ eSS Aug, 2021
6,000.00 ! -
\ Dayvigo MEA Dec, 2019 1,696
\
4,000.00 Halaven PSS Jan. 2016 1,644
Fycompa HUEA| Oct. 2012 1,189
2,000.00 .
Legembi MEA Jan, 2023 *359
0.00 2023 38 Annual Report?|&, 8882 HF HIS| 7| EZCIet gHA 4
o c Al ™ = © © ~ © o Q by N ™ *Legembi O1E2 23'H 12 FDASQ! 0|=, 42 ~9&ENIX|2| INES LIEH
o o o o S o ) ) S o PR o PN 8
N N N ~N N N N N N N N N o~ o~
"

ZX: Investing.com, Drugs.com
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o 21
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87,630H
(9.8%)

stz
14,788
(1.6%)
Y=
45,6633
(5.0%)

Z£X: WHO, American Cancer Society, World Cancer Research Fund International, Digestive Cancers Europe, Clinical & Molecular Hepatology
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$10.00 $9.30
v 20221 7|F, 22 7N FRE A2 of 3.2%8

$8.00
v 20304 7HK| € 18.6% MEEZE 12X % 22 MEs ZHOZ of| At
$6.00
54,00 v HLBO 2Z2Y ZSEAMHELE2 FDASQ! & oo & 20274 71HX| 50%
$2.40 -IE 31X/ =R
$2.00 -HYo|d 26X A EBH
$0.00

2022 2030
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AstraZeneca

ZX: ElevarTx HCC Market Overview Brandimpact by IQVIA Oct, 2023 14
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Unit: USD Million

3|Ab o= &
2018 2019 2020 2021 2022
Avastin 5,319 3,343 2,321
Roche
Tecentriq 2,919 4,326 3,894
Imfinzi
AstraZeneca *2,784
Imjudo
Eisai Lenvima 11.59 116.96 298.28 592.35 752.12
2009 2010 2011 2012
Bayer Sorafenib 117.69 115.53 151.78 217.5

*AstraZeneca 20224 Annual Reportoll Imfinzi B§Z0i ImjudoifZ0] T stEjo] QI HAIE,

ZX: Bloomberg, Z} At 10K form 15
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Best-in-Class 2IAHH|O|E

Zieh XX 26| oS (M= 712 | 2ot A QX SR'E dz Hlw
il (HLE
l’ —— - -‘ HBV — . 0.58 (0.40-0.83)
; \ [ 221 | oo == 0T 043025073
. @ AstraZeneca 19.0 | : - Non-viral y =° : ’ 1.05 (0.68-1.63)
R | @ib I
16.4 | I HBV ¢« o s : '
13.6 I I N - : 0.64 (0.48-0.86)
107 - | e bl el aslrsaa
| I . Non-viral —s ’ 0.74 (0.57-0.95)
| | AstraZeneca .
| M e
: i _ HBV .‘ —— | 0.66 (0.50-0.87)
I I Rivocoranibt, .y, —t—e I . 0.45 (0.18-1.16)
1 Camrelizumab I I
! Non-viral 1o ¢ ! ’ 0.71(0.37-1.36)
| I T B f———p=——p==2 L
Durvalumab  Atezolizumab i : = 025 05 075 " 1'5 HR (95% Cl)
. - urvaluma 4 I Rivoceranib o , .
Sorafenib  Lenvatinib +Tremelimumab +BevaC|zumab| +Camrelizumab | Favors Investigational Am  Favors Sorafenib
\ I N . ..
v E|EN2HE/AEE|FE, o ZIMXIX|2H B ol X & MET(|7H (0S) v o MK =N T 2|2 AMEHE /AR TR0 RS 2= HEAC! 2Rt
22. V0 EE 7|15 oA =2 =Tt S E

olo

O0{MH: OS (Overall Survival) = MZ 7|7t HBV = B&ZIH, HCV = CH7ZI, Non-Viral = H[HO[2{AH 16



Atezolizumab (Tecentriq) + Bevacizumab (Avastin)

Best-in-Class 2IAHH|O|E

HLB

Imbrave-150 (Roche)

ALBI 1 Grade

ALBI 2 Grade

CARES-310 (HLB & Elevar)

Atezolizumab +

bevacizumab Sorafenib
(n=191) (n=87)

Patients with svents, n (%) 79 (41) 47(54)

Median GS, months (95% CI) NE (23,7, NE) 15.4(117,208)

HR (35% ©I)

050 (0,35, 0,72)

Overall survival (%)

Number at risk

Atezolizumab +
bevacizumab

T T T T T T
01234567

L L L L L II T 1 1111111117117
8 91011121314151617181920212223242526 272829
Time (months)

181190 185 185 182 178 174 168 167 161 158 151 147 144 140 134 130 126 117 109 06 73 65 38 28 19 & 9 1 NE

Sorafenib 87 83 B0 73 70 65 57 52 50 47 45 44 42 40 37 36 34 32 30 28 25 18 12 9 7 3 Z 1 NENE

1007

80

Overall survival (%)

20

01

Number at risk

Atezolizu
hevaclxuman

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

60

40

Atezolizumab +

bevacizumab Sorafenib
(n=144) (n=T8)
Patients with events, n (%) 100 (69) 53 (68)
Median OS, months (95% Cl) 11.7(9.1,16.1) 122(7.2,16.1)
HR (95% CI) 092 (0,66, 1.29)

Rivoceranib + Camrelizumab
ALBI 1 Grade

ALBI 2 Grade

100 100 o
& 759 & 75
£
= 50 2 50
E E
2 2
& 25 3 251
Cam + Rivo Cam + Rivo
ol Sorafenib +Censored ol Sorafenib +Gensored
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Overall survival (months) Overall survival (months)
Number of subjects at risk Number of subjects at risk

Cam+Rivo 200 199 189 179 174 168 149 131 91

D 144130134 127120 110102 94 85 79 75 70 67 65 62 50 56 40 47 47 % W 2B 19 13 5 3 2 1

1 NE NE

OS events, n (%) 78(39.0)

63 47 28 20 14

4

1

o

i
i
| N S B B S B S M S N B S S B B B B B B Cam + Rivo Sorafenib
01234567 891011121314151617 181920212223 242526272829 ALBI Grade 1 (n=200)
Time (months)

112 (53.8)

Cam+Rivo 72 66 61 52 50 47 M 34 27 17 10 6 5 4 1 0

Cam + Rivo Sorafenib
ALBI Grade 2 (n=72)

0S events, n (%) 33 (45.8) 39 (61.9)

NE Median OS,* months (85% CI) 23.9 (20.3, NE)

15.4 (13.3, 21.6)

Median OS,* months (95% CI) 19.1 (14.3, 27.2) 12.3 (7.1, 18.5)

Hazard ratio® (95% ClI)

v ALBI1S& 2HAHOI[ A2 oF= 7t

7t 2N

O

=S

Sly

U71s01 ¢ E2

tot

—

[

v" ALBIG1HR:0.5(0.35-0.72), ALBI G2 HR: **0.92 (0.66-1.29)

IXIS0AHE etz

v ALBI S50 A2l

otz 7t Gl= ALBI 2

10| 2=

0.62 (0.47, 0.83)

SERFO

253 BRSO 2Tt o

Hazard ratio® (95% CI) 0.62 (0.4, 1.0)
otz 7t £OMH E3| Ate/BevaliA
|__|.|_:_|.|_H

—

v' ALBIG1HR: 0.62 (0.47-0.83), ALBI G2 HR: 0.62 (0.4-1.0)

ZX: Liver Cancer 2023, Supplementary appendix, Lancet 2023; published online July 24

*ALBI 1/2 Grade= 2t 7|5
**Hazard Ratio (HR)2 10| 7t7t2

A2 oFg 7} giChe &=

=T

©| X6t s & LiEtl= X|H0|H Grade 27}Grade1EEf 7t 7|50| o N&tEl Ext=el
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Best-in-Class 2IAHH|O|E

HIMALAYA (AstraZeneca)
Tremelimumab (Imjudo) + Durvalumab (Imfinzi)

ALBI 1 Grade ALBI 2 Grade
A 1.0 300D Sorafenib b 1.0 T300:D Sorafenib
Median 08 (95% Cl), mo 2343(19.19-28.75)  19.02 (15.67-23.16) Median OS (85% Cl), mo 11.30(9.33-14.19) 9.72 (7.23-11.76)
0 0.8+ 0S HR' (95% CI) 0.79 (0.62-1.01) 0 0.8+ 0S HR' (95% Cl) 0.83 (0.65-1.05)
9 — T300+D (N=217) E -_ ;,300;0‘ éN{N‘I 71?5)
o] o — Sorafenib (N=203) 0 o — Sorafenib (N=
> 0.6 S 06
2 044 2 04
0 ol
0 0
o 02+ o 02+
0.0+ 0.0+
1 1 T 1 1 T 1 1 T 1 1 T 1 1 T 1 T T 1 T T 1 1 1 I 1 L] I I 1 I I I I I I 1 I 1 1 I ] 1 1 ] I 1 1
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46
‘ Time from randomisation (mo) _ Time from randomisation (mo)
Number at risk Number at risk
T300+D: 217 209 200 188 174 163 148 140 133 127 120 113 106 101 77 63 50 38 21 13 8 1 0 0 T300+D: 175 155 132 119 110 98 86 76 64 63 56 55 52 49 42 35 25 17 11 6 3 0 0 0O
Sorafenib: 203 193 180 165 153 144 135 118 110 103 94 89 81 70 53 41 27 21 13 8 2 0 0 0 Sorafenib: 186 163 130 118 102 87 76 65 60 52 48 42 40 36 26 21 17 11 8 4 3 1 0 0

[0

J ot 232{0| %

v’ OfAEZIH|U|7tS| X|ZH|= ALBI Grade 2 2tXHOH|A| 2F=2 7t JAX|TH SARS] X|=2H|= L OS7t 2f 5.77H

ZXAbou-Alfa GK, et al. NEJM Evid Published online 6 June 2022. doi: 10.1056/EVID0a2100070
*ALBI 1/2 Grade= 7t 7152 X3t 53 S LIEIL= X|#0|H Grade 27t Grade 1Lt 7t 7| 50| O X3HE 2R 18
**Hazard Ratio (HR)2 101| 7177t24-5 ofw 7t QiCh= 5
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ALBI Grade & 2tX} 4

0= e
:.Eﬂ'l
=T =

m ALBIG1 = ALBIG2 = ALBIG3

ZX:Karger.com/Albumin-Bilirubin Grade Analyses of Atezolizumab plus Bevacizumab versus Sorafenib in Patients with Unresectable Hepatocellular Carcinoma: A Post Hoc Analysis of the Phase I 19
IMbrave150 Study



Best-in-Class 2IAHH|O|E

HLB

Zhe 1} X = A A STHE

22.0% : — | —
83.3% ‘.‘ | 25.4% ‘ | 17.8% ‘
@ 12.0% : AstraZeneca 11.0% :
e &= W
Ate./Beva. Sorafenib Durva./Trem. Sorafenib Rivo./Cam. Sorafenib
v ANEHEFE0| 71 =2 Rochel| X[=2H|7t CHE CHH| 22820 = QI &
AETHE0] 83.3%7t =
v OIAEZIA|H|7t CHH| HLBE 7.6% YASCEHES HO[X|2H OS7t 34.8%

(5.771&)0l 20 BYH ASZ

Zteh X} X|=X| Half-Life H| 12

Half-Life

X =H| °f=

Sorafenib 25-48 hours
Lenvatmlb ..................................................................................................................................... 4 ghours
Atezo||zumab+gevac|zumab .................................................................................. 20days
Treme||mumab+Druva|umab .............................................................................................. 22days
R|Vcoceran|b+Camre||Zumab’|’|hour5

v HE oo ZRNAKIRA B 22 M2k /ZRIF 0| TKY S o2 ¥
S HND U
v CIE 23 92| 258 2|A57 MO o2 HES0| 0| §

ZX: JHEP Rep 2023 Feb 18;5(5):100702
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kS ZIOM ALK 2 M| AZH0lAQ] 2| EAIRHL /2 a0t s34 of=
1PN or=H OIAFNCT # QUAFCHA| oAb =z 7|7t
.............. JunshiBiosciences  Toripalimab  NCT04523493 34  09.012026
~ AstraZeneca - Durvalumab NCTO3847428 3% 08312025
......................................... BMS  Nivolumab+Relatimab ~ NCT05337137  1/24 12152026
......................................... BMS  Nivolumab  NCT04039607 34  06.30.2025
...................................... Merck ~ Pembrolizumab ~ NCT03867084 34 08.31.2029
LG Chem+AstraZeneca  Tivozanib+Durvalumab  NCT03970616  1/24 04.04.2023
v g2 50U, ZIYMAL X =XE SEE M 0| U= =2 5 53 LHZ Aetlt 2 75| Y= Ad=2 US
v 0| 7|7t ot 2|EM2HE /A E 2| R =2 2CHtet 4= U H CHEEQI A|IMHQES2 SE S £+ AS
Z£X: Bloomberg, Clinical Trial Gov.
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Best-in-Class 2IAHH|O|E

ST 2|2 M2t /e T, ZRNAKIER B 71 &£ 0S (Overall Survival) 4&E7|2k 22,1712 2%

=,

o| EMEH /A2 TR 2 EF Z-AL K= A|eF | 2he 2 QIXfet &2iglo] 2= 2o &2 g7t §iF E

UMAK| 2 H| AFHOM AEERE0| 71 =2 Ate/Beva X|ZH|= 7|X ALBI 1S5 2HAIOf|A|2E ef2 7t Z2 BHH, 2[EAMEt /AR FE2

7|1X ALBI1,2 S& StAHOi[A| 25 =7t LIEHIH 3], ZAIR! Ate/BevaOllM 2= 7t gl= ALBI 258 SHAtO|A| 2S3| £2 A=t LIEHE
c| A2t /AR, AL K =H L S LSSEE0| Bt FHAL Cib] oI5| HACH (HEH =22 = Mx} ¢iF, 9H[0|X| &H=x) BAES = QI K|

= ST IHsE0| iR H3

S| 2 MEHE /AR, ofF B 7|7t EF Z7A CHH| OHR B2 2F MARIQE, 2218 2 A| ofF ST £218 22[7F E0[HH, CHE A= H|of| H|3H FXHE

I

2| A3 AXS| HE
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HLB

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, Yusxien Bai, Zhenggang Ren, Xigoyan Lin, Zhendong Chen, Weidong lia, Yongdong fin, Yabing Guo,
Xinohua Hu, Zhigiang Meng, Jun Liang, Ying Cheng, fianping Xiong, Hong Ren, Fang Yang, Wei Li, Yajin Chen, Yong Zeng, Alexander Sultanbaey,
Monika Pazgan-Simon, Margaryta Pisetska, Davide Melisi, Dmitriy Ponemarenke, Yurii Osypchuk, lvan Sinielniko, 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% 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—riveceranib 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 riveceranib 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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P-93 REAL-WORLD (RW) SYSTEMIC TREATMENT PATTERNS IN US
PATIENTS (PTS) WITH HEPATOCELLULAR CARCINOMA (HCC):
2020—-2022

Amit G. Singal ', Kirhan Ozgiirdal 2, Xiaozhou Fan 3, Zdravko Vassilev 3, Xiaoyun Pan 2, Chi-Chang
Chen 4, Jasjit Multani 5, Zifan Zhou 4, Jing He ¢, Federica Pisa 7

' Department of Internal Medicine, University of Texas Southwestern Medical Center, Dallas, TX, USA;
2 Bayer Consumer Care AG, Basel, Switzerland; 3 Bayer HealthCare Pharmaceuticals, Whippany, NJ,
USA; 4 Real World Evidence Solutions, IQVIA US, Plymouth Meeting, PA, USA; 5 Real World Evidence
Solutions, IQVIA US, Falls Church, VA, USA; ¢ Advanced Analytics, IQVIA US, Plymouth Meeting, PA,
USA, 7 Bayer AG, Berlin, Germany

Introduction: Treatment options for pts with advanced HCC have expanded with the approval of new
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
is no clear guidance on follow-up treatments for HCC. Therefore, this study describes RW treatment
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, and June
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+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.

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,
with a minority having ascites (25%), metastases (22%), esophageal varices (18%), encephalopathy
(9%), and gastrointestinal hemorrhage (2%). Portal hypertension was observed in 18% of pts.
Esophagogastroduodenoscopy was performed in 18% of pts >1-month post index date. At 3, 6,
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 (63), and 117 (76) days, the proportion of pts
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.

Ate/Beva 2£27|Zt CjjH| X|2 =Ei=2

90%
80%
70% 63%
60%
50% 43%
40%
30%
20% 10%
10%
0%

77%

3HE 6 e 9ME 12 71

v Ate/Beva 23Xt 77%7F 12702 O|L) X |2 E SCiet
v’ Ate/Beval W X|2 BT 7|7t2 510 2 LIEHS
*CHEXOI 22180l /27t EE=E QItt 58 ST 8l 77|50 st 2K A|

—_ -

otz 7} Q0] CHE AL = M| RS 7Hel TErE

— 11—

24



=EE==00IE

HLB

ESMO 2023 == by Eisal wzun:102312029)

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

Presentation Number 1007P

Speakers David Trueman (Londen, United Kingdom)
Onsite Poster display dale Monday, 23 October 2023
Abstract

Background

This research compared the relative efficacy of lenvatinib monotherapy (mono), a standard of care for freatment of UHCC, versus approved / anticipated comparators. Using inverse Durvalumab

probability of treatment weighting (IPTW) and an NMA, updated evidence for lenvatinib mono from LEAP-002, in addition to evidence from REFLECT, were included in the
analyses.

Methods

Randomized controlled trials (RCTS) were identified via systematic literature review. REFLECT and LEAP-002 investigated lenvatinib mono in uHCC, with patient-level data
available for each, however, only REFLECT had a comparafor arm of inferest. To utilise all available lenvatinib data, the lenvatinib arm from LEAP-002 was adjusted fo match
aggregate data for confounding factors from REFLECT using IPTW. Weighted Cox regression including mafching variables as covariates were used to derive hazard ratios (HRs)
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

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).
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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).

Table: 1007P

NMA results for OS and PFS - lenvatinib vs comparator

Comparator 0S; median HR (95% Crl)PFS; median HR (95% Crl)
Sorafenib 0.75 (0.66, 0.86) 0.57 (0.49, 0.66)

0.88 (0.71, 1.08) 0.55 (0.45, 0.69)
Tislelizumab 0.88 (0.71, 1.11) 0.51(0.41, 0.65)
Tremelimumab 300 mg + durvalumab0.97 (0.77, 1.20) 0.63(0.51,0.78)
Atezolizumab + bevacizumab 1.14 (0.86, 1.51) 0.87 (0.67, 1.13)

Camrelizumab + Bpatinib 1.21 (0.92, 160) 1.09 (0.82, 1.44)
Bold = significant resultAbbreviations: Crl, credible interval; HR, hazard ratio; OS, overall survival; PFS, progression-free survival

Conclusions

These results suggest that patients with uHCC treated with lenvatinib mono have similar or significantly improved OS and PFS when compared with other therapies.

Legal entity responsible for the study

Eisai Inc.

Funding

Eisai Inc.
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