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Rivoceranib + Camrelizumab
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HIGHLIGHTS OF PRESCRIBING INFORMATION o EXT = |_
| == o II'.'E?_ E —
These highlights do not include all the information needed to use 40 7|E X=X Cid| 28 FX8 SH| 7t's
AVASTIN safely and effectively. See full prescribing information for .
AVASTIN. |
O|Xln} 2=54d H He
AVASTIN® (bevacizumab) injection, for intravenous use | g FSEES U ES
Initial U.S. Approval: 2004 i
RECENT MAJOR CHANGES
— : = UM A #H-E CiX 7tHs
Indications and Usage, Hepatocellular Carcinoma (1.7) 05/2020 ==l — r—
Dosage and Administration, Hepatocellular Carcinoma (2.8) 05/2020 &= HZHT |- i 2l ye 2| M2 1A 7
Boxed Warning, Removed 06/2019 B Wel7|: Avastin 208 va. EHEE 11AZ
Warnings and Precautions (5.3, 5.9) 05/2020
R T . N Er £ 243 D9IH X2 MY ks
ATMETMTHTRTACM IS e distinct patterns of bleeding: minor hemarrhage, which is most commonly Grade 1

epistaxis, and serious hemorrhage, which in some cases has been fatal. Severe or fatal hemorrhage, including =~ oo ee————ee—e—— ===
hemoptysis, gastrointestinal bleeding, hematemesis, CNS hemomrhage, epistaxis, and vaginal bleeding, occurred
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 paticnts L e o o o o e e e o e e e e e e e e e o e e e e o B e e e
receiving Avastin fsee Adverse Reactions ¢6.1)].

bleeding because these patients were excluded from clinical trials of Avastin in HCC [see Clinical Studies
(14.10)].
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HBV —e o 0.58 (0.40-0.83)
freserin :ﬁfﬂ-@;ﬁ:ﬁ}* HCV e ‘ CTT 0.43 (0.25-0.73)
B Non-viral ‘ ] ’ 1.05 (0.68-1.63)
1 |
1 |
o HBV —1 | | 0.64 (0.48-0.86)
_Im inzi un.rauma + HCV -3 l. i . 1-06 ‘0.76_1.49)
AstraZeneca Imjudo (tremelimumab-actl) Non-viral . ® o | S=——==1 0.74 (0.57-0.95)
S — ~\
R HBV i @ ° 1 0.66 (0.50-0.87)
HLB Svoceraniv Y. Hev i il 0.45 (0.18-1.16)
Camrelizumab ! |
Nnn_uiral ) l-:__-l_____:"____" ® . 0-?1 (0-37'1-36}
. : ' : HR (95% Cl)
0.25 0.5 0.75 1 1.5

Favors Investigational Arm  Favors Sorafenib

v" Rivoceranib + Camrelizumab HEZXT2 HCC ¢ &t QIXtof 2HA|Si0| BE SHXA0AM =2 i ¢
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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

Shuskes Q. Steplein L Chan®, Shaanhi Ga, Yuxian Bal, Fherggang R, Kiaaean Lin, Pendong Chen, Wiedorg b, Yorapdang i, Yaleg Guas,
Miaahua b, Phigiang Meng, Jun Liang, Ving Cheng, Jiargsing Miong, Homng Rer, Fang Yarg, Wed L, Yajin Chen, Forng Ferg, Alrcander Sulfanbans

Feorwia Pargan - Sumon, Moargandto Frctsba, Davide ddelne Doy Ponomarerska, Yoos Gagpobnek, beon Senmbnibere, Too-Shersg org Kaoo Liang,
Cheirumin Chewn, Linea e Asies Lin Charapf, Al Kaseb T, Arvedt Vospelt, for the CARES - 1 10 Sously Grougss
SAIMIMAry

Background lmmunotherapy with immune checkpaing inhibitors ¢ombined with an anti-angiogenic fyrosine-kinase
inhibslior (TEI) has been Il'mw“ (5 Jm-pmme overall survival sersus antl-anglogenic therapy alose b sdvanced solid
tumours, but not in hep Lar carci Therefare, a clinical study was conducted to compan the eficscy and
safiety of the anti-PD-1 antibody camreli b plus the VEGFR2tangeted TEL riveceranils (also known e spatinib)
wvernus sorafenil as Aret-line treatment for anresectalide bepatocellular carcinoma,

Methods This randomised, openslabel. international phase 3 ial (CARES:310) was done at 95 study sites across
13 coumntrics and regiens worldwide. Patients with unresectable of metastatic epatoccllular carcinoma who had ot
previoasly received any svsteanbc treatment were randomly assigmed (1:1) o receive sither camrelizumab 200 g
intravencusly every 2 weeks plus riveceranib 250 mg orally once daily or sorafenib 400 mg orally twice daily,
R mdaans keatbomn was done via a centralised interactive responee system. The primary endpoints were progressnnlres
survival, as assessed by the blinded Idrp-.-ndrnl N:'lflll:"lf commmittes per Besponse Dvaluation Crifera o Solid Tomoors
version 1.1, and everall survival in the i@ -8 Lation. Safcty was assessed in all paticnts wiho received an
krast one dose of the study drags. We report the ﬁ.n;hng- +'mn1 the prespecified primany hywis for ' fres
survival and interim analysis for overall survival. This study is registened with Clinical Trials gos ;kr‘rm?mmx}

Findings Betwren June 28, 2019, and March 24, 2021, 543 paticnts were randomly assigned 1o the camrelirumal—
riveceranib (n=272) or sorafemily (n=271) group. At tle primary analysis for progression.free survival [May 10, 2021),
mmedian Follow-up was 7-8 months (IGR 4-1-10-6). Median progression-firee survival was significantly improved with
camrelifumab-riveceranily versus soralfenil (5-6 months [95% C1 5-5-6-3) vs 3.7 months [2:8-3-7) hazard mtio
[HR] 052 (¥ O 0 41=0 65]; one-sided pol - 0001). Al the interim analysis or overall survival (Feb 8, 2022) oeedian
Tollowsup was 14: 5 moaths (IQR 9 1=18. 7). Median overall survival was significanily extended with camrelizom b
rivoceranilb versus sorafenib (22-1 oeenths [95% C1 19 1=27-Z] v 152 months [13-0=18.5; HR 0-G2 [95% 1
0 490 - Bl]; one-sided poid - 0001), The most comman grade § or 4 treatment-relsted sdverse events wene hype e nsion
{102 [38%] of 272 patlenis in the camrellzumab—rivoceranib group es 40 [15%] of 269 patlenis o the sorafenib group),
palmar-plantar erythrodysaesthesia syndoooe (33 (1250 ex 41 [155%]), incrrased aspartate aminotransferase (45 [175%]
14 [59%]), and increased alanine aminotransferase (35 [139%6) mocight [39%]). Treatment-related serious advemse ooents
wore reported in 66 [24%) patients in the cameelirumab—rivoceranils group and 16 (6%) in the sorafenib group.

Treatment-related death accuered in o patients: one patient in the comeeliznmab—rivoceranib group fic, multiple
organ dysfunclion syndromee) and one patient in the soralenib group (e, respiratory Tailure and circulatory collapse).

Interpretation Camrelizumab plus riveceranil showed a statistbcally significant and dinically meaningful bemsefit in
progression:free survival and overall survival companed with somafenib for patients with unreseciable hepatooellular
CArCinoma, presenting as & new and effective Hrst-lne treatmient aption for this paoplation.

Funding Jiangsu Hengrui Pharmaseuticals and Elevar Therapeuatics.

Copyright @ 2023 Flievier Lid. All rights resorved.
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Introduction: Treatment options for pts with advance.. k ’ 50%
agents, including atezolizumab plus bevacizumab (alezo-+be, "%
care for eligible pts. RW evidence for subsequent therapies follown.

is no clear guidance on follow-up treatments for HCC. Therefore, this stuw,
patterns in pts who received 1L atezo-+bev for HCC in the LISA,

1D
Methods: Pts with HCOC, aged =18 years, who initiated atero+bev batween Juna 1, 2020, ain. é’

30, 2022, weare identified in the IOVIA open-source medical claims and longitudinal prescription

databases. Eligible pts had data available for =3 months befaore and =2 months after atezo+bev Q

initiation (index date), no prior systemic HCC treatment, and no other prior primary cancers. Pis S Q 9 & 12 A
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, reatment sequence, and time to v

next treatment (TTNT) in pts with at least 3, 6, 9, or 12 months’ follow-up. AtEIBEV = .-:. T k Io
Reasults: Overall, 825 pts were included (median age 67 years [range, 18—85], 80% malae) with a -

median follew-up period of 15.3 months (range, 0,3—28.4). Most pts had compensated liver disease, v Ate;’BeanI %‘ __ﬂl j'-‘l E S g Q
with a minority having ascites (25%), metastases (22%), esophageal varices (18%). encephalopathy " M
(9%, and gastrointestinal hemorrhage (2%). Portal hypertension was observed in 18% of pis. *[HEI-H:H HEFZO| G”I}-;q- & E O|o B %
Esophagogastrodundenoscopy was performed in 18% of pts >1-month post index date. At 3, 6, =T 1oL Tiiaow = L o

9, and 12 months, the proportion of all pts discontinuing atezo+bev was 10%, 43%, 63%. and -

F7%. the mean TTD (SD) was 21 (0), 63 (31), 92 (53), and 117 (76) days, the proportion of pts Ok‘ﬁjf CHO—I [}.E ofo=2 [Hj{“ CHe= j-IE}. IFCF=]

switching to other systemic treatments was 4%, 11%, 16%, and 18%, and the mean TTNT (S0) L o = TU— o= ===

was 62 (21), 104 (41), 138 (65), and 152 (80) days, respectively (Table). Targeted therapies werne

the most common subsequent therapy (Table); with lenvatinib (6%) and cabozantinib (4%) being

tha maost frequent agents.
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1007P - Network meta-an “ey comparators in first-line unresectable hepatocellular carcinoma (uHCC) Resuits

- 1007 Eighl RCTS (inchading REFLECT) and adjushed data from LEAPD0Z. wene inchaded in the NMA. Lenvalinid demonsiraled a sgnificant impeovement in O35 compared with soralenib,
sneskers David Troeman iU and significant improvement in PFS companed with sorafienid, remelimumab + durvalumab, iskelizumab and durvalmaly (Table)
nshe Posler deplay date . l Table: 100TP
RS ﬂla NMA, resuls for 05 and PFS - lenvatini vs comparalor

Comparaior 05, median HR (35% CH)PFS; median HR (35% Cr)

Badground l Soratenid 0.75 {0u68, Du8E) 0.57 (0,49, 0.65)
This reseanch compared the retative eficacy of lenvatini monotherapy (Mmond), 3 Sk, * ~~ iverse Dunvalomaby 0,55 (0.71, 1.08) 0,55 (0,45, 0.69)
probability of ireximent weighiing (IFTVW) and an NMA, updaied evidence for lenvatinib mond fros. e, Tiskeliumat DES (DT, 1.91) 051 (041, DES)
analyes a =l 300 mg + dunvalumab. 57 {0.77, 1.20) DE3 (051, 0.78)
Methods I

Randomided contiolied triss (RCTS) were idenlified via systematic Meratuse review. REFLECT and LEAP-OQ2 investigated lervalini mang in uHCC, w..

b 1.14 {085, 1.51) 08T (0ET, 113
Q 121 (0,92, 1.60) 1,00 (082, 1.44)
* . f ~reviiple interval, HR, harasd matio; 03, overall Svivall PFS, progression-nee survival
avaitable for each, however, anly REFLECT had a comparator arm of interest. To utilise 2l available lenyatini data, the lematinib arm from LEAR-002 was 200U EI

aggregaie data for confounding factors fom REFLECT using IPTW. Weighted Cox regression inCluding maiching variables as covanates wens used 10 derve hagaed rabas i

for Q15 and progressian-free sunvival (PF3) comparing lenvatinit and sorafenid, The estimated HRS were induded in foced-efiects Bayesian NMAS 1o compane lemvatink and o
comparatons. Scenano analyses explaned aBemative choices for |PTW estimalors 4%

~imila of signiScandy improved OS and PFS when compared with olher (herapees

Legal entity res..
Rasults Emsai Inc
Eight RCTS (inchuding REFLECT) and adjusted data from LEAP-D0Z, were included in (he NMA. Lenvatinib demanstrated a significant impeovement in O compared with sorafeni, Funding ME
and sgrifcant impeoverment in PFS companed with sorafend, remelemumab + durvalurab, islelizumab and durvalsnab (Table) . Q
cisdl IndC

v’ ZXAIRI EisaiZt ESMO 20230 A 21 HEH OS/PFS HRO|| 26 =2 21
v ANTHZEOI 47 OF=2 51 AT 0f Afs| = o2 (2] A|2H)/Zt 22| =2 2| Lenvatinib CHH| &5 H|2 EA]
*FQ 70 1A A EH| CHH] HLBR2| 2| AH|2be /22| F 20| OS/PFS HR Bestin ClassZ H&E

41



HLB2l XI5 Jisst 438

Camrelizumab &zl 21
stetiiel JIEA =tErd
HCC &2 M2t Z Ci29)
oo X 2fol




HLB
22N E BEE 288
e|2AEte/2EEFE S L 0iE (2023)
ZHTAL
SH3A ZI2f2 Kt
(2F1.12X) Stot SK|21
1/2%t E=S
3Kt
HIZA IS S/ A=
1K} 1X}

HiQIE=2!

3| MR Zraua|=gt okt




HLB

c|2M2tE HESS =8y

el 2 M2 TS/ 8 8 2t Ehol| Azl

a1 HSE xRz -1 HEE Y=
Tol4 cHEY 3% 1|0|* X}oHX| 2l 2021 ASCO (0| I3 aEstz])
SR e o K ECIHO| H| L M| 2|2t 2021 IASLC (M| AHIm| 2tst5])
2018 oot
Ho|H Mgl 2018 ESMO (S ZstE) H2Z b=t SCI Frontier in Oncology
doig/aes o 2021 THE Lhad Lhael
27y =H|Et&R| (Digestive ‘Ann Palliat Med' Sh=X|
2019 at7| 9|ot o ek QM SR HES
2019 ESMO (REE2E))
=&Y chatot F3 &N A1 4
r=dsd 2020 ASCO (0|24 E Y32) Cxor i Ol H el et o
_,LIE.:I;.:I HJEI EE O'II:HI | H—- —r'—“n::ﬂ
2020 THZ JZZ 2020 ESMO (FEZEY2!3) 2022 SMS 2022 ASCO (DI= A& EY=I2)
i H) A 2 8 H| A K| =12 37| 2023 ESMO (REEY S 3])
=2EY o LHE 9| atrlish | 1 B45HA 2023 e
o : P THELA R 0] A H|olS ot Journal of Clinical Oncology
H|HY H| 4 M| 2 ) Arol| S H|CHE! (2| stx])




HLB
2|2AM2HE ST 2 A
A CHA|'E of| &F H| 2 S Al ZE
([ |mjy|m]
) ol Ak A QI A2 At Ol AF3AF NDAZ2I

°F10~12H 4R




HLB
LI OX T
2| M2k MSZ et
| HMEH A3 A (BEXE) ZEHETMNE R
AlE =2
H8s (2022A 7|F
Ziot A & HAEQH
(Adjuvant) % 5=
o =
= 2h ol SfetlEZ of 12%
/A= 1AL of 6=
kA Qf 2K} S
Y34 NDAZ?l pidabo °F32%
MM 1K oF16%




——
HLB

c|E2AMEHE =228 AE TE 24

- EUROPEAN UNION
SEl 0lsiJ} =HI

E n-|=|: e
244 58 E=olJl e G =
=i =11 = s

THIN/ DI =HIS E ) i - == OBIEDEH BMS
Y == iliss N

20231 52 ASCO Booth JHAZ 2 =H - 20234 102 ESMO [liE Booth 2 & =H

§
A

47



We Are Ready To Go: 77l HE, 597l 1HO 2 M|23t BEf




g,
HLB

The first-line comb
that gives patients witk

Uncompromised.

Introducing a novel PD-1/TKI
combination to deliver more survival
time with fewer trade-offs.
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Whaen treating urneisctable hepatocellular carcingma (uMCCL in the purnst of peak
orverall sineival (O5), every measure matbers, mcludng objecthee response rate (CORE)
ORR hai a high of 26% and a low of 19% amang exitting uHCC reatrmaent

We loved engaging with the oncology community at ESMO 2023, Thank you ESMO - Iy e pruriwit of paak oversll survival (015) for patints with unertectable

hepatocellular carcenorma [WHCC), every meassure matters, incleding CIUALITY OF LIFE

Europsan Society for Moedical Onoology for hosting such an important event that
i [{=7aTE]

aliocwa s 1a share the latest scvancements i #CanserCane

When treating uHCC
IN THE PURSUIT OF PEAK OS5
EVERY MEASURE MATTERS

ORR

Y Elinvar Therapeutics
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Whan treating unreseciable hepatoceliular carcinoma (UHCC), oncologits do
wvirything in their power to maximize owerall sundeal (051, In addition, other
msasures like LIVER FUNCTION need to be effectively addressed, too

When treating uHCC

IN THE PURSUIT OF PEAK OS5
EVERY MEASLIFI!E MATTERS

LIVER FUNCT!DN
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- @
Poster Sevsion B Cancers of the Pancreas, Small Bowel. and Hepatobdiary
Tract hitpeySnked inggoed P4

| \-'Clr

’IhErCJpEuHCS'

WE'RE AT ASCO GI!

When treating oHCC

IN THE PURSUIT OF PEAK OS
| EVERY MEASURE MATTEF!S
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Join us for an ndustry expert theater presentation at ASCO Gl
Fri, lam 19, 5:15-6:00 PP PST
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DON'T MISS OUR ASCO GI
INDUSTRY EXPERT THEATER PRESENTATION

FRI, JAN 19
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