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Globocan 2022: Viéet Nam

Incidence, Mortality and Prevalence by cancer site

New cases ‘ Deaths
Cancer Number Rank (%) Cum.risk . Number Rank (%) Cum.risk
Breast 24 563 1 380 41 10 008 4 147 16
Liver 24 502 2 20.2 24 | 23 333 1 193 23
Lung 24 426 3 203 25 22 597 2 187 23
Colorectum 16 835 4 139 1.7 i 8454 5 6.8 0.80
Stomach 16 277 5 134 16 13 264 3 10.9 13

Qe

=

Tién luong sbng con cho bénh nhan HCC van rat kém, dac biét khi bénh dwoc chan doan & giai
doan tién xa di can va co thé trang kém 12 ,
Chi khoang 22% bénh nhan HCC qua chi dinh phau thuat con sbng tai thoi diém 3 ndm3

2

1. EASL. J Hepatol 2018;69:182-236.
2. Hsu CY, et al. Hepatology 2013;57:112—119.
3. Stras W, et al. Med Sci Monit 2021;27:€931856.



Phan I&n bénh nhan UTBMTBG dwoc chan doan & giai doan tién xa

va cé tién lwong xau

Table 1: Disease stage at diagnosis at the five biggest cancer hospitals

Site of cancer Stage |, Il Stage ||, IV Total
Cases % Cases %

Breast 2,009 50.5 1,968 495 3,977
Colorectum 407 32.2 859 67.8 1,266
Cervical 439 46.0 515 54.0 954
Thyroid 377 315 819 68.5 1,196
Nasopharyn 246 19.9 989 80.1 1.235
Lung 265 157 1,425 84.3 1,690
Stomach 167 13.1 1,105 86.9 1,272
Liver 147 12.2 1,055 87.8 1,202
Lymphoma 226 345 429 65.5 655
Esophagus 207 28.8 512 71.2 719
Other 1,019 20.0 4,077 80.0 5,096

1. Llovet JM et al. Nat Rev Ds Primers. 2021;7:6

2.

3. Bruix Jet al. Gastroenterology 2016;150:835 -853; 4. Reynolds P et al. Cancer 2004;100(5):1070-1076.

4.

5. SEER Cancer Stat Facts: Liver and Intrahepatic Bile Duct Cancer. Available at: https://seer.cancer.gov/statfacts/ html/livibd.html, Accessed: June 2022

Bénh nhan Viét Nam dwoc chan
doan & UTBMTBG giai doan tré*

Tién lwong UTBMTBG tién trién rat kém

Ty 1& séng con 5 ndm clha BN
UTBMTBG giai doan tién xa®



Pieu tri HCC theo BCLC-2022

HCC
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a Ngoai triv nhirng ngudi cé ganh ndng khéi u dwoc chép nhan dé cay ghép
b C6 thé can nhéc liéu phap cét bd déi véi tredng hop HCC ngoai vi don 18 c6 thé tich gan con
s6t lai day du

R . . Giam giai doan
Khoéng phu hep hoéac that bai bénh thanh cong
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+ Post atezolizumab-bevacizumab Thor 2

+ Post durvalumab-tremelimumab |——5 nghiém g
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Buéc 3
Cabozantinib

Khéng
phu hop

AFP, alpha-fetoprotein; ALBI, albumin-bilirubin; BCLC, Barcelona Clinic Liver Cancer; BSC, best supportive care; HCC, hepatocellular carcinoma; LT, liver transplantation; MELD,

model of end-stage liver disease; PS, performance status; TACE, transarterial chemoembolisation

Reig M, et al. J Hepatol. 2022;76:681-93
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GIAI DPOAN TIEN XA



Pieu tri HCC theo BCLC-2022

HCC

¢ i A 4

Ki vong séng con
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Buéc 1
Atezolizumab-bevacizumab/durvalumab-tremelimumab

If not feasible sorafenib or Ienvatirllib or durvalumab

regorafenib M

(sorafenib-tolerant)
« Post sorafenib4 cabozantinib
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s6t lai day du <5 chirng minh
AFP, alpha-fetoprotein; ALBI, albumin-bilirubin; BCLC, Barcelona Clinic Liver Cancer; BSC, best supportive care; HCC, hepatocellular carcinoma; LT, liver transplantation; MELD,

model of end-stage liver disease; PS, performance status; TACE, transarterial chemoembolisation

Reig M, et al. J Hepatol. 2022;76:681-93
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Sw phat trién diéu trj toan than cia UTBMTBG giai doan tién xa

First-line treatment
Sorafenib’ Lenvatinib?
FDA non-inferior
approved lo sorafenib
REFLECT
study

>0

Regorafenib Nivolumab

FDA accelerated
approved approval
based on
CM-040°

Second-line treatment

Cabozantinib*
met OS
endpoint in
CELESTIAL
study

P July2018 | [EENERPIRE | Oct2019 i [EEVENELFL m

Atezolizumab &
Bevacizumab
FDA breakthrough
designation after
Phase 1b study

Ramucirumab®

met OS
endpoint in
REACH-2
study

Lenvatinib? Nivolumab Atezolizumab/ Tremelimumab/
FDA CM-459°did not  Bevacizumab'® Durvalumab™
approved meet primary FDA FDA
endpoint approved approved

Pembrolizumab Cabozantinib®* Ramucirumab® Pembrolizumab pjvolumab & Pembrolizumab

accelerated FDA FDA KN-240 ¢ Ipilimumab! KN-394'7

approval based approved approved did not meet accelerated mel OS

on KN-224° primary approval based endpoint
endpoint on CM-040

1. Liovet JM, et al N Engl J Med 2008; 350(4). 378-90. 2. Kudo M et al. Lancet 2018; 391(10126): 1163-73. 3. Brux J et al. Lancet 2017, 389(10064): 56-66. 4 Abou-Alfa GK et al N Engl J Med 2018,
ATH1) 5463 5 Zhu AX el al Lancet Oncol 2019, 20(2) 282-86. 6. Zhu AX et al. Lancet Oncol 2018, 19(7) 840-52. 7. E-Khoueiry AB et al. Lancel 2017, 389(10088) 2492-502. 8 Finn et al ASCO
(Abs). 2018. 8. Yau et al. ESMO (abs). 2019.10. Finn et al. NEJM. 2020,382:1854-905. 11. Yau et al. ASCO 2019. Abs 4012 12. Abou-Alfa et al. ASCO GI 2022 13. Qin et al. ASCO GI 2022



Sorafenib la thuoc nham tring dich dau tién dwoc phé duyét cho diéu tri bwéc 1
UTBMTBG khéng thé phiu thuat

Nhanh sorafenib SHARP (n=602) PACIFIC (n=226)

Dan s6 Au My Trung Quéc, Pai Loan va Han Quéc

Viém gan B/C 19% / 29% 70.7% / 10.7%

0S 10.7 thang 6.5 thang

TTP 5.5 thang 2.8 thang

ORR 2% (PR) theo RECIST 3.3% (PR) theo RECIST

HO6 so an toan Tiéu chay, sut can, hoi chirng ban tay — Ho6i chirng ban tay — ban chan, tiéu chay,
ban chan, giam phét phat mau mét moi

OS (overall survival): sbng con toan bd;

TTP (time to progression): thdi gian sdng dén khi bénh tién trién theo RECIST;

RECIST (response evaluation criteria in solid tumours): tiéu chudn danh gia dap tng ctia khéi buéu dac;
ORR (objective response rate): ty 1&é dap ng toan bo;

PR (partial response): ty |& dap (rng mot phan.

Josep 2008; Cheng 2009



Sw phat trién diéu trj toan than cia UTBMTBG giai doan tién xa

First-line treatment
Nov 2007 i May 2017 P July2018
Sorafenib’ Lenvatinib? Atezolizumab &
FDA non-inferior Bevacizumab
approved lo sorafermb FDA breakthrough|
REFLECT designation afler
study Phase 1b study

>0

Regorafenib Nivolumab Cabozantinib* Ramucirumab®
FDA accelerated met OS met OS
approved approval endpoint in endpoint in
based on CELESTIAL REACH-2

CM-040° study study

Second-line treatment

Aug 2018

| Oct2019 i [EEVENELFL m

Lenvatinib? Nivolumab Atezolizumab/ Tremelimumab/
FDA CM-459°did not  Bevacizumab'® Durvalumab™
approved meet primary FDA FDA
endpoint approved approved

Pembrolizumab Cabozantinib* Ramucirumab® Pembrolizumab pjyolumab & Pembrolizumab

accelerated FDA FDA KN-240 ¢ Ipilimumab! KN-394'7

approval based approved approved did not meet accelerated mel OS

on KN-224° primary approval based endpoint
endpoint on CM-040

1. Liovet JM, et al N Engl J Med 2008; 350(4). 378-90. 2. Kudo M et al. Lancet 2018; 391(10126): 1163-73. 3. Brux J et al. Lancet 2017, 389(10064): 56-66. 4 Abou-Alfa GK et al N Engl J Med 2018,
ATH1) 5463 5 Zhu AX el al Lancet Oncol 2019, 20(2) 282-86. 6. Zhu AX et al. Lancet Oncol 2018, 19(7) 840-52. 7. E-Khoueiry AB et al. Lancel 2017, 389(10088) 2492-502. 8 Finn et al ASCO
(Abs). 2018. 8. Yau et al. ESMO (abs). 2019.10. Finn et al. NEJM. 2020,382:1854-905. 11. Yau et al. ASCO 2019. Abs 4012 12. Abou-Alfa et al. ASCO GI 2022 13. Qin et al. ASCO GI 2022



REFLECT: Nghién clru quoc té, pha 3, da trung tam, ngau nhién, nhan mé& (N=954)

954 bénh nhan UTBMTBG

Tiéu chuan chon bénh

* UTBMTBG khong thé phau thuat chua
diéu tri toan than trudc do

> 1 t6n thuvong do duwoc bang mRECIST

* BCLC B (khong phu hop véi TACE) va C

* Child Pugh A

*ECOG PS<1

* Chirc ndng gan day dd

Tiéu chuan loai trir

* U > 50% thé tich gan

* Xam lan dudrng méat

* Xam 1an tinh mach ctra chinh (Vp4)

Vung:
Asia-Pacific hoac
Western

MVI va/hoéc EHS:
C6 hoac Khong

ECOG PS:
0 hoac 1

Can nang:
< 60 kg hoac > 60 kg

Phan ngiu nhién 1:1

Lenvatinib
Can nang < 60 kg:
8 mg

Can nang 2 60 kg:
12 mg
1 1an mbi ngay
(n=478)
Sorafenib
400 mg
2 [an mdi ngay
(n = 476)

S6ng con toan bd (OS)

Séng con khéng bénh tién trién (PFS)
Thoi gian dén khi bénh tién trién (TTP)
Pap ng toan bo (ORR)

Chéat lwvgng séng
An toan

mRECIST (modified Response Evaluation Criteria in Solid Tumours): Tiéu chuan danh gid dép (rng clia khéi bwdu d§c dwoc hiéu chinh;
TACE (trans arterial chemo embolization): Tac mach héa chat qua dong mach gan;
ECOG PS (Eastern Cooperative Oncology Group Performance Status): Chi s& t6ng trang ECOG;
MVI (Macroscopic portal Vein Invasion): Xam |an tinh mach ctra dai thé;

EHS (Extra Hepatic Spread): Xam |an ngoai gan.



REFLECT: Lenvatinib sv Sorafenib buwéc 1, hiéu qua trén OS va PFS

= NC ngau nhién, nhan mé&, khéng thap hon phase lll lenvatinib sv sorafenib / bn HCC khéng

cat dwoc, chwa BT toan than trwdc do, Child-Pugh A, BCLC stage B hoac C (N = 954)

10 os

0 Median, thang (95% Cl)

801 — Lenvatinib 13.6 (12.1-14.9)

— Sorafenib  12.3 (10.4-13.9)

< 60’ HR: 0.92 (95% CI: 0.79-1.06)
(V2]
O 40-

20-

0

0 3 6 9 121518 21 24 27 30 33 36 39 42
Thang

Kudo. Lancet. 2018;391:1163.
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X

0.6~
0.4

0.2+

PFS

— Lenvatinib 7.4 (6.9-8.8)
— Sorafenib 3.7 (3.7-4.6)

HR: 0.66 (95% CI: 0.57-0.77; P <.0001)

0

]
0 36 91215 1?112'1 24 273033 36 39 42

*P < .00001 vs sorafenib.
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REFLECT: Lenvatinib c6 ty 1é dap trng toan bé ORR gap 3 lan Sorafenib

mRECIST do NCV mRECIST do IIR RECIST vi1.1 do lIR
ORR, n (%) Lenvatinib Sorafenib Lenvatinib Sorafenib Lenvatinib Sorafenib
(n=478) (n=476) (n=478) (n=476) (n=4738) (n=476)
115 (24.1) 44 (9.2) 194 (40.6) 59 (12.4) 90 (18.8) 31 (6.5)
95% Cl 20.2—27.9 6.6—11.8 36.2—45.0 9.4—15.4 15.3—22.3 4.3—8.7
Pap ng hoan toan (CR) 6 (1) 2 (<1) 10 (2) 4(1) 2 (<1) 1(<1)
Dap (rng mot phan (PR) 109 (23) 42 (9) 184 (38) 55 (12) 88 (18) 30 (6)
Bénh 6n dinh (SD) 246 (51) 244 (51) 159 (33) 219 (46) 258 (54) 250 (53)
Kéo dai (> 23 tuan) 167 (35) 139 (29) 84 (18) 90 (19) 163 (34) 118 (25)
Bénh tién trién (PD) 71 (15) 147 (31) 79 (17) 152 (32) 84 (18) 152 (32)
Khéng danh gid duoc 46 (10) 41 (9) 46 (10) 46 (10) 46 (10) 43 (9)

ORR cao vuot trdi cla Lenvatinib giup:

v’ Tdng ty Ié bénh nhén dwoc tiép tuc huwdng loi ich tir liéu phdp
v Tdng chét lwgng séng vi gidm triéu ching do kich thudc budu Ién

v’ Bdc sTva bénh nhén dé ddnh gid hiéu qud sdm, tao tém ly vitng vang, ting tuén thu diéu tri
v’ C6 khé ndng chuyén déi thanh dang mé duwor, giup gia tdng séng con

Kudo M et al. Lancet. 2018;391(10126):1163—73.
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Chién lwoc diéu tri CHUOI



Bénh nhan dwoc ti€p can nhiéu bwdc diéu tri
giup cai thién thoi gian s6ng con

PIEU TRI CHUOI GIUP KEO DAI SONG CON

1k Systemic
ol [L b therapy line
[ —T=2
1 =1
a8 i1 !.| I I ] | 1 »=2-censored

i —+ 1-censorad
k L, p<0.001
- >2 bwéc mOS: 35 thang

Cumulative survival

: |

LI MGC mOS: 9 thang

aa

Aliment Pharmacol Ther. 2020;00:1-8.



Cac thr nghiém |am sang BT HCC sau Sorafenib

RESORCE CELESTIAL REACH-2
Regorafenib vs placebo (N = 374) Cabozantinib vs placebo (N = 707) Ramucirumab vs placebo
2L, chi nb dung nap sorafenib Budc 2 hoac 3 Buwdc 2, AFP 2400 ng/mL
(N=573) (N=707) (N =292)
mOS: 10.6 vs 8.0 thang mOS: 10.2 vs 8.0 thang mOS: 8.5 vs 7.3 thang
HR: 0.63 (P <.0001) HR: 0.76 (P = .005) HR: 0.71 (P =.0199)
100 1.0 100
0.8
80 8 80
e~ —
<60 006 < 60
@ Regorafenib X Cabozantinib n Ramucirumab
040 504 O 40
— 2
20 Gia dwoc ssamsce— £ 0.2 20 Gia dwoc
0 0 0
0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 1215182124273033363942 O 3 6 9 12 15 18 21 24 27
Mo Mo Mo
Regorafenib: multitargeted TKI Cabozantinib: multitargeted TKI Ramucirumab: anti-VEGFR2 Ab

Bruix. Lancet. 2017;389:56. Abou-Alfa. NEJM. 2018;379:54. Zhu. Lancet Oncol. 2019;20:282.



Phan tich mé& rdng ttr nghién ctru pha lll RESORCE: Chuéi diéu tri
SORAFENIB-REGORAFENIB c6 trung vi song thém toan bo 26 THANG

Ty 1& séng con tinh tir lac diéu tri sorafenib

Phan tich tr nghién clru RESORCE: thoi gian tir khi bat dau diéu tri vai Survival Sorafenib:regorafenib Sorafen_ib—placebo
Sorafenib cho dén khi tir vong v&i Regorafenib rate (n =379) (n=194)
n* 374 193
6 thang 97% 97%
Thng (trung vi) 12 théng 82% 76%
SORAFENIB REGORAFENIB 24 thang 53% 42%
36 thang 31% 20%
48 thang 19% 12%
” 60 thang 16% 3%
SORAFENIB Gié dugc ‘
72 thang 10% 3%

Finn R et al. J Hepatol. 2018;69:353-358.



Sw phat trién diéu trj toan than cia UTBMTBG giai doan tién xa

First-line treatment
Nov 2007 i May2017 | P July2018 | [EENERPIRE | Oct2019 i [EEVENELFL Oct 2022
Sorafenib' Lenvatinib® Atezolizumab &  Lenvatinib? Nivolumab  Atezolizumab/ Tremelimumab/
FDA non-inferior Bevacizumab FDA CM-459°did not  Bevacizumab'™ Durvalumab™
approved lo sorafenib FDA breakthrough  approved meet primary FDA FDA
REFLECT designation after endpoint approved approved
study Phase 1b study

- |

Regorafenib® Nivolumab Cabozantinib* Ramucirumab® Pembrolizumab Cabozantinib* Ramucirumab® Pembrolizumab Njyolumab & Pembrolizumab
FDA accelerated met 0S met OS accelerated FDA FDA KN-240 ¢ Ipilimumab'! KN-394'
approved approval endpoint in endpoint in approval based  approved approved did not meet accelerated met OS
basedon  CELESTIAL REACH-2 on KN-224° primary  approval based  endpoint
CM-040° study study endpoint on CM-040

Second-line treatment

1. Liovet JM, et al N Engl J Med 2008; 350(4). 378-90. 2. Kudo M et al. Lancet 2018; 391(10126): 1163-73. 3. Brux J et al. Lancet 2017, 389(10064): 56-66. 4 Abou-Alfa GK et al N Engl J Med 2018,
ATH1) 5463 5 Zhu AX el al Lancet Oncol 2019, 20(2) 282-86. 6. Zhu AX et al. Lancet Oncol 2018, 19(7) 840-52. 7. E-Khoueiry AB et al. Lancel 2017, 389(10088) 2492-502. 8 Finn et al ASCO
(Abs). 2018. 8. Yau et al. ESMO (abs). 2019.10. Finn et al. NEJM. 2020,382:1854-905. 11. Yau et al. ASCO 2019. Abs 4012 12. Abou-Alfa et al. ASCO GI 2022 13. Qin et al. ASCO GI 2022
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Atezolizumab
wih achvity furiher onhanced
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Reslores anll cancer imimunity’

* Bevacizumab (anti-VEGF) is
an anti-angiogenic agent with
additional immuno-modulatory
effects

TAM himase [TYRO0 AXL MEFT infabsiion

* In combination, bevacizumab
may further enhance
atezolizumab's efficacy by
reversing VEGF-mediated
immuno-suppression to
promote T-cell infiltration
into the tumour

ATEZOLIZUMAB
DURVALUMAB

HCC cell

NIVOLUMAB
PEMBROLIZUMAB

PO  CD8+ T cell

TREMELIMUNAR

IPILIMUMAB
TREMELIMUNAB

Figure 1. Cabogantinib

Medicina (Kaunas) 2019

feg. TGF4, IL- 10, VEGF, COLZ)

RSOOSR WITh T Enmans

TArgETs pathaays BIPPIESRN.
APC: Antigen-prejenting cell, MOSC: Myslod-derived suppressor celis, NI coll Natural kiler ceil, TCR: T-coll receptor

Pishvaian M et al. ESMO 2018, LBA26; Kelley RK et al. Future Oncol 2020: Modified from Longo V et al.



IMbrave150: Atezolizumab + Bevacizumab vs Sorafenib diéu tri HCC tién xa bwéc 1

NC da trung tdm, ngau nhién, nhan mé phase Il

GO30140: NC ngau nhién phase Ib cho thay kha nang cd loi ich cua atezolizumab + bevacizumab /bn
HCC tién xa (ORR 36%)?

Atezolizumab 1200 mg +

/ Bevacizumab 15 mg/kg méi 3 tuan pén  khi tién
(n = 336) trién hodc doc

" tinh khéng dung
\ nap duoc

= Pong két cude chinh: OS & PFS

*Trial included subgroups of high-risk patients excluded from other contemporary phase Il trials: = 40% had macrovascular invasion; specifically included patients
with 50% hepatic involvement or main portal vein invasion or invasion of the portal vein branch contralateral to the primarily involved lobe. TExcluded patients with
untreated or incompletely treated varices with bleeding or high risk for bleeding.

1. Finn. NEJM. 2020;382:1894. 2. Lee. Lancet Oncol. 2020;21:808. 19



IMbrave150: Théng tin vé hiéu qua

Atezo + Bev Sorafenib Atezo + Bev Sorafenib

(n=336) (n = 165) (n=336) (n =165)
Trung vi OS, mo 19.2 13.4 Trung vi PFS, thang 6.9 43
(95% ClI) (17.0-23.7) (11.4-16.9) (95% Cl) (5.7-8.6) (4.0-5.6)
150 HR phéan tang (95% Cl) 0.66 (0.52-0.85) - HR phéan tang (95% Cl) 0.65 (0.53-0.81)
85% P =.0009 P =.0001
80 = - 80 =
’§€ 60 = -a? 60 -
W 7
O 40+ & 40
20 = 20 =
21% :
0 L L ; LB L ; LB 0 : : 12%5
0 2 4 6 8 10 12 14 16 18 20 22 24 26 2829 0 2 4 6 8 10 12 14 16 18 20 22 24 2627

Théng Théng

= ORR (RECIST 1.1): atezo + bev, 30%; sorafenib, 11%

= Trung vi DoR: atezo + bev, 18.1 thang; sorafenib, 14.9 thang

Median follow-up: 15.6 mo. Primary analysis OS/PFS HR: 0.58/0.59 (median follow-up: 8.6 mo).
Finn. NEJM. 2020;382:1894. Finn. ASCO Gl 2021. Abstr 267.



IMbrave150: Théng tin vé hiéu qua

Confirmed ORR,% ( 95% CI)
CR, n (%)

PR, n (%)

SD, n (%)

DCR, n (%)

PD, n (%)

Con dang dap tng, n (%)
Median DoR, thang (95% CI)

Finn. NEJM. 2020;382:1894. Finn. ASCO GI 2021. Abstr 267.

RECIST 1.1

Atezo + Bev
(n = 326)

30 (32-35)
25 (8)
72 (22)
144 (44)
241 (74)
63 (19)
54 (56)
18.1 (14.6-NE)

11 (7-17)
1(<1)
17 (11)
69 (43)
87 (55)
40 (25)
5(28)
14.9 (4.9-17.0)

HCC mRECIST

Atezo + Bev
(n = 325)

35 (30-41)
39 (12)
76 (23)
121 (37)
236 (73)
65 (20)
58 (50)
16.3 (13.1-21.4)

14 (9-20)
4(3)
18 (11)
65 (41)
87 (55)
40 (25)
6 (27)
12.6 (6.1-17.7)
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HIMALAYA: Durvalumab + Tremelimumab vs Sorafenib diéu tri HCC tién xa bwéc 1

= Pa trung tam, ngéu nhién, nhan m¢&, pha lll

Durvalumab 1500 mg Q4W + Tremelimumab 300 mg x 1 dose
Bénh nhan HCC khéng phau / (n=393)

thuat dwoc va chwa dwoc diéu

toan than trwéc do, BCLC B ____, Durvalumab 1500 mg Q4W
hay BCLC C, khdong phu hop (n=389)

v&i LRT; Child-Pugh A; ECOG \

PS <1 (N=1171) Sorafenib 400 mg BID

(n =389)

= Tiéu chichinh: OS (durvalumab + tremelimumab vs sorafenib)
= Tiéu chi phu: OS khong kém hon (durvalumab vs sorafenib); PFS, ORR, DoR, AEs

Abou-Alfa. ASCO Gl 2022. Abstr 379. Abou-Alfa. NEJM Evid. 2022;1. 22



Tai phan tich ban dau® HIMALAYA d3 dat tiéu chi chinh:

lieéu phap STRIDE mang lai OS vuot trdi so v&i sorafenib

1.0 4 = (n=389)
™,

094 TR, 0S, n (%) 262 (66.7) 293 (75.3)
- Trung vi OS (95%
0.8 - : : .2-19. . .3-16.
Cl), Thang 16.4 (14.2-19.6) 13.8(12.3-16.1)
®w 0.7 0s18
o ‘e HRe (96.02% Cl) 0.78(0.65-0.93)
.g 0.6 thang. 0S 24
s 48.7% thang: Gia tri p (2 phia) 0.0035
W 0.5 OSdatamaturity across 41.5% 40.5% tcl)ls 36.
o 04 th‘:STz'DEaa';';' ’ i 32.6% 30”7152 Trung vi thei gian 33.18 32.23
\© - % . =
< soratenbarms D6 chénh | i 20.2% theo ddi (95% Cl) (31.74-34.53) (30.42-33.71)
0.3 - 08=1.17% | : :
I Do chénh ! i
0.2 - | ol
STRIDE® 1 0S=1.24° | D6 chénh | e Trongtiéu chi phu chinh, OS & 36 thang la
0.1 1 1 1 o s L, ) .
Sorafenib ! ! 0S=1.522 i 30,7% cua STRIDE so véi 20,2% cua sorafenib
0.0 i i I
I I I I I I I I 1
0 6 12 18 24 30 36 42 48
Sé BN c6 nguy co Théi gian tinh tir thoi diém phan nhém ngau nhién (thang)
393 308 235 190 158 98 32 1 0
Sorafenib 389 283 211 155 121 62 21 1 0

aT 300 mg + D 1500 mg (1 ligu) + D 1500 mg Q4W; PM&c phan tich dit liéu: 27/08/2021; °OS HRs and 95% Cls dugc tinh todn bang mo hinh hdi quy Cox phan tich theo cach diéu tri, nguyén
nhan, ECOG PS va MVI.2
Cl = khoang tin cay; D = durvalumab; ECOG PS = Chi s6 toan trang; HR = ty |& nguy co; MVI = xAm |&n mach mau dai thé; OS = s6ng con toan bd; Q4W = 4 tudn mot lan; STRIDE = Tremelimumab
lidu duy nhat két hgp vdi durvalumab dinh ki; T = tremelimumab.

23 1, Abou-Alfa GK et al. Article and supplementary appendix. NEJM Evid. 2022;1(8). doi: 10.1056/EVID0a2100070. 2. Sangro B et al. Presented at: ESMO World Congress on
Gastrointestinal Cancer; June 28-July 1, 2023; Barcelona, Spain.
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HIMALAYA: Cap nhat OS 5 nam STRIDE vs Sorafenib

« STRIDE déa chirng minh lgi ich OS bén virng so VO sorafenib, v&i ty 1€ OS 5 nam la 19,6% so v&i 9,4% va ty
sO chénh OS rate cia STRIDE so v&i sorafenib tang dan theo thoi gian

1.0 5 — STRIDE (N=393) ST_RIDE Sor‘:\fenib
— Sorafenib (N=389) (N=393) (N=383)
0S, n (%) 309 (78.6) 332(85.3)
0.8 Trung vi OS (95% ClI), 16.43 13.77
thang (14.16-19.58) (12.25-16.13)
" HR (95% ClI) 0.76 (0.65-0.89)
O (g- 0S 18 thang: Gia tri p (2 phia) 0.0008
' 48.7% .
§ a1 50/: OS 24 thang: Trung vi thai gian theo doi 62.49 59.86
& . 40.5% . (95% Cl), thang (59.47-64.79)  (58.32-61.54)
a \w's% 0S 36 thang:
g 044 P& chénh OS: 1,9\\\ 30.7% 0S 48 thang: 0S 60 thang;
> \\\1‘2-9% 25.2% 19.6%
Po chénh OS: 1,%\\‘“ 15.1% 9.4%
AT Al A A : D6 chénh OS: 1,54
D? hofem thllen dirliéu O§ D6 chénh 0S: 1167
trén cac nhanh STRIDE va D6 chénh
sorafenib: 82,0% 0S:2,09
0.0 T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72
S6 BN ¢6 nguy co Thai gian tinh ti thai diém phan nhém ngdu nhién (thang)
STRIDE: 393 308 235 190 158 131 104 89 83 72 46 20 2
Sorafenib: 389 283 211 155 121 84 66 51 45 37 18 6 0

0S HRs and 95% Cls dugc tinh toan bang mé hinh hdi quy Cox kiém dinh theo cach diéu tri, nguyén nhan, ECOG PS va MVI. Cap nhat s6 liéu phan tich: 01/03/2024.
Cl, khodng tin cdy; ECOG, Chi s6 toan trang; HR, ty |& nguy co; MVI, xam 1an dai thé; OS, S6ng con toan bo; PS, chi s& toan trang; STRIDE, tremelimumab liéu duy nhat két hop véi durvalumab dinh ki.
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STRIDE cai thién ty 1é dap (rng gap 4 |an, thei gian téi khi dap rng s&m hon
va dap ng kéo dai hon so v@i Sorafenib

STRIDEP Durvalumab Sorafenib

n, (%) (n=393) (n=389) (n=389)
ORR,° n (%) 79 (20.1) 66 (17.0) 20 (5.1)

CR, n (%) 12 (3.1) 6 (1.5) 0

PR, n (%) 67 (17.0) 60 (15.4) 20 (5.1)
SD, n (%) 157 (39.9) 147 (37.8) 216 (55.5)
DCR, n (%) 236 (60.1) 213 (54.8) 236 (60.7)
Median DoR,Y months | 22.34 16.82 18.43 )

IQR | 8.54 - NR 743 -NR 6.51 — 25.99 )
Median TTR (95% CIl), months ( 2.17 (1.84-3.98) 2.09 (1.87-3.98) 3.78 (1.89-8.44) 1

alntent-to-Treat population. Data cut-off: August 27, 2021; T 300 mg + D 1500 mg (1 dose) + D 1500 mg Q4W; °Best objective response by investigator assessment using RECIST v1.1.
Responses were confirmed; 9Time from the first documentation of a response until the date of progression, death, or the last evaluable RECIST assessment.

Cl = confidence interval; CR = complete response; D = durvalumab; DCR = disease control rate; DoR = duration of response; NR = not reached; ORR = objective response rate; PR = partial
response; Q4W = every 4 weeks; RECIST v1.1 = Response Evaluation Criteria in Solid Tumors version 1.1; SD = stable disease; STRIDE = Single Tremelimumab Regular Interval Durvalumab;
T = tremelimumab; TTR = time to response.

Abou-Alfa GK et al. Article and supplementary appendix. NEJM Evid. 2022;1(8). doi: 10.1056/EVID0a2100070.
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Systemic treatment for
advanced HCG*

BSC (including SBRT for pain
management) I, A]

Suitable for ICI therapy

- ¥———————
Atezolizumab—-bevacizumab [1, A; MCBS
Durvalumab=tremelimumab [I, A; MCBS 5]

Camrelizumab-rivoceranib® [I, B]
Nivolumab-ipilimumab* I, B]
Durvalumab® [, A, MCBS 4]° l l

Mot suitable for ICI therapy

Lenvatinib [1, AJ*
Sorafenib [I, A; MCBS 3]

Tislelizumab® [I, A]

Following first-ling
lenvatinio

Following first-line
sorafenib

Lenvatinib® [IV, A]
Regoratenib [IV, A]
Cabozantinib' [IV, A]
Sorafenib [IV, B; MCBS 3]
Ramucirumab (AFP =400 na/ml) [V, B]

Sarafenib [IV, A; MCBS 3]

Regorafenib [1, A; MCBS 4
Regorafenib' IV, A}

Cabozantinib [1, A; MCBS 3F
Ramucirumab (AFF =400 ng/ml)
1, B; MCBS 1)°

Cabazantinib' IV, A]
Ramucirumab (AFP =400 ng/mi)!
(v, 8]

Mational

comprehensive NCCN Guidelines Version 1.2025
QR Cancer Hepatocellular Carcinoma

Network®

NCCN Guidelines Index
Table of Contents
Discussion

PRINCIPLES OF SYSTEMIC THERAPY?d

First-Line Systemic Therapy

Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
: ®+ gory 1)ah.! « Durvalumab (category 1)%'2 «None
« Tremeli b-actl + durvalumab y 102 « Lenvatinib (category 1)**
+ Sorafenib (category 1)
« Tislelizumab-jsgr (aatnporx;f"-’
» Nivolumab + ipllimumabiJ-8-11
= Pembrolizumab (category 25]""""‘2'1s
q Line Sy py if Disease Prog i
Options Other Recommended Regimens Useful in Certain Circumstances
* Cabozantinib (category 1i) « Consider Preferred and Other * Ramucirumab (‘AFP 2400 ng/mL) (category 1)'®
» Regorafenib (category 1)'7 Recommended Regimens for First-Line » Nivolumab".n.19-22
Systemic Therapy above * For MSI-H/dMMR tumors
+ Dostarlimab-gxly (category 2B)n.0.23
= For RET gene fusion-positive tumors:
» Selpercatinib (category 28)%
» For NTRK gene fusion-positive tumors®:
S st B ; » Entrectinib®® b
for any » Larotrectini
temic bisiogic therapy in |hae HOCH Gundeanes.
: g’ﬁ un?lgl indicate 5';Imalkar\‘mma : b Rapﬂmi"hn
See Pringi .(eg m;ﬂ;m.mn -E apq.assessponal 1 G iy I8 ot app for wse with 1V ipili
# Caulion: Therapies fisled may have fimiled safety data available for CTP Class B or however, for ¥ b and iy
(C fiver function. Uise with extreme caution in patients with elevated bilirubin levels. i | m"; 2;51" bﬁam for IV vhy has
Gunsul Yl o " «.JD' b ageln]ec!lon vl isa n for panenls with or without microsatellite
far IV “and b tojs has dmmm dos..-g and ms!ahllty-hlgh (MSI-H) HCC. Pembrolizumab Js Fmappwomd for MSI-H tumars in the
o i for m subsequent-line setting,

bmmumab SHWN have MNLIEIG sndosoo
for wvarices within approximately & months
ing to insti praclice and based on the assessment of

or
mdmg risk.
I For patents who have not been previously treated with a checkpoint inhibitor when
used as subsequent-line therapy because there is a lack of data for subsequent use
of single agent immunatherapy in patients who have previously been treated with a
chickpoint inhibilor.
! For patients who have not been previously treated with anti-CTLA4-based combinations
‘when used as subsequent-fine therapy.

26 Hepatocellular carcinoma: ESMO Clinical Practice Guideline for diagnosis, treatment and follow-up *Vogel, A. et al. Annals of Oncology, Volume 36, Issue 5, 491 - 506

! Regimens with first-line data are reasonable to consider for subsequent-ine treatment, if nat
previously used. There are no comparative data o define optimal treatment after first-line

sglemk: therapy.
™ Principlas | ting (HCC-J).
o and hy hy I%Immaybemmnedroﬂv
and i why rent dosing and administration
o VY nl b
“ Dostarimab-g: y is & racommended freatment option for patients with MSI-H/mismatch repair
deficient ([dMMR) recurrent or advanced tumors that have progressed on or lollowing prior
treatment and who have no satisfactory altemnative treatment options.
P NTRK gene fusion-positive tumars are y rare in HCC.




Lwa chon diéu tri bwérc 1

1. Hiéu qua (OS, PFS’, ORR) )
2. Tac dung phu, chat lwo'ng cuéc séng

Bwérc 1 aHCC 3. Khac:
 Chtrc nang gan

1. Sorafenib . Giai doan bénh
. Nho6ém bénh nhan loai trwv
2. Lenvatinib + Tinh thuan tién cho bénh nhan (Uéng hay
tiém truyén)
3. Atezo+Bev .« 277

4. Durva + Treme



Nhin lai hiéu qua OS cua cac lwa chon diéu tri bwéc 1

Nghién ctru C& mau

(N)

Trung vi séng con
(mOS)

(HR=0.9, 1.02)

SHARP ! 602 -UHCC chua diéu trj Sorafenib vs Gia duorc 10.7 thang vs 7.9 5.5 thangvs 2.8 2% vs 1%

-Child-Pugh A thang thang (HR=0.58)
(HR=0.69)

IMbrave 150 2 501 -UHCC hodc di cdn va chua diéu Atezolizumab-bevacizumab 19,2 thang vs 13.4 6.9 thang vs 4.3 30% vs 11%
tri vs. sorafenib thang thang
-99% Child-Pugh A (HR=0.66) (HR=0.65)

REFLECT 3 954 --UHCC hodc di cén va chua diéu  Levatinib vs Sorafenib 13.6 thang vs 12.3 7.4thangvs3.7 24.1%vs 9.2%
tri thang thang (HR=0.66)
-99% Child-Pugh A (HR=0.92)

HIMALAVYA > 1171 -UHCC hodc di cdn va chua diéu Durvalumab + 16.43 thing vs 13.77  3.78 thang va 21% va 17% vs
tri tremelimumab (STRIDE) hay  thang (HR=0.78) 3.65 thang vs 5.1%
-Child-Pugh A durvalumab vs. sorafenib 4.07 thang




Tiéu chi loai trir trong lwa chon doi twong nghién ctru

SHARP (Sorafenib)

REFLECT (Lenvatinib)

-

Tiéu chi loai tro’

— Suy than can loc mau hodc thAm phan phuc mac
— Tién st bénh tim

— Nhiém trung nghiém trong trén 1dm sang

— Tién st nhiém HIV

— U hé than kinh trung wong da biét, bao gém ca di

can nao

~N

— Bé&nh nhan xuét huyét tiéu héa nghiém trong trong

vong 30 ngay trwde khi vao nghién ctru

J

-

Tiéu chi loai tri? )

— Phat hién trén hinh anh hoc cla bét c

tieu chi nao sau day:

« HCC > 50% thé tich gan

« C6 xam lan dwéng mat ré rang

« Xam lan nhanh Ié&n tinh mach cira
(Vp4)

- Khoang QT kéo dai (QTc) > 480 ms

\_

J

1. https://clinicaltrials.qov/ct2/show/NCT00105443; 2. Gastroenterol Hepatol 2020;16:145-148.
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Tiéu chi loai trir trong lwa chon doi twong nghién ctru

IMbrave150

TIEU CHIi LOAI TRU )
Chuwa diéu tri hodc diéu trj chwa tri triét dé
gian TMTQ/da day c6 chay mau hoac coé
nguy co’ chay mau cao
C6 bién cb chdy mau do gian TMTQ trong
vong 6 thang trwéc khi bat dau nghién ctru
Tang huyét ap chwa kiém soat tot
C6 tién str ting huyét 4p mat kiém soat h
0ac co bénh ly ndo do tang huyét ap

C6 bang chirng vé bénh dé chay mau

Hymalaya

Child Pugh B va C

1. https://clinicaltrials.qov/ct2/show/NCT00105443; 2. Gastroenterol Hepatol 2020;16:145—148.

TIEU CHI LOAI TRU
Child PughBva C
Huyét khéi tinh mach clra (Vp4)
Bénh ndo gan
Dich bang

Chay mau duwong tiéu hoa dang hoat déng
hay trong vong 12 thang

Nhiém déng thdi viém gan siéu vi...
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0S by ALBI grade
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CHI PHi BIEU TRl 1 THANG

Chi phi 1 thang BHYT chi tr

Lenvatinib 8 mg 25,754,000 Chudng trinh ho trg
Lenvatinib 12 mg 38,631,600 Chuong trinh ho trg
Sorafenib 800 mg 29,039,472 50%

Sorafenib 600 mg 21,779,604 50%

Sorafenib 400 mg 14,519,736 50%
Atezolizumab + Beva 67,185,073 50% chi cho Bevacizumab +

chuong trinh ho trg 3:2 cho Ate

Treme + Durvalumab 201,670,245 chu ky Chugdng trinh ho trg

1> 41,870,745 cho
cac chu ky ti€p theo



Khuyén céao diéu tri véi uHCC

r

Bénh nhan HCC tién trién
*  Child-Pugh A
L+ ECOGPS0-1 )

$

( Chéng chi dinh v&i h
atezolizumab/bevacizumab?
i ?
Khéng L DurvaIumab/Tlremellmumab. ) Co

J

Buwéc 1 ( Atezolizumab + bevacizumab hoac
L Durvalumab/Tremelimumab )

[TKIS: SORAFENIB hodc LENVATINIB ]

khéng dung nap TKIls
h (" )

$ Tién trién 3 Tién trién hodc

p
TKls dwoc khuyén cdo:

SORAFENIB, LENVATINIB, cabozantinib o _
korREGORAFENIB * REGORAFENIB, cabozantinib, ramucirumab (AFP

J >400ng/mL),
*  Pembrolizumab hodc nivolumab cé thé dem lai loi
cho bénh nhan khong dung nap TKls

Zhang H et al. Recent Advances Systemic Therapy for Hepatocellular Carcinoma: An Updated Review. Biomarker Research 2022;10:3



GIAI DOAN TRUNG GIAN



Piéu tri HCC: Chia giai doan theo BCLC-2022

HCC
pr— ¢ i v i
T TR
= a L . . 0 Giai doan rat som (0) Giai doan s&m (B) Giai doan Trung gian (B) Giai ddan Tien trién (C)
] Dua trén ganh nang khoi u, « 1us<2cm « 1u, hodc <3 umébiu <3 fim « Nhiduu + Xam nhap tinhfimach ctra va/hoac di can
s || chicnédng gan, va the tiang « Chtrc nang gan tt 2, PS 0 - Chirc nang gan tét 2, P - Chirc ning gan tét 2, PS 0 ngoai gan
e Xéac dinh bang AFP, diém + Chrc néng gaif tt, PS 1-2 3-4
5 ALBI, Child-Pugh, MELD
VAN J
P ~ A 4 A 4
- A a 1u 3u, Tiéu chi ghép U dworc xac dinh 2 2
I:a ung vien icm gan m& rong rd,dong tinh mach Ton} hu’dr]g e R
3 nang de/ghepigan (kich thwéc ctra duoc bao ton T an
e ’ W ! rong hai thuy gan
c . AFP) tiép can chon loc
= Ap lyc tinh manh
= clra, bilirubin
@ N . 8
S| | Tiép can ca thé hoa didu tri Khong CO_ 1
5
S Binh Tang
o thuiong
T
Q
G AN J
\4
v

a Ngoai triv nhirng ngudi cé ganh ndng khéi u dwoc chap niflan dé cay ghép
b Cé thé can nhéc ligu phap cét bd déi véi trueng hop HCC
s6t lai day du

Tac mach phéng xa (chi 1 u <8 cm)

Khoéng pht hop hodc thét bai

v

!

TACE

hgoai vi don 18 c6 thé tich gan con

Giam gidi doan
bénh thanh cong

Khéng phu
hop hoac
that bai

Buéc 1

Atezolizumab-b

bvacizumab/durvalumab-tremelimumab

If not feasible §orafenib or Ienvatirllib or durvalumab

v

Buéc 2 refjorafenib M
(sfafenib-tolerant) e 87
« Post sorafenib- c@pozantinib SE—» a
rafnucirumab SE °
. (AP 2400 ng/mL) = . —
+ Post atezolizumabpevacizumab Thir 2
« Post durvalumab-temelimumab | —— nghiém g
+ Post lenvatinib or dqurvalumab lam sang S
Buorc 3 o5 <
Cabozantinib &< —>
€2
x o

Giai doan sém (D)
« Bét k& ganh nang khéi u

« Chtrc nang gan giai doan cudi, PS

Cac trinh tw thay
thé c6 thé dwoc
xem xét nhung
ching chwa duoc
chirng minh

AFP, alpha-fetoprotein; ALBI, albumin-bilirubin; BCLC, Barcelona Clinic Liver Cancer; BSC, best supportive care; HCC, hepatocellular carcinoma; LT, liver transplantation; MELD,
model of end-stage liver disease; PS, performance status; TACE, transarterial chemoembolisation

Reig M, et al. J Hepatol. 2022;76:681-93
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Cac nghién ctru cua sorafenib + TACE

SPACE!N TACE 28I TACTICSH

= Thir nghiém pha II, ngau =  Thir nghiém pha III, ngau = Thir nghiém pha II ngau nhién,
nhién, mu d6i, c6 d6i ching nhién, c¢6 d6i ching véi gia nhdn mo, da trung tam, danh gia
voi gia dugc, danh gia duogc, danh gia sorafenib + TACE + sorafenib so v&i TACE
sorafenib hodc gia dugc phdi TACE so véi gia dugc + don tri & bénh nhan HCC
hop v61 DEB-TACE & bénh TACE 6 bénh nhan ung thu
nhan ung thu biéu mé té bao biéu mé té bao gan khong thé
gan giai doan trung gian phau thuat dugc

= Sorafenib + TACE cdi thién déing ké

y o . : . PFES so voi TACE don tri o nhiing
= K&t hop ciia sorafenib véi Sorafenib + DEB-TACE khong bénh nhéin méie HCC Khdng thé phiiu

DEBTACE kiong cal hen hinh i i,
TPP co y nghia lam sang so vOi : = Sorafenib+ TACE khong cdi thién OS so

DEB-TACE don tri mdc ung thuw biéu mé té bdao ; !
gan giai doan trung gian voi TACE don trf

1. Lencioni. J Hepatol. 2016;64:1090. 2. Meyer. Lancet Gastroenterol Hepatol. 2017;2:565. 3. Kudo. Gut 2019;0:1. Kudo JCO 2021, 39, 3_suppl



TACTICS-L: Nghién cwru pha Il Lenvatinib + TACE

Figure 1. Study Schema /{Primary Endpoint> \
/<|nci <ion cr'ter'a>\ U - - * Progression Free Survival
usi iteri G treat
s Unresectable HCC ! Enroliment !| TACE I Lenvatinib !JPpo;e}:siioen As:s“e%rsment (PFS) by RECICL

. Child-Pugh <6 <Exclusion criteria>
* Prior TACE 0-2

( ‘ - TTUP (Time to
* Tumor size <10cm untreatable
* Tumor Number =10 progression)
+ ECOG-PS: 0 or1 | | || || + PFS by mRECIST
] 1 o %
@ | L L L {\}'

+ ORR by RECICL
<Exclusion criteria> +0OS
« Vascular invasion Baseline Day 0

« Safet
\Extrahepatic spread / \ ¢ /

® Protocol treatment:
The combination of TACE and lenvatinib (12 mg once daily for patients weighing > 60 kg and 8 mg once daily
for subjects weighing < 60 kg) was applied and continued until the event specified in the Progression Free
Survival (PFS) definition occurred.
- Lenvatinib was administrated for 14-21 days prior to first TACE, paused for 2 days before and after

TACE, and continued until events occurred.

- TACE should be repeated on demand once the specified TACE criteria was met.
- Tumor assessment should be done 4 weeks after first TACE and then every 8 weeks.

Ueshima K. ASCO Gl 2022. Abstr 417.



TACTICS-L: PFS (RECICL) va OS

v' Trung vi thoi gian theo ddi 14 26.4 thang (t6i thiéu: 24 thang).
v Trung vi PFS (RECICL) 1a 28.0 thang (90% CI 25.1-31.0 thang).

v" Trung vi OS chua dat dugc (90% CI 35.5-NR).

PES

+ Censor

Ty 1¢ PFS

Trung vi PFS 28.0 thang
0.29 (90% CI 25.1-31.0)

0.0 1
I I I I I I I I
0 6 12 18 24 30 36 42
Thoi gian (thang)
Atrisk 62 55 47 40 35 12 1 0

Inaba Y, et al. ESMO ASIA Congress 2022, Poster # 95P

(O8]
1.0 1
+ Censor
0.8 1
0.6 1
n
o
@ 0.4 1
ﬁ\ Trung vi OS: NR (90% CI 35.5 to —)
0.2 1
0.0 1
I I I I I I I I
0 6 12 18 24 30 36 42
Thoi gian (thang)
Atrisk 62 59 55 52 47 21 3 0

RECICL-Response Evaluation Criteria in Cancer of the Liver



TACTICS-L: dap trng khoi u

Investigator-assessed by RECICL Investigator-assessed by mRECISTa2

4 tuan sau TACE dau tién
ORR?, n, %

ORR 49 79.0% 47 75.8%
(90% CI) (68.7,87.1) (65.2,84.5)
BOR, n, %
CR 33 53.2% 32 51.6%
PR 16 25.8% 15 24.2%
SD 4 6.5% 7 11.3%
PD 2 3.2% 1 1.6%
NEa 7 11.3% 7 11.3%

Best response?
ORR®, n, %

ORR 55 88.7% )
(90% CI) (79.8,94.6)

BOR®, n, %
CR 42 67.7% - -
PR 13 21.0% - -
sD 1 1.6% - -
PD 2 3.2% - -
NE® 4 6.5% - -

a. Not evaluable: n=7 b. Not evaluable: n=4

1. Saeki | et al. Oral abstract presented at the 11th Asia-Pacific Primary Liver Cancer Expert (APPLE) Meeting, August 13-15, 2021, Virtual Format; abstract #OP-06.
2. Ueshima K et al. Poster presented at the ASCO GI Cancers Symposium; January 20—-22, 2022, San Francisco, CA, USA and Virtual Format; abstract #417.
3. Inaba Y et al poeter presented at the ESMO-Asia ; December 2-4, 2022, Songapore and Virtural Format; abstract #95P



EMERALD-1: TACE va Durvalumab * Bevacizumab
UTBMTBG khéng thé phau thuat

* Global, double-blind, placebo-controlled phase lll trial

Stratified by TACE modality (DEB-TACE vs cTACE), geographic region (Japan vs Asia
[excluding Japan] vs other), portal vein invasion (Vp1 or Vp2+/-Vp1 vs none)

Durvalumab 1120 mg +

Patients with untreated * t
et / Durvalumab* 1500 mg Q4W + TACE Bevacizumab 15 mg/kg Q3W
curative therapy;
Child-Pugh A-B7; without
evidence of extrahepatic
disease; Vp3 and Vp4

excluded; ECOG PS <1
(N = 616) \

D Placebo* Q4W + TACE' eammmd D Placebo + B Placebo Q3W

Durvalumab 1120 mg
+ B Placebo Q3W

Durvalumab* 1500 mg Q4W + TACE"

*Durvalumab/placebo started >7 days after TACE. "TACE = cTACE or DEB-TACE.
Up to 4 TACE procedures within 16 wk following Day 1 of first TACE.

* Primary endpoints: PFS for arm B vs arm C per BICR
* Secondary endpoints: PFS for arm A vs arm C, OS, ORR, TTP, Qol, safety

Lencioni. ASCO GI 2023. Abstr LBA432. Sangro. Lancet. 2025;405:216.



EMERALD-1: PFS

Probability of PFS

With Durvalumab/Bevacizumab + TACE vs
Placebos + TACE

Durva/Bev + TACE Placebos + TACE

(n =204) (n=205)
Lo. Median PFS, mo (95% Cl) 15.0 (11.1-18.9) 8.2 (6.9-11.1)
HR (95% Cl) 0.77 (0.61-0.98)
12-Mo PFS  stratified log-rank P value 032
0.8+ 55.5%
39 8% 18-Mo PFS
ne ©7 43.1%
: 28.3%
1
0.4+ : i
I 1
0.24 Durva/bev A TACE :
Placebos + 'EACE :
1
(0]

0 3 6 9 12 15

18 21 24 27 30 33 36 39 42 45 48 51 54
Mo

Median follow-up, mo (range):
Durva/bev + TACE: 22.2 (16.7-27.3); placebos + TACE: 26.3 (16.7-30.4)

Median TTP was improved by 12 mo with D+B + TACE vs placebos + TACE

Probability of PFS

1.0 =

0.8 -

0.6 -

0.4 -

0.2+

PFS With Durvalumab + TACE vs
Placebos + TACE

Durva + TACE Placebos + TACE
(n=207) (n=205)

Median PFS (95% Cl), mo 10.0(9.0-12.7) 8.2 (6.9-11.1)
HR (95% Cl)

Stratified log-rank P value i)

.638

Durva + TACE
Placebo + TACE

0

| L L L L L L L L L L L L L L UL,
0 3 6 9 1215 18212427 3033 36 39 42 4548 51 54

Median follow-up, mo (range):
= Durva + TACE: 27.7 (17.7-30.3); placebos + TACE: 26.3 (16.7-30.4)




EMERALD-1: Dap wng

OR (95% Cl): 1.87 (1.24-2.84)
50 OR (95% Cl): 1.67 (1.10-2.54)

Durva + TACE Durva/Bev + TACE Placebos + TACE

(n=207) (n=204) (n=205)
Participants with measurable
disease at baseline 205 202 203
Confirmed response, n (%) 84 (41.0) 88 (43.6) 60 (29.6)
Complete response, n (%) 3(1.5) 6 (3.0) 5(2.5)
Partial response, n (%) 81 (39.5) 82 (40.6) 55 (27.1)
Stable disease =20 wk, n (%) 42 (20.5) 45 (22.3) 63 (31.0)
Median duration of response,
(LQ-UQ) mo 14.0 (6.9-30.7) 22.1(11.2-30.3) 16.4 (6.3-26.3)

Lencioni. ASCO GI 2023. Abstr LBA432. Sangro. Lancet. 2025;405:216.



Lenvatinib + Pembrolizumab + TACE (LEAP-012)

* Multicenter, randomized, double-blinded, active-controlled phase Il study

Stratified by: study site; AFP (<400 vs
>400 ng/mL); ECOG PS (0 vs 1), ALBI grade

(1 vs 2 vs 3); and tumor burd Lenvatinib* Q3W +
Pembrolizumab 400 mg Q6W +
Patients with confirmed localized / TACE
HCC (no portal vein thrombosis or GEPEY)) For up to 2 yr. until PD
extrahepatic disease) not eligible R —— or unacce;:)table ’
for curative tx; measurable disease Lenvatinib Placebo + toxicity
by RECIST v1.1; Child-Pugh A; \ Pembrolizumab Placebo +
ECOG PS <1; completed HCV TACE
therapy 1 mo prior to enrolment; (n = 243)

HBV are ellglble for enrolment *12 mg (for participants with screening body weight 260 kg)

(N = 847) or 8 mg (for participants with screening body weight <60 kg)
via oral capsules once daily during each 21-day cycle.

» Primary endpoint: PFS per RECIST v1.1 (at ~4 yr); OS (~8 yr)
» Secondary endpoint: PFS (per mRECIST), ORR, DCR, DoR

NCT04246177. Llovet. Cardiovasc Intervent Radiol. 2022;45:405. Kudo. ESMO 2024. Abstr 2635. Kudo. Lancet. 2025;405:203.




LEAP-012: PFS va OS

PFS Sy S TR HR (95% Cl)
Events (n) Median (95% Cl) HR (95% Cl) (95% Cl) °
= | envatinib plus 14.6 mo 0.66 = | envatinib plus 75% )
pembrolizumab group 132 (12.6-16.7) (0.51-0.84) pembrolizumab group 69 (68-80) DED (O
= Dual placebo group 154 10.0 mo P =.0002 Dual placebo group 82 69% P=.087
S 100= (8.1-12.2) 100 = (EL)
S <
> =5
‘'z 80=- ~ 80=
2 s
& 2
o 60- 2 60=
e =)
o3 95}
& 40 = — 40-
.S e
2] O]
O 20=- > 20=
5 o
e
g O T T T T T T T T T T T T T 1 0 T 1 T T 1 T 1 T 1 T 1 T 1 1 1
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Mo Mo
Number at risk (number censored) Number at risk (number censored)
Lenvatinib plus pembrolizumab group Lenvatinib plus pembrolizumab group
237 207 176 136 112 72 57 26 22 15 10 7 2 0 237 234 224 214 209 180 161 124 95 74 49 31 17 7 1 0
(0) (23) (25) (37) (46) (63) (65) (82) (84) (91) (95) (98) (103) (104) (105) (0) (0) (1) (2) (2) (25) (40) (71) (91) (106)(126)(141)(152)(162)(167) (168)
Dual placebo group Dual placebo group
243 190 144 89 72 48 37 18 12 8 5 3 3 1 (0] 243 242 233 216 202 173 145 112 8 65 42 27 15 4 1 (0]
(0) (14) (27) (48) (53) (61) (65) (75) (81) (83) (84) (85) (86) (88) (89) (0) (0) (0) (0) (0) (24) (38) (64) (88) (104)(122)(136)(146)(157)(160)(161)

* Median TTP in the experimental vs placebo arm was 16.6 vs 10.3 mo (HR: 0.59; 95% Cl: 0.46-0.77; P <.0001)

Kudo. ESMO 2024. Abstr 2635. Kudo. Lancet. 2025;405:203.




LEAP-012: PAP UNG

A14.6% (95% Cl: 5.9-23.1)
60 - P =.0005 (nominal)
I
I
50 147% (95% Cl: 40%-53%)

33% (95% Cl: 27%-40%)

20 4
10 o
0 3.4%
Lenvatinib + Dual Placebo +
Pembrolizumab + TACE
TACE

Kudo. ESMO 2024. Abstr 2635. Kudo. Lancet. 2025;405:203.

Parameter

ORR per mRECIST by BICR, % (95% Cl)

Median TTP per mRECIST by BICR, mo
(95% CI)

Median DoR per mRECIST by BICR,
mo (95% Cl)

Median DoR, mo (range)
DCR, % (95% Cl)

Median duration of therapy, m (IQR)

Lenvatinib +
Pembrolizumab
+ TACE (n = 237)

71 (65-77)

16.6 (14.4-18.9)

14.6 (12.3-18.2)

12.6 (10.9-16.5)

89.5 (84.8-93.1)

12.4 (5.5-18.1)

Dual Placebo +
TACE
(n =243)

50 (43-56

12.2 (8.2-12.3

12.5 (10.3-14.7)

10.7 (8.3-18.4)

81.5 (76.0-86.2)

8.4 (4.5-15.2)




THACH THUT TRONGDIEU TRIHCC GIAI POAN TRUNG GIAN

TACE truwéc dén nay la
diéu tri chuédn muc

Cé mot ti 1&é bénh nhén
giai doan trung gian
khéng dap ng TACE?

Tuy nhién néu thye hién
TACE nhiéu lan, dap tng
voi khéi u sé giam, chirc
nang gan cua bénh nhén
cling sé di xuéng

Vai trd diéu trj hé théng
trong giai dgarr nay la
gi

HCC giai doan trung
gian: nhiéu bénh nhan

chwa dwoc diéu tri toi
wu - can thay doi?

10




Chirc nang gan quyét dinh loi ich cta cac liéu phap diéu tri phia sau
Tlrvong

HCC Phau thuat

durc HCC khong cat duoc Di canngoai gan

Diéu tri buwéc2

=
, Thir nghiém 1am san
€ S
(@]
c
-
c TACE TACE TACE
L
[
\(C
(U]

Al
' Chircnang gan

Time

Diéu tri dung thdi diém, lwa chon liéu phap tdi wu tlr sém sé giup caithién

th&i gian sdng thém cho bénh nhan

TACE, transcatheter arterial chemoembolization.
SOURCE: Llovet JM, et al. J Natl Cancer Inst 2008;100:698—711. Verslype C, et al. Ann Oncol 2012;23(Supp 7):vii41-8.




Pinh nghia that bai/khang tri TACE: Hwé'ng dan Nhat Ban

1. Tonthwong trong gan

thuwong con >50%) ké ca sau khi dbi thudc hda chat va/hodc tai phan tich ddng mach
nudi duwdng dwoc thay khi danh gia dap ing trén CT/MRI & thdi diém 1-3 thang sau
khi thwe hién day da TACE chonloc

ii. C6 2 Tién trién lién tiép trér 1én trong gan (s6 lwong u tang 1én so véi sb lwong u
trwde khi thue hién TACE [an trudc) ké ca sau khi dbi thude héa chat va/hodc tai
phan tich ddng mach nudi dudng duoc thay khi danh gia dap tng trén CT/MRI &
thdi diém 1-3 thang sau khi thye hién day du TACE chonloc

1 Tanglién tuc céc dau an ung thw ngay sau TACE mac du cé thé cé gidm nhe thoéng qua
2. Xuat hién xam lan mach mau

3. Xuat hién di c3n ngoai gan

Consensus meeting on 50th LCSGJ, June 6 2014
Kudo M, et al. Oncology 2014;87(suppl 1):22—-31




KHONG PHU HOP VOI TACE

>3 nodules

- o

Multiple (27)

r—=

» Gan nhw khéng c6 kha nang dap (rng
v®i TACE: ung thw da 6 ho’p nhat, [&n
hodc thé tham nhiém, loai nét don v&i tang

TG;m 6 ’ ’ ’ trwdng ngoadi ndt, loai kém biét hod, nhiéu
>3em | not lan toa trong gan hoac cac loai
e ’ Sarcoma thay d6i sau TACE
(>6cm ) 2 J4 > v ”, > \s ograA
.o L - | » C6 kha nang khang TACE: nam ngoai tiéu
B o e e e chi up-to-7
yellow poor response to cTACE s ubgroup (beyond up-to-7, Bilobar multifocal tumors) > C 6 khé né n g tré, tré n h c h i I _p u g h B
Fia. 2. Heterogeneitv of intermediate-stage HCC and grade of response to TACE in each suberoun. cTACE. hOéC C sau TAC E né m ngOéI tl éU Ch II
Table 1. ALBI grade versus Child-Pugh grade/score u ptO 7 (déC blét u gan da 6 n h |éu th UY,
ALBI grade/score Child-Pugh grade/score m AL B I d- 6 2 B
Assessment Objective Subjective (ascites and )
encephalopathy)
Confounding factor None Albumin and ascites
Factors, n 2 (Alb, Bil) 5
Frequency of data deficit Low High
Continuous variable Yes No
Easy to calculate No (log scale) Yes

ALBI, albumin-bilirubin. M-VN-00001887




OPTIMIS: Bat dau sém sorafenib tai thdi diém khdng phu hop véi
TACE sé kéo dai OS cho bénh nhan bi HCC

e Su mét can bang déng ké d& dudc quan sat trong cac ddc diém cta bénh nhan tai thai diém Khong phu hgp Vo
TACE gita 2 nhom; do do, da ti€n hanh khdp diém s6 phu hgp véi ty 1€ 1:2 trén s6 bénh nhan dé phan tich OS
OS & bénh nhan cé hodc khdng bat dau diéu tri sorafenib sém ké tir thoi diém khéng phu hop véi TACE

Sau khi két hopt

S6 lwgng bién

Trwére khi két hop

S6 lwong bién  OS trung vi, thang OS trung vi, thang

cb, n (%) (95% ClI) cb, n (%) (95% ClI)
Nhom 1: Bénh nhan khé&i 16.2 16.2
dau som sorafenib sau khi 47 21 (45) (104’1 %) 31 15 (48) (10 é *)
khéng phu hop véi TACE T 7
Nhém 2: Khéng bat dau 198 12.1
s&m sorafenib sau khi 460 206 (45) ’ 62 31 (50) ’
khéng phu hgp véi TACE (15,6,23.4) (10,2,22,4)

: X ; ., T )
Trong quan thé phu hgp, da quan sat thay xu h,u’é’r‘mg dat dwoc OS dai hon & np&ng bénh nhan bat dau diéu
tri sorafenib s&m so v&i bénh nhan khong bat dau sorafenib sém, tai thdi dieém khong phi hop voi TACE

*Presents censored observation or inestimable due to censored data; TPropensity score matching of 1:2 for patient numbers was used to balance cohorts.
Cl, confidence interval; OS, overall survival; TACE, transarterial chemoembolization.
Peck-Radosavljevic M, et al. Poster 4018 at ASCO 2018; J Clin Oncol36(suppl:abstr4018).



Chirc nang gan tot giup toi wu hiéu qua dieu tri

Nghién ctru GIDEON: quan sat trén 3000 bénh nhanUTBMTBG
OS & bn Child-Pugh A : 13.6thang

MEDIAN OS (thang)
—Child-Pugh A:  13.6 95% Cl : (12.8-14.7)

I5 Child-Pugh B : 5.2 95% Cl : (4.6-6.3)
8 —Child-Pugh C : 2.6 95% Cl: (1.5-4.0)
>
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Time since start of treatment (days)

Lwu y bdo tdn chirc nang gan & liéu phap diéu trj trwéc do (tai chd tai vang) dé dat
loi ich tdi wu vé thoi gian séng thém cho bénh nhan véi liéu phap toan than

Marrero J, et al. J Clin Oncol. 2013;31(suppl). Abstract 4126 Marrero J, et al. J Hepatol 2016




Diéu tri khéi dau véi Lenvatinib trén nhirvng bénh nhan
UTBMTBG giai doan trung gian ngoai
Tiéu chi 7 diém va chirc ndng gan Child—-Pugh A
Nghién ctru chirng minh y twéng

Masatoshi Kudo!, Kazuomi Ueshima', Stephan Chan?, Tomohiro Minami',
Hirokazu Chishina!, Tomoko Aoki!, Masahiro Takita!, Satoru Hagiwara!, Yasunori Minami!,
Hiroshi Ida!, Mamoru Takenaka!, Toshiharu Sakurai!, Tomohiro Watanabe!,
Masahiro Morita3, Chikara Ogawa?, Yoshiyuki Wada®* Masafumi Ikeda’ , Hiroshi Ishii®’,
Namiki Izumi® and Naoshi Nishida!

!Department of Gastroenterology and Hepatology, Kindai University Faculty of Medicine, Osaka-Sayama 589-8511, Japan; *State Key Laboratory of Translation Oncology, Sir YK
Pao Centre for Cancer, The Chinese University of Hong Kéng, Hong Kéng 111-1111, China, 3Department of Gastroenterology, Takamatsu Red Cross Hospital, Takamatsu 760-
0017, Japan; *Department of Hepatobiliary and Pancreatic Surgery, National Hospital Organization Kyushu Medical Center, Fukuoka 810-8563, Japan, >Department of
Hepatobiliary and Pancreatic Oncology, National Cancer Center Hospital East, Kashiwa-shi 277-8577, Japan, Department of Gastroenterology, Cancer Institute Hospital of
Japanese Foundation for Cancer Research, Ariake 135-8550, Japan, "Clinical Research Center, Chiba Cancer Center, Chiba 260-8717, Japan; *Department of Gastroenterology,
Musashino Red Cross Hospital, Musashino 180-8610, Japan



Lenvatinib cho PFS va OS dai hon TACE

Thir nghiém Lenvatinib trudc TACE — Hiéu qua
e Trung vi PFS 6 nhom bénh nhan dung Lenvatinib 1a 16.0 thang va trung vi OS la 37.9 thang, so
vO1 nhom dung TACE lan luot 1a 3.0 thang va 21.3 thang

Progression free survival

Number at risk
Lenvatinib
TACE

PFS

(danh gia theo mRECIST)

Median PFS (month: 95% CI)

— Lenvatinib 16.0 (10.9-16.6)
— TACE 3.0 (2.1-4.3)

HR 0.19 (0.10-0.35), P <0.001

100%
80%-
60%-
40%-
20%- Ty
00{- L] T T
0 3 6 9
Time {(months)
30 30 27 21
60 30 12 9

12 15
14 5
8 4

Number at risk

Lenvatinib
TACE

100%

80%

60%

40%

20%

0%

OS

Median OS (month: 95% CI)

: — Lenvatinib 37.9 (23.1-NR)
— TACE 21.3(15.7-28.4)

4 HR 0.48 (0.16-0.78), P <0.01

T T T T T T T
0 6 12 18 24 30 36 42

Time (months)

30 30 19 12 9 8 4 3
60 52 44 31 20 16 13 7

Cl, confidence interval; mRECIST, modified Response Evaluation Criteria In Solid Tumors; HR, hazard ratio; OS, overall survival; PFS, progression-free survival;
TACE, transarterial chemoembolization.



Lenvatinib chirng minh c6 ORR cao hon ¢é y nghia thong ké khi so sanh véi TACE

Thir nghiém Lenvatinib trudc TACE — Hiéu qua
« Bénh nhan dugc dung Lenvatinib cho thiy dap tng vuot troi so voi nhom dung TACE

Cac dang dap wrng

Lenvatinib

TACE

GiatriP

ORR

CBR (CR+PR+5D>24 tu3n)
DCR

CR

PR

SD

SD kéo dai (SD=24 tuin)
PD

NE

n=30 (%)
22 (73.3%)

29 (96.7%)
30 (100%)
2
20
8
7
0

0

n=60 (%)

20 (33.3%)

22 (36.7%)
32 (53.3%)
4
16
12
2
26
2

Ty s6 Odds (95% Cl)

P <0.001
5.39 (1.90-6.67)

P <0.001
48.1 (7.01-2073.85)

CBR, clinical benefit rate; Cl, confidence interval; CR, complete response; DCR, disease control rate; NE, not evaluable; ORR, objective response rate; PD,

progressive disease; PR, partial response; SD, stable disease; TACE, trans arterial chemoembolization.



IMbrave1l50: phan nhom BCLC B

Atezolizumab + bevacizumab  Sorafenib
(n=49) (n=24)
Age
Median (range), years 66 (37-87) 71 (34-83)
=65 years, n (%) 27 (55) 18(75)
Male, n (%) 43 (88) 19(79)
Race, n (%)
Asian 26 (53) 16 (67)
White 19(39) 6 (25)
Unknown 4(8) 2(8)
Geographic region, n (%)*
Asia, excluding Japan 11(22) 5(21)
Rest of the world, including Japan® 38 (78) 19(79)

Weight, median (range), kg
ECOG PS50, n (%)®
HCC etiology, n (%)°
Hepatitis B virus
Hepatitis C virus
Nonviral
CP class, n (%)
A5
A6
Baseline 5LD in target lesions, median (range), mm¢
AJCC stage

IVA
AFP =400 ng/mL, n (%)®
Varices, n (%)
Present
Treated
Prior LRT for HCC, n (%)
Type of prior LRT, n (%)
TACE
Radiofrequency ablation
Percutaneous ethanol injection
Transarterial embolization
Other

70.4 (37.3-112.9)
49 (100)

14 (29)
13(27)
22 (45)

34(71)
14 (29)
61.0(12.6-222.0)

1(2)
25(51)
21(43)
1(2)
1(2)
8(16)

15(31)
3(20)
25(51)

21(43)
12 (24)
5(10)
2(4)
2(4)

68.0 (53.7-115.0)
24(100)

6 (25)
7 (29)
11 (46)

18(75)
6 (25)
45,5 (11.5-162.0)

0
13 (54)
11 (46)
0
0
3(13)

10 (42)
6 (60)
15(63)

13 (54)
4(17)
0

1(4)
3(13)

IMbrave150: Efficacy and Safety of Atezolizumab
plus Bevacizumab versus Sorafenib in Patients
with Barcelona Clinic Liver Cancer Stage B
Unresectable Hepatocellular Carcinoma: An
Exploratory Analysis of the Phase Ill Study

Masatoshi Kudo?® Richard S. Finn® Peter R. Galle¢ Andrew X. Zhu ¢
Michel Ducreux” Ann-Lii Cheng9 Masafumilkeda" Kaoru Tsuchiya'
Ken-ichi Aoki’ Jing Jia* Riccardo Lencioni'

patients with BCLC stage B; atezolizumab + bevacizumab  in patients with BCLC stage B who are unsuitable for
is recommended as the treatment of choice in patients TACE [14, 15]. Here, we report exploratory efficacy and
unsuitable for TACE [14]. The Asia-Pacific Primary Liv-  safety results in a subset of patients from IMbravel50
er Cancer Expert consensus statements and Japan Soci-  with BCLC stage B disease at baseline to understand the
ety of Hepatology guidelines also recommend upfront treatment efficacy of atezolizumab + bevacizumab in
systemic therapy followed by locoregional therapy (LRT)  this population.

Kudo M et al, IMbrave150: Efficacy and Safety of Atezolizumab plus Bevacizumab
versus Sorafenib in Patients with Barcelona Clinic Liver Cancer Stage B
Unresectable Hepatocellular Carcinoma: An Exploratory Analysis of the Phase IlI
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IMbrave150: OS trén phan nhém BCLC B

Atezolizumab + i
. Sorafenib
bevacizumab (n=24)
(n=49)
Median OS (95% CI), months 25.8 (23.9, NE) 21.9(15.7, NE)
HR (95% Cl) 0.63 (0.29, 1.34)
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No. at risk Time (months)
Atezolizumab +
bevacizumab 49 47 47 47 46 44 43 42 39 39 38 38 38 38 38 36 34 34 33 33 25 20 16 10 7 6 3 2 NE NE
Sorafenib 24 22 21 21 21 20 20 20 20 19 18 17 17 17 16 15 13 12 11 10 10 7 3 1 NE NE NE NE NE NE

Kudo M et al, IMbrave150: Efficacy and Safety of

Atezolizumab plus Bevacizumab versus Sorafenib in Fig. 1. Analysis of OS. Kaplan-Meier estimates of OS in the atezolizumab + bevacizumab and sorafenib arms in
Patients with Barcelona Clinic Liver Cancer Stage B

Unresectable Hepatocellular Carcinoma: An Exploratory patients with BCLC stage B disease in the ITT popu]atlon.
Analysis of the Phase Il Study. Liver Cancer 2022.



IMbrave150: PFS tréen phan nhém BCLC B

Atezolizumab +

. Sorafenib
bevacizumab (n=24)
(n=49)
Median PFS (95% CI), months 12.6 (7.1, 16.7) 8.6 (4.3,12.7)
HR (95% ClI) 0.64 (0.36, 1.12)
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Atezolizumab +
bevacizumab 49 47 45 43 42 37 34 29 26 26 24 24 24 19 17 15 14 12 12 6 4 2 2 2 NE NE NE NE

Sorafenib 24 21 20 18 18 14 14 13 12 9 7 6 6 5 3 3 3 2 2 1 1 1 NENE NENE NE NE

Kudo M et al, IMbrave 150: Efficacy and Safety of Fig. 2. Analysis of PFS. Kaplan-Meier estimates of PFS per IRF-assessed RECIST 1.1 in the atezolizumab + beva-
Atezolizumab plus Bevacizumab versus Sorafenib in

Patients with Barcelona Clinic Liver Cancer Stage B cizumab and sorafenib arms in patients with BCLC stage B disease in the ITT population.

Unresectable Hepatocellular Carcinoma: An Exploratory
Analysis of the Phase Ill Study. Liver Cancer 2022.



Panh gia dap wrng theo RECIST hay HCC mRECIST

Table 2. Clinical response per IRF-assessed RECIST 1.1 or HCC mRECIST in patients with BCLC stage B disease

RECIST 1.1 HCC mRECIST
Atezolizumab + Sorafenib Atezolizumab + Sorafenib
bevacizumab (n=46) (n=23) bevacizumab (n=46) (n=23)
Confirmed ORR, n (%) 20 (43) 6(26) 23(50) 7 (30)
(95% Cl), %? (28.9,58.9) (10.2, 48.4) (34.9,65.1) (13.2,52.3)
CR, n (%) 5(11) 0 8(17) 1(4)
PR, n (%) 15(33) 6(26) 15(33) 6(26)
SD, n (%) 20(43) 11 (48) 16 (35) 11 (48)
DCR, n (%) 40 (87) 17 (74) 39(85) 18 (78)
PD, n (%) 2(4) 3(13) 2(4) 2(9)
Not evaluable, n (%) 1(2) 0 2(4) 0
Missing, n (%) 3(7) 3(13) 3(7) 3(13)
Median DOR (95% Cl),> months 14.2(10.9, 16.6) 12.4 (4.7, NE) 14.2(11.8,17.6) 12.4 (6.1, NE)
Median time to first PR or CR (range), months 4.1(1.3-12.3) 4.2 (1.2-5.7) 2.8(1.2-123) 3.0(1.2-4.2)
Median time to first CR (range), months 6.9(29-11.1) NA 5.0(2.9-9.7) 5.6 (5.6-5.6)

BCLC, Barcelona Clinic Liver Cancer; Cl, confidence interval; CR, complete response; DOR, duration of response; DCR, disease control
rate; HCC, hepatocellular carcinoma; IRF, independent review facility; mRECIST, modified Response Evaluation Criteria in Solid Tumours;
NA, not applicable; NE, not estimable; ORR, objective response rate; PD, progressive disease; PR, partial response; RECIST, Response
Evaluation Criteria in Solid Tumours; SD, stable disease. 2Only patients with measurable disease at baseline were included in the analysis
of ORR. ® Only confirmed responders were included in the analysis of DOR. < Time to first PR or CR is defined as time from the date of
randomization to the date of first PR/CR response.

Kudo M et al, IMbrave150: Efficacy and Safety of Atezolizumab plus Bevacizumab versus Sorafenib in Patients with Barcelona Clinic Liver Cancer
Stage B Unresectable Hepatocellular Carcinoma: An Exploratory Analysis of the Phase Il Study. Liver Cancer 2022.



Chién lwoc tiep can méi diéu tri HCC giai doan trung gian

khong phu hop yoi TACE

O fermedia Locoreginal TACE failure/
refractoriness

Stage HCC wjm/.

" Intermediate _ Down-sizing "
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elective
ACE*
Selective
TACE*

TACE Unsui:i@/

Preserve liver function
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*Resection or ablation can be applied if down sizing is obtained

* LEN-TACE Sequential Therapy
« ABC Conversion Therapy
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GIAI POAN SOM NGUY CO’ CAO



Dieu tri HCC: Chia giai doan theo BCLC-2022

Giai doan sém (D)
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Buéc 1
Atezolizumab-bevacizumab/durvalumab-tremelimumab

If not feasible sorafenib or Ienvatirllib or durvalumab

Budc 2

regorafenib
(sorafenib-tolerant)

« Post sorafenib4 cabozantinib

A4

Khéng
phuhop

Khodng p_hu ramucirumab &
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+ Post durvalumab-tremelimumab |——5 nghiém g
+_Post lenvatinib or durvalumab lam sang ¢ Céc trinh tw thay
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AFP, alpha-fetoprotein; ALBI, albumin-bilirubin; BCLC, Barcelona Clinic Liver Cancer; BSC, best supportive care; HCC, hepatocellular carcinoma; LT, liver transplantation; MELD,
model of end-stage liver disease; PS, performance status; TACE, transarterial chemoembolisation
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NGHIEN CU’U STORM

° Nghién clfu pha Il so sanh 100 Recurrence-Free Survival
sorafenib vs placebo trong diéu — Sorafenib (n = 556)
tri ho tro & bénh nhan d3 phau — Placebo (n = 558)
thuat cat gan hodc tiéu huy gan
v&i muc dich diéu trij triét can

~
u

e Sorafenib d3 khong cho thay
dung nap tét va hiéu qua vé OS,

N
(92}

Recurrence-Free Survival (%)
Ul
o

RFS, hodc thoi gian dén tai phat HR: 0.940 (95% Cl: 0.780-1.134; P = .26)
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Bruix. Lancet Oncol. 2015;16:1344.



CAC NGHIEN CU'U VE LIEU PHAP MIEN DICH TRONG GIAI POAN SOM

surveillance

Trial Treatment Arms Primary Endpoint(s) Current Status*
KEYNOTE-937 e b RFS, OS
placebo
Durvalumab +
EMERALD-2 bevacizumab vs RFS Ongoing
durvalumab vs placebo

CheckMate 9DX Nivolumab vs placebo RFS Ongoing

Atezolizumab +
IMbrave050 bevacizumab vs active RFS




Két luan
« Hién nay c6 nhiéu tién bé trong diéu trj toan than HCC. Cung v&i suw ra doi cac hoat chat
md&i, cling nhw phdi hop cac co ché khac nhau gilp nang cao hiéu qué diéu tri kéo dai
sdng con voi:
v' Liéu phap mién dich van 1a khuyén cao dau tay trong diéu tri b&nh nhan UTBMTBG
tién xa v&i hiéu qua va tinh an toan chirng minh qua cac nghién ctru lam sang pha Il|
v' Sorafenib va Lenvatinib 1a hai TKls dwoc st dung rdng rai trong diéu tri budc 1
UTBMTBG tién xa khi diéu tri mién dich khdng dwoc chi dinh
« Xu hwéng diéu tri méi TKls/ mién dich + TACE cho HCC da cho két qua hra hen.
« Phéi hop da chuyén khoa da dwoc chirng minh dem lai hiéu qua diéu tri, cai thién két cuc

chung cho cac bénh nhan ung thw gan






