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Gidi thieu HCC tai Viet Nam
Diéu tri toan than budc 1 HCC tién xa
Diéu tri toan than budc 2 HCC tién xa
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Globocan: 2020 vs 2022

26418 (14.5%)
Other cancers
73 996 (40.5%) Lung
26 262 (14.4%)
Breast
21555 (11.8%)
Colorectum Stomach
16 426 (9%) 17 906 (9.8%)

Total: 182 563

Globocan 2020

Globocan 2020, Globocan 202 - 08.02.2024

| Both sexes

Breast

Others Liver

Lung

Stomach Colorectum

Total: 180 480

Rank Cancer site Number of cases Percent
1st '.' Breast 24 563 13.6%
2nd '.' Liver 24 502 13.6%
3rd ® Lung 24 426 13.5%
4th Colorectum 16 8356 9.3%
5th . Stomach 16 277 9.0%

Globocan 2022




Incidence Mortality

Breast 4 38.0 147

---------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------

Colorectum -

Stomach -

Budc tién
Chan doan s&m va diéu trj
Hiéu biét vé sinh hoc phan tir gan

Globocan 2022 - 08.02.2024



BCLC va diéu tri HCC

\ >6 yr foy{e

Ll

Llovet. Hepatology. 2021;73(Suppl 1):158. Llovet. Nat Rev Dis Primers. 2021;7:6.

ﬂ/ery early stage (0)\ Early/stage (A) \ Intermediate stage (B) ﬂdvanced stage (C) Terminal stage (D)\
Single nodule £2 cm Single or £3 nodules £3 cm Multinodular Portal invasion, N1, M1 Child-Pugh C,
Child-Pugh A, ECOG 0 Child-Pugh A-B, ECOG 0 Child-Pugh A-B, ECOG 0 | Child-Pugh A-B, ECOG 1/2 ECOG >2
Solitary 2-3 nodules £3 cm
Yes | Optimal sufrgical | No
candidate .
v
Yep Transplant
candidate
l No .
v y v Transplant v v v v
Ablation Resection (DDLT/LDLT) Ablation Chemoembolization Systemic therapy Best supportive care
Median OS: 10 yr transplant; Median OS Median OS >3 mo
section/ablat / >21-30 mo

7

First line: median OS 19 mo
Second line: 13-15 mo
Third line: 8-12 mo

E

Slide credit: clinicaloptions.com
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Yéu t6 tién lwong: Child-Pugh va ALBI

g

f \
Resection ALBI correlates with OS, PFS, TACE | ALBI correlates with OS, PFS, Sorafenib ALBI correlates with OS, PFS,
post-surgical liver failure acute on chronic liver disease ORR, toxicity, and selects candidates
Transplantation | ALBI correlates with survival, TARE! | ALBI correlates with survival, for second-line treatment
complications, late recurrences SIRT | toxicity Lenvatinib ALBI correlates with OS, PFS,
. : ORR, toxicity, nutritional status,
Ablstion ALR} correlates with ©6. PF:S & and liver reserve for further treatments

Cabozantinib ALBI correlates with OS, PFS
Ramucirumab | ALBI correlates with OS, toxicity

Regorafenib In CP-B, ALBI correlates with OS,
ORR, toxicity

Immunotherapy | ALBI correlates with OS, post-immuno-
therapy survival, 90-days mortality

1. Reproduced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Hepatobiliary Cancers v5.2021.
© National Comprehensive Cancer Network, Inc 2021. All rights reserved. To view the most recent and complete version of the guideline, go online to nccn.org.
2. Pugh. BrJ of Surg;60:646-649. 3. Garcia-Tsao. Hepatology. 2017;65:310.
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Sorafenib HCC tién xa: cai thién OS

Lenvatinib vs Sorafenib ?



http://www.clinicaloptions.com/
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REFLECT: Lenvatinib vs Sorafenib HCC tien xa

= Randomized, open-label, noninferiority phase Ill trial of lenvatinib vs sorafenib for patients with
unresectable HCC, no prior systemic therapy, Child-Pugh A, BCLC stage B or C (N = 954)

100- 0s
Median, Mo (95% ClI)
807 — Lenvatinib 13.6 (12.1-14.9)
— Sorafenib 12.3 (10.4-13.9)

— 60
S HR: 0.92 (95% Cl: 0.79-1.06)
(7,)
O 40

20-

O T T T T T 1

O 3 6 9 12 15 18 21 24 27 30 33 36
Mo

Kudo. Lancet. 2018;391:1163.

39 4

Probability

PFS
1.0 .
Median, Mo (95% ClI)
0.8+ — Lenvatinib 7.4 (6.9-8.8)
— Sorafenib 3.7 (3.7-4.6)
0.6 HR: 0.66 (95% Cl: 0.57-0.77; P <.0001)
0.4+
0.2+
O I I I I I I I I I 1 I I I 1
0 3 6 9 12 15 18 21 24 2730 33 36 39 42
Mo
*P <.00001 vs sorafenib. clo

Slide credit: cIinicanptions.Com
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REFLECT: Tinh an toan

Suw khac biét chon lwa bénh nhan gilra sorafenib vs lenvatinib ?

Kudo. Lancet. 2018;391:1163. Slide credit: clinicaloptions.com
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Lenvatinib vs Sorafenib

Advanced HCC (vascular invasion and/or extraheptic spread)
Intermediate HCC failed or progressive after loco-regional therapies

1. Liéu phap mién d

a0ne patient in the sorafenib group had a BCLC score of D and a Child—Pugh class of C.
* Llovet Jel al. N Engl J Med 2008;359:378-90. ** Kudo M et al, Lancet 2018;391(10126):1163-1173. *** Bouattour M et al, Liver Cancer 2019;8(5):341-358
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anti-PDL-1 + anti-VEGF
IMbravel50: Atezolizumab + Bevacizumab

= Multicenter, randomized, open-label phase Ill trialt

— G030140: randomized phase Ib study showed potential benefit of atezolizumab +
bevacizumab for patients with advanced HCC (ORR 36%)?

Patients with locally advanced Atezolizumab 1200 mg Q3W +

or metastatic and/or / Bevacizumab 15 mg/kg Q3W
unresectable HCC with no (n = 336) Treatment until
previous systemic therapy; — PD or intolerable

i toxicit
Child-Pugh A; ECOG PS 51*+ \ Sorafenib 400 mg BD xicity
(N =501) (n =165)

= Coprimary endpoints: OS and PFS

Trial included subgroups of high-risk patients excluded from other contemporary phase lll 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.

Excluded patients with untreated or incompletely treated varices with bleeding or high risk for bleeding. ClO|
1. Finn. NEJM. 2020;382:1894. 2. Lee. Lancet Oncol. 2020;21:808. Slide credit: clinicaloptions.com
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anti-PDL-1 + anti-VEGF

IMbravel50: ORR

RECIST 1.1 HCC mRECIST

Outcome Atezo + Bev Sorafenib Atezo + Bev Sorafenib

(n=326) (n=159) (n=325) (n =158)
Confirmed ORR,% (95% ClI) 30 (32-35) 11 (7-17) 35 (30-41) 14 (9-20)
CR, n (%) 25 (8) 1(<1) 39 (12) 4 (3)
PR, n (%) 72 (22) 17 (11) 76 (23) 18 (11)
SD, n (%) 144 (44) 69 (43) 121 (37) 65 (41)
DCR, n (%) 241 (74) 87 (55) 236 (73) 87 (55)
PD, n (%) 63 (19) 40 (25) 65 (20) 40 (25)
Ongoing response, n (%) 54 (56) 5 (28) 58 (50) 6(27)
Median DoR, mo (95% Cl) 18.1 (14.6-NE) 14.9 (4.9-17.0) 16.3 (13.1-21.4) 12.6 (6.1-17.7)

~~
&1

Finn. NEJM. 2020;382:1894. Finn. ASCO GI 2021. Abstr 267. Slide credit: clinicaloptions.com
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anti-PDL-1 + anti-VEGF

IMbravel50: OS va PFS

= Primary analysis OS/PFS HR: 0.58/0.59 (median f/u 8.6 mo)

Atezo + Bev Atezo + Bev
(n =336) (n=336)
Median OS, mo 19.2 134 Median PFS, mo 6.9 4.3
(95% Cl) (17.0-23.7) (11.4-16.9) (95% Cl) (5.7-8.6) (4.0-5.6)
Stratified HR (95% Cl) 0.66 (0.52-0.85) Stratified HR (95% Cl) 0.65 (0.53-0.81)
100 6-mo OS P =.0009 100 = P =.0001
30 = : 85% 12-mo OS 30 =
799% 67% 18-mo OS 6-mo PFS
e 60 - ’ - 52% ‘\? 60 >3%
S = 12-mo PFS
8 0- ‘é’ 40 . 35% 18-mo PFS
: : 38% : 24%
20 1] 20 4 ; : |
0|||||E|||||;|||||;||||||||||| O....|;|||||i||||1z|%i|||||||||
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
Mo Mo
Median follow-up: 15.6 mo.
clO
Finn. NEJM. 2020;382:1894. Finn. ASCO Gl 2021. Abstr 267.

Slide credit: clinicaloptions.com
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anti-PDL-1 + CTLA4

HIMALAYA: Thiét ké nghién ctru

Phase lll, randomized, open-label, multicenter, global study

To evaluate the efficacy and safety of durvalumab plus tremelimumab combination therapy and durvalumab monotherapy

versus sorafenib in the 1L treatment of patients with unresectable HCC

Patient Population

 Histologically confirmed
unresectable HCC

* No prior systemic
therapy for HCC

* Not eligible for
locoregional therapy

Randomized

Stratification
e Macrovascular invasion (yes vs. no)

e Etiology of liver disease (HBV vs. HCV vs. other)
e ECOGPS(Ovs.1)

Arm 2: Tremelimumab 75 mg IV

X 4 doses +
Durvalumab 1500 mg IV Q4W?

Arm 3: Tremelimumab 300 mg
IV X1 dose +

Arm
Closed®

\ 4

Durvalumab 1500 mg IV Q4W?

Active Comparator,
Arm 4: sorafenib 400 mg BID?

Vui long CHI tham khao va tuan tha theo hwéng dan st dung thudc dé,du’qc phé duyét tai Viét Nam. o . . . . .
Theo TTKT dwoc phé duyét tai Viét Nam: Durvalumab dwoc chi dinh dé diéu tri bénh nhan truwéng thénh‘bi NSCLC giai doan Il khéng thé phau thuat ma bénh chwa tién trién sau khi diéu tri bang liéu phap hoéa xa tri qéng thoi co
platinum. Durvalumab phéi hgp véi etoposide va carboplatin hoc cisplatin, dwoc chi dinh 13 liéu phap diéu tri bwéc 1 cho bénh nhan trwdng thanh bj SCLC giai doan lan tran. Va chwa dwoc phé duyét cho chi dinh diéu tri trén bénh

nhan ung thw biéu mé té bao gan.

STRIDE
regimen

Primary Endpoint

* OS (STRIDE vs. sorafenib)

Key Secondary Endpoints

* Non-inferiority/superiority for OS
(durvalumab vs. sorafenib)

Other Secondary Outcome Measures

» Time to progression®
+ PFS°

+ ORR, DCRe

* DoRe®

» Safety and tolerability

18



anti-PDL-1 + CTLA4

STRIDE: OS 4 nam

STRIDE Sorafenib
(N=393) (N=389)
1.0 - — STRIDE (N=393) OS events, n (%) 291 (74.0) 316 (81.2)
— Sorafenib (N=389) Median OS 16.4 13.8
(95% Cl), mo (14.2-19.6) (12.3-16.1)
0.8 HR (95% ClI) 0.78 (0.67-0.92)
0 18-mo OS: p-value (2-sided) 0.0037
@) 48.7% Median follow-up duration 49.12 47.31
“i 0.6 7 41.5% 24;’3%(;)3: (95% Cl) (46.95-50.17)  (45.08-49.15)
= P 36-mo OS:
2 '\\32.6 /o 30.7% 48-mo OS:
g 047 OS rate \W 19.8% 25.2%
o ratio=1.17 OS rate rH—r— 15.1%
T
02— ratio=1.24 . | e —
OS data maturity O§rate - e e —
across the STRIDE and ratio=1.55 OS rate
0.0 - sorafenib arms: 78% ratio=1.67
| | | | | | | | | | | | | | | | 1

T T T T T 1 | | — |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62

Number at risk Time from randomisation (mo)

STRIDE: 393 365 333 308 285 262 235 217 197 190 176 168 158 154 144 131 118 110 103 97 94 88 75 62 54 40 31 19 13 5
Sorafenib: 389 356 319 283 255 231 211 183 170 155 142 131 121 108 93 83 73 69 64 56 53 50 45 36 28 21 14 9 3 1

- O
o o

Vui ldng CHI tham khao va tuan tha theo hwéng dan st dung thubc da du’gc phé duyét tai Viét Nam. . . . . .
Theo TTKT dwoc phé duyét tai Viét Nam: Durvalumab dwoc chi dinh dé didu tri bénh nhan trwdng thénh‘bi NSCLC giai doan Ill khéng thé& phau thuat ma bénh chua tién trién sau khi diéu tri bang liéu phap hoa xa tri g](‘)ng thoi co
platinum. Durvalumab phéi hop véi etoposide va carboplatin ho&c cisplatin, dwoc chi dinh 1a liéu phap diéu tri bwdc 1 cho bénh nhan trwdng thanh bj SCLC giai doan lan tran\& chwa dwoc phé duyét cho chi dinh diéu tri trén bénh

nhan ung thw biéu mé té bao gan.
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anti-PDL-1 + CTLA4

OS 5 nam

STRIDE demonstrated an unprecedented one in five survival rate at 5 years

] STRIDE Sorafenib
0 — STRIDE (N=393) (N=393) (N=389)
— Sorafenib (N=389) OS events, n (%) 309 (78.6) 332 (85.3)
X Median OS 16.43 13.77
0.8 - (95% Cl), mo (14.16-19.58)  (12.25-16.13)
HR (95% Cl) 0.76 (0.65-0.89)
p-value (2-sided) 0.0008
8 0.6 18-mo OS: Median follow-up 62.49 59.86
s 48.7% . o os: duration (95% Cl) (59.47-64.79)  (58.32-61.54)
> 41.5% “mo Ls:
= 40.5%
s 32.6% 36-mo°08:
'8 0.4 - OS Rate ! 30'7°A’ 48-mo OS: 60-mo OS:
o Ratio: 1.17 ! 19.9% 25.2% 19.6%
. OS Rate ! 15.1% o
'Ratio: 1.24' 9.4%

Két hop diéu tri véi bevacizumab ?

platinum. Durvalumab phéi hop véi etoposide va carboplatin hogc cisplatin, dwec chi dinh 14 liéu phap didu tri budc 1 cho bénh nhan truéng thanh bj SCLC giai doan lan tran. Va chua dugc phé duyét cho chi dinh didu tri trén bénh
nhan ung thw biéu moé té bao gan.



anti-PDL-1 + anti-VEGF

FEESMD®"  ORIENT-32 Study Design
-

)
Key Eligibility Criteria

* Unresectable or metastatic, systemic

treatment naive HCC Sintilimab
N=380 200mg D1, IV Q3W

+

e ECOGPSOor1 Bevacizumab

e >18 years old

Until disease

biosimilar 15 mg/kg
D1, IV Q3W progression or Safety/Survival

* BCLC stage C or stage B (unsuitable for
radical surgery and/or local treatment)

i follow-up
e Child-Pugh <7 unacceptable

* At least one measurable lesion per RECIST Sorafenib toxicity
—>
vil N=191 400 mg, oral, BID
\ J

Co-primary endpoints

« 0OS

* PFS by independent radiologic review committee
(IRRC) per RECIST v1.1

Key secondary endpoints: PFS, ORR ( RECIST; mRECIST)

Ren Z et al .” Annals of Oncology 31: 51287;Nov 2020



anti-PDL-1 + anti-VEGF

EEESMD™ ORIENT-32 Dif liéu hiéu qua

SMI™»  Co-primary Endpoint: Overall Survival -

1()01
< . * Improved PFS 4.5m vs 2.8m, p<0.001
3 — : * ORR ( by RECIST 1.1) 20.3% vs 4%
g Y R TEESS , p<0.001
g : * G3/4 Adverse events similar in both

25, arms

Sin + Baev 122 {321) NE (NE, NE) 0.569
Sar 87 (45 5) 10.4 (8.5, NE) <0001 (0431, 0751)

Két hop diéu tri v&i Atezolizumab ?

Ren Z et al ." Annals of Oncology 31: $1287;Nov 2020



COSMIC-312 Study Design

\ Cabozantinib 40 mg QD PO +

[Advanced HCC (N~8407) Atezolizumab 1200 mg Q3W IV*

* BCLCStageBor C

* Not amenable to curative treatment
or locoregional therapy o : ,

» No prior systemic therapy 2:1:1 Sorafenib 400 mg BID PO

* Child-Pugh A

o < el

KMeasurable disease per RECIST vl.lj

mmd  Cabozantinib 60 mg QD PO

Stratification

* Disease etiology (HBV, HCV [without HBV], non-viral)

* Region (Asia, other)

* Presence of extrahepatic disease and/or macrovascular invasion (yes, no)

Tumor assessment
every 6 weeks
(RECIST v1.1)®

Treatment until loss
of clinical benefit or
intolerable toxicity®

*Doses for the combination were determined from the phase 1b COSMIC-021 trial (NCT03170960)

ESMO ASIA VIRTUAL ‘tvery 6 weeks for the first 48 weeks, then every 12 weeks thereafter

pNeM 6LY WEEK “Patients may be treated beyond progression if there is a clinical benefit in the opinion of the investigator

ESMO VIRTUAL PLENRRY

Robin Kate Kelley Content of this presentation is copyright and responsiility of the author. Permission s required for re-use.

anti-PDL-1 + TKls

Cabozantinib + Atezolizumab
Vs
Sorafenib

Cabozantinib
Vs
Sorafenib

Two Primary Endpoints

PFS*
PITT Population

0s
ITT Population

Secondary Endpoint

PFS*
ITT Population




Div liéu hiéu qua COSMIC-312

Primary Endpoint of PFS: Final Analysis
Cabozantinib + Atezolizumab vs Sorafenib

1.0

No. of
PITT Population Events
- 0.8+ Cabozantinib + Atezolizumab (N=250) 174
& Sorafenib (N=122) 78
S 0.6
& Hazard ratio 0.63 (99% Cl 0.44—0.91), P=0.0012*
=
® 044
o
o
L.
a
0.2+
0.0 T T T T T 1
No. at risk 0 3 6 9 12 15 21
Cabozantinib+ Months
Atezolizumab 250 177 119 84 51 11 1]
Sorafenib 122 57 32 20 10 3 1]

ESMO ASIA VIRTUAL
ONCRLOGY WEEK

A 5 U I | RN N )

Median follow-up (range): 15.8 (12.8-27.0) months
PFS per RECIST v1.1 by BIRC

Robin Kate Kelley

*Critical p-value 0.01

Content of this presentation iscopyright and responsibility of the suthor. Permission is required for re-use

anti-PDL-1 + TKls

Primary Endpoint of Overall Survival: Interim Analysis

Cabozantinib + Atezolizumab vs Sorafenib

ITT Population

Median0OS  No.of
mo {96% Cl}] Events

1.0
Cabozantinib + Atezolizumab [N=432) 15.4(13.7-17.7) 183
0.3+ Sorafenib (N=217) 155(12.1-NE} 90
©
a Hazard ratio 0.90 [96% C10.69-1.18), P=0.438*
9 0.6+
Fy
= -
s 0.4+
a
o
-
o
0.2+
oe T T T T T T T T T
s 0 3 6 E 12 15 18 21 24 27
Noab ik Menths
Cabozantinid +
Atezolizumab 432 384 343 258 173 87 13 0 )
Sorafenio 217 130 156 116 74 a2 12 1 1
ESMOD AS! }
QNC@QS:A :‘:gl“u Median follow-up {range}: 13.6 {6.2-27.0) months *Critical pwzlue 0.01362 for the interim analyss

MY N _AL PIL T

Rabn Ktz Kailey {omest of this presen=ton Soopr el rsrsponstiny f e 2

Tumor Response (ITT Population)

Cabozantinib +

Abszoltiimab Sorafenib Cabozantinib
(heea32) | (N=217) {N=188)

Objective response rate [95% Cl), % | 11 {8.1-14) 37{16-7.1) 6.4 (33-11)
Best overall response, % |

Complete response | 02 1] 0

Partial response | 1n 3.7 6.4

Stable dusease | 67 61 77

Progressive disease | 14 20 11

Not evaluable \ 1.9 15 59
Maedian lime 10 objective response [range), mo | 4.0(1.3-10.0} 35{1.0-54) 4.2{1.4-69)
Median duration of respanse {95% Cl), ma | 106(2.1-12.7) 8.8 (3.0-NE) 15,1 (4.4-NE)
Disease control rate, % J 78 65 84

fun-or «e;ponse [)i.-v RECIST w1 1 by éﬁC
Disease control rate = complete response + partial response + stable disease
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anti-PD-1

CheckMate 459: Nivolumab vs Sorafenib

" |nternational, open-label, randomized phase lll trial (minimum follow-up: 22.8 mo)

Nivolumab 240 mg IV Q2W Until PD,

/ (n=371) unacceptable

Adults with advanced HCC; ineligible for or PD
after surgical and/or locoregional therapies;
Child-Pugh class A; ECOG PS 0/1; no prior

systemic therapy for HCC \
(N =743)

—>  toxicity, consent

Sorafenib 400 mg PO BID W"Zhd;a:vz/,
(n=372) end of stuay

" Primary endpoint: OS

— Predefined threshold for statistical significance: HR of 0.84 (P =.0419)

= Secondary endpoints: PFS, ORR, association between PD-L1 expression and efficacy

~~
&1

Yau. ESMO 2019. Abstr LBA38_PR. NCT025765009. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

anti-PD-1

CheckMate 459: OS va PFS

Median OS, Mo (95% Cl) Median PFS, Mo (95% Cl)
— Nivolumab  16.4 (13.9-18.4) — Nivolumab 3.7 (3.1-3.9)
— Sorafenib 14.7 (11.9-17.2) — Sorafenib 3.8 (3.7-4.5)
HR: 0.85 (95% Cl: 0.72-1.02; HR: 0.93 (95% Cl: 0.79-1.10)
1001 12-mo rate P =.0752) 100 4 '
801 60% 80
| SE'IM: 24-mo rate 12-mo rate 24-mo rate
< 60+ ’ 37% S 60+ 22% 14%
%; 33% Ez’ lllll 14% 6%
O 40- | : ' Nivolumab o 40- E E
201 : : 201 i e Nivolumab
0 | | Sorafenib 0 | & *—4, Sorafenib
| | | | | | |  }  }  }  } 1 | | | | | | | | | | | ' L}
O 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Mo Mo
= Predefined threshold of statistical significance for OS with nivolumab not met, although nivolumab demonstrated clinical benefit
=  ORR: nivolumab, 15%; sorafenib, 7%
ife]

Yau. ESMO 2019. Abstr LBA38_PR. Slide credit: clinicaloptions.com
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Secondary objective: overall survival for

anti-PDL-1 vs anti-PD1

Nivolumab Sorafenib HR
- 100 4 {n=1371) n=372) 5%
durvalumab vs sorafenib Redan DS T B o5
(95% C1),* months (13.918.4) (11.917.2) (0.72:7.02)
Ouremnamat
104 ey - B804
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« The predefined threshold of statistical significance for OS with nivolumab was not

nivolumab demonstrated clinical benefit
Based on Kaghan-Maowr estinsos. “Sratted Cox (ropatonsl Mazivds model HH 2 nvelamial ovet seafondy ' # vabee Hom Iog-urk test fral CS
normenal £ vt
ML hadard matio

Median OS with single agent 10 is about 16months
Median PFS was 3.7 months for both agents

ORR was 17% for durvalumab and 15% for nivolumab
The OS in sorafenib control arm was about 13-14 months

* Vuilong CHI tham khao va tuan tht theo huéng dén s dung thubc da dugc phé duyét tai Viet Nam. ) ) . ) )
+  Theo TTKT dwoc phé duyét tai Viet Nam: Durvalumab dwoc chi dinh dé didu tri bénh nhan truéng thénh‘bi NSCLC giai doan Il khéng th& phau thuat ma bénh chuwa tién trién sau khi diéu tri bang liéu phap héa xa tri qc‘nng thoi cé
platinum. Durvalumab phdi hop vé&i etoposide va carboplatin hodc cisplatin, dwoc chi dinh 13 liéu phap diéu tri budc 1 cho bénh nhan trwdng thanh bj SCLC giai doan lan tran. Va chwa dwoc phé duyét cho chi dinh diéu tri trén bénh

nhan ung thw biéu mé té bao gan.



anti-PD1 + TKils

LEAP-002: Lenvatinib + Pembrolizumab

= Multicenter, double-blind phase lll trial

Patients with HCC (BCLC C or BCLC B Lenvatinib PO QD* + Pembrolizumab Treatment until PD,

that is not amenable to / 200 mg [V Q3W intolerabfe toxicity,
locoregional/curative therapy); —  or 36 cycles of

no previous systemic therapy; o 2 pembrofizumab or
Child-Pugh A and ECOG PS < 1 \ Lenvatinib PO QD* + Placebo S
IV Q3W placebo
(planned N = 750}

*Body weight < 60 kg, 8 mg body weight 2 60 kg, 12 mag.

" Primary endpoints: PFS, OS
= Secondary endpaints: ORR, DoR, DCR, TTP, safety
0

Liovet ASCO 2019. Abstr TP54152. NCTO3713593. Slide credit: clinicaloptions. com




PFS (1A1), %

anti-PD1 + TKils

LEAP-002: Lenvatinib + Pembrolizumab -> PFS

IA1 (Final PFS Analysis)

FA

Events, n HR (95% Cl) Events, n HR (95% Cl)
Len + pembro 270 Len + pembro 293
’ e | = - 3 0.834 (0.712-0.978)
100+ Len + placebo 301 . 100 = Len + placebo 336
90+ 90+
80+ 80+
704 70+ 12;:?' ;ate 24-mo rate
* A7 0

60 Median (95% Cl) = 60+ 29.3% 1:57.//‘ Median (95% CI)
79 DU~ S 82mo (64-84) & 50 ---ond e s R e e-. 82mo (63-83)
40 8.0 mo (6.3-8.2) g 40- : 8.1 mo (8.3-8.3)
30+ 304 '
20+ 20+ :
10 104 |

i .

0 1 | | ) | |} 1 1 I |} |} |} | 0 1 1 |} | |} | I |} 1 | 1 |} | | |} | 1 1 |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Time, months Time, months

No. at risk No. at risk
395 358 291 229 181 138 108 76 46 28 15 6 1 O 395 358 200 228179137 112 81 72 64 56 53 48 44 37 26 156 7 1 0
399 360 292 232 182 128 89 59 32 17 8 65 0 O 399 363 294 233184 132101 83 57 45 33 31 25 17 13 7 2 2 2 0



anti-PD1 + TKls

LEAP-002: Lenvatinib + Pembrolizumab -> OS

Events, n HR (95% Cl)

100 Len+pembro 252 840 (0.708-0.997)
90— Len + placebo 282 ps °°°€27'
80- Superiority threshold,
20 s ik one-sided a = 0.0185
43.7%
o 60—
2 Median (95% Cl)
) 0 -rmmmesescescsnesen e 21.2 mo (19.0-23.6)
@) 19.0 mo (17.2-21.7)
40=
|
30- :
20- ;
|

Cap nhat NCCN v2024

Data cutolf date for FA 21 June 2022 median follow-up 32 1 months



biéu tri bwdc 1 HCC
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PRINCIPLES OF SYSTEMIC THERAPY?P.¢

First-Line Systemic Therapy
Preferred Regimens Other Recommended Regimens ul in Certain Circumstances

E Atezolizumab + bevacizumab (category 1)%¢"1 » Durvalumab (cate « For NTRK gene-fusion positive tumors:
ry 1
ry

ory 1)%2
» Tremelimumab-actl + durvalumab (category 1)52 * Lenvatinib (catego ze » Repotrectinib (category 2B)°
| » Sorafenib (category 1)*

» Tislelizumab-jsgr (category 1)®
« Pembrolizumab (category 2B)®®

Lwa chon nao toi wu ?




mOS trong diéu tri bwé'c 1 HCC tién xa - BCLC C

First-line

. ATEZO+BEV
Sorafenib Codirant GO30140 PEM+LEN
NCTO0427973 IMbrave150 KEYNOTE-524

SNOID| | A8 | oot Mk Wik Nintedanib  Oovitinib Lenvatinib [T
Pacific  crmessr  amser  werorosss WCTOIOIGE  NCTOR2229% reriecy  [ECETCSSTR (Chino)

2007 2008 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020
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Néu dat dwoc dap rng tot ?

+ VUi long CHI tham khao va tuan thi theo hwéng dan s dung thudce da dwoc phé duyét tai Viet Nam. m Experimental mOS m Sorafenib mOS
+ Theo TTKT dwoc phé duyét tai Viét Nam: Durvalumab dwoc chi dinh dé didu tri bénh nhan trwéng thanh bi NSCLC giai doan Il khdng thé phau thuat ma bénh chuwa tién trién sau khi diéu trj bing liéu phap hoa xa tri ddng thdi cé platinum. Durvalumab phi

hop véi etoposide va carboplatin hodc cisplatin, dwgc chi dinh la liéu phaan diéu tri buérc 1 cho bénh nhan tru’én%thénh bi SCLC giai doan lan tran. Va chwva dwoc phé du%/ét cho chi dinh diéu tri trén bénh nhan ung thw biéu mé té béogan.
Bruix et al NE.JM 2008 Chena et al | ancet Oncoloav 2009 Kudo et al | ancet 2018 'Finn et al NE.JM 2020 7hu AX ef al @ASCO 2020 Kellev et al @ASCO 2020 nr not reached *Phase-||



~
N

Piéu tri toan than: giam giai doan cho cac diéu tri tai cho

l Start systemic therapy
/ Baseline at start
‘ (LAl \ o

JPveeeen e

TACE failure/

: . refractoriness
SBRT SIRT : :
Brachytherapy i |IESCEEEREEED l .........
SHE
I, C]

Systemic

th:ri?v Best Response

>

Resection? Ablation® LTX
LITX i, A] Resection
[, A] TACE [I, B] [, A]

Diameters of tumors

Néu khéng dat dwoc dap &ng: PD ?



biéu tri bwédc 2 HCC tién xa

Intermediate stage (BCLC stage B)'

Advanced stage (BCLC stage C)'2

TILIANIL P
O CH M N

L3

BENH VIZN UNG BUOU

TACE

I 1L systemic therapy

2L systemic therapy

“Patients with AFP 2400 ng/mL. References in notes section

Regorafenib®

Cabozantinib’

Ramucirumab
(AFP 2400 ng/mL)®

Nivolumab (FDA only)°/
Pembrolizumab (FDA only)'°

Nivolumab + ipilimumab
(FDA only)"

v

?

Atezolizumab + bevacizumab?®

Vui Idng CHI tham khao va tuan tha theo hudng dan str dung thubc da duoc phé duyét tai Viet Nam.

Any approved systemic therapy
as per NCCN guidelines'2




biéu tri bwdc 1 uHCC tién xa tai Viét Nam

Diéu trj budc 2 ?

A 4 v v

Regorafenib Cabozantinib

Nivolumab

Pembrolizumab

+ ipilimumab
*April 2021: FDA Oncologic Drugs Advisory Committee voted 5 to 4 against continuing

the indication of nivolumab monotherapy for patients with HCC who previously received sorafenib. I€IC/O
Vui long CHI tham khao va tuan tha theo hudng dan st dung thude da dugc phé duyét tai Viet Nam. ) ) ) Slide credit: clinicaloptions.com
Theo TTKT dwoc phé duyét tai Viét Nam: Durvalumab dwoc chi dinh dé didu ‘tri bénh nhan trwdng thanh bj NSCLC giai doan Il khdng thé& phau thuat ma bénh chwa tién trién sau khi didu tl_'i bang liéu phap hoéa xa tri dong thoi C6 platinum. Durvalumab phoi
hop v&i etoposide va carboplatin hodc cisplatin, dwgc chi dinh la liéu phap dieu tri bwéc 1 cho bénh nhan trwdng thanh bi SCLC giai doan lan tran. Va chwa dwoc phé duyét cho chi dinh diéu tri trén bénh nhan ung thw biéu mé té bao gan.



http://www.clinicaloptions.com/

PT da dich VEGF c6 hoat tinh sau Sorafenib:
cac dir liéu Phase Il

Regorafenib sv placebo Cabozantinib sv placebo (N = 707) Ramucirumab sv placebo
2L, chi Bn dung nap sorafenib 2L hoac 3L 2L, AFP 2 400 ng/mL
(N =573) (N=707) (N =292)
Median OS: 10.6 sv 8.0 thang Median OS: 10.2 sv 8.0 thang Median OS: 8.5 sv 7.3 thang
HR: 0.63 (P < .0001) HR: 0.76 (P = .005) HR: 0.71 (P = .0199)
100 1.0; 100
1 0.8 .
80 8 80
60 006 X 60
A Regorafenib E Cabozantinib s Ramucirumab
0401 5041 O 407
8
201 Placebo 7 ) g 0.2 Placebo 201 Placebo
0 . e . S Y . ) L Y S o 0 T —TrTrTr T 0 e 3 ¥ 3 ! Bod v bR b
0 3 6 9 12 15 18 21 24 27 30 33 0 3 591215132124273033353942 0 3 6 9 12.15 18 21 24 27
Thang Thang Thang
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.

Vui ldong CHI tham khao va tuan tha theo huwéng dan st dung thudc da dwoc phé duyét tai Viet Nam.
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CheckMate 040: Nivolumab + Ipilimumab /HCC tién xa

= NC nhan m& phase I/ll 3 phac dd liéu nivolumab + ipilimumab khac nhau/ bn HCC & BT
sorafenib truéc do; Child-Pugh score A5-A6; ECOG PS 0/1

100
NIVO1/1 = NIVO3/IPI1 NIVO3 Q2W/ SRS R AN )
Pi3 ?3 W Q_3W 'P'l_QGW 80 NIVO1/IPI3 Q3W 22.2 (9.4-54.8)
(n = 50) (n = 49) (n = 49) NIVO3/IPI1 Q3W 12.5 (7.6-16.4)
ORR, % (95% Cl) 32 (20- 31 (18-45) 31 (18-45) NIVO3 Q2W/IPi1 Q6W 12.7 (7.4-30.5)
47) = 60 =
<
= CR, % 8 6 2 g
DCR, % 54 43 49 01
Median TTR, thang 2.0 2.6 2.7
20 -
Median DoR, thang 17.5 22.2 16.6
‘ A A 0 L J | J L] 1 ] L J 1 ] 1 | J L J . | J 1 ] | J L J | ] 1] | J L | J 1 ] L] . L}
= Ket ho’p dLPQ(': FDA phé duyet/ bn BT 0 3 6 9 121518212427303336394245 48 5154 57 6063 66 69
sorafenib trwdc do Théng 8
nar BIC!
Yau., JAMA Oncol. 2020;6:6204564. Melero. WCGI 2022. Abstr SO-12. Slide credit: clinicaloptions.com

Vui ldong CHI tham khao va tuan tha theo huwéng dan st dung thudc da dwoc phé duyét tai Viet Nam.
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KEYNOTE-240: Pembrolizumab / bn HCC DT trwdc do

= NC ngau nhién, mu déi phase Ill pembrolizumab sv placebo (ca 2 + BSC) / bn HCC tién xa khéng dung nap
ho&c PD trong hodc sau DT sorafenib; Child-Pugh A; chwa xam lan tinh mach ctra (N = 413)

» Thét bai/ dat dwoc y nghia théng ké & mirc dinh trudc cho phéan tich ban dau OS, PFS; phan tich cap nhéat

véi thém 18 thang theo doi

Median OS, thang (95% Cl)
— Pembrolizumab 13,9 (11.6-16.0)

= Placebo 10.6 (8.3-13.5)
HR (95% Cl) 0.77 (0.62-0.96)
Nominal P =.0112

T 60 -
g 60 2EMOTHE o i Tt
(7] - - g
O 40- : 28.8% t17.7%
: 20.4% B
20+ T

0 ) 1 I 1 1 l | |} ; I 1 1

0 4 8 12 16 20 24 28 32 36 40 44 48
Théang

* ORR: pembrolizumab, 18.3%; placebo 4.4%

Finn. JCO. 2020;38:193. Merle. ASCO GI 2021, Abstr 268. Finn, ASCO 2021. Abstr 4072.

Median PFS, thang (95% Cl)

— Pembrolizumab 3.3(2.8-4.1)
100+ = Placebo 2.8(1.6-3.0)
80 - HR (95% Cl) 0.70 (0.56-0.89)
Nominal P =.0011
60+
40 - : 24-morate  : 36-morate
: 11.8% : 9.0%
20+ L 1 4.8%
L1l - — e ST
0 T T T T T | E— | T T T 1
0 4 8 12 16 20 24 28 32 36 40 44

Thang

2c 0]

Slide credit: clinicaloptions.com
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biéu tri bwdc 2 HCC tién xa
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PRINCIPLES OF SYSTEMIC THERAPY2b.¢

First-Line Systemic Therapy

i Useful in Certain Ci t
anti-PDL-1 vs anti-VEGF: Atezolizumab + Bevacizumab el
' 1) « For NTRK gene-fusion positive tumors:

WUl VaIunnIaw \vaww vl y

NoevTawviasuiiaaw ‘w‘wsvl’
anti-PDL-1 : Durvalumab 3: » Repotrectinib (category 28)°

-~ -

- , yory 1)°7
TKls: Lenvatinib > Sorafenib ry 2B)°8
.." Subsequent-Line Systemic Therapy if Disease Progression% ™! .
Options Other Recommended Regimens fulin C in Circumstan
« Cabozantinib (category 1)12 * Nivolumab + ipilimumab®)14-16 . Ramucirumabs FP 2400 ng/mL) (category 1)2° :
- e Sevim A7 « Nivolumab®k.1:21-24 =
anti PD1: Pembrolizumab - For MSI-H/dMMR tumors :
- Sorafenib » Dostarlimab-gxly (category 2B)®.n.25 :
. . . . * For RET gene fusion- posmve tumors
TKIs: Lenvatinib, Regorafenib, Sorafenib » Selpercatinib (category 28)26 :
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