


Soucasné moznosti léecby HCC v 1. a 2. linii lecby
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Pokracuje hledani optimalni lécby pro 1 a 2 linii lécby HCC.

1 linie lécby HCC: 2.linie lécby HCC

e Studie HIMALAYA
e Studie LAUNCH e Studie KEYNOTE-394 a 240

e |Mbravel50

Otazka které si klademe:

Stanoveni spravného pouziti lokoregionalni Iécby kombinace TACE a systémové lécby( TKI,
imunoterapie).

Vybér systémové lécby monoterapie nebo kombinované lécby.

Zvoleni spravné sekvence léchy.




1. linie lecby HCC
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Combined immune checkpoint inhibition (ICI) with tremelimumab and durvalumab in patients with At ack #336

m) advanced hepatocellular carcinoma (HCC) or biliary tract carcinomas (BTC)
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ELIGIBILITY
INCLUSION — key criteria EXCLUSION — key criteria
(intra/extrahepatic, gallbladder, ampullary) - Systemic chemotherapy, large field radiotherapy,
= Not amenable to curative resection, transplantation, major surgery <2 weeks, or <28 days for
ablation investigational agent before treatment
= Progressed (or refused) at least one prior therapy - Prior liver transplantation
(sorafenib for HCC; chemotherapy for BTC) - Autoimmune disease history
* ECOG performance status 0-2 = Current immunosuppression

= For HCC, if cirrhosis present, then Child-Pugh A/B7

Tremelimumab (T) 75 mg x4 + Durvalumab (D) 1500 mg

Eligible patients >

BTC (n=12) HCC (n=10)
T+D T+D T+D T+D D D D D D D D
Q28
Screening days 1 l l l 1 1
T D295 D57 D85 D113
CP> S T o S R S e e e e e N oy A T R et D R R S N SR e e A >
weeks

Table 1. Baseline characteristics Table 2. Antitumor activity

Characteristic HCC (N =10) BTC (N=12) Response Hccn(:::,lo); 95% CI* B‘rcn(::‘:;'z ); 95% CI®
F/m 4/6 5/7 PD 2 (20.0) 5(41.7)
ECOGPSO/1/2 2/8/0 a/7/1 sSD S (50.0) 5 (41.7)

MO / M1 7/3 9/3 PR 2 (20.0) 1(8.3)

HCV / HBV / None 7/1/2 - NA 1 (10.0) 1(8.3) ‘
Child-Pughs /6 /7 /8 5/2/2/1 - DCR (PR+CR+SD) 7 (70.0) 39.6-89.2 6 (50.0) 25.3-74.6
iBTC / eBTC / GB/ Amp - 7/3/111

*Wilson binomial confidence intervals




Vysledky studie Tremelimumab + durvalumab
Table 3. Treatment Related Adverse Events

BTC: median (95% Cl) mo= 3.1 (0.8 - 4.6) BTC: median (95% Cl) mo = 5.45 (4.6 -8.3) Adverse events N=22n
*_ Any event 2 Grade 3 3 (13.6%)
ﬁ 1 ‘j 10
% ] f Hyponatremia 2 Infection 1 Anaphylaxis 1
3 [ -
o 1 Lymphopenia 2 Oral mucositis 1 Respiratory failure. 1
g | |

50 5 —
3 % g Bullous dermatitis 1 Pain 1 Pleural effusion 1
@ “] l
g g L. Hypophosphatemia 1 Maculopapular rash 1 Dyspnea 1
& e | 1 ] 1 L] 1 c | 8 Q.78 L
0 1 2 3 4 5 0 5 10 15
Time, months Time, months Zave ry:

e Kombinace anti CTLA4+ anti PD1 se

nevyznacovala vysokou toxicitou.
10

= * Vysledky u HCC odpovidaji jiz
}: znamym vysledkim ze studii s jinymi
3 s blokatory kontrolnich bodd.
E » Vysledky u cholangiogennich nadort
jsou povzbudivé i bez znalosti MMR
X o 5 10 15 20 25 gen Q.
Time, months Time, months

Charalampos S. Floudas, et al J Clin Oncol 37, 2019 (suppl 4; abstr 336)



HIMALAYA studie : Design

Ve studii faze 2 Study 22 (NCT02519348) vedl| rezim STRIDE (Single T Regular Interval D) skladajici se z 1 davky 300
mg tremelimumabu (anti CTLA4) plus 1500 mg durvalumabu ( anti PD-1) plus 1500 mg durvalumabu kazdé 4 tydny
ke slibné protinadorové aktivité a minimalni toxicitu.

V randomizované, oteviené, multicentrické studii HIMALAYA vysetrovatelé hodnotili tcinnost a bezpecnost rezimu
STRIDE a durvalumabu samotného vs. sorafenibu u pacientd s neresekabilnim HCC, ktefi dosud nepodstoupili
systémovou lécbu.

Primarnim cilovym ukazatelem HIMALAYA bylo OS pro durvalumab/tremelimumab vs. sorafenib. Sekundarnim
koncovym bodem byla noninferiorita OS mezi durvalumabem a sorafenibem s okrajem noninferiority 1,08.
Sekundarni cilové parametry zahrnovaly preziti bez progrese (PFS), miru objektivni odpovédi (ORR) podle kritérii
RECIST v.1.1, trvani odpovédi (DOR) a bezpecnost.

ﬂ\cienti: \

{ Gastroskopie neni poZzadovana /

STRIDE (393 pac.)

vek 2 18 let s neresekabilnim HCC. Tremelimumab 300mg 1 davka + durvalumab 1500mg 1x za 4 tydny

BCLC st. B( nevhodné pro lokoreg. Lécbu) a

st.C. BN Durvalumab (389pac.)
Bez piedchozi lé¢by. | Durvalumab 1500mg 1x za 4 tydny

Child-Pugh A. B sorafenib 400mg 2x denné
Bez trombdzy portalni vény. [

Tremelimumab 75mg 4x 1x za 4 tydny a durvalumav 1500mg 1x za 4
tydny. Rameno bylo uzavreno.

[ Stratifikace: makrovaskularni invaze A/N, ECOC 0 vs 1, etiologie: HBV vs HCV vs jiné. ]




Primarni cil studie HIMALAYA: Celkové preziti OS.
STRIDE vs Sorafenib.

STRIDE |  Sorafenib
1.0 1 n=393 | n=389
0.9 4 OS events, n (%) 262 (66.7) 293 (75.3)
0.8 4 - Median OS (95% CI), months 16.4 (14.2-19.6) @ 13.8 (12.3-16.1)
074 HR (96.02% Cl) 0.78 (0.65-0.92)
06 - p-value (2-sided) 0.0035
s
N 0.5
dhm
Q 044
S
- 0.3 4
= .
3 0.2
O 544 —— STRIE
. Sorafenib
0.0 1
| 1 1 1 | 1 1 1 1
0 6 12 18 24 30 36 42 48
Pacienti v riziku Doba od randomizace (v mésicich)
STRIDE 393 308 235 190 158 98 32 1 0
Sorafenib 389 283 211 155 121 62 21 1 0

Podle Abou-Alfa G, et al. Presented at: 2022 Gastrointestinal Cancers Symposium; January 20-22, 2022; San Francisco, California. Abstract 379.



Sekundarni cil studie HIMALAYA: Celkové preziti OS.
Durvalumab vs Sorafenib

Durvalumab Sorafenib
1.0 n=389 n=389
0.9 - OS events, n (%) 280 (72.0) 293 (75.3)
0.8 - Median OS (95% CI), months 16.6 (14.1-19.1) | 13.8 (12.3-16.1)
07 - HR (95.67% CI)* 0.86 (0.73-1.03)
. 06 -
.ﬁ
N 0.5+
bl
Q 04-
3 03
g :
T 02 4
o 0.1 - Durvalumab
) — Sorafenib
0.0 1
1 1 1 | | 1 1 ) 1
0 6 12 18 24 30 36 42 48
Pacienti v riziku Doba od randomizace (v mésicich)
Durvalumab 389 286 230 183 g o 87 27 6 0
Sorafenib 389 283 211 155 121 62 21 1 0

Podle Abou-Alfa G, et al

. Presented at: 2022 Gastrointestinal Cancers Symposium; January 20-22, 2022; San Francisco, California. Abstract 379.



Vysledky studie HHIMALAYA: Doba bez progrese PFS.

B | oo Forest plot : OS STRIDE vs Sorafenib
(@393) (n=369) (n=389) HR (95% CI)
Cl), months (3.81-5.62) (3.68-5.42) (5.13-5.75) Sex Male —— 0.73 (0.61-0.88)
Female . 1.02 (0.67-1.56)
PFS events, n (%) 335 (85.2) 345 (88.7) 327 (84.1) Age <65 yr s 0.82 (0.65-1.04)
, ' | 265 yr - @} 0.73 (0.58-0.93)
Median PFS (95% 3.78 3.65 4.07 Region Asia (except Japan) —& 0.71(0.54-0.92)
Cl), months (3.68-5.32) (3.19-3.75) (3.75-5.49) Rest of world (includes Japan) S 0.82 (0.66-1.02)
2 ' Viral etiology* HBV 0.64 (0.48-0.86)
(95% CI) (0.77-1.05) (0.88-1.19) Nonviral e 0.74 (0.57-0.95)
ECOG PS* 0 —_—— 0.79 (0.63-0.98)
1.0 5 1 ° 0.74 (0.57-0.95)
BCLC score B 0.87 (0.57-1.33)
c —— 0.76 (0.63-0.91)
o 0.8 < Mvi* Yes ° 0.78 (0.57-1.07)
X No —— 0.7 (0.63-0.93)
> EHS Yes L 2 0.67 (0.53-0.84)
g 0.6 - No @- 0.87 (0.67-1.11)
o MVl and/lor  Yes —— 0.73 (0.59-0.89)
Y EHS No/no =2 0.79 (0.58-1.06)
2 PD-L1 status Positive . 0.85 (0.65-1.11)
Qo - Negative o 0.83 (0.65-1.05)
5 AFP <400 ng/ml L 2 .82 (0.63-1.05)
o 2400 ng/ml 0.64 (0.45-0.91)
8 " 0.25 05 i 2
8 Sofasian - | ' HR (95% C1) ,
0.0 Sorafenib
1 I ] 1 | I I I 1
0 5] 12 18 24 30 36 42 43
Pacienti v riziku Doba od randomizace (v mésicich)
STRIDE 393 135 81 55 43 26 7 0 0
Sorafenib 389 118 53 31 18 6 0 0 0

STRIBE vs Sorafenib

Podle Abou-Alfa G, et al. Presented at: 2022 Gastrointestinal Cancers Symposium; January 20-22, 2022; San Francisco, California. Abstr.. 379.



Vysledky studie HIMALAYA: Pocet odpovedi a ORR.

STRIDE (n=393) | Durvalumab (n=389) | Sorafenib (n=389)

'ORR*% 20.1 17.0 5.1
" CR.n (%) 12 (3.1) 6(1.5) | 0

PR, n (%) 67 (17.0) 60 (15.4) 20 (5.1)

SD.f n (%) 157 (39.9) 147 (37.8) | 216 (55.5)

PD, n (%) 157 (39.9) 176 (45.2) | 153(39.3)
'DCR, % | 60.1 54.8 | 60.7

Median DoR * months 22.34 16.82 18.43

Celkovy pocet odpovédi ORR byl jednoznacné vyssi u durvalumabu/tremelimumabu (20,1 %) a durvalumabu
(17,0 %) oproti sorafenibu (5,1 %).
Median délky trvani odpovédi DOR dosahl u durvalumabu/tremelimumabu 22,3 mésice, durvalumabu 16,8
meésice a sorafenibu 18,4 mésice.

Podle Abou-Alfa G, et al. Presented at: 2022 Gastrointestinal Cancers Symposium; January 20-22, 2022; San Francisco, California. Abstr.. 379.



Event, n (%)
Any AE
' Any TRAE*
Any grade 3/4 AE
Any grade 3/4 TRAE
Any serious TRAE
Any TRAE leading to death
Any TRAE leading to discontinuation
Any grade 3/4 hepatic SMQ TRAE
Any grade 3/4 hemorrhage SMQ TRAE
Any grade 3/4 inmune-mediated TRAE

Any immune-mediated AE requiring treatment with high-dose steroids

Any immune-mediated AE leading to discontinuation of study treatment

378 (97.4)
294 (75.8)
196 (50.5)

100 (25.8) A

68 (17.5)
9 (2.3)1
32 (8.2)
23 (5.9)
2 (0.5)

49 (12.6)

78 (20.1)
22 (5.7)

A

A

Vysledky studie HIMALAYA: Toxicita

STRIDE (n=388) ‘ Durvalumab (n=388)

345 (88.9)
202 (52.1)
144 (37.1)
50 (12.9)
32 (8.2)
0
16 (4.1)
20 (5.2)
0
24 (6.2)
37 (9.5)
10 (2.6)

Sorafenib (n=374)
357 (95.5)

317 (84.8) A\

196 (52.4)

138 (36.9) A\

35 (9.4)
3 (0.8)t

41(11.0) A |

17 (4.5)

* Nezadouci ucinky souvisejici s Iécbou (TRAE) stupné 3/4 se objevily u 25,8 % pacientt na durvalumab/tremelimumab, u 12,9 % pacient(

na durvalumabu a u 36,9 % pacientl na sorafenibu.
» Jaterni TRAE stupné 3/4 se vyskytly u 5,9 %, 5,2 % a 4,5 % pacient(.

e Zavazné TRAE se vyskytly u 17,5 % pacientt lIé¢enych durvalumabem/tremelimumabem, 8,2 % pacientt lIé¢enych durvalumabem a 9,4 %

pacientl lécenych sorafenibem.

* TRAE vedouci k preruseni léCby se vyskytly u 8,2 % pacientll na durvalumab/tremelimumab, u 4,1 % pacientl na durvalumabuau 11,0 %

pacientl na sorafenibu.



Studie HIMALAYA: Dlouhodobé vysledky lécby
Celkové preziti OS: Durvalumab vs Sorafenib

1.0 = 1.0 -
0.9 - ~— STRIDE g Durvalumab
. = Sorafenib : Sorafenib
0.8 - ).8 -
0.7 4 n )7
O 06+ = )6 -
x SN
N 0.5 @ )5 -
> Q.
2 04 - 0 )4 -
N 1 1 > 1
2 i S |
o 0.3+ i H X ).34 141.5% 7§ 24.7%
= i i o i i
S 027 P : < 32 P :
0.1 - 5 i } 20.2% 0.1 1 : i 120.2%
' 1 - ' i 1
0.0 ' : : 0.0 - : : !
1 Ll 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Pacienti v riziku Doba od randomizace (v mésicich) Pacienti v riziku Doba od randomizace (v mésicich)
STRIDE 393 308 235 190 158 98 32 1 0 Durvalumab 389 286 230 183 153 87 27 6 0
Sorafenib 389 283 211 155 121 62 21 1 0 Sorafenib 389 283 211 155 121 62 21 1 0

Pocet pacientt, ktefi dosahli 24 mésicti celkového preziti bylo 40,5 % u durvalumabu/tremelimumabu, 39,6 % u
durvalumabu a 32,6 % u sorafenibu.
Pocet pacientt, ktefi dosahli 36 mésicti celkového preziti bylo 30,6% u durvalumabu/tremelimumabu, 24,7 % u
durvalumabu a 20,2 % u sorafenibu.

Podle Abou-Alfa G, et al. Presented at: 2022 Gastrointestinal Cancers Symposium; January 20-22, 2022; San Francisco, California. Abstr.. 379.



Studie HIMALAYA: Zaveéry.

* Kombinace durvalumabu a tremelimumabu prokazala vyznamné zlepseni OS
oproti sorafenibu, coz splnilo primarni cil studie (HR, 0,78; 96% Cl, 0,65-0,92;

p = 0,0035).

* Median OS u kombinace durvalumab/tremelimumab dosahl 16,4 mésice (95% Cl,
14,2-19,6) u durvalumabu 16,6 meésice (95% Cl, 14,1-19,1) u sorafenibu 13,8
mesice (95% Cl, 11,3-16,1).

. Iil%\g)c durvalumab prokazal noninferiorni OS vs sorafenib (HR, 0,86; 96% Cl, 0,73-

* Kombince STRIDE (Single T Regular Interval D) skladajici se z 1 davky 300 m%
tremelimumabu plus 1500 mg durvalumabu a pokracovani 1500 mg durvalumabu
kazdé 4 tydny, prokazala slibnou protinadorovou aktivitu a minimalni toxicitu.

* Toxicita _kombinace STRIBE je prijatelna a v moha pripadech byla nizsi nez u
sorafenibu.
* Nezadouci ucinky souvisejici s Iécbou (TRAE) stupné 3/4 se objevily u 25,8 % pacientti na
durvfaIu_rtr)iab/tremelimumab, u 12,9 % pacientu na durvalumabu a u 36,9 % pacientil na
sorafenibu.

* TRAE vedouci k pferuseni lIécby se vyskytly u 8,2 % pacienti na durvalumab/tremelimumab, u
4,1 % pacientu na durvalumabu a u 11,0 % pacientu na sorafenibu.



IMbravel50: Exploratory efficacy and safety in patients
with unresectable hepatocellular carcinoma (HCC)
treated with atezolizumab beyond radiological
progression until loss of clinical benefit in a global phase
Il study.

Han Chong Toh, Peter R. Galle, Andrew X. Zhu, Alan Nicholas, Vincent Gaillard, Michel Ducreux, Ann-Lii Cheng,
Richard S. Finn;

National Cancer Centre Singapore, Singapore, Singapore; University Medical Center Mainz, Mainz, Germany; Jiahui
International Cancer Center, Jiahui International Hospital and Harvard Medical School, Massachusetts General
Hospital Cancer Center, Shanghai, China; Genentech, Inc., South San Francisco, CA; F. Hoffmann-La Roche Ltd.,

Basel, Switzerland; Gustave Roussy Cancer Center, Villejuif, France; National Taiwan University Cancer Center and
National Taiwan University Hospital, Taipei, Taiwan; Jonsson Comprehensive Cancer Center, Geffen School of
Medicine at UCLA, Los Angeles, CA



Studie IMbravel50 faze lll. atezolizumab + bevacizumab u pacientu s
nersekovatelnym HCC

- Lokalné pokrogily Atezolizumab 1200mg iv q3w il

nebo metastaticky + bevacizumab 15mg/kg q3w

a/nebo Do progrese

neresekovatelny _ nebo Preziti

HCC 2:1 Open-label neakceptovatelna follow-up
* Bez predchozi léCby toxicita

< T Sorafenib |
(Pocet pacienttu=501)* 400mg bid

Stratifikaéni faktory

Regiony (Asia excluding Japant/Rest of World)
ECOG PS (0/1)

MVI a/nebo EHS (pfitomnost/bez pfitomnosti)
Hladina AFP (<400/z400ng/ml)

L]
L]
L]
L]

* Primarni cile: OS a PFS nezavislé hodnoceni RECIST v1.1
« Kliéové sekundarni cile: ORR nezavislé hodnoceni RECIST v1.1 a HCC mRECIST (modifikovana )

*There were an additional 57 Chinese patients in the China extension cohort that were not included in the global population/analysis
tJapan is included in Rest of World. bid, twice daily; EHS, extrahepatic spread; IRF, independent review facility; iv, intravenous )
(m)RECIST, (modified) Response Evaluation Criteria in Solid Tumors; PFS, progression-free survival 1. Cheng et al. ESMO Asia 2019



Studie IMbravel50.

Atezolizumab + bevacizumab signifikantné zlepsil OS.

100 4

4 D (o)
o o o
L 1 |

Overall survival (%)

N
o
1

6-mo OS
85%

72%

Atezo + Bev Sorafenib
12-mo OS Updated OS (n = 336) (n = 165)
67% OS events, n (%) 180 (54) 100 (61)
18-mo OS Median OS. mo 19.2 13.4
o, (95% ClI) (17.0, 23.7) (11.4, 16.9)
Stratified HR 0.66 (0.52, 0.85)
(95% CI)? P = 0.0009°

No. of patients at risk

LA I B B B A B A B
0123456178 91

L T 1 ] T T T T T T T 1 T T 1 | T T T T

0111213 1415 16 17 18 19 20 21 22 23 24 25 26 27 28 29
Time (months)

Atezo + Bev 336 320 320 312 302 288 276 263 252 240 233 221 214 209 202 192 186 175 164 156 134 105 80 57 42 24 12 11 2 NE

Sorafer 165158 144 133128 119106 96 92 88 85 81 78 72 66 64 61 58 55 49 44 32 24 18 12 7 3 2 NE NE

Presentovano na ASCO GI 2021 Finn RS, et al ] Clin Oncol 39, 2021 (suppl 3; abstr 267)



IMbrave 150:

Pacienti pokracujici v Iécbé po progresi na kombinaci Atezo + Bev.

Post-PD treatment

Age, median (range), y
Age 265y, n (%)

Sex, male, n (%)

Weight, median (range), kg

Region, n (%)?

Asia (excluding Japan)

Rest of world
Time from initial diagnosis, median, mo®¢
Baseline SLD, median (range), mm

ECOG PS 1, n (%)
Child-Pugh class, n (%)?
A5

A6

BCLC stage. n (%)
A1 orA4
B
C

AFP 2400 ng/mL, n (%)
EHS, n (%)?
MVL, n (%)
MVI and/or EHS, n (%)?

Etiology of HCC, n (%)
Hepatitis B virus
Hepatitis C virus
Non-viral

Prior locoregional therapy, n (%)
Prior radiotherapy, n (%)

Varices, n (%)

Atezo * Bev
(n=130)

63 (29-88)
61 (47)

108 (83)
69.8 (45.0-114.0)

60 (46)
70 (54)

10.1
62.9 (10.0-282.0)
47 (36)

104 (80)
26 (20)

3 (2)
25 (19)
102 (78)

44 (34)
81(62)
46 (35)
93 (72)
76 (58)

21 (16)
33 (25)

69 (53)
14 (11)
36 (28)

Other therapies
(n=60)

65 (37-84)
31 (52)

44 (73)
68.4 (37.3-126.0)

25 (42)
35 (58)

8.9
78.2 (11.0-238.0)
19 (32)

43 (72)
17 (28)

1(2)
8 (13)
51 (85)

24 (40)
37 (62)
26 (43)
49 (82)
27 (45)

12 (20)
21 (35)

32 (53)
6 (10)
13 (22)

No treatment
(n=46)

63 (27-80)
20 (43)

40 (87)
67.3 (44.9-113.0)

16 (35)
30 (65)

43
85.0 (10.0-321.0)
20 (43)

23 (51)
22 (49)

2(4)
4(9)
40 (87)

18 (39)
32 (70)
17 (37)
36 (78)
21 (46)

12 (26)
13 (28)

23 (50)
7 (15)
14 (30)

Po radiologické progresi pokracovalo v
lécbé 130 pacientt v kombinaci Atezo
+Bev.

Pacienti byly asymptomaticti. Bez
zhorseni klinického stavu.

Nedoslo k poklesu ECOG PS.

Nedoslo k zasaZeni Zivotné dulezitych
organti vyzadujici Iécebnou intervenci.
Pacienti neméli znamky toxicity predchozi
lécby Atezo + Bev.

Od progrese onemocnéni byl vyvoj
onemocneéni pri lécbé hodnocen podle
RECIST 1.1 kritérii.

Toxicita 1écby po progresi byla
hodnocena podle standardnich kriterii AE
verse 4.0.

Podle Han Chong Toh, et al, Presented at: 2022 Gastrointestinal Cancers Symposium; January 20-22, 2022; San Francisco, California. Abstr.. 470.




IMbrave 150: Vysledky lécby OS

Pacienti pokracujici v Iécbé po progresi na kombinaci Atezo + Bev.

100 -
.ﬂ.tezu.t Bev tlig:]\:f?e& No tr em!nem
(n=130) (n=60) (n=16)
80 0S event, n (%) B0 (46) 41 [68) 39 (85)
— ] 0S post PD, median 14.5 68 2.0
;_:,E (95% Cl), mo (115, 16.7) (4.9,11.5) (1.6,3.0)
% 12-mo OS post PD, % E9 1 356 E.0
5% ClI 496 EBE 26 486 00,138
> 60- & ) (49.6,68.6) (£2.6, 48 B) (0.0, 13.8)
-
e
-
W
E 40_
e
@D
8
20
0- |
1 1 I 1 1 I I 1 1 I 1 1 I ] 1 I ] 1 1 | ] 1 | ] 1 ]
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Time (months)
Mo. at risk
Atezo + Bev 120 129 124 114 108 98 92 88 82 76 69 57 54 48 41 231 27 23 19 17 16 11 10 4 1T MNE
Other therapies B0 60 &4 45 42 35 31 27 22 19 18 17 14 11 11 9 & f 5 4 3 3 1 1 MNE MNE
Mo treatment 4 35 19 13 9 8§ T &6 4 4 2 1 1 T 1 1 1 1 1 1 1 1T MNE NME MNE MNE
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IMbrave 150: Zavery.

Pacienti pokracujici v Iécbé po progresi na kombinaci Atezo + Bev.

* Pokracovani studie IMbravel50 u pacientl po progresi ukazala Ze pacienti i po
radiologické progresi maji z této lécby prospeéech.

* Median podanych cykli dosahl 5 a u 31% pacientt byla podano celkem 10 cyklu
kombinované lécby Atezo+Bev.

* Vysledky hodnoceni maji své nedostatky predevsim tim, ze byli ze studie
vylouceni pacienti s klinickymi priznaky PD a nedoslo k primému porovnani
obou skupin pacientu.

* Ve studii nebyly zaznamenany zadné nové znamky toxicity lécby.

* Tato data naznacuiji, ze lécba pokrocilého HCC s Atezo+Bev. az do ztraty
klinického prinosu, muze prispét k postPD pozitivhim vysledkum.

* Tato nasledna analyza studie IMbravel50 a jeji vysledky vedly k planovani
prospektivni studie IMbrave251,kde by mely byt potvrzeny nebo vypraceny
predpoklady vychazejici s vyse uvedené analyzy.



2. linie lecby HCC




Pembrolizumab Plus Best Supportive Care
Versus Placebo Plus Best Supportive Care
as Second-line Therapy in Patients in Asia

With Advanced Hepatocellular Carcinoma:
Phase 3 KEYNOTE-394 Study

Shukui Qin, MD"; Zhendong Chen, MD?; Weijia Fang, MD?3; Zhenggang Ren, MD#; Ruocai Xu, MD?>; Baek-Yeol Ryoo,
MDS®; Zhigiang Meng, MD7; Yuxian Bai, MD?8; Xiaoming Chen, MD?® 1% Xiufeng Liu, MD'; Juxiang Xiao, MD'!; Gwo
Fuang Ho, MRCP, MBChB'?; Yimin Mao, MD'3; Xin Wang, MD'4; Jieer Ying, MD'>; Jianfeng Li, MD'®; Wen Yan
Zhong, PhD'7; Yu Zhou, MD'"; Abby B. Siegel, MD'8;, Chunyi Hao, MD®

Jinling Hospital, Nanjing University of Chinese Medicine, Nanjing, China; 2The Second Affiliated Hospital of Anhui Medical University,
Hefei, China; 3The First Affiliated Hospital Zhejiang University School of Medicine, Hangzhou, China; “Zhongshan Hospital, Fudan
University, Shanghai, China; ®Hunan Cancer Hospital, Changsha, China; 6Asan Medical Center, University of Ulsan College of Medicine,
Seoul, Republic of Korea; ’Fudan University Shanghai Cancer Center, Shanghai, China; 8Harbin Medical University Cancer Hospital,
Harbin, China; °Guangdong Provincial People's Hospital, Guangzhou, China;'""Guangdong Academy of Medical Science, Guangzhou,
China; ""The First Affiliated Hospital of Xi'An Jiaotong University, Xi'an, China; '2University Malaya Medical Centre, Kuala Lumpur,
Malaysia; "*Shanghai Jiaotong University School of Medicine, Renji Hospital, Shanghai, China; “West China Hospital of Sichuan
University, Chengdu, China; "®*Cancer Hospital of The University of Chinese Academy of Sciences (Zhejiang Cancer Hospital), Hangzhou,
China; '®MSD China, Beijing, China; '""MSD China, Shanghai, China; '®Merck & Co., Inc., Kenilworth, NJ, USA; "®Peking University Cancer
Hospital, Beijing, China
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Pembrolizumab (pembro) vs placebo (pbo) in
patients (pts) with advanced hepatocellular
carcinoma (aHCC) previously treated with
sorafenib: Updated data from the randomized,
phase Ill KEYNOTE-240 study.

Philippe Merle,! Julien Edeline,2 Mohamed Bouattour,® Ann-Lii Cheng,* Stephen L. Chan,5
Thomas Yau,® Marcelo Garrido,” Jennifer Knox,® Bruno Daniele,® Andrew X. Zhu,°

Valeriy Breder,'" Ho Yeong Lim,'2 Sadahisa Ogasawara,’® Abby B. Siegel,’* Ahmadur Rahman,'42
Ziwen Wei," Richard S. Finn'®

Hépital de la Croix-Rousse, Hospices Civils de Lyon, Lyon, France; 2Centre Eugéne Marquis, Rennes, France; 3Hc‘)pital Beaujon,
Assistance Publique Hépitaux de Paris, Clichy, France; “National Taiwan University Hospital and National Taiwan University Cancer
Center, Taipei, Taiwan; 5Sir YK Pao Centre for Cancer, The Chinese University of Hong Kong, Hong Kong, China; 6The University of
Hong Kong, Hong Kong, China; "Pontificia Universidad Catolica de Chile, Santiago, Chile; 8Princess Margaret Cancer Centre, University
of Toronto, Toronto, ON, Canada; °Ospedale del Mare, Naples, Italy; '°Massachusetts General Hospital Cancer Center, Harvard Medical
School, Boston, MA, USA; "!N. N. Blokhin National Medical Research Center of Oncology, Moscow, Russia; '2Samsung Medical Center,
Sungkyunkwan University, Seoul, South Korea; '3Graduate School of Medicine, Chiba University, Chiba, Japan; '“Merck & Co., Inc.,
Kenilworth, NJ, USA (?At the time of the study); "*David Geffen School of Medicine at UCLA, Los Angeles, CA, USA

Primarni cile : OS ,PFS

Sekundarni cile : TTP, ORR, DOR, bezpecnost

Pembrolizumab Plus Best Supportive Care
Versus Placebo Plus Best Supportive Care
as Second-line Therapy in Patients in Asia
With Advanced Hepatocellular Carcinoma:
Phase 3 KEYNOTE-394 Study

Shukui Qin, MD'; Zhendong Chen, MD?; Weijia Fang, MD?; Zhenggang Ren, MD#; Ruocai Xu, MD5; Baek-Yeol Ryoo,
MD8; Zhigiang Meng, MD7; Yuxian Bai, MD#; Xiaoming Chen, MD®°; Xiufeng Liu, MD'; Juxiang Xiao, MD''; Gwo
Fuang Ho, MRCP, MBChB?; Yimin Mao, MD'3; Xin Wang, MD'4; Jieer Ying, MD'5; Jianfeng Li, MD'¢; Wen Yan
Zhong, PhD'7; Yu Zhou, MD'7; Abby B. Siegel, MD'8; Chunyi Hao, MD®

1Jinling Hospital, Nanjing University of Chinese Medicine, Nanjing, China; 2The Second Affiliated Hospital of Anhui Medical University,
Hefei, China; 3The First Affiliated Hospital Zhejiang University School of Medicine, Hangzhou, China; “Zhongshan Hospital, Fudan
University, Shanghai, China; *®Hunan Cancer Hospital, Changsha, China; éAsan Medical Center, University of Ulsan College of Medicine,
Seoul, Republic of Korea; 7’Fudan University Shanghai Cancer Center, Shanghai, China; 8Harbin Medical University Cancer Hospital,
Harbin, China; *Guangdong Provincial People's Hospital, Guangzhou, China;'®Guangdong Academy of Medical Science, Guangzhou,
China; ""The First Affiliated Hospital of Xi'An Jiaotong University, Xi‘an, China; "2University Malaya Medical Centre, Kuala Lumpur,
Malaysia; *Shanghai Jiaotong University School of Medicine, Renji Hospital, Shanghai, China; “West China Hospital of Sichuan
University, Chengdu, China; '>*Cancer Hospital of The University of Chinese Academy of Sciences (Zhejiang Cancer Hospital), Hangzhou,
China; '®MSD China, Beijing, China; '7"MSD China, Shanghai, China; '®8Merck & Co., Inc., Kenilworth, NJ, USA; "*Peking University Cancer
Hospital. Beiiina. China

Merle P, et al. J Clin Oncol 39, 2021 (suppl 3; abstr 268)

Key Eligibility Criteria
Pathologically/radiographically confirmed HCC
Progression on/intolerance to sorafenib
Child Pugh class A
BCLC stage B/C
ECOG PS 0-1
Measurable disease per RECIST v1.1
Main portal vein invasion was excluded

Stratification Factors

— Geographic region (Asia w/o Japan vs non-Asia
w/Japan)

— Macrovascular invasion (Y vs N)
- AFP level (2200 vs <200 ng/mL)

Key Eligibility Criteria

* Confirmed HCC?

* Measurable disease per RECIST v1.1°

* Progression during or after or intolerance to
sorafenib or galiplatin-based chemotherapy.

* Child-Pugh class A

* BCLC stage C or B not amenable or refractory to
locoregional therapy, and not amenable to
curative treatment

*« ECOGPSOor1

Stratification Factors
* Prior treatment (sorafenib vs. chemotherapy)

* Macrovascular invasion (yes vs. no)
» HCC etiology (HBV vs. other [HCV or non-
infection])

Pembrolizumab
200 mg Q3W + BSC

Randomized 2:1
N =413

Saline-placebo
Q3W + BSC

* Enroliment May 31, 2016 — November 23, 2017

Pembrolizumab 200 mg Q3W +
BSC for up to 35 cycles

Placebo Q3W +
n=153 BSC for up to 35 cycles
End Points
* Primary: OS

+ Secondary: PFS, ORR, DOR, DCR, TTP
(all assessed by BICR per RECIST v1.1),
and safety/tolerability



Vysledky PFS studie KEYNOTE-240 a KEYNOTE-394.

Studie KEYNOTE-394: PFS

100 = 100 —
S \} 90
e S
— 80— < 80 —
2 S 70
g 70 E
@ 60 » 60 —
[ (]
g 50 — 1) 50 —
§ W
2 40 1 { 24-morate { 36-morate s 40 — 24-mo rate
(] 30 1.8% 9.0% ‘0 30 ] 11 .00/0
e 4.8% 0 3 0%
S 20+ 8 20 —
o i =
10- T Y L 10 -
0 T T T T T T ] T T I T 1 0
0O 4 8 12 16 20 24 28 32 36 40 44 Frrrrrrrrrrrr-r-r - T T 1
) 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Time, months _ Months
” No. at risk
No. at risk Pembrolizumab 300 149 o7 62 44 31 26 21 19 16 12 1 1 7 7 6 3 0
278 116 65 38 28 21 17 14 1 9 3 0 Placebo 153 72 35 6 1 1 o 0 0 o 0 o o o 0 o o
135 46 16 7 4 1 1 0 0 0 0 0
PFS, median (95% Cl), Evéiite PFS, median HR (95% ClI
Events, n months HR2 (95% Cl) P-value (95% CI), mo (95%C1)
Pembrolizumab 222 3.3(2.8-4.1) 0.70 (0.56-0.89) 0.0011 Pembrolizumab 237 (79.0) 2.6 (1.5-2.8) 0.74 (0.60-0.92)
Placebo 134 (87.6 2.3(1.4-2.8
Placebo 119 2.8 (1.6-3.0) ( ) ( )
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Vysledky OS studie KEYNOTE-240 a KEYNOTE-394.

Studie KEYNOTE-240: OS Studie KEYNOTE-394: OS

100 —
90 — 80 —
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Time, months
No. at risk e Months
278 237 190 152 122 102 79 63 53 37 16 4 0 Pembrolizumab 300 200 260 225 199 185 171 154 143 134 115 90 78 69 61 53 39 32 24 1B 14 11 7 4
135 113 84 65 49 36 27 22 16 9 2 2 0 Placebo 153 148 135 116 104 94 81 67 62 54 44 37 31 25 19 B 9 6 5 3 3 1 1 0 ¢
0S, median (95% Cl), Evéiits 0S, median HR (95% Cl) pe
Events, n months HR? (95% CI) P-value (95% CI), mo
Pembrolizumab 232 13.9 (11.6-16.0) 0.77 (0.62-0.96) 0.0112 Pembrolizumab 222 (74.0) 14.6 (12.6-18.0) 0.79 (0.63-0.99)
Placebo 128 (83.7) 13.0 (10.5-15.1)
Placebo 120 10.6 (8.3-13.5)
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268.




Metaanalyza studii KEYNOTE-240 a KEYNOTE-394.

Vvsledek OS.

100 0S, median .
s Events (95% Cl), mo HR (95% CI)
- Pembrolizumab 405 (70.1)  14.2 (12.8-16.2) 0.79 (0.67-0.93)
Placebo 229 (79.5)  12.5(10.2-13.6)
o\o 70_‘
>
:'E 60“
N
>‘£ 50—‘
Q.
2 40-
2
o 30
&
20
104
0 T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 4
Pacienti v riziku Meésice
Pembrolizumab 578 555 497 438 389 354 323 289 253 220 172 123 94 76 62 54 39 32 24 16 14 1 7 4 0
Placebo 288 278 248 214 188 166 146 118 104 84 67 50 39 28 20 16 9 6 5 3 3 1 1 o o

Podle Shukui Qin et.al. 2022 Gastrointestinal Cancers Symposium; January 20-22, 2022; Virtual. Abstract 383.



Vysledky studie KEYNOTE-394: OS na lécbé po progresi

0S, median

0
100 - Events (95% Cl), mo HR (95% CI)
90 - Pembrolizumab 110 (36.7) 16.6 (12.6-NR) 0.72 (0.51-1.01)
sadl Placebo 49 (32.0) 13.0 (10.2-19.0)

Overall Survival, %
(@)]
o
1

40

30

20

10

0 | | | | I | | | I I 1 | I I 1 1 | I I | 1 | I 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

Months
No. at risk

Pembrolizumab 300 267 212 161 130 108 90 77 69 63 56 40 32 25 23 22 16 14 11 8 8 8 4 2 0
Placebo 153 138 8 47 39 30 19 13 11 9 & 3 1 O 0 8 @ 6 @ ¢ O 0 O 8 0O

Podle Shukui Qin et.al. 2022 Gastrointestinal Cancers Symposium; January 20-22, 2022; Virtual. Abstract 383.



Studie KEYNOTE-394: Zavéry

e Lécba HCC s pembrolizumabem plus BSC vyznamne zlepsila OS, PFS
a ORR ve srovnani s placebem plus BSC jako terapie druhé linie u
pacientui z Asie s pokrocilym HCC.

* Bezpecnostni profil pembrolizumabu byl podle ocekavani.

* Celkove byly vysledky konzistentni s vysledky drive pozorovanymi v
KEYNOTE-224 a KEYNOTE-240 a podporily pouziti pembrolizumabu v
lécbé pokrocilého HCC ve druhé linii lécby.

* Analyza vysledku pacientu lé¢enych pembrolizumabem v nasledné
lécbé po PD potvrzuji dlouhodoby ucinek anti PD-1 protilatek i po
jejich selhani podle RECIST 1.1 kritérii.



Kombinovana lécba v 1. linii.




ASCO Gastrointestinal
Cancers Symposium

Lenvatinib plus TransArterial Chemoembolization
versUs Lenvatinib alone as first-line treatmeNt for
Primary AdvanCed Hepatocellular Carcinoma: A Phase

3, Multicenter, Randomized Controlled Trial (LAUNCH)

Zhenwei PENG', Wenzhe FAN', Bowen ZHU', Jiping WANG?, Jiaping LI', Ming KUANG
1 ,Cancer center, First Affiliated Hospital, Sun Yat-sen University, China
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Mechanismy spoluprace lenvatinibu a TACE.

Paliativni TACE

VEGF, ANG-2 indukuje

\b Odpovéd &
TACE Jaterni funkce § t
HIF-1alfa #
| Lenvatinib ]
Selektivni TACE

Odpovéd tumoru A

. . Jaterni funkce =)

Lanvatinib VEGF 3

ANG-2 §

ANG2-angiopoetin2
HIF1 Hypoxii indukovany faktor-1

Rekurence l
|

Kudo M, Liver Cancer 2019;8:299-311



Design studie

H cancers fiﬁ:\w

Article

Lenvatinib as an Initial Treatment in Patients with
Intermediate-Stage Hepatocellular Carcinoma Beyond
Up-To-Seven Criteria and Child-Pugh A Liver
Function: A Proof-Of-Concept Study

Masatoshi Kudo **(0, Kazuomi Ueshima '*, Stephan Chan 2 Tomohiro Minami ',

Hirokazu Chishina !, Tomoko Aoki !, Masahiro Takita !, Satoru Hagiwara !, Yasunori Minami '©,

Hiroshi Ida !, Mamoru Takenaka !, Toshiharu Sakurai !, Tomohiro Watanabe !,
Masahiro Morita 3, Chikara Ogawa 3, Yoshiyuki Wada %, Masafumi Ikeda 3(, Hiroshi Ishii &7,
Namiki Izumi ® and Naoshi Nishida !

Intermediarni stadium HCC inicialni lécba
Lenvatinib (37pac.vs TACE 642 pac.)

Lenvatinib
37pacientt

Vylouceno 7 pacientt
FU < 6 mésicl

Vylouceno 466 pac pro st B1 a B3 (424 pac)
Child .Pugh B/C

Nad ramec Up to seven criteria
Child -Pugh A(176 pac.)

TACE
139 pacientd.

Lenvatinib
30 pacientu

TACE
60 pacientu

Kudo M, et al. Cancers 2019, 11(8), 1084;



Doba bez progrese PFS: Lenvatinib vs TACE

= Lenvatinib 16,0 (10,9-16,6)
= TACE 3,0(2,1-4,3)

100%

A% HR 0,19 (0,10-0,35), p<0,001

60%

410%
20%

Doba bez progrese PFS v %

0% - T T
Q 3 & 2] 12 12
"~ meésice
Pacienti v riziku
Lenvatinib 30 30 27 21 14 1
TACE 60 30 12 9 8 4

Kudo M, et al. Cancers 2019, 11(8), 1084;



Kombinacni lécba lenvatinib + TACE.

Disign studie lenvatinib vs TACE.

Od listopadu 2018 do c¢ervna 2020 bylo zarazeno 79 pacientli s
intermediarnim stadiem HCC.
Pacienti absolvovali kombinovanou lécbu lenvatinib a TACE.
Do této analyzy byli zahrnuti pacienti sledovani déle nez 2
meésice.
Byly rozdéleni do dvou skupin:
« Casna skupina : pfidani lenvatinibu pfed nebo po prvni
TACE
* Pozdni skupina : pridani lenvatinibu po nejméné dvou
provedenich TACE
Primarnim cilem studie:
* Celkovy pocet odpovédi ORR (RECIST 1.1) a doba bez
progrese PFS.
* Byla hodnocena toxicita a tolerance lécby a funkce jater
byla hodnocena na zacatku lécby a nasledujici kazdé 2
meésice. pozdéji.

Pacienti zarazeni do
kombinace lenvatinib + TACE

Casna skupina Pozdni skupina
(22p) E E (26p)
Early- Late-
All patients combination combination
Varable [rF:—IIE]l group group P value
(n=22) (n=26)
Age (mean|, years(range| B2 8108 8524,/ blz1l5 1T
Sex, n (%)

Male 41(B5.4%) L[ 2% 21{92 4%

Female (14.6% 52 T 27,74}
Waight(mean+50) kg 63.T+111 6514112 6251112 042
ECOG performance staly
niw

] ¥
i 1
Child -Pugh score, n (%
¥ 8070 ) 18[8] 2%} ST nrd
B 10020 2% 4(18 2% B{23R)
BLLL stage. n W)
A alip e ;
17(35 4% 4
56 28]
ForsT=lime "‘I
- —_ ; —a - 035
Second-line and bayond 68 TH) 1777 2% B{61.5W
() a1 2% (23 BN 0[38.5
E Ty
lepaing 8 | LT ) s | |« ¥ 01

Zhang L, et al, Clin Oncol 39, 2021 (suppl 3; abstr 281)




Vysledky kombinacni lécby lenvatinib a TACE

Median PFS v m.

14.5(10,3-18,7)

8,9(6,7-11)

Casna skupina | Pozdni skupina | p value
22 pacientt 26 pacientt
CR 1(4,5%) 0(0%)
PR 3(13,6%) 7(26,9%) 051
SD 16(71,7) 17(65,4%)
PD 2(9,1%) 2(7,4%)
ORR (CR+PR 4(18%) 7(26.9%) 0,51

0,048

100%

80%

60% -

40%

20% -

0%

B casnd skupina
B pozdni skupina

P=0.51
26.9%

18.2% I

ORR

90.9%92.3%

DCR

Zhang L, et al, Clin Oncol 39, 2021 (suppl 3; abstr 281)



Pocet pacientd v %

V 4

Vysledky kombinacni lécby lenvatinib a TACE.

Median PFS v mésicich

1.0- N
T —  Casna skupina 14.5(10,3-18,7)

== ) — . ] p=0.048

0.8. Lh Pozdni skupina 8,9(6,7-11)
s
0.6- L .
- R — Zavery studie:
0.4- L * Podani lenvatinibu pred aplikaci TACE u
i vybranych skupin pacientd muze vézt ke
0.2- zlepseni vysledku lécby.
* Nema vliv na ORR a DCR.
0.0- = * Prodluzuje dobu bez progrese u casné
(‘) 2'00 4'00 660 skupiny PFS 14,4m vs 8,9 mésice p= 0,048.

Median PFS ve dnech
Zhang L, et al, Clin Oncol 39, 2021 (suppl 3; abstr 281)



Studie LAUNCH: Design studie

-

-

Lokalné pokrocila HCC bez
predchozi |écby nebo
recidivujici po predchozi

resekci bez pooperacni |éCby.
Alespon jedna méfitelna léze.
Jedna léze do <10cm, mnoho

|ézi celkové do <10cm,
rozsah tumoru <50%.
Child-Pugh A.

ECOG PS<1.

Normalni KO, funkce jater a

ledvin

~

/

Stratifikacni faktory:
ECOG PSOvs 1.
Nadorovy trombus A/N.
Vaha <60kg vs > 60kg
Lokalice centra

TACE + lenvatinib

(168 pacient()
TACE 1 den po zahajeni LEN Primarni cil:
Lenvatinib:8mg (vaha <60kg ) (ON)
nebo Sekundarni cile:
12mg (vaha = 60kg)1x denné PFS
TTP
ORR
Kvalita zivota

Lenvatinib

(168 pacientll) Hodnoceno podle
Lenvatinib:8mg (vaha MRECIST
<60kg ) nebo 12mg
(vdha = 60kg)1x denné

Podle Peng Z, et al.. 2022 Gastrointestinal Cancers Symposium; January 20-22, 2022; Virtual. Abstract 380



Schéma lécby ve studii Lenvatinib vs TACE+Lenvatinib

[Pfedlééebné obdob

I’
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Informovany
souhlas

A

Skrinink A

1
{ Lé¢ba ]

Zahajeni lécby

: Za 14 dni

LENVATINIB

|
’I—

|
|
|
|
|
: |

TACE + LENVATINIB '[

(Lenvatinib podavan v prtibéhu TACE)

Sledovani pacienta do umrti }
|

> R ——— -

I I I A Kriteria preruseni léCby:

|
|
! |
|
!
! Aplikace TACE
!
|
|
:

:4. ___________________ »'
!
!
!

* Progrese onemocnéni
Pferuenilétby || ¢ Umrti

dle kriterii * Neakceptovatelna tocicita
e Kurativni resekce
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Vysledky LEN vs LEN+TACE: Odpovedi na lécbu.

mRECIST
Variable Group, No (%) Group, No (%)
LEN-TACE group LEN group EYEE LEN-TACE group LEN group AR
n=170 n=168 LAY n=168

Complete response 1(0.6) 1(0.6) 0.993 5(2.9) 1(0.6) 0.102
Partial response 77 (45.3) 34 (20.2) <0.001 87 (51.2) 41 (24 .4) <0.001
Stable disease 79 (46.5) 87 (51.8) 0.328 68 (40.0) 81 (48.2) 0.128
Progressive disease 13 (7.6) 46 (27 .4) <0.001 10(5.9) 45 (26.8) <0.001
Objective response rate 78 (45.9) 35 (20.8) <0.001 92 (54.1) 42 (25.0) <0.001
Disease control rate 157 (92.4) 122 (72.6) <0.001 160 (94.1) 123 (73.2) <0.001
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Vysledky LEN vs LEN+TACE: Celkové preziti.

Median OS (95%Cl més.)
LEN-TACE 17,8m (16,1-19,5)

S = LEN 11,5m (10,3-12,7)
- HR 0,45 (95%Cl 0.33-0,61), p<0,001
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o e ) : 'y LEN-TACE 95,9 (91,5-98,0) 81,5 (74,0-87,0) 26,1 (16,8-36,4)
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o | LEN 87,4 (81,3-91,6) 46.9 (38,2-55,0) 17,8 (11,8-26,0)
c - Y Y 4 4 : T Y T
0 5 10 15 20 25 30
Pacienti v riziku Mésice
LEN-TACE 170 166 112 65 25 8 0
LEN |68 153 78 28 15 3 0

Kombinace lenvantinib + TACE dosahla vyrazného zlepseni celkového preziti OS 17,8 mésice proti monoterapii lenvantinib
11,5 mésice HR 0,45 (95%Cl 0.33-0,61), p<0,001.
Kombina LEN +TACE snizila riziko imrti o0 55% a dvouletého celkového preziti dosahla % pacientd.
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Vysledky LEN vs LEN+TACE: Doba bez progrese PFS.

o LEN

Doba bez progrese v %
0

== Y '
0 5
Pacienti v riziku
LEN-TACE 170 160
LEN 168 117

Median PFS (95%CI més.)

LEN-TACE

10,6m (9,5-11,7)

LEN

6,4m (5,8- 7,0)

HR 0,43 (95%Cl, 0.34-0,55), p<0,001

LEN- TACE
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Doba bez progrese PFS
pocet pacientt v %

6 mésici 12 mésicu
LEN-TACE 88.2(82,2-92,2) 39.2(31,2-47,0)
LEN 54,8 (46,9-61,9) 14,3 (9,1-20,6)

Kombinace lenvantinib + TACE dosahla vyrazného zlepseni dobé bez progrese PFS 10,6 mésice proti monoterapii
lenvantinib 6,4 mésice HR 0,43 (95%Cl 0.34-0,55), p<0,001.
Kombinace LEN +TACE snizila riziko relapsu onemocnéni o 57%.
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LEN-TACE vs LEN: Vedlejsi ucinky lécby.

P value

LEN-TACE group LEN group AdverseEvenis. aradle Geaide 5.4
[ Allgrade  Hand-foot skin reaction 0.849  0.794
B B B Grade 34 Abdominalpain  <0.001 0.058
| Nausea <0.001 0.993
I Diarrhea 0.737 0.626
| Fever <0.001 0.319
| Hypertension 0.792 0.828
i Alopecia 0.272 0.320
|| Ascites 0.004 0.418
) Vomiting <0.001 0.555
[ N Fatigue 0.607 0.533
I Dysphonia 0.851 0.555
o Decreasedappetite 0.498  0.981
| . Proteinuria 0402 0.774
| Weightdecreased 0.844  0.859
| Rash 0.966 0.418
(— ALT increased <0.001 <0.001
N AST increased <0.001 <0.001

Hyperbilirubinemia 0.029 0.014
Hypoalbuminemia  0.001 0.993
Constipation 0.928 0.643

100 80 60 20 40 60 80 100 120
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: : : Randomized patient
Randomized, Open Label, Multicenter, Phase Il Trial of (1:1 randomization)

ranscatheter rterial hemoembolization (TACE) herapy n n=156

ombination with orafenib as compared with TACE Alone in Patients

with Hepatocellular Carcinoma: Trial l | 1
Masatoshi Kudo' TACE with Sorafenib ITT TACE Alone
Kazuomi Ueshima’, Takuji Torimura2, Nobukazu Tanabe3, Masafumi lkeda4, n=80 Population n=76
Hiroshi Aikata®, Namiki Izumi€, Takahiro Yamasaki’, Shunsuke Nojiri, Keisuke Hino®,
Hidetaka Tsumura'®, Norio Isoda’, Kohichiroh Yasui'2, Teiji Kuzuya'3, Takuji Okusaka'4, Did t : : s
Junji Furuse'®, Norihiro Kokudo'®, Kiwamu Okita'?, Kenichi Yoshimura'®, Yasuaki Arai’4, Lid not receive Did not receive
and TACTICS study group ACE (n=3) TACE (n=5)

Kindai University Faculty of Medicine, Osaka; 2Kurume University Hospital, Fukuoka; 3Sendai Medical Center, Miyagi;
4National Cancer Center Hospital East, Chiba; SHiroshima University, Hiroshima; ®Musashino Red Cross Hospital, Tokyo;

7Yamaguchi University, Yamaguchi: 8Nagoya City University Graduate School of Medical Sciences, Aichi; ®Kawasaki Medical University, TACE With sorafenib Safety TACE Alone

Okayama; '°Hyogo Cancer Center, Hyogo; ''Jichi University, Tochigi; 12Kyoto Prefectural University of Medicine, Kyoto; — -
13Nagoya University, Aichi; *National Cancer Center Hospital, Tokyo; 5Kyorin University Hospital, Tokyo; n—77 pOPUIatlon n—71

18National Center for Global Health and Medicine, Tokyo; '7Shunan Memorial Hospital, Yamaguchi; 1®Kanazawa University, Ishikawa
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. TACE - Sorafenib UnTACEable progression/

(400mg od—400mg bid) Progression to TACE failure

Sorafenib arm (n=80)

Control arm (n=76)

’

Unresectable HCC
Child-Pugh score;<7
Prior TACE; 0-2
Viable tumor

1)

Adequate organ function

Roandomization (1

EHS/MVI
Sorafenib 400mg daily was started 2-3 weeks before 15t TACE to check the Primary Endpoint
tolerability and to block the VEGF receptors after TACE followed by 800mg daily <

Sorafenib was interrupted 2days before and 3 days after each TACE session as PFS/OS (Gatekeeping strategy)
long as organ function is maintained within TACE re-starting criteria Secondary Endpoint

Repeated TACE is recommended on demand when viable lesion is more than 5S0% TTUP, TTP, ORR

compared with baseline tumor volume or in the investigator’s discretion

Radiological assessment was done every 8 weeks by investigators Safety



Studie TACTICS: Primarni cil PFS

HR 0.59
95% CI: 0.41,0.87
p=0.006

—TACE with Sorafenib
Median:25.2 months

TACE with Sorafenib
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Patients 0 12 24 72 (month)

at Risk
TACE with Sorafenib 80 56 36 17 0

Kombinace TACE + sorafenib signifikantné zvysuje PFS.
Delsi podavani sorafenibu 37,8 tydne proti Post TACE 18 tydnu, PACE 21 tydni a TACE 17,1 tydne.

Masatoshi Kudo, J Clin Oncol 36, 2018 (suppl 4S; abstr 206)



Studie TACTICS Celkové preziti OS

HR 0.861
95% Cl: 0.607,1.223
p=0.40

—TACE with Sorafenib
Median:36.2 months (95%Cl: 30.5, 44.1)
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Patients 0 12 24 36 48 60
at Risk
TACE with Sorafenib 80 73 57 38 26 17 13

Sorafenib + TACE vs TACE neprokazalo statsisticky vyznamné prodlouzeni OS.
Pouze numericky rozdil A 5,4 mésice bez statisticky vyznamného rozdilu.

Kudo M, et al. J Clin Oncol 39, 2021 (suppl 3; abstr 270)



LEN-TACE vs LEN: Zaveéery

 Kombinace lenvatinib + TACE dosahla vyrazného zlepseni celkového preziti OS
17,8 mésice proti monoterapii lenvatinib 11,5 mésice HR 0,45 (95%Cl 0.33-0,61),
p<0,001 a doby bez progrese PFS 10,6 mésice proti monoterapii lenvatinib 6,4
meésice HR 0,43 (95%Cl 0.34-0,55), p<0,001.

 Toxicita kombinacni lécby LEN+ TACE je akceptovatelna.

 Studie dosahla statisticky vyznamnych rozdilii proti monoterapii TKI lenvatinibu
ale ve srovnani se studii TACTICS se sorafenibem jsou vysledky PFS vyznamné
vyssi a také OS je numericky vyznamneé vyssi a témeér dvojnasobné.

 Studie je multicentricka ale probéhla pouze v jedné zemi.
* Pocet pacientu je v obou ramenech mnohem vyssi nez ve studii TACTICS.

 Vysledky studie ukazuji moznost ze by mohla byt kombinacni Ié¢ba LEN+ TACE
zarazena do prvni linie léchby.



Co bychom si méli odnést z dnesni prednasky?

* Dosud je studie HIMALAYA jednou z nejvétsich studii faze 3 provedenych s dlouhodobym
sledovanim prokazuijici roli imunoterapie u chirurgicky neresekabilniho HCC. HIMALAYA
zvolila novy pristup primarni anti CTLA4 lécby s jednorazovou davkou kombinované
imunoterapie, po niz nasledovala jedina latka durvalumab. Zatimco primarni cilovy bod
byl na zaklade soucasnych udaju splnén, sekundarni cilovy bod PFS nebyl lepsi v zadném
zkoumaném rameni ve srovnani s kontrolnim, coz vyzaduje dalsi diskusi.

* Velmi zajimavé jsou vysledky u pacientu studie IMbrave150, kteri i po radiologické
progresi pokracovali v Iécbe s Atezo+Bev. Vysledky hodnoceni maji své nedostatky
predevsim tim, ze byli ze studie vylouceni pacienti s klinickymi pFl’znakY PD a nedoslo k
primému porovnani obou skupin pacientu. Presto jsou dostatecné k planovani
potvrzujici studie IMbrave251.

* Studie LAUNCH dosahla statisticky vyznamnych rozdilu u pacientu LEN+TACE proti
monoterapii LEN. Vysledky studie opravnuji tuto lécbu zaradit do prvni linie lecby
lokalné pokrocilého HCC.

 KEYNOTE-224 a KEYNOTE-240 a podporily pouziti pembrolizumabu v Iécbé pokrocilého
HCC ve druhé linii lIécby.

* Vysledky studii KEYNOTE-224 a KEYNOTE-394 podporily pouziti pembrolizumabu v lécbé
pokrocilého HCC ve druhé linii lécby.



Jak postupovat pri vyberu lécby pokrocilého HCC ?

Preferovana Alternativni
lécba lécba
PaC|.ent .nevhoollnyvpro: Pacient nevhodny pro: Pacienti

1.antiangiogenni lécbu 1.TKI Child —Pugh 7
2.checkpoint inhibitory 2.antiangiogenni |écbu &

Atezolizumab

) Lenvatinib ¢ nib [l Nivolumab | Pembrolizumab Sorafenib
Bevacizumab (preferovano) orarent orafeni

Durvalumab

+Tremelimumab

Pacient vhodny pro: Pacient nevhodny pro:
chekcpoint inhibitory chekcpoint inhibitory

Ipilimumab
+nivolumab

Lenvatinib

Sorafenib

Ramucirumab Nivolumab

Pembrolizumab

Cabozantinib

Pembrolizumab

Regorafenib






