


Soucasné moznosti lecby HCC v 1. a 2. linii lécby
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Hledani optimalni lécby pro 1a 2 linii lecby HCC.

1 linie lécby HCC: 2.linie lécby HCC

. Studfe IMbravel50 « Studie KEYNOTE 240
e Studie KEYNOTE 224 kohorta 2 e Studie Check Mate 040

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

Vybér systémové lécby monoterapie nebo kombinované lécby.

Zvoleni spravné sekvence léchy.




1. linie lecby HCC




IMbrave150: updated overall survival data from a
global, randomized, open-label Phase Ill study of
atezolizumab + bevacizumab vs sorafenib in patients
with unresectable hepatocellular carcinoma
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Merle P, Kaseb A,"" Li D, Verret W,'3 Shao H," Liu J," Li L, Zhu AX,"> Cheng AL'®

'Jonsson Comprehensive Cancer Center, Geffen School of Medicine at UCLA, Los Angeles, CA, USA; ?People's Liberation Army Cancer Center,
Nanjing, People’s Republic of China; *National Cancer Center Hospital East, Kashiwa, Japan; *University Medical Center Mainz, Mainz, Germany,
“Gustave Roussy Cancer Center, Villejuif, France; “Seoul National University College of Medicine, Seoul, Korea; "Samsung Medical Center,
Sungkyunkwan University School of Medicine, Seoul, Korea; ®*Kindai University Faculty of Medicine, Osaka, Japan; °N.N. Blokhin Russian Cancer
Research Center, Moscow, Russia; '"University Hospital La Croix-Rousse, Lyon, France; ''The University of Texas MD Anderson Cancer Center,
Houston, TX, USA; '“City of Hope Comprehensive Cancer Center and Beckman Research Institute, Duarte, CA, USA: '"Genentech, Inc., South San
Francisco, CA, USA; '* Roche Product Development, Shanghai, People’s Republic of China; '"Harvard Medical School, Massachusetts General Hospital
Cancer Center, Boston, MA, USA; "*National Taiwan University Cancer Center and National Taiwan University Hospital, Taipei, Taiwan

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



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

K Lokalné POk"O_é"Y,\ Atezolizumab 1200mg iv g3w

gleb% metastaticky + bevacizumab 15mg/kg q3w
nebo
neresekovatelny LG ﬁ;ok?c:ese Piesiti
HCC 2:1 Open-label , Ziti
. Bez predchozi neakc;ggitg}[/:telna follow-up
Iécby
Sorafenib
uPoéet pacientﬁ:SOl)y 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 vl1.1 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



Mechanismy synergického ucinku anti VEGF a imunoterapie

Bevacizumab inhibuje VEGF.

Zlepsi vyzravani dendritickych bunék

Umozni zlep$eni infiltraci nadoru A"ﬁ:'"gei:tge"ic
imunokompetentnimi bunkami. . dendritic cel maturation <SS

Blokuje vyzravani imunosupresivnich T
reg. Iymfocytﬁ. VEGF _I-discouragesTcelI infiltration

- inhibits T cell function

Zvysuje aktivitu efektorovych T lymfocytti v

Snizuje imunosupresivni aktivity MDSC a
TAM.

Meéni mikroprostredi nadoru ve prospéch
aktivni imunitni reakce.

Vysledkem je zmeéna z takzvaného
chladného nadoru, ktery nereaguje na
imunoterapii, na horky zanétlivy.

Ott PA et al.Front Oncol.2015,5:202, Manegold C., (2017) Journal of Thoracic Oncology, 12 (2), pp. 194-207.



Studie IMbravel50
Atezolizumab + bevacizumab signifikantné zlepsil PFS.

1004 Primarni cil: PFS

;\? Atezo + Bev Sorafenib
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No. of patients at risk
Atezo + Bey 336 323 271 245 234 204 174 149 141 132 113 111 102 63 88 80 77 67 64 47 41 27 25 17 12 4 3 NE
165 150 110 88 84 63 52 44 39 34 31 26 24 22 19 18 17 14 13 9 9 4 3 2 1 1 NE NE

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



Studie IMbravel50.

Atezolizumab + bevacizumab signifikantné zlepsil OS.

100 4
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Overall survival (%)

N
o
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6-mo OS

85%

Atezo + Bev Sorafenib
12-mo OS Updated OS (n = 336) (n = 165)
799, 67% OS events, n (%) 180 (54) 100 (61)
18-mo OS Median OS. mo 19.2 13.4
e (95% Cl) (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
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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 J Clin Oncol 39, 2021 (suppl 3; abstr 267)



Atezolizumab + bevacizumab
prokazal zlepsené vysledky odpoveédi na léCbu proti sorafenibu.

Nezavisle hodnoceni RECIST v1.1 Nezavisle hodnoceni HCC mRECIST

Atezo + bev Sorafenib Atezo + bev Sorafenib
(n=326) (n=159) (n=325)* (n=158)
I
|
Potvrzené ORR, pocet (%) 97 (29.8) 18 (11.3) 1115 (35.4) 22 (13.9)
(95% Cl) (24.8-35.0) (6.9-17.3)  1(30.2,40.9) (8.9, 20.3)
I
|
CR 25 (7.7) 1(0.6) ! 39(12.0) 4 (2.5)
|
PR 72 (22.1) 17 (10.7) i 76 (23.4) 18 (11.4)
|
Stratifikované p-value <0.0001 i <0.0001
|
SD 144 (44.2) 69 (43,4) i 121 (37.2) 65 (41.1)
Median DoR (délka odpovédi), mésice 18.1 14.9 i 16.3 12.6
(95% Cl) (14.6, NE) (4.9, 17.0) i (13.1, 21.4) (6.1, 17.7)

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



Zavery studie IMbrave 150

» Studie IMbrave 150 prokazala, ze kombinace atezolizumabu a bevacizumabu v
lécbé inoperabilniho metastatického hepatocelularniho karcinomu je vysoce
ucinna v porovnani se sorafenibem.

* Vysledky po dalsich 12 mésicich potvrdily predchozi analyzy. Kombinace
vyznamné prodlouzila OS a PFS:

* Median OS dosahl u kombinace atezo + bev 19.2 mésicu proti 13.4 mésict u sorafenibu (HR,
0.66 [95% Cl, 0.52-0.85]; p=0.0009).

* Celkové preziti 18mésict dosahlo 52% pacientt s kombinaci atezo+ bev proti 40% pacientu
lécenych sorafenibem.

 Median PFS u atezo+ bev 6,9meésice proti 4,3mésise u sorafenibu
* Lécba je bezpecna a nebyly zaznamenany vyznamné nezadouci ucinky.

* Tyto vysledky podporuji vyznamny klinicky prinos kombinace atezolizumab +
bevacizumab u pacientu s neresekovatelnym a metastatickym HCC, kteri nedostali
predchozi systémovou terapii.

* Je tak povazovana za standardni lécbu v 1 linii HCC.

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



Pembrolizumab Monotherapy for Previously
Untreated Advanced Hepatocellular
Carcinoma: Phase 2 KEYNOTE-224 Study
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Studie KEYNOTE 224 kohorta 2

Studie ma prokazat ucinnost pembrolizumabu v 1. linii lécby u pacientl ktefi nebyli
dosud léceni pro pokrocily inoperabilni hepatocelularni karcinom stadia B a C.

Design studie:

[ Pacienti ]
Characteristic, n (%) Total N=51
Median age (range), yr 68 (41-91)
Male 44 (86)
Region

EU 37 (73)

Us 13 (26)
Alpha-fetoprotein >200 ng/mL 19 (37)
ECOGPS 1 24 (47)
HBV-positive (active) 1(2)
HCV-positive (active) 4 (8)
Alcohol use (all)® 41 (80)
Alcohol use (predisposing to HCC)? 24 (47)
Overall BCLC stage

B 17 (33)

C 34 (67)
Extrahepatic disease 18 (35)
Vascular invasion 9(18)
Prior radiation 2(4)
Prior surgery 8 (16)
Prior TACE 13 (26)

Key Eligibility Criteria: Cohort 2

Radiologically, histologically, or cytologically confirmed,
incurable HCC not amenable or refractory to
locoregional therapy

Pembrolizumab

200 mg IV Q3W

for 2 years or until PD,
unacceptable toxicity,

consent withdrawal, or
investigator decision

Measurable disease per RECIST 1.1 by BICR
Child Pugh class A

ECOG PS 0-1

BCLC Stage C or B disease

Predicted life expectancy >3 mo

/Cl'le studie: \

Primarni cil:

celkovy pocet odpovédi ORR

Sekundarni cile:

Doba bez progrese PFS, celkové preziti OS,
\DOC, DCR, bezpecnost / tolerance /

Jean-Luc Van Laethem at al, J Clin Oncol 39, 2021 (suppl 3; abstr 297)




Studie KEYNOTE 224 kohorta 2: vysledky

Response, n (%) Total N=51 95% CI
ORR 8 (16) 7-29
Disease control (CR+PR+5D) 29 (57) 42-71
Best overall response
CR 0 0-7
PR 8 (16) 7-29
SD 21 (41) 28-56
PD 17 (33) 21-48
Non-evaluable 2(4) 1-14
No assessment 3 (6) 1-16

Jean-Luc Van Laethem at al, J Clin Oncol 39, 2021 (suppl 3; abstr 297)



Studie KEYNOTE 224 kohorta 2: vysledky
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750/

ﬁ reatment-related Adverse Events

Hepatic-related
Immune-mediated

Adverse events, n (%) Total N=51
Any grade 27 (53)
Grade 3-5 7 (14)
Led to discontinuation 3 (6)
Led to death® 1(2)
Occurred in 27% of patients (all grades)
Diarrhea 5 (10)
Fatigue 4 (8)
Hypothyroidism 4 (8)
Myalgia 4 (8)

\ Viral flare 0 /

1(2)

a0ne treatment-related death occurred due to myocarditis, with associated immune-related hepatitis. Data Cutoff: July 31, 2020.

Jean-Luc Van Laethem at al, J Clin Oncol 39, 2021 (suppl 3; abstr 297)



Zaver studie KEYNOTE 224 kohorta 2.

* Primarni cil studie :
* Celkovy pocet odpovédi ORR 16%. CRO, PR 8 (16%), SD 21 (41%) a PD 17 (33%).

e Sekundarni cile studie

 Median TTP dosahl 4 mésice (95% Cl, 3-8).
Median PFS dosahl 4mésicu (95% Cl, 2-6).
Median OS dosahl 17meésicu (95% Cl, 8-NA) .

Délku trvani PFS 18 mésicl dosahlo 16% pacientli a OS 18 mésicli dosahlo 46 %
pacientu.

* Bezpecnost lécby odpovidala zkusenostem s lécbou pembrolizumabem ve studi
KEYNOTE 224 kohorta 1

Jean-Luc Van Laethem at al, J Clin Oncol 39, 2021 (suppl 3; abstr 297)



2. linie lecby HCC




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.
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Primarni cile : OS ,PFS

Sekundarni cile : TTP, ORR, DOR, bezpecnost

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)

Randomized 2:1

N =

* Enroliment May 31, 2016 — November 23, 2017

413

Pembrolizumab
200 mg Q3W + BSC

Saline-placebo
Q3W + BSC

Characteristic n (%)

Pembrolizumab (N=278)

Placebo (N=135)

ECOG PS 1 116 (41.7) 64 (47.4)
Child Pugh Score

A 277 (99.6) 133 (98.5)

B 1(0.4) 2 (1.5)
Overall BCLC stage

B 56 (20.1) 29 (21.5)

C 222 (79.9) 106 (78.5)
HBV-positive® 72 (25.9) 29 (21.5)
HCV-positive? 43 (15.5) 21 (15.6)
Discontinuation of prior sorafenib

Intolerance 36 (12.9) 18 (13.3)

PD 242 (87.1) 117 (86.7)
Extrahepatic disease 195 (70.1) 93 (68.9)
Macrovascular invasion 36 (12.9) 16 (11.9)
Baseline AFP 2200 ng/mL 129 (46.4) 58 (43.0)




Vysledky studie KEYNOTE 240: PFS

100 1™ PFS, median (95% CI),
90 Events, n months HR2 (95% Cl) P-value
~ Pembrolizumab 222 3.3 (2.8-4.1) 0.70 (0.56-0.89) 0.0011
— 80 -
©
g 70 — Placebo 119 2.8 (1.6-3.0)
=
» 60
o
é’ 50 -
5 40 — |
.g . 24-mo rate . 36-morate
0 | : 11.8% 1 9.0%
2 30 : 0 )
o)} 4.8%
© 20 | '
o
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0 4 8 12 16 20 24 28 32 36 40 44
Time, months

No. at risk

278 116 65 38 28 21 17 14 11 9 3 0

135 46 16 7 4 1 1 0 0 0 0 0

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



Overall Survival, %

Vysledky studie KEYNOTE 240: OS

100 — OS, median (95% CI),
o0 Events, n months HR2 (95% CI) P-value
Pembrolizumab 232 13.9 (11.6-16.0) 0.77 (0.62-0.96) 0.0112
80 —
70— Placebo 120 10.6 (8.3-13.5)
60 —
50 |
24-mo rate
40 | 28.8% ' 36-morate
i 20.4% 17.7%
<A : C11.7%
20 — e
10
0 T T T T T I T T Y T T ]
0 4 8 12 16 20 24 28 32 36 40 44 48
Time, months
No. at risk
278 237 190 152 122 102 79 63 53 37 16 4 0
135 13 84 65 49 36 27 22 16 9 2 2 0

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



Vysledky studie KEYNOTE 240.
Hodnoceni odpoved: ORR DCR, DOR

Pemrolizumab Placebo

Objective response (CR + PR), n (%)
Best overall response, n (%)?2

CR

PR

SD

PD

Not evaluable

Not assessable®
DCR (CR + PR + SD), n (%)
Time to response, median (range), months
DOR,¢ median (range), months
DOR 212 months, n (%)

51 (18.3) 6 (4.4)
10 (3.6) 0
41 (14.7) 6 (4.4)
121 (43.5) 66 (48.9)
85 (30.6) 54 (40.0)
4 (1.4) 2 (1.5)

17 (6.1) 7 (5.2)
172 (61.9) 72 (53.3)
2.7 (1.2-16.9) 2.9 (1.1-6.9)
13.9 (1.5+ to 41.9+) 15.2 (2.8-21.9)

23 (53.7%) 2 (50.0%)

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



Studie KEYNOTE 240: Zavery

 Median OS dosahl 13,9 mésice (95% Cl 11,6-16,0) u pacientu lécenych
pembrolizumabem a 10,6 mésice (8,3-13,5) u pacientu lécenych placebem
(HR 0,771; 95% C1 0,617-0,964).

» 24 a 36 mésicu OS u skupiny s pembro dosahlo 28,8% a 17,7% pacientu proti
skupiné pacientu s placebem 20,4% a 11,7%.

 Median PFS dosahl u pembrolizumabu 3,3 mésice proti 2,8 mésice u placeba
(HR 0,703; 95% Cl 0,559-0,885).

* PFS 24 mésicu dosahlo 11,8% pacientu s pembro a 4,8% s placebem.
* ORR u pembrolizumabu dosahl 18,3% proti placebu 4,4%.
 DCR dosahl u pembrolizumabu 61,9% a 53,3% u placeba.

U drive lé¢enych pacienti s HCC pembrolizumab zlepsil vysledky OS a PFS a
tento vysledek pretrvava dlouhodobé coz prokazala souc¢asna analyza studie
KEYNOTE 240 a bezpecnostni profil zlistal v prubéhu casu také konzistentni.

* Tyto udaje podporuji prinosu pembrolizumabu v Iécbé HCC v 2 linii IéCby.
Merle P, et al. J Clin Oncol 39, 2021 (suppl 3; abstr 268)



Nivolumab plus ipilimumab combination
therapy in patients with advanced
hepatocellular carcinoma: long-term
results from CheckMate 040
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Key eligibility criteria
» Advanced HCC,
sorafenib treated,

intolerant, or
progressors

* Uninfected, HCV
infected, or HBV
infected

= CP score A5-A6
« ECOG PS 01

Design studie Check Mate 040
Kohorta pacientu s kombinovanou Iécbou NIVO + IPI

Arm A
NIVO1 +IPI3
Q3Wx4

Nivolumab
240 mg IV
Q2w Unacceptable
flat dose toxicity
or
disease
progression

Aiwu Ruth He et al J Clin Oncol 38, 2020 (suppl 4; abstr 512)
Yau T, et al. Presented at the ASCO Annual Meeting 2019; May 31-June 4, 2019; Chicago, IL. Poster 4012.

Primarni cile:
* Bezpecnost a snasenlivost
(NCI CTCAE v 4.0).
* Celkovy pocet odpovédi ORR .
e Dalka trvani odpovédi DOR
(na zakladé hodnoceni zkousejiciho).
Sekundarni cile
* Doba bez progrese PFS
 Doba do progrese TTP
e Délka trvani odpovédi TTR
* Celkové preziti OS
Ostatni:
e BOR pocet nejlepsich odpovédi



Vysledky Studie CheckMate 040

A skupina B skupina

NIVO1+IPI3 Q3W (hn=50)  NIVO3+IPI1 Q3W (n = 49)
ORR, n (%) 16 (32) 15 (31) 15 (31)
Kompletni odpovéd CR 4 (8) 3 (6) 1(2)
Parcialni odpovéd PR 12 (24) 12 (24) 14 (29)
Stabilizace onemocnéni SD 9(18) 5(10) 9(18)
Progrese onemocnéni PD 20 (40) 24 (49) 21 (43)
DCR (CR+PR+ SD), % (95% Cl) 54 (39-68) 43 (29-58) 49 (34-64)
Median DOR, més. (range) 17.5 (5-47+) 22.2 (4-44+) 16.6 (4—-49+)
mOS (celkové preziti), més. (95% Cl) 22.2 (9.4-NE) 12.5 (7.6-16.4) 12.7 (7.4-30.5)
12-mésicni OS, % (95% Cl) 61 (46-73) 56 (41-69) 51 (36-64)
24-mésicni 0S, % (95% Cl) 46 (32-59) 30 (18-44) 42 (28-56)
36-mécicni OS, % (95% Cl) 42 (28-55) 26 (14-39) 30 (18-43)

Anthony B. El-Khoueiry, et al. Clin Oncol 39, 2021 (suppl 3; abstr 269), Yau T, et al. JAMA Oncology. 2020;




Vysledky Studie CheckMate 040:
Dlouhobé sledovani OS

Primarni analyza median FU 30,7meésice Dlouhodobé sledovani median FU 40,6 mésice

100 100 —
—_—— —{— ”
50 Rameno A s Rameno A Dlouhodobé
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> o
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e o e ) E S S — S S S — E— — o+—TT"TTT"TT T T T T T T T T T T
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 42 45 48 51 54
meésice meésice
NIVO1+IPI3 Q3W NIVO1+IPI3 Q3W
3 43 39 32 29 27 25 313 23 21 19 7 2 0 50 45 39 32 29 27 25 25 22 20 19 19 18 16 16 15 6 4 0
NIVO3+IPI1 Q3W NIVO3+IPI1 Q3W
49 41 36 30 26 18 14 14 14 13 13 2 1 0 49 41 36 30 26 18 14 14 14 13 13 12 12 12 12 12 2 2 O

Anthony B. El-Khoueiry, et al. Clin Oncol 39, 2021 (suppl 3; abstr 269), Yau T, et al. JAMA Oncology. 2020;



Vysledky Studie CheckMate 040:

Arm A Arm B
NIVO1/IPI3 Q3W NIVO3/IPI1 Q3W
n=50 n =49
mOS (95% Cl), | ORR by BICR,?
n/N (%) mo n/N (%)
HCC etiology®
Uninfected 4/13 (31) 21.9 (8.5-NE) 1/11 (9) 11.8 (2.1-16.5) 0/9 (0) 7.4 (0.9-14.5)
HBV infected 9/28 (32) 22.8 (7.2-46.1) 6/21 (29) 12.1 (3.9-24.2) 8/26 (31) 9.6 (6.0-26.4)
HCV infected 2/7 (29) 14.9 (0.7-NE) 6/14 (43) 16.1 (6.5-NE) 5/12 (42) 30.9 (3.1-NE)
Tumor cell PD-L1
expression®
PD-L1 > 1% 3/10 (30) 18.8 (2.5-NE) 3/10 (30) 10.2 (2.0-33.0) 4/8 (50) 31.2 (0.6-NE)
PD-L1 < 1% 12/39 (31) |21.9 (9.4-46.1) 12/38 (32) |[12.5(8.0-16.5)| 11/40 (28) [10.4 (6.8-27.8)
AFP level
AFP > 400 pg/L 7/25 (28) 10.8 (7.2-22.8) 6/18 (33) 12.3 (3.6-16.7) 5/22 (23) 9.1 (3.1-31.2)
AFP < 400 pg/L 9/25 (36) 46.1 (16.4-NE) 9/31 (29) 13.0 (7.6-16.5)| 10/27 (37) |[14.5 (7.4-35.9)

Anthony B. El-Khoueiry, et al. Clin Oncol 39, 2021 (suppl 3; abstr 269), Yau T, et al. JAMA Oncology. 2020;



Zavery studie Check Mate 040.
Kohorta pacientu s kombinovanou Iécbou NIVO + IPI

* Kombinace nivolumabu a ipilimumabu vedla ke klinicky smysluplnym odpovedim u
pacientu predlécenych sorafenibem, s poctem celkovych odpovédi ORR prevysujici 30%
v kazdé lIécené skupiné

* Pacienti v rameni A dosahli median OS 22,8 mésict a 42% z nich dosahly nejvyssiho
podilu OS trvajici 36 mésicl proti 26% rameno B, and 30% rameno C.

 Kombinace nivolumab plus ipilimumab méla zvladnutelny bezpecnostni profil v populaci
pacientu s pokroCilym HCC a nebyly pozorovany Zadné nové bezpeénostni signaly po
pridani ipilimumabu vsech lécebnych ramen studie. Bezpecnostni profil kombinace
nivolumabu a ipilimumabu u HCC byl shodny s profilem pozorovanym ve studiich s
jinymi typy nadord.

* V rameni A byly pozorovany vyssi hodnoty poctu vedlejsich ucinki spojenych s [é¢bou
TRAE, a také s imunoterapii IMAE a preruseni v diasledku toxicity studovaného léciva,
ale ramena B a C méla obdobnou miru vedlejsich ucinku. Vétsina vybranych TRAE
Eovdafilo zvladnou napric lecebnymi rameny s pouzitim steroidu = 90% pacientu v

azdém rameni.

* Planuje se studie této kombinace CheckMate 9DW faze 3 u pacientti s HCC
(NCT04039607).

Anthony B. El-Khoueiry, et al. Clin Oncol 39, 2021 (suppl 3; abstr 269), Yau T, et al. JAMA Oncology. 2020;



: : : 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 |

! !

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®,
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(<10 nodules , <10cm)

TACE Sorafenib UnTACEable progression/
(400mg od—400mg bid) Progression to TACE failure

Sorafenib arm (n=80)

Control arm (n=76)

Hrimary cnapoini

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

1)

Adequate organ function

rite

Roandomization (1

EHS/MVI
Sorafenib 400mg daily was started 2-3 weeks before 15t TACE to check the
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 S0% 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

1.0 HR 0.59
95% Cl: 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 tydnt, 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)



Nasledna lécba po progresi na lécbe.

Parameter TACE with sorafenib TACE alon |
n=80 n=76

Patients with any anticancer treatment

during survival follow-up

Anticancer procedure
Liver transplantation 0 (0.0%) 0 (0.0%)
Resection 1(2.1%) 1(1.7%)
Ablation 7 (14.9%) 13 (22.4%)
TACE 32 (68.1%) 31 (53.4%)

47 (58.8%) 58 (76.3%)

HAIC (one shot injection) 9 (19.1%) 16 (27.6%)
HAIC (Continuous ) 9 (19.1%) 6 (10.3%)
Radiation 10 (21.3%) 7 (12.1%)
Anticancer medication
Sorafenib 5(10.6%) 29 (50.0%)
Regorafenib 7 (14.9%) 5 (8.6%)
Lenvatinib 6 (12.8%) 3 (5.2%)
Ramucirumab 2 (4.3%) 3 (5.2%)
Clinical trials(Immunotherapy) 4 (8.5%) 5 (8.6%)
Other Chemotherap 4 (8.5% 5(8.6%

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




Co ukazaly vysledky studie TACTICS?

* Median OS dosdahl 36,2 mésice u pacientt lécenych TACE plus sorafenibem proti 30,8
meésice u pacientu lecenych samotnym TACE (HR, 0,861 [95% Cl, 0,607, 1,223]; p =
0,40).

« Aktualizovany PFS cinil 22,8 mésice u pacienti s TACE plus sorafenib vs. 13,5 mésice u
pacientl se samaotnym TACE (HR, 0,661 [95% ClI, 0,466, 0,938]; P = 0,02)

 Kombinace TACE plus sorafenib neprokazala prinos pro OS ve srovnani se samotnym
TACE ackoliv vysledky PFS tento prinos prokazaly i v dlouhodobém sledovani.

* Celkové preziti OS v TACE plus sorafenib ve studii TACTICS vykazaly nejdelsi OS (36,2
meésice) ve srovnani s predchozimi 5 kombinovanymi studiemi TACE.

* Moznym dlivodem negativniho vysledku OS je post-trial aktivni Iécba.
 V kontrolnim rameni bylo lé¢eno 76,3% pacientu proti 58,8% s TACE + sorafenib.

* Vysledek celkové preziti byl doslova rozmélnén novymi zpusoby nasledné Iécby které
v dobé zahajeni studie nebyly pristupné (aktivnimi lokoregionalni Iécba a systémova
lécba).

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



Zname spravnou volbu
sekvencni léecby u HCC?




Abstract #278:
Posttreatment after Lenvatinib in Patients with Advanced Hepatocellular Carcinoma ®

Keisuke Koroki,*, Naoya Kanogawa®, Susumu Maruta?, Sadahisa Ogasawara®, Kazufumi Kobayashi*, Soichiro Kiyono*, Masato Nakamura!, Tomoko Saito?, Takayuki Kondo?,
Shingo Nakamoto? , Eiichiro Suzuki?, Yoshihiko Ooka?, Akinobu Tawada’ - Tetsuhiro Chiba?, Makoto Arai’, Jun Kato?, Naoya Kato? UNF\’?!%S’\ITV
IDepartment of Gastroenterology, Graduate School of Medicine, Chiba University, Chiba, Japan

I socenis n-53)  Regoratenibin=22)

Prehled lécby po selhani lenvatinibu v 1 linii.

Sex, male 48 (20.6%) 19 (85.4%)
— Age, = 73 years ald 23 (43.4%) 7{31.8%)
Gontinuing lenvatinib (n = 26) HEV positive 6(11.3%) 4(18,2%)
HOW positive 23 (43.4%) 10 (45.5%)
H‘-, Y Alcohol abuse 15 [28.3%) 4 |1E.2%)
1 Body weight, < 60 kg 30 (56.6%) 13 (59.1%)
BSC : 53.0 %i(n = 80) ECOG-PS, < 1 53 (100.0%) 22 {100.0%)
Others: 5.3% (n = 8) R
H‘mﬁ 5 16 (30.2%) B {36.4%)
Conversionrate . GoNtinuing 2* line MTA n = ) 6 20(37.7%) 9 (40.9%)
"lineto 2 line) - 55{: £ 39.0 %{n =23) | 27 17 (32.1%) 5 (22.7%)
41.7% Utham: '15"“ (n=8) Number of intrahepatic lesions, > 7 32 (60.4%) 15 (68.2%)
l;ﬂ;ﬂ‘mi T Maximum size of intrahepatic lesions, » 50 mm 23 (43.4%) 11 (50.0%)
42 4% Intrahepatic tumor occupation, 2 50% 4 (7.5%) 3{13.6%)
vl 16 (30.2%) 6 127.3%)
1% line (n = 178) 2 line (n = 63) 3 line (n = 25) o e 1 e
BCLC stage C 36 (67.9%) 15 (68.2%)
Sorafenib: !'I'»H'a {n=353) Regorafenib: 'Ell-ﬂ'ﬁ (n=17) AFP, > 400 ng/ml 23 (43.4%) 7 (31.8%)
Ramcirumnats A0% (n= 3) otemmonpen | N
Cabozantinib: 3.2% (n = 2) 2nd-line 53 (100.0%) 5 {22.7%)

Koroki K et al. J Clin Oncol 39, 2021 (suppl 3; abstr 278) BCLE, Barcelona Clinic Liver Cancer; ECOG PS, Eastern Coaperative Oncalogy Group performance status



Abstract #278:
Posttreatment after Lenvatinib in Patients with Advanced Hepatocellular Carcinoma ®

Keisuke Koroki,*, Naoya Kanogawa*, Susumu Maruta?, Sadahisa Ogasawara®, Kazufumi Kobayashi?, Soichiro Kiyono?, Masato Nakamura!, Tomoko Saito’, Takayuki Kondo?,
Shingo Nakamoto? , Eiichiro Suzuki®, Yoshihiko Ooka’, Akinobu Tawada' - Tetsuhiro Chiba’, Makoto Arai’, Jun Kato?, Naoya Kato' UN RS TY
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2. a 3. linie lécby po lenvantinibu

Sorafenib Regorafenib

-
=
T

100-

Median PFS: Median PFS:
1.8 months (95% Cl, 0.6-3.0) 3.2 months (95%Cl, 1.5-4.9)

&

(=]
1
(3,
T

Doba bez progrese PFS v %

0 T T 0 T T

meésice 0 ; 10
Koroki K et al. J Clin Oncol 39, 2021 (suppl 3; abstr 278)



Abstract #278:
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-
=
T

100-

Median PFS: Median PFS:
1.8 months (95% Cl, 0.6-3.0) 3.2 months (95%Cl, 1.5-4.9)

&
T

Jako nejvhodnéjsi Iécba po LefVantibu se una%uje Regorafenib.

Doba bez progrese PFS v %

0 T T 0 T T

meésice 0 ; 10
Koroki K et al. J Clin Oncol 39, 2021 (suppl 3; abstr 278)



Comparison of systemic therapy efficacy in
advanced hepatocellular carcinoma: Systematic
review and frequentist network meta-analysis of

randomized controlled trials.

* Robin Park, Laércio Lopes da Silva, Voravech Nissaisorakarn, vy
Riano, Anwaar Saeed

Park R, et al. J Clin Oncol 39, 2021 (suppl 3; abstr 293)



Metodika studie.

* Neexistuji prima srovnani mezi riznymi druhy lécby v 1 a také ve 2 linii
lécby HCC.

* Byla vytvorena metodika analyzy vysledktl lécby z mnoha databazi:
PubMEd, Embase, Cochrane database, ESMO ASCO.

* Primarne sledovanymi vysledky byly souhrnné pomery rizik (HR) celkového
preziti OS a celkového poctu odpovédi ORR ve studiich prvni linie a
pomery rizik HR doby bez progrese PFS a ORR ve studiich druhé linie.
Vysledek analyzy celkové preziti OS pro léky ve druhé linii 1écby byl
syntetizovan v kvalitativni analyze.

* Celkové bylo ve studiich faze Il / lll analyzovano 8 335 pacientti (13 studii) a
4 612 pacientu (11 studii) pro stanoveni vysledkul prvni linie a druhé linie.

Park R, et al. J Clin Oncol 39, 2021 (suppl 3; abstr 293)



Analyza OS a ORR v prvni linii lecby HCC.

Celkové preziti OS

Celkovy pocet odpovédi ORR

Treatment vs. Placebo
Treatment (Owverall Survival)

Atezolizumab + Bevacizumab - L]
Donafenib
Nivolumab
Lenvatinib
Edotinib + Sorafenib
Resminostat + Sorafenib
=orafenib
Tigatuzumab + Sorafenib
Linifanib
Sorafenib + Doxorubicin
Brivanib
Sunitinib B
Placebao —;—
| |

0.5 1 2

Lantt

HR 9

0.58 [0.42
0.83 [0.70
0.8 [0.71
0.92 [0.79
0.93 [0.78
0.98 [0&3
1.00

1.02 [0.73
1.05 [0.90
1.05 [0.84
1.06 [0.93
1.30 [1.13
1.55 [1.28

5%-Cl

: 0.80]
+ 0.99]
- 1.01]
: 1.07]
+ 1.10]
- 1.41]

£ 1.43]
- 1.22
1 1.32]
- 1.21]
+ 1.50]
 1.86]

Treatment vs, Placebo

Treatment (Objective Response Rate))
Lenvatinib L
Atezolizumab + Bevacizumab —l—
Nivolumab ——
Linifanib —-
Sorafenib + Doxorubicin —.
Erdotinib + Sorafenib EEE
Donafenib —1a—
Brivanib -
Sunitinib B
Saorafenib
Placebo | . :

0.1 05 1 2

OR 93%-=CI

3.34 [217: 5.14)
277 [1.62; 4.74]
2.42 [1.48; 3.85]
2.02 [1.32; 3.09)
1.91 [0.79; 4.62]
1.74 [0.89; 3.42]
1.71 [0.74; 3.97]
1.40 [0.96; 2.05]
1,09 [0.67; 1.78]
1.00

0.43 [0.08: 2.15)

Nejlepsi vysledek OS dosahla

Kombinace Atezolizumab + bevacizumab.

Nejlepsi vysledek ORR dosahl

Lenvatinib

Park R, et al.J Clin Oncol 39, 2021 (suppl 3; abstr 293)




Analyza PFS a ORR ve druhé linii lécby HCC.

Doba bez progrese PFS

Treatment vs. Placebo

Treatm ent (Progression Free Survival) HR 95% -ClI
Cabozantinib 0.44 [0.2%; 0.66)
Regorafenib 0.46 [0.31; 0.68]
Apatinib —— 0.47 [0.32; 0.69)
Brivanib — 0.56 [0.40; 0.79)
Pembrolizumab —— 0.56 [0.42, 0.75]
Ramucirumab —— 0.29 [0.48; 0.72)
Axitinib — 0.62 [0.45, 0.88)
Tivantinib —=— 0.85 [0.70; 1.04)
Everclimus | 0.93 [0.88; 0.98]
Placebo 1.00
| |
0.5 1 2

Celkovy pocet odpovédi ORR

Nejlepsi vysledek PFS dosahl
Cabozantinib

Treatment vs. Placebo

Treatment (Objective Response Rate)) OR 95% -Cl
Cabozantinib - 9.40 [1.25, 70.83]
Ramucirumab — 8.01 [2.42; 26.50]
Apatinib —&— 7.81 [1.83; 33.32)
Brivanib —a&— 7.13 [1.67; 30.52]
Pembrolizumab B 4.83 [2.02; 11.55]
Axitinib R 3.55 [0.78; 16.19]
Regorafenib = B 2.74 [1.26; 5.98]
Everalimus — 1.36 [0.36; 5.20]
Placebo 1.00

Tivantinib » 0.99 [0.08; 11.96]

| 1 |
01 0351 2 10

Nejlepsi vysledek ORR dosahl
Cabozantinib

Park R, et al. J Clin Oncol 39, 2021 (suppl 3; abstr 293)



Soucasna strategie lécby HCC stadium BCLCCaB

Advanced stage (BCLC C: Portal invasion and/or extrahepatic spread)
Intermediate stage (BCLC B: Multinodular) progressing upon loco-regional therapies

Atezolizumab +
Bevacizumab

OSHR = 0.58 (vs
Sorafenib)

ORR =27% vs 12%

) ¢
Sorafenib Lenvatinib
1 OS HR = 0.69 (vs. Placebo) OS HR = 0.92 (vs. Sorafenib)
line Child-Pugh A-ECOG PS <2 Child-Pugh A-ECOG PS 51
*Higher benefit in HCV No invasion main portal vein
infection and lack of EHS
. J ;
PD ) PD
\ l l 1
& 3 4 a
Regorafenib Cabozantinib Ramucirumab
' OS HR = 0.63 (vs. Placebo) OS HR = 0.76 (vs. Placebo) OS HR = 0.71 (vs. Placebo) ORR = 18% (MRECIST) ORR 32%, DCR 54%
line ORR = 15% (mRECIST)
Child-Pugh A-ECOG PS 51
Child-Pugh A-ECOG PS s1 Child-Pugh A-ECOG PS s1 re mOS 22,8m
_ Tolerant to sorafenib (~85%) Child-Pugh A-ECOG PS s1 AFP 2400 na/mi POL1 lHQnotapfedidm

Adaptovano podle Llovet JM et al Journal of Hepatology 2019 vol. 70 j 1262-1277
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Co bychom se meli odnést z prednasky?
Budoucnost lécby HCC.

* Do 1 linie lécby se zaradila studie IMbrave 150. Jeji vysledky OS jsou stejné
jako dveé linie monoterapie TKI.

* Podobnych vysledkt je schopen i pembrolizumab v prvni linii jak ukazala
studie KEYNOTE 224 kohorta 2.

* Ve 2 linii se ukazuje ze kombinace IPI+ NIVO ma obrovsky potencial po
selhani TKI v 1 linii.

* Otazka kombinace TACE+TKI (sorafenib) je nadale otevrena.

e Zvoleni spravné sekvencni lécby se zatim ucime. Bude potreba dalsSich dat
abychom pri soucasném mnozstvi novych latek, které mame k dispozici,
zvolili spravny postup.






