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HCC staging — TNM nestaci

Staging urCuje prognozu a lécbu. Pacient
VétSina pacientl ma hepatopatii.

Nejsou jednoduché prognost.
faktory

VétSina faktorl se méni vyvojem
nemoci — nadoru i cirhdzy

BCLC: Barcelona Clinic Liver
Cancer staging systéem

Okuda (tumor,bili,alb,ascites)

CLIP (Child-Pugh, tumor,AFP,
tromboza portalni zily)




Jaterni funkce — Child Pughova klasifikace

Tabulka 1: Child-Pughova klasifikace funkéniho hodnoceni jater u pacientt s cirh6zou

Klinické a laboratorni

Bodova hodnota parametru

parametry ] 2 3
Bilirubin (umol/1) <35 35-50 > 50
Albumin g/I %35 28-35 <28
ecites 0 Mirny nebo reverzibilni Stredni nebo tézky,
medikaci refrakterni k medikaci
Encefalopatie 0 mirna (gr1a2) zietelna (gr 3 a 4)
INR s 1,71-2,20 > 2,20

Zhodnoceni: trida A: 5-6 bodd; trida B: 7-9 bodd; trida C: 10-15 bod(
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Klasifikace

.I.N M Table 3. UICC 8th edition staging system for hepatocellular cardnoma [49]

T—primary tumour

(8 Vyd a' n I') X Primary tumour cannot be assessed

10 No evidence of primary tumaour

a Solitary tumour 2 cm or less in greatest dimension with or without vascular invasion

Mb Solitary tumour more than 2 cm in greatest dimension without vascular invasion

2 Solitary tumour with vascular invasion more than 2 cm dimension or multiple tumours, none more than 5 cm in greatest dimension
I3 Multiple tumours any more than 5 cm in greatest dimension

14 Tumour(s) involving a major branch of the portal or hepatic vein with direct invasion of adjacent organs (including the diaphragm),

other than the gallbladder or with perforation of visceral peritoneum
N—regional lymph nodes

NX Regional lymph nodes cannot be assessed

NO No regional lymph node metastasis

N1 Regional lymph node metastasis

M—distant metastasis

MO No distant metastasis

M1 Distant metastasis

Stage—liver

Stage |1A 1a NO MO
Stage IB Mb NO MO
Stage |l 12 NO MO
Stage llIA I3 NO MO
Stage lIIB 14 NO MO
Stage IVA Any T N1 MO
Stage IVB Any T Any N M1

UICC, Union for International Cancer Control.



Modifikované BCLC schéma
Léky registrované

Modra kniha COS 2019

Stadium O Stadium A-C Stadium D
PSO, PS0-2, PS>2,
Child Pugh A Child Pugh AB Child Pugh C
{ |
1 Stadium A Stredné :
Smdu._lm 0] 1 lodiakn HOC: pokrodilé qu'uﬁllé
1 lo¥isko stadium B stadium C
HCC <2 cem 3:?‘;_" Vicelosiskovs Invaze do porty
Ca in situ L =i N1, M1,PS 12
1 lazisko HCC 3 logiska < 3 cm
portalni , ,
hypertenze Y5 komorbidty Systemova
bilirubin o
|écba
m
£
c o %
v r ¥ ¥
SORAFENIB nebo LENVATINIB*
RESEKCE TRANSPLANTACE | | RFA /PEI BSC
Kurativni metody 30 % Paliativni metody 70 % LRC LIRS YA B0 BSC 20 %
fesiti 5 let 50-75 % phesiti 3 10-40 % ORAFE Preditl < 3 mésice
P - e nebo CABOZANTINIB *
POZNAMKY:

RFA = radiofrekventni termoablace, PEl = perkutédnni alkoholizace, TACE = i

BSC (best suppaortive care] = nejlepsi podplrmd lécba.

tyrozin kindzowy inhibitor,




Indikace transplantace jater u HCC
Milanska kriteria
1. Solitarni lozisko £ 5cm

2. Do 3 lozisek < 3cm

Bez vaskularni invaze (radiologicky)
Bez mikroangioivaze (histologicky)
. Sleteé preziti 70%



ESMO guidelines HCC

» Algorithm for HCC treatment options depending on BCLC stage

1 1 1 ! T

Y/ N\
Resection® LTX Sorafenib® [1, A]
LTX Resection Lenvatinib?
[, A [, A] [1,A; MCBS 4]

N

Nivolumab® ¢ BSC
[, C} [, Al

TACE failure/
SBRT: refractoriness
Brachytherapy® l
SIRT*
Y

i, C

Systemic

therapy
0.A] Regorafenib [I, A; MCBS 4]

Cabozantinib [I, A; MCBS 3]

Ramucirumab® [I, A
Nivolumab® [ill, B]
Pembrolizumab® [lll, B]

Figure 1. HCC treatment options depending on BCLC stage.

aSee Table 4 for indication constraints based on tumour burden and liver function.
m—— hHNot EMA-approved as of August 2018.

BCLC, Barcelona Clinic Liver Cancer; BSC, best supportive care; EMA, European Medicines

Agency; HCC, hepatocellular carcinoma; LTX, liver transplantation; SBRT, stereotactic body

radiotherapy; SIRT, selective internal radiotherapy; TACE, transarterial chemoembolisation.

https://www.esmo.org/Guidelines/Gastrointestinal-Cancers/Hepatocellular-Carcinoma/eUpdate-Treatment-Algorithms?hit=some, last accessed 26.1.2020



https://www.esmo.org/Guidelines/Gastrointestinal-Cancers/Hepatocellular-Carcinoma/eUpdate-Treatment-Algorithms?hit=some

EASL gu idelines HCC (European Association for the Study of the Liver)

@ Adjuvant therapy after resection/ablation Sorafenib, lenvatinib (1% line) ®
e Chemotherapy Regorafenib, cabozantinib (2* line) ®
High @ Other molecular therapies Chemoembolization ®
® Hormonal compounds Radiofrequency ablation PEIl (<2 cm) e
® Y90-radiation {'l'il |iI'IE!:|I LT/LDLT-Milan e
® Nivolumab Resection ®
® Down-staging to Milan MW ablation e
Moderate Y90-radiation (BCLC B) ¢ ® LT/LDTL validated extended
Resection in non-cirrhotic liver @
Low External beam radiation & Neo-adjuvant therapy on waiting list @

Weak Strong

Recommendation > Positive

® *Other molecular therapies {sunitinib, linifanib, brivanib, tivantinig, erotinib, everolimus)
]

Galle PR et al. EASL Clinical Practice Guidelines: Management of hepatocellular
carcinoma. Journal of Hepatology 2018;69:182-236.

Fig. 9. Representation of EASL recommendations for treatment according to levels of evidence and strength of recommendation
(adaptation of the GRADE system). LDLT, living donor liver transplantation; LT, orthotopic liver transplantation; MW, microwave;
PEI, percutaneous ethanol injection; RF, radiofrequency ablation



VVybrana data
z klinickych studii novych léku



Regorafenib (RESORCE study, 2L vs plb)
Cabozantinib (CELESTIAL study, 2L vs plb)

Lenvatinib (REFLECT study 304, 1L vs
sorafenib)

Ramucirumab (REACH study, 2L vs plb)

Imunotera P ie Sorafenib! Sorafenib (n=299) vs placebo (n=303) 10.7vs 7.9 P<0.001
* Nivolumab (CheckMate 040) P<0.001
e Pembrolizumab Lenvatinib? Lenvatinib (n=478) vs sorafenib (n=476) 13.6vs 12.3 Lenvatinisboirsa?:'::gnferior to
* Atezolizumab
T e | W | signitcanes
Regorafenib? Regorafenib (n=379) vs placebo (n=194) 10.6vs 7.8 P<0.0001

Cabozantinib* Cabozantinib (n=470) vs placebo (n=237) 10.2vs 8.0 P=0.0049



Phase Il RESORCE: Regorafenib in patients with HCC progressing on prior
sorafenib

RESORCE (NCT01774344) was a multinational?, randomized, double-blind, placebo-controlled, phase Il study that
evaluated the efficacy and safety of regorafenib in patients with advanced liver cancer who have progressed on prior
sorafenib

Regorafenib 160 mg orally once daily

(3 weeks on, 1 week off) + best supportive
PATIENTS (N=573) care (4 weeks/cycle) (n=379)

HCC patients with
documented radiological
progression during
sorafenib treatment Placebo matching tablets orally once daily
(3 weeks on, 1 week off) + best supportive

Disease
» progression” » Death

care (4 weeks/cycle) (n=194)

Stratification: Primary Endpoint: Other Endpoints:

* Geographic region (Asia vs ROW) * 0S * Duration of response and duration of stable
* Macrovascular invasion . . disease

 Extrahepatic disease SRtle;gg_lc_iir:\l/)I.Endpomts (by modified RECIST for HCC and - HRQoL

* ECOG PS(Ovs 1) o . * Pharmacokinetic and biomarker analyses

- AFP (<400 ng/mL vs 2400 ng/mL) * TTP, PFS, response rate, and disease control rate

* Safety

a. 152 centersin 21 countries in North and South America, Europe, Australia, and Asia.
b. Including clinical progression; unacceptable toxicity; withdrawal of patient consent; or discontinuation of therapy by the treating physician.

ECOG PS, Eastern Cooperative Oncology Group performance status.
SOURCE: Bruix J, et al. Lancet. 2017 Jan 7;389(10064):56-66.



Phase Il RESORCE: Overall survival (OS), Primary endpoint

100 H
Regorafenib (n=379) Placebo (n=194)
Events 233 (61%) 140 (72%)
80 - Censored 146 (39%) 54 (28%)
° Median OS (95% Cl) @ 10s (9.1, 12.1) 7.8 mos (6.3, 8.8)
[
S 60 - HR 0.63 (95% Cl: 0.50, 0.79)
2 P<0.0001 (1-sided)
G
o
=
= 40 A
o)
©
o
o
o
20 A
O T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33
Months from randomization
— Regorafenib
e 379 316 224 170 122 78 54 34 21 10 4 0
Placebo n= 194 149 95 62 37 26 16 8 5 3 1 0

SOURCE: Bruix J, et al. Lancet. 2017 Jan 7;389(10064):56-66.



Regorafenib in patients with unresectable hepatocellular carcinoma
(UHCC) in routine clinical practice: Interim analysis of the prospective,
observational REFINE trial ASCO Gl 2020, Abstract 542

Table 2. Treatment duration and dosing

Regorafenib (N=498)

Duration of treatment, months*
Median (range) 3.7 (<1-19.0)
Initial daily dose, n (%)

160 mg 286 (57) 4

120 mg 63 (13)
80 mg 141 (28)
40 mg 8 (2
Any treatment modification®, n (%) 267 (54)
Dose reduction 203 (41)
Dose escalation 95 (19)
Dose interruption 138 (28)
Dose restart 68 (14)

Treatment modification within the first 4 weeks, n (%) 179 (36)




Regorafenib — nezadouci ucinky

Table 5. Overview of TEAEs by time after treatment start
Regorafenib (N=498)

TEAE, n (%)

<56 days*
Any 419 (84) 372 (75) 399 (80)
Grade 3 146 (29) 97 (19) 121 (24)
Grade 4 14 (3) 7(1) 9(2)
Grade 5 55 (11) 26 (5) 29 (6)
Leading to dose reduction 134 (27) 111 (22) 121 (24)
Leading to dose interruption 124 (25) 94 (19) 105 (21)
Leading to permanent discontinuation 123 (25) 73 (15) 87 (17)

Coded by MedDRA v22.1. Graded by NCI-CTCAE v4.03.

*Corresponds to two theoretical cycles of regorafenib; "Corresponds to three theoretical cycles of regorafenib.

MedDRA, Medical Dictionary for Regulatory Activities; NCI-CTCAE, National Cancer Institute Common Terminology Criteria for

Adverse Events; TEAE, treatment-emergent adverse event.




Regorafenib — realna praxe, n = 498

¢ The median OS was 13.2 months (95% CI 11.4, 16.3) (Figure 2)

Figure 2. Overall survival

1.0 -

0.9 4
Median OS

0.8
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© censored
0.0 4
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Patients atrisk,n 498 457 418 370 321 267 219 193 166 142 120 87 71 60 39 24 21 11 7 2
Censored: n=343 (69%)

Cl, confidence interval; OS, overall survival.



CELESTIAL - design studie s cabozantinibem

Randomizovan3, dvojité zaslepena studie; cil: efektivita cabozantinibu u pacienti s HCC predlécenych sorafenibem

Pacienti s pokrocilym HCC (N=760) Cabozantinib Hodnoceni

- . 60 mg PO denneé kazdych 8 tydnu
Histologicky potvrzena diagnéza HCC (RECIST 1.1) L, .
nevhodna ke kurativni 1é¢bé . Primarni endpoint:

) , Stratifikace

Child-Pugh skore A . iologi . . 2¢ba bF sval
Predchozi 1é¢ba sorafenibem Etiologie onemochen Lecba ,pretrvava a Celkové preziti (OS)
Pacienti po progresi na alespon jedné Rrandomizace (HBY’ HCV’,Jm?) ) d(? z.tra’ty
predchozi systémové HCC terapii 2 . 1 R?,glon (Asie, jiné) klinického
MoZné az dva predchozi systémové . Pritomnost o benefitu nebo
léZebné rezimy makrovaskularni invaze netolerovatelné Sekundarni endpointy:
ECOG PS O nebo 1 a/nebo extrahepatalniho toxicity
Bez pritomnosti nekontrolovatelné rozsifeni (ano/ne) Cas do progrese (PFS) a vyskyt

hypertenze, definované jako trvaly
STK >150 mm Hg nebo DTK >100 mm Hg
navzdory optimalni antihypertenzni Placebo

PO denné

Crossover nebyl objektivni Ié¢ebné odpovédi (ORR)

povolen

lécbé

Abou-Alfa GK et al. Cabozantinib in patients with advanced and progressing hepatocellular carcinoma. N EnglJ Med. 2018;379:54-63.



CELESTIAL: OS

o Median OS
Ty, | més (95% Cl) Pocet umrti
0.8 i, Kabozantinib (n=470) 10,2 (9,1-12,0) 317
' Placebo (n=237) 8,0 (6,8-9,4) 167

o
T

hd

HR= 0,76 (95% Cl 0,63-0,92), p=0,0049

o
e

Pravdépodobnost preziti
o
T

18 21 24 27 30 33 36 39 42
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Cas (mésice)
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Pocet pacientl s rizikem

Kabozantinib 470 382 281 206 159 116 93 63 44 31 22 12 4 1 0
Placebo 237 190 117 82 57 37 25 20 15 10 7 5 3 0 0

Abou-Alfa GK et al. Cabozantinib in patients with advanced and progressing hepatocellular carcinoma. N EnglJ Med. 2018;379:54-63.



Klinicka studie Ill. faze REFLECT — lenvatinib

(OS primarni cil)

* Lenvatinib prokazal
noninferioritu (OS) 1

Cl: interval spolehlivosti; HR: mira ohrozZeni;

100 - Median OS (95 % Cl)
90 - Lenvatinib: 13,6 mésich (12,1-14,9)
80 | Sorafenib: 12,3 mésice (10,4-13,9)
70 HR (95 % Cl): 0,92 (0,79-1,06)
60
E 5
f@ 40 Lenvatinib
Q_ —
B 30 Sorafenib
3 -
g 2
10
.

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Meésice uplynulé od randomizace

Pacienti v riziku, pocet
Lenvatinib 478 436 374 297 253 207 178 140 102 67 40 21 8 2 0

1. Kudo M et al. Lancet. 2018;391:1163-1173; 2. Cheng AL et al.J Clin Oncol. 2013;31:4067-4075; 3. Johnson PJ et al. J Clin Oncol. 2013;31:3517-3524; 4. Cainap C et al. J Clin Oncol. 2015;33:172-179; 5. Zhu AX et al. J Clin Oncol.

2015;33:559-566.
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Ramucirumab v Il. linii by HCC po progresi na sorafenibu

REACH (Overall, N=565; number of patients who had AFP 2400, n=250)

Stratification factors: Etiology (hepatitis B, hepatitis C, other), geographic regions

Prior sorafenib

BCLC stage B/C Randomization
Child-PughA
ECOGPS0or1 1:1

RAM (8 mg/kg IV)
Q2W per cycle and BSC

PBO
Q2W per cycle and BSC

REACH-2 (N=292)

Treatment until
disease progression
or unacceptable
toxicity

Primary endpoint:
oS

Secondary endpoints:
PFS, ORR, safety,
patient-reported disease-
related symptom severity

Stratification factors: Macrovascular invasion (yes vs no), ECOG PS (0 vs 1), geographic regions

Prior sorafenib

BCLC stage B/C .
Child-Pugh A Randomization
ECOGPS0or1

Baseline AFP 2:1

2400 ng/ml

AFP=alpha-fetoprotein; BCLC=Barcelona Clinic Liver Cancer; BSC=best supportive care; ECOG PS=Eastern Cooperative Oncology Group

RAM (8 mgl/kg IV)
Q2W per cycle and BSC

PBO

Q2W per cycle and BSC

Treatment until
disease progression
or unacceptable
toxicity

performance status; IV=intravenous; ORR=o0bjective response rate; OS, overall survival; PBO=placebo; PFS=progression-free survival,

Q2W=every 2 weeks; RAM=ramucirumab.

Primary endpoint:

0S

Secondary endpoints:

PFS, ORR, safety,
patient-reported disease-
related symptom severity



Overall Survival — ramucirumab

Age <65 years Age 265 to <75 years —— RAm
PBO
1.0+ Median 1.0 4 Median | Censored
09l n Event Months HR 95% ClI 0.9 | n Event Months HR 95% ClI
RAM 171 138  8.18 0.716 (0.556, 0.922) RAM 93 67 7.62 0.593 (0.413, 0.851)
081 pBO 131 109  4.76 08 1 PBOO 67 55 5.22
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Patients at Risk Time {Months) Patients At Risk Time {months)
RAM 171 160 119 99 79 60 50 38 27 18 12 7 2 2 1 1 1 1 1 Q RAM 23 87 70 54 42 35 27 17 14 12 11 8 5 1 Q 0 0 0 0 0
PBO 131 114 75 52 45 32 24 19 10 2] 6 3 2 0 0 0 Q 0 0 Q PBO 87 59 42 27 18 14 2] 6 5 4 1 1 1 1 0 0 0 0 0
Age 275 years
g y Age Patients Median OS  Hazard ratio
Treatment Events
104 Median (years) (n) (months) (95% CI)
0.9 n Event Months HR 95% ClI RAM 171 138 8.18
o RAM 52 M 8.87 0.641 (0.390, 1.054) <65 0.716
W PBO 28 26 6.31 - PBO 131 109 4.76 (0.556, 0.922)
5 07
2 06 RAM 93 67 7.62
2 05 265t0 75 0.593
§ 04 ] B PBO 67 55 5.22 (0.413,0.851)
o
0.3
RAM 52 41 8.87
02 ] 575 0.641
0.1 B PBO 28 26 6.31 (0.390, 1.054)
0.0 4
6 é -'Ii é EI& WID 1I2 1I4 1I6 1I8 ZID 2I2 2I4 2I6 2|8 3|O 3I2 34 3I6 38
Patients At Risk Time {months) Note: RAM and PBO were given with best supportive care.
RAM 52 48 46 33 27 21 14 12 12 8 4 1 1 0 Q 0 0 0 0 0 — H fali . — H. — .
PEO % 2 19 15 M 8 7 8 5 2 2 o o o o o o o o o Cl=confidentialinterval;HR=hazard ratio; PBO=placebo;

RAM=ramucirumab; OS=overall survival.



écby : OS

Sorafenib Experienced
(2L)

Nivolumab: 2. linie systemové
CheckMate 040

Sorafenib Experienced

1.0 1

0.9 1

oG oS (95% C 0-28.4) 0S Rate (95% Cl), % ESC EXP

12 months 58 (40.2-72.2) 60 (51.4-67.5)
18 months 46 (29.5-61.7) 44 (35.3-51.9)

Kaplan-Meier method; closed circles denote censored patients.

0.8
0.7 4
0.6
0.5 -
04 4

Probability of survival

0.3 4

02 -
EXP:
014 Median OS (95% Cl), mo = 15.6 (13.2-18.9)

Months

1. Crocenzi TS et al. Poster presentationat ASCO 2017.4013.
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ecby : OS

Sorafenib Naive (1L)

Nivolumab: 1. linie systéemové
CheckMate 040

Sorafenib Naive

1.0

0.9 -

05 0S Rate (95% Cl), % ESC + EXP
- 07- 12 months 73 (61.3-81.3)
E 18 months 57 (44.3-67.1)
S 0.6 1
.ff Kaplan-Meier method; closed circles denote censored patients.
; 0.5 -
:‘E 0.4 4 . .
E 0.3 4

024 ESC +EXP:

N Median OS (95% Cl), mo = 28.6 (16.6-NE)

0 1 1 1 1 1 1 1 1

0 3 6 9 12 15 18 21 24 271 30 33 36 39 42 45 48
Months

1. Crocenzi TS et al. Poster presentationat ASCO 2017.4013.
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CheckMate-459 ....nivolumab 1. linie HCC

Eligibility Criteria N =726
Advanced HCC
Systemic therapy naive Until Objectives
Locoregional therapy for HCC unacceptable
completed > 4 weeks prior to toxicity Primary: OS
baseline scan or Secondary: ORR, PFS,
Child-Pugh class A disease PD-L1 expression/
ECOGPSOor1 progression efficacy
* Tumor imaging assessments

Start Date: November 2015 * On-treatment safety assessments

Estimated Study Completion Date: June 2019

Estimated Primary Completion Date: October 2018 e Viral biomarkers (HBV HCV)

Status: recruiting !

Study S : Bristol-Myers Squibb . Sef
e 0S: 16,4 vs 14,7 ...mesice

Nesignifikantni

1. ClinicalTrials.gov. NCT02576509. https://clinicaltrials.gov/ct2/show/NCT02576509; 2. Sangro B, et al. Poster presentation at ASCO 2016. TPS4147.



KEYNOTE-240: Pembro 2. linie HCC

* Randomized, double-blind phase Il trial

Stratified by region (Asia without Japan vs
non-Asia with Japan), macrovascular invasion

(ves vs no), AFP level (> vs < 200 ng/mL)
PFS: 3,0 vs 2,8 mésice

Nesignifikantni

Pembrolizumab 200 mg Q3W +

Patients with HCC that
progressed on/intolerant
to sorafenib; Child-Pugh

BSC for up to 35 cycles
(n=278)

class A; BCLC stage B/C; Randomized 2:1 0S: 13,9 vs 10,6 mésice
ECOG PS < 1; no invasion Placebo (saline) + (HR: 0.781; 95% Cl: 0.611-0.998;
of main portal vein BSC for up to 35 cycles P =0,0238)

(N =413) (n =135) Plan byl: 0,0174

= Coprimary endpoints: PFS,* OS = Secondary endpoints: ORR,* DoR, DCR, TTP,

safety
— Efficacy boundaries: PFS at first interim cutoff,

P =.0020 (primary analysis for PFS); OS at final *PFS, secondary response outcomes centrally reviewed per RECIST v1.1.
analysis cutoff, P =.0174 Response evaluated Q6W.

Finn. ASCO 2019. Abstr 4004. NCT02702401. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

Studie 3 faze: 1. linie atezo + beva

IMbrave150 study design

Atezolizumab

Stratification 1200 mg IV q3w

L * Region (Asia, excluding — +
Key eligibility Japan@/rest of world) bevacizumab _
- Locally advanced 15 mg/kg q3w Until loss of
or metastatic + ECOG PS (0/1) clinical _
and/or . . benefit or Survival
unresectable — * Macrovascular invasion 2R1 N = 501°b —p un- —> follow-up
(MVI) and/or extrahepatic : acceptable
. :g Crior systemic spread (E15) L
ther‘:ﬂpy y (presence/absence) Sorafenib
« Baseline a-fetoprotein 400 mg BID
(AFP; < 400/z 400 ng/mL)
(open-label)
Co-primary endpoints Key secondary endpoints (in testing strate
P ry P y ry P g gy
+ OS + |IRF-assessed ORR per RECIST 1.1
* |RF-assessed PFS per RECIST 1.1 * |IRF-assessed ORR per HCC mRECIST

2 Japan is included in rest of world.
b An additional 57 Chinese patients in the China extension cohort were not included in the global population/analysis.



ATEZO + BEVA - OS

OS: co-primary endpoint

2019

Median OS (95% CI), mo?

100 e Atezo + Bev NE
e Sorafenib 13.2 (10.4, NE)
T tHe 6-mo OS rate: 85% : —
o0 T HR, 0.58 (95% CI: 0.42, 0.79)
. S T = b.c
oy P =0.0006"
o s 1, HH“H'L'—-—i—m—
s 6-mo OS rate: 72% | . e
— " by I A ETRTITPI
S 60- R ST
5 ey mOS: NE
F —_
? 40_ i Yt
g i L— +
' mOS:13.2 mo
20- i
|
|
0- :
0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 5 16 17
Months
No. at risk
Sorafenib 165 157 143 132 127 118 105 94 86 60 45 33 24 16 7 3 1 NE
Atezo+Bev 336 320 320 312 302 288 275 255 222 165 118 87 64 40 20 11 3 NE

NE, not estimable. @ 96 patients (20%) in the Atezo + Bev arm vs 65 (39%) in the sorafenib arm had an event.? HR and P value were from Cox model and log-
rank test and were stratified by geographic region (Asia vs rest of world, including Japan), AFP level (< 400 vs 2 400 ng/mL) at baseline and MV and/or EHS
(ves vs no) per IXRS. © The 2-sided P value boundary based on 161 events is 0.0033. Data cutoff. 29 Aua 2019: median survival follow-up. 8.6 mo.



/aver:

e Multidisciplinarni pristup k diagnostice i terapii

* BCLC systém
* TNM — PS — jaterni funkce

* Resekce — transplantace — ablacni metody- TACE

e Systémova terapie :
* 1. linie: sorafenib nebo lenvatinib
2. linie: regorafenib nebo cabozantinib nebo ramucirumab
* Imunoterapie ... spiSe kombinace



