HCC

Radmila Lemstrova



HCC diagnoza- CT, MRI

HCC- velikost 1-2 cm, charakteristicky obraz na
CT, MRI

Tu nad 2 cm, charakteristika dle CT, MR

Arterialni syceni + vendzni wash out -
senzitivitu 86% a specificitu 96% pro dg HCC

10% az 30% nadoru velikosti 1-2 cm atypické
zobrazeni

Biopsie k molekularni klasifikaci HCC, atypickée
tu 1-2 cm



Histologicka charakteristika

Stromalni invaze

Bunécna densita

Vaskularita

Pseudo- glandularni charakter
Tukové zmény

Sensitivita biopsie 70%, nizsi u lézi <2 cm, kdy
casto falesné negativni, narocnost odliseni od
dysplastickych nodult

Nutnost opakovani biopsii a zobrazovacich
vysetreni v case



Progndza

Kurativni stadium 5ti lety OS 70%

OS 1-1.5 let u symptomatického pokrocilého
HCC na systémoveé terapii

Prognostické faktory:

PS, funkcni stav jaterniho parenchymu
Vaskularni invaze

1)mikrovaskularni invaze

2) makrovaskularni invaze — tu nad 5 cm, invaze
do port. cév a lymfatik

Grading, hodnota AFP > 200 ng/ml




Screening

* High risc pacienti

(hepatitis B, kompenzovana cirhoza,

hemochromatoza, a-1 antitrypsin deficience a

cirhoza, primarni biliarni cirhéza,

nealkoholicka steatohepatopatie, hepatitis C)
e UZ 3 6 mésicu + a- fetoprotein



Prevence

* Vakcinace (HBV)
e Lécba HBV, HCV

e Aspirin a kava snizuiji riziko vzniku HCC
(Svédsky nadordni registr)




Management

80-90% pacientu cirhdza jater
Barcelona Clinic Liver Cancer (BCLC) staging system
5 stadii dle rozsahu, funkce jater a PS

Asymptomaticti pacienti, low burden, dobra funkce jater
(BCLC 0/A) — lokalni kurativni terapie
Resekce, ablace, transplantace

Asymptomaticti pacienti s multinodularni chorobou a a
dobrou funkci jater (BCLC B) — chemoembolizace

Pacienti s portalni trombdzou nebo extrahepat. Sifenim
(BCLC C) — systémpova terapie



Stages
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Median OS: 10 years for transplantation;
>6 years for resection/ablation
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Resekce

Metoda volby u HCC bez cirhozy

Cirhoza jater — jedna léze a Child- Pugh A, bez znamek
portalni hypertenze

ECOG score O

5ti leté OS 70%, perioperativni mortalita < 3%
Resekce u portalni hypertenze, Child- Pugh B

5ti lety OS <50%, vysoka morbidita a perioperativni
mortalita 4%

Multinodalni tu a dobra funkce jater, néktera data ukazuiji
na lepsi vysledky nez TACE



Rekurence po resekci

Rekurencev 70% do 5 let
Casné rekurence <2 let, mikrometastazy
Pozdni >2 roky, de novo

Transplantace u high risc rekurence
(microvaskularni invaze)

Rekurence u transplantace 15%

35 % pacientu —kurativni lécba (5% resekce, 30%
transplantace )

45 % paliativni lécba
20% symptomaticka



Ablace

Casné nadory <2 cm
Nadory do 4 cm, nebo 2-3 tu £3 cm u horsich

jaternich funkci nebo komorbidit

RFA, ethanol, cryoablace
RFA - kompletni remise 70% az 90%
Median OS 60 mésicu a rekurence 50—70%




Chemoembolizace

TACE - standard of care - intermediate stage
Median OS 19.4 — 37 mésicu

Mortalita 0,6%
TARE mikrosféry + yttrium



Systémova terapie

 SHARP study — stanovila selekcni kritéria a
stratifikacni

BCLC staging
Child- Pugh A funkce jater
(ECOGOor1l)

* Dalsi modifikace
extrahepat. Sireni
macrovascularni invaze
zvysena hladina a- fetoproteinu
MRECIST hodnoceni odpovedi



|.linie
SHARP trial 2007

Sorafenib vs placebo (OS 10.7 m versus 7.9 m)

Metaanalyza - sorafenib vice ucinny u HCV asociovaného
HCC bez extrahepat. sSireni

REFLECT - lenvatinib v 1.linii

Nezarazeni pacienti s extrahepatal. portalni zilni invazi
nebo pacienti s postizenim >50% jater

Potvrzena pouze non-inferiorita lenvatinibu oproti
sorafenibu

OS lenvatinib (13.6 m vs. sorafenibu 12.3 m)
PFS (7.4 mvs. 3.7 m, HR 0.66, 95% Cl 0.57-0.77; P < 0.001)
ORR (24.1% vs 9.2%; OR 3.13, 95% Cl 2.15-4.56;P < 0.0001)



Lenvatinib

TKI, aktivita proti VEGF-R a FGFR family
NU: hypertenze, proteinurie a hand—foot sy
asthenie, anorexie, prujmy, ztrata hmotnosti

rovnéz u sorafenibu
15% pacientd ukonéi 1é¢bu pro NU



Atezolimumab (anti-PDL1) + bevacizumab
v 1.linii
IMbravel50 trial, open-label
Komparator sorafenib
Median 0S 19,2 m vs 13.4 m (sorafenib)
PFS 6,8vs 4,3 m
RECIST ORR 30% vs. 11%
Gastroskopie musela byt provedena do 6 mésicu pred
zahajenim lécby - snizeni rizika krvaceni z jicnovych
varixU pri terapii bevacizumabem

Atezolizumab plus bevacizumab standardem lécCby v
1.linii kromé pacientu s neosetrenymi jicnovymi varixy
nebo kontraindikaci anti-VEGF, imunoterapie



2.linie
(Regorafenib, cabozantinib, ramucirumab)

Ucinnost dle studii faze Il

Studie faze Ib/Il (nivolumab, pembrolizumab a nivolumab plus ipilimumab) — po 1é¢bé
sorafenibem

Regorafenib, TKI (VEGFR1-3), prodlouzil mOS o 3 mésice oproti placebu, PFS a ORR
NU : hypertense, hand—foot sy, Unava, prijem

Cabozantinib TKI (VEGFR2, AXL a MET.)

CELESTIAL — prodlouzil mOS o 2 mésice oproti placebu, rovnéz PFS

Vazina toxicita palmarni—plantarni erythrodysesthesie, hypertense, zvysené hodnoty AST,
Unava, prajmy

Ramucirumab — prediktivni biomarkery

REACH-2 u pacientl s baseline a- fetoprotein =400 ng/dl.
Median OS (8.5 m vs 7.3 m s placebem)

PFS (2.8 m versus 1.6 m, ORR nesignifikantni

NU. Hypertense, hyponatrémie, zvy$ena AST



Imunoterapie

CheckMate 040 nivolumab v monoterapii v 2.linii, single arm
ORR 14% , median délky odpovédi 17 m, median OS 15.6 m
KEYNOTE-224 pembrolizumab v monoterapii, single arm
ORR of 17% (, PFS 4.9 mo, mOS 12.9 m

pembrolizumab- akceptovatelna toxicita

Ale 2 negativni studie faze lll

CheckMate 459, nivolumab versus sorafenib v 1.linii
mOS 16.4 m vs 14.7 m (sorafenib)- nesignifikantni
KEYNOTE-240 pembrolizumab vs.placebo -2.linie

Pembro a nivo dosahuji ORR 15-18% (schvaleny v USA)

CheckMate 040, extension arm nivolumab + ipilimumab po progresi na sorafenibu
ORR 31%, délka trvani odpovédi 17 m

mOS 23 m

Systémové kortikosteroidy v 51 %

FDA schvaleni v 2.linii

Probihajici studie ve fazi lll v 1.linii.



Slibné kombinace

lenvatinib a pembrolizumab v 1.linii
Cabozantinib + atezolizumab
Nivolumab + ipilimumab v 1.linii
Durvalumab + tremelimumab v 2.linii



Study name Treatment Median
overall
survival
(months)

First-line therapies

IMbravel50  Atezolizumab  19.2°
+bevacizumab

SHARP Sorafenib 10.7-13.4
(IMbrave150,
REFLECT)

REFLECT Lenvatinib 13.6

Second-line therapies

RESORCE Regorafenib 10.6

CELESTIAL  Cabozantinib ~ 10.2

REACH-2 Ramucirumab 8.5

Median
PFS

(months)

6.8

3.7-4.3

14

3.1

5.2

2.8

ORR mRECIST; Treatment-related adverse events

RECIST

35.4%; 29.8%*

NA; 2%

24.1%; 18.8%

11%; 7%

NA; 4%

NA; 5%

Grade 3-4 Most common

36%

45%

57%

50%

68%

grade 3-4

Hypertension 10%;
increased AST 4%;
proteinuria 3%

Diarrhoea 8%:
HFS 8%;
fatigue 4%

Hypertension 23%;
weight loss 8%
increased BR 7%

Hypertension 13%;
HFS 13%;
fatigue 9%

HFS 17%";
Hypertension 16%";
increased AST 12%"

Hypertension 8%;
liver injury or
failure 4%;
proteinuria 2%

Leading
to death

2%

2%

1%

2%

Adverse
events
leading

to drug
withdrawal

Any drug:
16%; both
drugs: 7%

11%

9%

10%

16%

11%

Refs

19,262

19-21

1

2

23

24

AST, aspartate aminotransferase; BR, bilirubin; HCC, hepatocellular carcinoma; HFS, hand-foot syndrome; ORR, overall response rate; PFS, progression-free survival;
mRECIST, modified RECIST; NR, not reported; RECIST, Response Evaluation Criteria In Solid Tumours. *Overall survival and ORR data are from an updated analysis

published as a conference abstract (REF*™). *"Adverse events owing to all causes are shown, as treatment-related adverse events were not specifically reported.



Biomarkery lécebné odpovédi

Zvysené hodnoty a- fetoproteinu — prognosticky neg ., asociace s aktivaci
VEGF signalni drahy

a- fetoprotein pred léCbou— predikce odpovédi,

OS u ramucirumabu prodlouZeno pouze u pacientd s a- fetoproteinem s
>400 ng/ml

U&innost u jinych TKI nap¥i¢ hodnotami a- fetoproteinu
a- fetoprotein koreluje s |IéCebnou odpovedi

Metaanalyza >3,500 pacientl prokazala neg progndzu u nizké PDL1 exprese
vcetné nizké diferenciace, vysoké hodnoty a- fetoproteinu

TILS, imunitni genova signatura, CTNNB1 mutace — predikce pro ICI?
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