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NMpwTtotraBeic KakonBeleg NTTATOG

HTTaTOKUTTAPIKO KapKivwua
O1 2 ouyvoTepoOIl TUTTOI

XOAQyYEIOKAPKIVWUAO

HtratofAdoTwua

AyYEIOCAPKWPA / AIAYYEIOCAPKWUA

lVOTTETOAIWOEC KAPKiVWHA



ETidonuioAoyikd OedopEVA VIO TOUC TTPWTOTTABEIC OYKOUG TOU NTTATOG

[TayKOOMIwWG gival 0 6° ouXVOTEPOG CUPTTAYNG OYKOG

O 4°¢ Kapkivog o€ BavaToug oTov KOOUO (TTVEUNWYV, TTaxXU EVTEPO,

OTOMAXO0C, KAPKivOG NTTaToG)

H emTiTTTwon TNG VOOOU TTOIKIAAEI avaAoya JE TOV TTAPATNPOUMEVO

EMMITTOAACTUO TNG XPOViag NTTATIKAG VOO OU

H upnAoTepn eTiTrTwon kataypageral otnv MoyyoAia (>93 yia
100.000 1TANBuo o)

To NTTATOKUTTAPIKO KAPKIVWUOA CUVIOTA TO 75-85% TWV TTOWTOTTOOWV

KOKONOEIWYV TOU NTTATOC

Singal AG et al. J Hepatol. 2020 Feb; 72(2): 250-261.



HINMATOKYTTAPIKO KAPKINQMA

o




HITaTOKUTTOPIKOG KOAPKiIVOG — [MEVIKA OTOIXEIO

HKK

0 O TpwToTabnAg KapKivog Tou ATTATOG: > 10 = 2-3/1

> 67 0UxvOTEPN KOKONBEID TIaYKOOHiWG > MaykOouIa KOTavour] TIEPITITWOEWY

» 3" aitia oxeTi{OuevNG PE kakonBeia BvntoTnTag i | O

d O nmatokutTapikdS kKapkivog (HKK): 80-90% Tou 7.80%

10%

OUVOAOU TWV TTEPITITWOEWV.
72%

Acia - Eupwtn = AQpPIKA Bopeia Apepikn = AdTIVIKI ApepIKn = Qkeavia

EASL Clinical Practice Guidelines on the management of hepatocellular carcinoma. J Hepatol. 2024 Dec 16:S0168-8278(24)02508-X, AASLD
Practice Guidance on prevention, diagnosis, and treatment of hepatocellular carcinoma. Hepatology. 2023 Dec 1;78(6):1922-1965.



EtTrionuioAoyika 6edopéva

2019: 747.000 mrepimrrwoeis HKK traykoouiwg — 70% 1 atré 1990
2019: 480.000 Bavarol
2010 — 2019: 25% 1 Oavartwyv ardé HKK

NMooooTiaia petafoAn TnG oTaOuIoHEVNG ME TNV NAIKia eTTiTrTwong 2010 - 2019

- — - - ——

Bl > 100
B 50 to 100

[ 0to 50
[ ] -50to 0
B -100 to -50

B <-100

Toh MR et al. Gastroenterology. 2023 Apr;164(5):766-782. , Huang DQ et al. Cell Metab. 2022 Jul 5;34(7):969-977.e2.



NMapdyovTeg KIvOUVOU YIA NTTATOKUTTAPIKO KAPKIVO

A. Kippwon orolacdATToTE aITiIoAoyiag
~ 80% TwvV TTEPITTTWOEWV
~ 2% €TRO10G Kivduvog

B. Xpovieg 1oyeveig nrratiTideg B kai C

I. AIBUAIKR vOO0G ATTATOG

A. Metabolic dysfunction— associated steatotic
liver disease — MASLD

E. ZmravidTepa aiTia

* 1 Fe (TrpwTOoTra0W¢ — dEUTEPOTTAOWG)
 Néoog Wilson

« AAAa

EASL Clinical Practice Guidelines on the management of hepatocellular carcinoma. J Hepatol. 2024 Dec 16:S0168-8278(24)02508-X, AASLD Practice Guidance
on prevention, diagnosis, and treatment of hepatocellular carcinoma. Hepatology. 2023 Dec 1;78(6):1922-1965.



AiTIO NTTATOKUTTAPIKOU KOPKIVOU

A. MetaBoAn ota aitia HKK
1990—-2019, TTaAYKOOHIWG

B HBY HE HCV [ NASH []ALD [ Other

B. Aitia HKK ava yewypa@iki

TEPIOXN
12
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AgpIKn Eupwrrn Apepiki NorioavatoAiky Autiko¢ Eipnvikd¢  AvaTtoAiki

Acia Meaoyeiog
HAAKOOA “XHB “XHC mMASLD AA\o

Toh MR et al. Gastroenterology. 2023 Apr;164(5):766-782., 20:864-884, Huang DQ et al. Cell Metab. 2022 Jul 5;34(7):969-977.e2.



Waitlist Registrations, No.

MeTtaBoAR oTa AiTIO HETOMOOXEUONG TTATOS YIO NTTATOKUTTAPIKO KOPKiVO

MeAétn oTig HIA, 2014-2019
51 329 evAAIKEG 0TN AiOTA HETANOOXEUONG NTTATOG
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Wong RG et al. JAMA Netw Open, 2020;3(2):e1920294, Belli LC et al.J Hepatol 2018 Oct;69(4):810-817.



AugnTiki Tdon MASLD ocav aitio HKK

MetaBoAn ota aitia HKK otn Aiocta perapdoxeuvong Amrarog, HMA, 2002-2016
158.347 aobBeveig — 26.121 HKK

A. 1 HKK wg évdeigng petapoéoyxeuong, 6.4% — 23%

65

60

55 e N e M N

50 - B. 1 rToocootou MASLD eTri

Twv HKK 8.5 x: 2.1% — 17.9¢

Prevalence of etiology in HCC, %
L
r7

lNapouoia dedouéva amo I'alia,
Hvwuévo BaaiAeio

0 I | I 1 1 I

2002 2004 2006 2008 2010 2012 2014 2016

~®-CHB -®-CHC —4A—NASH —e—ALD —e—ALD+CHC

Huang DQ et al. Nat Rev Gastroenterol Hepatol. 2021 Apr;18(4):223-238, Younossi Z et al. Clin Gastroenterol Hepatol. 2019 Mar;17(4):748-755.e3.



Kippwon kait HKK

= O KupI0TEPOG TTAPAYWYV Yia TNV avatmTugn HKK

= >85% 1wV trepimTwoewyv Tou HKK gepgavidovral o€ £€da@og Kippwaong

= 1/3 Twv KIppwTIKWYV Ba avarrTu¢el HKK kata tnv didpkeia 1nG (WS TOUG

= 270 20-56% 1wV tTepimTwoewv HKK tTpoUTtTdpyxel un diayvwobeioa Kippwaon

OTTOIQCONTTIOTE AITIOAOYIAG

= 3-4% etnola emrimmrwon HKK petagy atopwy Je avTippoTToUEVN Kippwaon

J Hepatol 2020 ;72: 250-61



HCV



EmionuioAoyia Aoipweng atro Tov 10 TG nTrartiTidag C

ExTipnon emimroAacpou yia 115 xwpeg kara to 2020

Prevalance (viraemic)
™ 0-0-35%

™1 ~0-35-0-70%

1 >0-70-1-30%

1 >1.30-2-30%

1 >2-30-4-70%

1 No data
?éfgriqflgl_gl; ’(75'3"2 g'_i;)” ?é?;llglj; - 568 million
T j (g;“;'s;‘ (55-%-5;-8}
, , . I— 1
 0.7% — 56.8 x 10° (55-2—67-8 x 10°) aoBeveic TTAYKOTHIWG
e 30% Twv aocBevwyv pe HIV Adoipwin
* | 6.8x10°amé 10 2015 —
° TO 201 9: ~ 674'000 éAaBGV eapa-rral’a IPrP'\l'a|Pnt[\r|raPm|(}l New Infections Cured Deaths I Prevalent (viraemic)
infections (chronic) (all cause and infections
liver related)

Polaris Observatory HCV Collaborators. Lancet Gastroenterol Hepatol 2022;7(5):396-415.



Quoikn TTopeia xpoviag nrrartitidag C

Bpadeia eGEAISN
*
« Neapn nAikia kata Tn Aoipwgn ~ )
«  duoioloyiki ALT HKK
> 3-5% / éTOQ
e , A a2 h ‘ . 7
Oteia Xpoyla Kippwon
nTraTiTISa ﬂ NTTATITIOA » 20-30% o< 20 ‘ [ PRER )
o ;
. 75-85% ) L €TN ) avTIPPOTTNONG
> \_3-6% / éT0C
Tayxeia eGEAIEN
iG]

T HAIKia katd 10 Aoipwén
2 UANoipwen HBV/HIV
AAKOOA

2TEATWTIKN VOO OG NTTATOC

Lingala S et al. Gastroenterol Clin North Am. 2015 Dec; 44(4): 717-734.



Au¢non HKK og ouAAoipwen HCV/HIV

2.0%
1.8%
1.6%
1.4%
1.2%
1.0%

OIOTIKNA ETTITITWON
O
2
o~

g}l 0.6%
0.4%
0.2%
0.0%

e HCV kal HIV
e H|\/-AOipwWEN

4
Time (years)

6

Giordano T, Kramer J, Richardson P, ElI-Serag HB, Arch Intern Med 2004

10



MPOAHWH TOY HKK 2THN HCV AOIMQZ=H (6suTtepoyevng TTpOANYnN)

* HKK gpgavilouv uovo ol Kippwrikoi aocBeveic (F4) ye HCV iy autoi pe

TTpoxwpnuévn ivwon (F3)
* H 0gpeon TNC Aoipwenc pelwvel Tov Kivouvo yia HKK
* H Bepartreia empaduvel TNV £CEAIEN TTPOC Kippwaon
» ATTOQUYI GAKOOA

» EpBoliacudéc évavti Tne HBV Aoipwénc



H MONIMH IOAOI'KH ANTAIMNMOKPIZH ME TA NEA ANTIIKA PAPMAKA MEIQNEI

THN ZYXNOTHTA TOY HKK

Probability free from HCC diagnosis

1.00 4

095

090+

085+

Kaplan-Meier curves of survival free of HCC by cirrhosis and SVR status after
DAA-only antiviral treatment:

SVR is associated with a reduction in HCC risk both among patients with
cirrhosis and those without cirrhosis.

—— Clrhecesin with no 2VR
Clrrhecsin with SWH

—— Mo drtheosis with no SVH

—— Mo drtheosis with SVR

1 2
Years after start of HCV treatment

loannou G et al. J Hepatol 2018 ;68: 25—-32




HBV



EmionuioAoyika dedopsva

QaVTIYOVO €TTIPAvEIag yia Tov 10 TG nrratitidag B (hepatitis B

virus, HBV)
« 1.5 x 10 véec Aoipwéelg / €To¢
« 820.000 6dvarol / £T0C

autoug AauBaver Bgparreia (6% oowv Exouv Evoeién)

YEWYPAPIKI TTEPIOXH, KUPNAIVOPEVOC aTTO XAUNAS (<2%) €wg

upnAo (>8%).

EKTIMWMEVOU 0TO 1.8% - EAAEIWN SedOUEVWV ATTO TO YEVIKO

> € TTAyKOOMIO €TTiTred0, TTEPITTOU 296 X 108@Epouv BEeTIKO

Movo 10% rwv acBevwyv diayilyvwaoKovral Kal 10 22% arro

O emimmoAac oG TTapoucialel CNUAVTIKES DIOKUPAVOEIC ava

I Nodata
(] Low(<2%)
(] Lower intermediate (2-4-99%)
[ Higher Intermediate (5-7-00%)
I High (:8%)

X -
«
“{——_Aré

H EAAGOQ TACIVOUEITAI OTIC XWPEC XAMNAOU £TTITTOAQCUOU,

TTANOUCUO

Global progress report on HIV, viral hepatitis and sexually transmitted infections, WHO 2021; Schweitzer A et al. Lancet

2015;386:1546-1555




Global Patterns and Trends in Total Burden of Hepatitis B from 1990 to 2019 and Predictions to
2030

[Mpocapuoouévn otTnv nAIKia etTiTrTwon: ETAoia peiwon 1.52%
Meiwon Tng emmimrwong ota TaIdId < 10 eTwv: 16.9% — 4.7%

[Mpoocappoouévn otnv nAIKia BvnrotnTa: Etnoia peiwon 2.55 %

Change in hepatitis B cases
100% to 50% decrease

<50% decrease

<50% increase

50% to 100% increase
100% to 150% increase
150% to 200% increase

>200% increase

Hvwpuéva ApaBika Epipara:1299.3%
Katdp: 1 283.8%)]
Hvwuévo BaaoiAelo: 1 22.3%

Zhang C et al. Clin Epidemiol. 2022; 14: 1519—1533.



E¢EAIEN nTTaTiTiIOOC B

HITaTOKUTTAPIKOG
KOPKivog
5-10% (2.2 - 3.7% | €
8-20% / 5 €Tn ﬁ % ( % | €10G)
i 2% | €10
Ogcia :> Xpovia 0 S '
nmariTtioa B natitnda B Kippwon
90% Twv TTaIdIWV @ 40% ota 10 £€Tn
< 5% Twv
QVOOOETTAPKWYV

0.3 -0.6%/ €t10g

evNAIKWV HiraTiki avetrapkeia

(PNgN avTippoTTIONG)

Torresi J, Gastroenterology 2000
Fattovich et al, Hepatology 1995



EmTionuioAoyikd OedoUEVA NTTATOKUTTAPIKOU KapKivou otn XHB

J To 0eUTEPO CUXVOTEPO KAPKIVOYOVO META TOV KOATTVO

d 50% Twv HKK o@eihovtal otn XHB (<20% HI1A, >65% Acia)

O Kivduvog avamrtugnc HKK 10-25 x o HBs (+) o€ oxéon e un QopeEig

Q 1/3 pn KIppwTIKOI !

d Neotepn nAikia og oxéon pe HCV, aAkoSA, un aAKooAIKE AITTwONn VOO0 ATTATOG

d Auénuévn emirrwaon kai o€ AavBavouvoa HB {HBs (-) anti HBc (+)}

Pollicino T et al, Gastroenterology 2004 126(1):102-10, Levreno M et al, J Hepatol 2016, 64:S84-S101



Mnxaviouoi nTratokapkivoyévveong otn XHB

Evowpdarwon nkou DNA o€
oykoyovidia:
« TERT
« CCNE1
- MLL4

Apdon KWV TTPWTEIVWV:
HBx preS petaAAdgeig
EvepyoTtroinon oykoyovidiwv
* MeTtaBoAn KUTTapIKAG AcIToupyiag
¢ 1 €UTTABEIAG NTTATOKUTTAPOU O€
TOCIKOUC TTAPAYOVTEG

ETraywyn YEVETIKAG aO0TABEIOG:
¢ lIKEG TTPWTEIVEG
« Evowpdtwon oto DNA evioTi

Levreno M et al, J Hepatol 2016, 64:S84-S101



METpa yia Tn HEIWOT TG VOONPOTNTAG Kol BvnToTNTAG AT1rd TNV NITaTtiTidoa B

MpoAnyn KGBeTNC AvTIIKRA BgpaTreia Meiwon diaoTTopdg

HETASOONS OTOUG XPNOTES
EVOOPAEBIWV
. VOPKWTIKWYV

Aoc@dAcia
METAYYiICEWV

EuBoAlaouog

World Health Organization. Global hepatitis report 2017; Li C et al. Liver Int 2021 Aug;41(8):1762-1774.



Meiwon Tng emritrtrwong Tou HKK Aoyw Tou euoAiacuou

EtAola emmimTwon
NTTOTOKUTTOPIKOU
KOpPKivou Baael
NAIKiag

=] _ ' T ' I X E

World Health Organization. Global hepatitis report 2017; Li C et al. Liver Int 2021 Aug;41(8):1762-1774.



Anuoypa@ikoi, KOIVWVIKOI Kal TTEPIBAAAOVTIKOI TTAPAYOVTEG VIO TNV AVATITUSN
HKK og HBV Aoipwén

Anpoypa@ika Augnuévog Kivdouvog yia HKK Aunpupévog Kivduvog yia Kippwon
Avdpeg 3+ +
HAikia > 40 3+ 3+
Oikoyevelako 10Topiké HKK 3+ +

Koivwviko kal TrepIBAAAOVTIKO

IOCTOPIKO

AAKOOA + +
A@AaTodivn 3+ AyvwoTo
Karmrviopa + +

Kagég Meiwvel Tov Kivduvo Meiwvel Tov Kivduvo

McMahon et al, Hepatology 2000, Hainaut et al, Lancet 2008, Kirk et al, Carcinogenesis 2006




MapAyovTEG TTOU EXOUV OXEOT ME TOV 10 KOl CUCXETICOVTAI ME TNV
avarmrtu¢n HKK

HBeAg (+)

YWnAo 11ké @optio > 20.000 IU/ml o€ atopa > 40 sTwyv

[TovoTuTTol C kai F

MeTaAAQYEC OTOV TTUPNVIKO UTTOKIVNTH)

2UAAoipweeig (HBV/HIV, HBV/HCV, HBV/HDV)

Chen et al JAMA 2006, Yang et al, N Engl J Med 2002, Lok et al Hepatology 2009



H 10AOYIKN aQVTOTTOKPION OTNV EVTEKARBIPN CUOXETICETAI ME XOMNAN
moOavoTnTa yia e€EAIEN TNG vooou (A) o€ 6Aoug Toug aobBeveic (B) o€

ao0eveic ME Kippwon

A 30+ B 100-
5 HR 0.29, 95% CI 0.08 to 1.00 2 80- HR 0.22, 95% CI 0.05 to 0.99
c —
% 20+ == « No virological response % - N? virg!ngical response
s = Virological response = 60- = Virological response
Z £
o R — S 40- e
- : :
& 3 P=0.05 S 20- [—-— P=0.04
D' T T ] '0' T T 1
0 48 96 144 0 48 96 144
Time at risk (weeks) Time (weeks)

Clinical event was defined as hepatic decompensation, HCC or death

Zoutendijk R et al. Gut 2013;62:760-765



AITTWONG VOO OG
TOU NTTATOC



Paopa vOoou Kal PUOIKK TTopEia AITTWOOUG VOO OU ATTATOS £VTOG 8-13 eTWYV

2TEATWON

A 40‘7\‘ 'ﬁamonnaﬁnBai
- (1)

F1-F2
ivwon

14%

Odvatog /
METANOOXEUON

25-50%

H1ITaToKuTTOPIKOG

KOPKivVOg

NASH: 1 1 oradio /7 érn
Aimmwodeg nmrap: 1 1 oradio / 14 érn

de Alwis NMW, Day CP. J Hepatol 2008;48:S104—-12



AiTia BavdaTou Kal TTapAayovTeS KIvOUVoU dUoHEVOUC EKBaong

Aitia 6avartou acBevwyv ye MASLD
1) Kapdiayyelaka cuuaupara
2) ECwnTTaTiKEC KOKONOEIEC

@Zxan(épavog UE TO NTTap Bdavartoc: Kippwon — NTTATOKUTTAPIKOC KAPKIVOG

AcOeveig pe oteartontraTiTida Kal oTadio ivwong F2-F4
og 17 Kivbuvo = “at-risk NASH”

Rinella ME et al. Hepatology 2023 May 1;77(5):1797-1835.



H onuacia tng Traxuoapkioag oto HKK

TPITTAQCIOOUOC ETTITITWONG TTAXUOOPKIAG atTo 10 1975.

To 2016 > 1.9 dioekaTOUUUpPIA EVIAIKEC ATAV UTTEPPAPOI, TTAYKOOMIWG
ATTO autoug, 650 ekatoupupla NTavV TTaXUCAPKOI

'H

39% vutrépBapol kal 13% TTaxuocapKol OTOV TTAYKOOUIO TTANBUouO
e 39 ekatoppUpla TTaIdia < 5 eTwv utrépPapa N TTaxuocapka 1o 2020

e 340 ekatoppupia TTaIdIA 5-19 €TWV




EmionuioAoyia (2)

Prevalence of obesity (%)

[ ]=10
[ ] 10—19.9

B o200

B -0

E Data not available

[ Not applicable *BMI =230ka/m2

To peyOoAUTEPO HEPOG TOU TTOYKOOHIOU
TTANBUoHOU (&l O€ TTEPIOXES TTOU TO AUENMEVO
BAPOG OKOTWVEI TTEPICOOTEPO ATTO TO XAMNAO

Bapog




2UOXETION TTaXVoapkKioag e Kakonoeieg

13 TUTTOI KAPKiVOU OXETICOVTAI JE TNV TTAXUOAPKIa
Mnxaviouog:

1) Xpovia gAeyuovwdng avtidpaon

2) Avtiotaon otnv IVOOUAivn

3) MeTaBoAn OTIC OPUOVEC TOU QUAOU

2 UXVOTEPEC OUOXETIOEIC:

4 Ca 1maxéoc eviépou

© Ca paoTou

13 cancers are associated with overwelght and obesity

Meningioma
(cancer in the tissue
covering brain and
spinal cord)

Thyroid

Breast

Adenocarcinoma (post-
of the esophagus menopausal
women)

Liver

Gallbladder

Multiple myeloma
(cancer of blood cells)

Kidneys
Upper
stomach

Uterus Pancreas

Colon and
rectum

Ovaries

Centers for Disease Control and Prevention



Table 2. Gender-specific summary of cancer risk for each 5 kg per m

cancers with strong evidence of relationship with obesity.

increase in BMI for major

Mépav Tou Kivouvou

EMPAVIONG KOKONOEIOG:

| EmiRiwon

T Kivduvog UTTOTPOTING
TUETYXEIPNTIKES ETTITTAOKEC
| atroteAeopaTikOTNTA

AKTIVOBEPATTEIQG

Type of Cancer Ngi‘:}i“f Relative Risk (95% Confidence Interval)
Women Men
Endometrial cancer [4] 19 1.59 (1.50-1.68) NA
Gallbladder cancer [4] 4 1.59 (1.02-2.47) 1.09 (0.99-1.21)
Esophageal adenocarcinoma [4] 3 1.51 (1.31-1.74) 1.52 (1.33-1.74)
Kidney cancer [4] 12 34 (1.25-1.43) 1.24 (1.15-1.34)
Postmenopausal breast cancer |4] 3 1.12 (1.08-1.16) NA
Hpatocellular cancer [19] 9 1.12(1.03-1.22) 1.19 (1.09-1.29)
Pancreatic adenocarcinoma [23] 23 1.10 (1.04-1.16) 1.13 (1.04-1.22)
Colon cancer [4] 29 1.09 (1.05-1.13) 1.24 (1.20-1.28)
Ovarian cancer [77] 34 1.06 (1.00-1.12) NA
Stomach cancer [4] 8 1.04 (0.90-1.20) 0.97 (0.88-1.06)
Rectal cancer [4] 29 1.02 (1.00-1.05) 1.09 (1.06-1.12)
Later stage prostate cancer [73] 23 NA 1.08 (1.04-1.12)

NA = not available.

Pati S et al. Cancers (Basel). 2023 Jan; 15(2): 485.




H onuacia tou cakxapwdoucg diaBnTn oto HKK

173643 aobeveic pe ZA os avtiotoyio pe 650.000

acBeveic ywpic ZA
0.25 - . HKK katd tnv
‘g Diabetes napakoAouBnon
E 0.20 1 Me Swapntn: 2,39 ava 10°
2 ATOMO-€TN
% 0.15- Xwpic StoBAtn: 0,87 ava 10°
E ATOMO-€TN
'g 0.107
@
£ 0.50° No diabetes
0
0.00

0 2 4 6 8 10 12 14
Follow-up (yr)

El-Serag et al., Gastroenterology 2004



Multivariate-adjusted relative risk

2AKXAPQAHZz AIABHTHZ, NMAXYZAPKIA KAI

HKK
23,000+ Taiwanese followed-up for 14 yr
265
== BMI <30, DM-
—= BMI =30, DM-
mmm BMI <30, DM+
mmm BMI =30, DM+
135
24
1 21 w5 16

HBs-/HCV- HBs+/HCV- HBs-/HCV+

Chen et al., Gastroenterology 2008




AANKOOAIKH NOzOz TOY
HITATOZ



2XETICOMEVN ME TO OAKOOA voonpoTtnTa Kail Bvnrornta (2019)

* To aAKOOA aTtroTeAei TTapdayovTta Kivouvou yia > 200 AiTia 8avdTou:
ao0Eveleg
7.80%0-90%

0
12.90%

 OAIkR} OvntoétnTa (2019):
> 5.9% TOoU GuvOAoU TwV BavATWV TTAYKOOHIwG: 3 x 108

» EupwTtn: 10% TOoU cuvoAlou Twv BavAaTwyv 20.90%
> 25% Twv BavaTtwy o€ nAikieg 20-39 eTwv

* OvnToTnTa OXETICOMEVN ME TTOBACEIG TOU NTTATOG
> VaTwv BavAaTtwy atrd Kippwarn TTayKOOHiwG yia TO
2019 o@eIANGTAV OTO AAKOOA

> 19% Twv BavaTtwy atrd NTTATOKUTTAPIKO KOPKiVO

> 90% Kippwon

Aolpwieig = Kakonfeieg
Alarapax aAKOOA ® MaBRoEIg TTETTTIKOU

= Kapdiayyelakd voouata / S1aBATNG ® Mn nBsAnpéveg BAABeg
HOeAnpéveg BAGREeG = EmIAnyia

GBD 2019 Diseases and Injuries CollaboratorsLancet 2020 Oct 17;396(10258):1204-1222,
Patel V et al. Lancet 2018 Oct 27;392(10157):1553-1598. The Lancet Commission on global mental health and sustainable development



Kivouvog avatrtu¢ng HKK og aAKOOAIK) vVOOO TOU ATTATOG

* O oxeTikOG Kivouvocg avarrtuenc HKK augavetal avaloya pe
TNV TTO0OTNTA OAKOOANC TTOU KATAVAAWVETAI

« Ot1av n Kippwon atrouciadlel, n emmiTrtwon HKK o€ aAKOOAIKN)
VOOO €ival XapnAn

* AvTiOETO O€ KIPDPWTIKOUGC QOBOEVEIC, N ETTITITWON EKTIMATAI O
0,5-4%

e 2€ 000eveic ye Kippwan, akoua Kal Otav OTAPATO0OUV va

TTiVOUV 0 KIVOUVOC gival HEYAAOC yia TouAhaxioTov 10 €1n
META TN OIQKOTIN

De Bac et al. Hepatology 1994, Donato et al 2002. Am J Epidemiol 2002, Llovet JM et al. Lancet 2003



KAIVIKN €1IKOVa

» Tuxaio eupnua
» EUpnua o€ aocBevn ye Kippwaon utro emmTipnon yia epeavion HKK

» Pricn avtippotrnong o€ acBevn Ye Kippwan yvwaoTh ) oxl



ETITApNON YvIa EKOAAWON NTTATOKUTTAPIKOU KOAPKIVOU

Molol rpétrel va emrTnpouvrtal: Ocol emritrrwon 2 1-1.5% /
£TOG | AV AVOMEVOHEVO O@eAOG emIRiwong > 3 NAVEG

Karnyopia acOevwv 2UoTaon
Kippwon Child-Pugh A-B loxupn
Kippwon Child-Pugh C o1n AioTa loxupn
METAUOOXEUONG

Mn KIpPWTIKOI JE TTPOXWPNMEVN Ag ouoTAveTal
ivwon

Tpé1rog

-

Y1repnxoypa@nua ava 6 HRveg
+ A-QETOTTPWTEIVN

EvaioBnoia yia HKK ora apxika oradia:
> Ymepnyoypdpnua: 45 - 51.6% vs
> Ymepnyoypdpnua + AFP: 63- 74.1%

EASL Clinical Practice Guidelines on the management of hepatocellular carcinoma Dec 2024



NMpoBANUATIONOI AVAQ@OPIKA ME TNV ETTITAPNON
Meta-avaAuon 61 peAeTwy, 94 636 repimrtwoeig HKK

A. HKK o€ un KippwTIKOUG B. XapnAd TroocooTd £MITAPNONG
p=0-0024 60- | p<0-0001 |
50- | p=0-0037 E g
p=0-0040 § =
o 4d | 8¢
$E- 29% 40-
n2 ¥ sk
1 1
543 §ed
595 2- gos
(2 JE' -}E 38:5% % z ﬁ 20~
Tk c ¢ 28%
= 10- e g
4
o1% x
[+
0 | 1 | )} T
NAFLD B ALD NAFLD Non-NAFLD

Tan DJH et al. Lancet Oncol. 2022 Apr;23(4):521-530.



Alayvwon NTTATOKUTTOPIKOU KOAPKIiVOU

> H Bioyia dev gival TrTAvTa atrapaitnTn
nodule

Cirrhosis .
High risk _ Ms | . . . Mo Low risk
[ of HCC ] - 1 Yes [ L Chronic HBW |nfect|0nC] MNo I - [ of HCC

Current or previous HC

|

| Will immediate ]

( cT/MRI/CEUS (LI-RADS 14 ) diagnosis change
decision?

Imaging in o |
I e =

( LILRADS M

L}

((LI-RADS 5 ) @ ( Biopsy )
i I ?

& i [Chest-abdomen- i &
! . In all cases i .
Imaging prognostic features I pelvic CT ) Histological prognostic features
= Necrosis-ischaemia ,:_._.___._.___._.___._._____.___._.___.L_____._____._____._____._____._____.__: » Differentiation grade
= Infiltrative form H | If surgery or loco-regional | = Vascular, neural or lymphatic
« Blood products :| Liver ECA-MRI therapies E infiltration
= Capsule disruption e L = Macrotrabecular-massive,
= Fat in mass ‘,'—--—--—--—--—-:‘—--—L ------------------- -, progenitor
[ 1
'| Liver HBA-MRI In selected cases 1
! H

[ Tumour stage J

EASL Clinical Practice Guidelines on the management of hepatocellular carcinoma Dec 2024



AVTIHETWTTION NTTATOKUTTOPIKOU KOAPKIVOU

€ uvcc J

i

J

y

)

- Based on Wurnor burden, lver Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
3 function and = Single s2 cm = Single, or <3 nodules each =3 cm = Multinodular = Portal invasion and/or extrahepatic spread = Any tumor burden
§ physical status = Preserved liver function®, PS 0 = Preserved liver function®, PS 0 = Preserved liver function™, PS 0 = Preserved liver function, PS 1-2 End stage liver function, PS 3-4
& Refined by AFP, ALBI score,
Child-Pugh, MELD
L
- I ™ = 3 >
Potential cancltdate Single nodules, Extended Well defined Diffuse, infiltrative,
g for liver each =3 cm liver transplant | | nodules, preserved extensive
- ﬂ'a"‘éplaﬂlﬂ‘hﬂﬂ criteria portal flow, bilobar liver
ﬁ (size, AFP) selecltive access involvement
15 Portal pressure,
.g To decide individualized No e bilirubin
] treatment approach \_/
5 Contraindications
E Nocmal Increased” oLT
a
Yes" No
S >
- - l l 9 v i 1
1* Treatment option [ Ablation J [ Resection J [Ablation] [ Transplant J [ TACE J [ Systemic treatment J [ BSC J
. >
———— 3 months |
Y ™ l
= Not feasible or failure AS LS
= o Atezolizumab-Bevacizumab/Durvalumab-Tremelimumab
= Treatment stage migration l If not feasible Sorafenib or Lenvatinib or Durvalumab
E e Kkiar piiorly 2“"Lm ............... Regorafonlb .............................
=] options due to non-liver (sorafenib-tolerant)
e related clinical profile TACE feasible - Post sorafenib { Cabozantinib 3%
S Radi bolizatio for sing <8¢ or B Ramucirumab
E=1 adioem n (only sagle lesson cm) fai (AFP 2400 nglmi)
E (Age. comorbidities, patient - Post atezolizumab-bevacizumab Clinical __
= values and availability) - Post durvalumab-tremelimumab trials 1
= ¥ - Postlenvatinib or Durvaluman | | 2 Arnrmate
i *Except for those with tumor burden acceplable for transplant 3 Line s::uuﬂces 1::;’
*Resection may be considered for single peripheral HCC with Cabozantinib ;_‘é — but they have not
L. ) adequate remnant liver volume been proved

AASLD Practice Guidance on prevention, diagnosis, and treatment of hepatocellular carcinoma, Dec 2023



1. XapaKTnNpPICTIKA KOKONOEIOG

ApPIBUOC NTTATIKWY EOTIWV
MéEyeBocg

ECwnTTaTIKES EVTOTTIOEIG

2. HTaTikn AsiToupyia

Child-Pugh score

[NMuAaia uttEpTaon

2T0010TTOINON VOO OU

3. Eastern Cooperative Oncology Group
(ECOG) Performance Status

Stage Description

0 Fully active, able to carry on all pre-disease performance without
restriction

1 Restricted in physically strenuous activity but ambulatory and able
to carry out work of a light or sedentary nature, e.g., light house
work, office work

2 Ambulatory and capable of all selfcare but unable to carry out any
work activities; up and about more than 50% of waking hours

3 Capable of only limited selfcare; confined to bed or chair more
than 50% of waking hours

4 Completely disabled; cannot carry on any selfcare; totally
confined to bed or chair

5 Dead

Easl 2018



To ouoTnua TnG BapkeAwvng yia T oTadloTroinon Tou NTTATOKUTTAPIKOU

KOPKIVOU Kal TN AYN BEPpATTEUTIKWY ATTOPATEWYV

( Hce |

L]

Y

)

-

.,

\
Based on tumor burden, liver
function and
physical status
Refined by AFF, ALEI score,
Child-Pugh, MELD
A

= Single =2 cm
= Preserved liver funciion®,

Very early stage (0)
PSO

Early stage (A)

= Jingle, or =3 nodules each =3 cm
* Preserved liver function®, PS 0

= Multinodular

Intermediate stage (B)
» Preserved liver function®, PS 0

Advanced stage (C)

= Portal invasion andfor extrahepatic spread = Amy tumor burden
= Preserved liver function, PS 1-2

Terminal stage (D}

Endstag&ivarﬁ:t:hmPEE—J

J

Patient characterization j ( Prognosis )

i ) Pmanual -:.andu:lana <3 nodules, Emmed Well defined | [Diffuse, infiltrative,
each =3 cm| | liver Tl'il'lﬁplﬂl'ﬂ nodules, preserved exlensive
trans.plﬂ'l:ﬂhm portal flow, bilobar liver
[SIZE AFP) selective involvement
Forlal pressure,
To decide individualized ""“‘“"
treatment approach
Contraindications
Murrnal Increased” LT
Y, A
:-J - ¥ 1 I’ ¥ 1 i ¥
1* Treatment option [ Ablation ] [ Resection ] [Ahlatiun} ( Transplant J [ TACE [ Systemic treatment ] [ BSC ]
%, ’
Execind srvva 2 o 2D G €5

Reig M et al.J Hepatol 2022 Mar;76(3):681-693.



OepaTtreia

Xelpoupyikn
* EKTOMN

‘ TOTTIKN

« KauTnpiaon

5 MeTapooxeuon )

\:analoapﬁo)\lcpégj

2UCTNMOTIKN
* AvoooBepartreia

\

| 2TOXEUTIKA POpIA




2UCTNMATIKN OepaTreia oTnV TTPOXWPNMEVN VOO O

Mo contraindication to
immunotherapy

Contraindication to
immunotherapy

Lenvatinib/
sorafenib

Atezolizumab Durvalumab
bevacizumab tremelimumab

First line

Regorafenib/cabozantinib/

Second line Lenvatinib ramucirumab if AFP >400 ng

Cabozantinib
(if not used in second line

Ramucirumab if

) Cabozantinib
AFP =400 ng/ml

Third line Regorafenib

Fourth line ERElIElGITY]
(selected cases)

The management of hepatocellular carcinoma. Current expert opinion and recommendations derived from the 24th ESMO/World Congress on
Gastrointestinal Cancer, Barcelona, 2022



XOAATTEIOKAPKINQMA



Eicaywyn

« Kakonfela o€ oTToI0d0NTTOTE ONUEIO TWV

) Bile ductules
XOANQOpWV | =
E,-E[C?; d-order Segmental ducts
* O1 utroTuTIOlI TOU XOAQYYEIOKOPKIVWHATOG: J
Right hepatic duct
bkl
% Evdo-ntratikd (intrahepatic-iCCA) —
< XTI¢ TTUAeC Tou Aitratocg (perihilar-pCCA) a®

s [Nepipepiko (distal-dCCA)

‘ YynAotarn OvnroTnta ‘

Brindley PJ et al. Nat Rev Dis Primers 2021, 7:65



XOAAITEIOKAPKINQOMA

* To 2° guyvoTepo TTpwTtoTTafec Ca NTaTog
‘Emritrrwon: 0.8/100.000/€10¢, aucavel

m Evdontariko

1.20 — ,
S m EfwnmaTiké
q:, 8 1.00 =
So 0.80 —
g o
5 o 0.60 —
25 040 —
0 Q
2.0 020 —
T = -
® ¢ 000 — ‘v ‘v T T
& 1975 1980 1985 1990 1995
< 79 -84 -89 94  -99

Time period
Shaib & EI-Serag Sem Liver Dis 2004



MPOAIAOEZIKOI NMAPAI'ONTEZ (60-70% kavévag TrapayovTag!)

H MoAUKUOTIKr) VOGO TOU
AMaLTog:
* N6ooc caroli
—#= ¢ JUYYEVNC NTTOTLKA (vwon
* KUotelg tou xoAndoxou népou
(Kivéuvog 15%)

Npwtonadng —\

ZkAnpuvtikn XoAayyetitida
(Kivéuvocg: 8 - 40%)

wrig
* Noayvoapkia

Kippwon *  AAKOOA

e Kamnviopa

E§wnmatikég voonpotntes / TpOmog

*  Joakxopwdnc AapnAtng
*  Xpovia maykpeatitida

HCV

HBV

Kapkiwvoyova xnuika:

*Thorotrast (kivéuvoc 300
= Thot
Memr [ Aokivec
S e *Nitpocapiveq
P e * AAKOOA

* Kanviopa

Napaottwoelg Twv XoAayyeiwv

*Clonorchis sinensis
*Opisthorchis vivierrini




EMNINTQ2ZH TOY ENAOHIATIKOY XOAAITEIOCa NAITKOZMIQZz
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Alayvwon Kal AVTIMETWITION EVOONTTATIKOU XOAQYYEIOKOAPKIVWHOTOG

[ Suspected iCCA ]

» Biopsy’
+ |HC evaluation

Diagnosis

[ Diagnosed iCCA ]

+ MRI
Staging | + CT chest and abdomen
* PET scan
[ Resectable ] [ Unresectable J
[ Surgery ]
[ ] Y
Adjuvant Systemic disease Liver limited disease Single lesion £2 cm
capecitabine Single lesion =2 cm or multinodular in a patient with cirrhosis
¥ Y
ECOG >2 and/or | [ ECOG =2, ) Evidence is lacking Consider Consider frans-
decompensated preserved Consider locoregional liver transplant arterial procedures
liver function J\ liver function or systemic therapy by protocol or thermal ablation
Y
Best ] First-line ) Progression ‘[Seoc:-nd—line systemic therapy
__supportive care | systemic therapy | Genetic sequencing | * FOLFOX
Gemcitabine/cisplatin/ » FGFR inhibition*
durvalumab + |DH inhibition*
&

» Immune checkpoint blockade for MSI-H/dMMR

EASL-ILCA Clinical Practice Guidelines on the management of intrahepatic cholangiocarcinoma, 2023



Research Article JOURNAL
Hepatic and Biliary Cancer OF HEPATOLOGY

Cholangiocarcinoma landscape in Europe: Diagnostic,
prognostic and therapeutic insights from the
ENSCCA Registry

o EASL

FLSEVIER Journal of Hepatology 2022 vol. 76 | 1109-1121 The Home of Hepstology



ENSCAA registry

S 2,234 patients with CCA
W (11 countries; 26 centers)
1,243 ICCA
532 pCCA
390 dCCA

Baseline characteristics

Median age: 66 year Male female ratio = 1.29
Rigk factors: obesity (iCCA), diabetes (iCCA, dCCA), cirhosis (iICCA),
viral hepatitis iICCA), PBC (iCCA), PSC (pCCA), lithiasis (p/dCCA)}

Tumor features & biomarkers

Tumor size: ICCA>p/dCCA

Growth pattern: mass-forming (ICCA), perifintra-ductal (pidCCA)
CA19-9: - Early disease stage: Low diagnostic sensitivity

(237 I/ml) - Advanced disease: Increased levels

Management

Tumor resection:
ROMNO: mOS =521 RON*: m0S =233
RINO: mOS =253 RIN-mOS=218
Active palliative therapy. mO3 =106
BSC: mOS (months) = 4.0 (iCCA<p/dCCA)

Independent prognostic factor
ECOG-PS (continuous; HR = 1.52)

Tumor metastasis (vs. local disease; HR =4.03)
1 CA19-9 {vs. <37 IU/ml; HR = 2.79)




MEOOAOI

[MTOAUKEVTPLKN MEAETN TTOLPATAPNONG
ATtO 26 Eupwrmaika KevTpa

EvtaxOnkav 2234 aoBeveic mou eiyav LOTOAOYLKA
eriBeBatlwpevn dlayvwon xoAayyelokopkvwpatog 2010-2019

Kataypadnkav ta Snuoypadlkd LOTOAOYLKA, BLoynuLKa Ko
KALVLKOL XOPOLKTNPLOTIKA

MeAetnOnKe N KAWVLKN TTopEeia Kal EKBoion TN vOoou

ENSCCA Registry J Hepatol 2022



Table 1. Baseline patient characteristics and concomitant conditions.

iCCA 55,6% pCCA 26,5% dCCA17,9% p value® (CA (overall)
Age, median (IQR) 65 (56-72) 66 (59-73) 68 (59-73) <0.01 @—?B]
Sex, n (%)
- 655 (52.7) 352 (59.5) 252 (63.2) <0.001 @56.4)
Females 588 (47.3) 240 (40.5) 147 (36.8) (43.6)
Caucasian ethnicity, n (%) [n = 1,738] 996 (96.6) 319 (96. 364 (971) ns.” 1,679 (96.6)
Laboratory tests’, median (IQR)
ALT [n = 1,598] 320 (21-61) 99.0 (53-199) 66.0 (26-149 <0,0001 470 (24-111)
AST [n =1931] 37.0 (25-64) 72.0 (41-135) 38.0 (25-78) <0.0001 43,0 (27-86)
GGT [n = 1,946] 160.0 (71-419) 4975 (233-945) 159.0 (54-482) <0,0001 2240 (86-587)
ALP [n = 1670] 148.0 (94-294) 3050 (187-513) 189.0 (113-339) <0,0001 178.5 (103-352)
Albumin [n = 902] 1(3.6-44) 3.8 (34-4.2) 4.0(36-43 <0,0001 4.0(36-43)
Bilirubin [n = 1979] 06(0.4-1.1) 3(09-10.6) A1) <0.0001 0.8 (05-2.9)
Tumor markers, median (IQR)
CEA [n=1,015] 2.53 (14-5.25) 2.85 (1.6-7.0) 31 (1.8-542) n.s. 28 (15-5.5)
CA19-9 [n = 1,299] 34,7 (9-213) @37—1,059] 78.0 (22-310) <0,0001 59.0 (13-372)
AFP [n =524| 35(2.0-72) 28 (2.1-5.1) 26(2.0-41) <0.01 32(20-61)

ENSCCA Registry J Hepatol 2022



Table 1. Baseline patient characteristics and concomitant conditions.

iCCA pCCA dCCA p value® CCA (overall)
Comorbaodities, n (%)
Obesity [n = 1,973]
Normal weight (<25) 461 (41.5) 252 (51.1) 172 (46.6) <0.0001
Overweight (225) 172 (34.9) 140 (37.9)
Obese (230) % 69 (14.0) 57 (15.4)
Diabetes [n = 1904] 257 (25.6) 86 (15.6) 85 (24.3) <0.0001
Obesity + diabetes [n = 1,722| 166 (17.9) 45 (9.6) 47 (144) <0.001
Arterial hypertension [n = 2,011] 455 (41.8) 198 (36.3) 138 (36.7) ns.
Metabolic conditions [n = 2,011]
Hypertriglyceridemia 41 (3.8) 15(2.7) 27 (7.2) <0.01 83 (4.1)
Low HDL cholesterol 16 (1.5) 17 (3.1) 9(24) ns. 42 (2.1)

Biliary conditions [n = 1,569]

PSC 34 (3.8 4(13) <0,0001 71 (45)
PBC 705) 4(13) <0.0001 51 (3.3)
IBD 28 (3.) 21 (5.6) 10 (3.3) s, 59 (3.8)
PSC +BD 12(13) 17 (4.5) 3(10) <0001 32 (2.0)
Bile duct stones 35 (3.9) 29 (77) <0001 95 (6.1)
Cholecystitis 14(16) 5(13) 5 (17) s, 24(15)
Liver diseases
Viral hepatitis [n = 1,594] 89 (10.4 20 (44) 11(3.9) <0.0001 120 (75)
Cirrhosis [n = 1,568 112 (12.6) 5(13) 6(2.0) <0.0001 123 (78)
Toxic exposure [n = 1,805]
Alcohol 206 (19.9) 88 (21.6) 64 (177) ns. 356 (19.8)
Tobacco 322 (311) 160 (39.2) 120 (332) <005 602 (334)

ENSCCA Registry J Hepatol 2022



KATA THN AIATNQ2H

e 42,2% elyav TOTLKN VOCO
* 29,4% Tormuka mpoxwpnuevn voco (LAD)
* 28,4% petaotatikn vooo (MD)

ENSCCA Registry J Hepatol 2022



Table 2. Tumor presentation at diagnosis.

iCCA pCCA dCCA p value® CCA (overall)
ECOG-PS [n=1984]
0 564 (51.1) 226 (40.8) 83 (24.4) n.s.” 873 (44.0)
1 359 (32.5) 220 (40.7) 196 (57.6) 775 (39.1)
2 129 (11.7) 74 (13.7) 44(12.9) 247 (12.4)
3 46 (4.2) 20 (3.7) 15 (4.4) 81(4.1)
4 5(0.5) 1(02) 2(0.6) 8 (0.4)
Tumor size [n = 1,268]
<3 cm 147 (56.8) 105 (76.6) <0.0001 369 (29.1)
>3 cm 90 (34.7) 23(16.8) 600 (47.3)
Multiple lesions 22 (8.5) 9 (6.6) 299 (23.6)
Pattern of growth [n = 1,108]
Mass-forming 700 (92.8) 50 (27.0) 57 (33.7) <0,0001 807 (72.8)
Periductal infiltrating 21(2.8) 105 (56.8) 93 (55.0) 219 (19.8)
Intraductal growth 8(11) 27 (14.6) 17 (10.1) 52 (4.7)
Mixed pattern 25(34) 3 (1.6) 2(12) 30 (2.8)
Differentiation grade [n = 1,245]
Not assessed (Gx) 66 (8.9) 15(5.7) 19(7.9) <0.0001 100 (8.0)
Well (G1) 89 (12.0) 54 (205) 60 (24.8) 203 (16.3)
Moderate (G2) 378 (51.2) 150 (56.8) 108 (44.6) 636 (51.1)
Poor (G3) 200 (271) 45 (17.0) 55(22.7) 300 (24.1)
Undifferentiated (G4) 6(0.8) 0(00) 0(0.0) 6(0.5)
Regional lymph node invasion (N+) [n = 1,630] 419 (50.3) 229 (45.3) 145 (49.8) n.s. 793 (48.7)
Distant metastasis (M1) [n = 2,043] 276 (23.9) 140 (27.3) 78(20.9) ns. 494 (24.2)

ENSCCA Registry J Hepatol 2022




ANTIMETQIMNIZH KAl EKBAZH

CCA (overall)
n=1,643
l I ]
Active paliative treatment = XM O BSC
n =477 (29.0%) n =339 (20.6%)
| i
Stenting Slantmg Stenting
n =228 (32.2%) = 165(35.0%) n =207 (61.8%)
( 1 B 1
RO R1 R2 Locoregional |
- - _ Chemotherap
n =588 (35.8% n=218(13.3% n=21(1.3% therapy _
(358%) (133%) (13%)| | oy || 102550 (@520
Adjuvancy Adjuvancy Adjuvancy
n = 152 (25.9%) n =75 (34.4%) n =é (26.6%) GemCis: 330 (70.4%)

1-year survival: 81.1%
J-years survival: 29.4%

J-years suwwal 56 3
o-years survival: 43.3%

‘ HR: 1 (ref) ‘

| HR: 1.92 (153-2.41)
p <0.0001

mOS=$1|3,4 months

mOS: 24.7 (21,827 |

5-years survival: 13/%

mOS: 15.8 (5.1-26.5)
1-year survival: 56.3%
J-years survival: 26.4%

5-years survival: n/a

HR: 2.64 (1.47-4.75)

p <0.01

| Other. 30 (6.4%)
‘ Tumor progression ‘
No Yes
n=36(7.8%) |n=427(92.2%)

Combined
therapy
n=22(1.3%)

|| Gem: 60 (12.8%)
™| GemOx: 49 (10.4%)

'{9.2-12.0) |
yearsafival: 45.2%

3-years survival: 8.4%
9-years survival: 1.8%

HR: 4.33 (3.60-5.21)
p <0.0001

HR: 0.11 (0.09-0.13)

HR: 0.21 (0.17-0.26)
p <0.0001

p <0.0001

HR: 0.29 (0.16-0.52)
p <0.0001

HR: 0.47 (0.40-0.56)
p <0.0001

(EDS: 4.[]112-4.8)
1-yearsurvival: 18.8%

J-years survival: 1.5%
o-years survival: 0.5%

HR: 9.17 (7.51-11.19)
p <0.0001

HR: 1 (ref)

= 40%
+ 42%

ENSCCA Registry J Hepatol 2022



2UMNTTEPACUATO
To xoAayyelokapKivwua dlaylyVWOKETAI AKOUN Kal OTIC HEPEC MAG O€ TTPOXWPNMEVO OTAdIO

‘Eva pyeyadAo TTooooTo Twv aoBevwyv dev gival KATAAANAOI OUTE YIA XEIPOUPYIKNA EKTOUN OUTE yIA

XNUeIoBepartreia

H Tpoyvwaon €ival Kakn

MeyaAo TTOOOOTO CUOXETICETAI UE METARBOAIKO OUVOPONO

» [Napéupaon TPOANTITIKA OTOV YEVIKO TTANBUCUO yia aAAayr Tou TPOTTOU (WNG Kal aTTWAEIAG Bapoug
gival onUAvTIKN)

» [1poAnwn £vavTl TNG HETAdOONG TWV IOYEVWYV NTTATITIOWV

» ATtToQuyn €CEAICNC TNGC XPOVIAS NTTATOTTABEIOC O€ Kippwaon

» AMNAayr oTnv €Toiyaacia yia Bpwaon Tou Yyapiou (Attw AvaToAr])) woTe va TTEPIOPICOOUV OI TTAPACITIKEC

AOINWEEIC



H MPOAHWH EINAI KAAYTEPH AINO THN OEPATIEIA




EmidnuioAoyia

 EmiTTrTwon : vnrornta =1
* [1x 854.000 veec repimmtwoelc 10 2015 kair 810.000 BavaTtol aTtro Tnv
VOOO £TNCIWC TNV UPNAIO
* AIQQOPEC OTNV ETTITITWON ECAITIOC
1. Tewypa@IkKNS KATavoung mTToAacpuou ntratitidag B kal C
2. QUAETIKWV YEVETIKWYV TTOPAYOVTWYV
Aclatec> Agpikavoi> Kaukaalol

3. [lepIBAANOVTIKWY TTOPAYOVTWYV

Jama Oncol 2017;3:1683-91, Singhal AG et al. J Hepatol 2020; 72: 250-61



ETTiTTTlOoN o€ TTOYKOOMIO ETTITTEDO

Age-standardized
incidence rate /

100.000
=8.4 3
_E
4.7-5.8
A3-47 I Mot applicable
<33 Mo data

72% Acia (>50% Kiva)

10% EupwTrn

7.8% A@pIKN

5.1% Bépscia ApepIKN

4.6% AaTtivik) ApNEPIKA

0.5% Qkeavia Singhal AG et al. J Hepatol 2020; 72: 250-61



NMNapayovTteg Kivouvou yia HKK

Xpovia NITatikn vooog:
* Kippwon
* HBV-HCV
* Mn aAkooAIK AITTwdNGS vOoo¢
* OIKOYEVEIC METAPBOAIKEC VOOOI
e Aipoxpwpatwon (45% oToug aocBeveic Pe
TTPOXWPENMEVN ivwan-Kippwaon!)
« ' EAAeIpn a1 avriBpuwivng
[ A\ukoyoviaon
* OYiyn depuaTIKA TTOPPUPIa
e Tupoaoivaipia

MepiBaAAovTikoi
TTOPAYOVTEG:

* AiaBATng

* [laxuoapkia

e Karmvioua

« KartavaAwon agpAatogivne B1

Singhal AG et al. J Hepatol 2020; 72: 250-61



AiTia HKK avd yewypa®@IKR TTEPIOXN

- Central ¥ * Eastern
Europe Europe

Aetiology America

B Alcohol
I HBV
B HCV
Other (i.e. NASH)

ASR (world) per 100,000

e |
’. -
m =34
5.8-8.4 Andean "
4.7-5.8 Latin America }
3.3-4.7
<3.3 J

B East Asia

\ %
North Africa‘ 4 N
Middle East =

- Southeast

' \1.\“ Asia

South Latin

America

Southern
Alrica

Oceania

Data not applicable
No data

Llovet JM et al. Nat Rev Dis Primers 2021 Jan 21;7(1):6.



To uEyedog Tou TTPORARMUATOSC TTAYKOOMIWG

75-85% TWV TTPWTOTTABWYV KAKONBWYV OYKWV ATTATOC

4-5% OAWV TWV KAPKiVwV

* 2UVNOWC avixveueTal o€ TTPOXWPNMEVA oTAdIA

2TIC HI'A 8.500 VvEEC TTEPITTTWOEIC ETNOIWC

21NV EAAGOQ n emirTwon gival 5-15 ava 100.000 tTAnBuouou

Singhal AG et al. J Hepatol 2020; 72: 250-61



HAIKia Kal ¢UAO

. . ;o , , HKK og oxéon pe 1o @UAo ava
®aiveral OTI N nAIKia gival kKovta ata 45 £1n Xeom e 1o @

TTEPIOXN

o€ AIYOTEPO AVETITUYMEVEC XWPEG, EVW Eival

TTavw atro 45 pexpl Ta 70 o€ AVETITUYUEVEG |

XWPEG

To paIVOUEVO £XEI VO KAVEI JE TNV NAIKIQ

ekBeang otnv nrraTitida B, 1Tou cival
MIKPOTEPN OE XWPEG ME UWNAN EVONUIKOTNTA

O1 Gvdpeg epPaviouv UYNAGTEPO KiVOUVO

ATTO TIG YUVAIKEG

Eastern Asia -

| M:F = 2.5:1

Northern Africa

Western Africa | |

Melanesia - | |

Central Africa -

Southern Europe |

Micronesia and Polynesia -

Western Europe

Southern Africa

Australia and New Zealand

South America -

Western Asia —|

Central and Eastern Europe -
[ Males

I Females

Northern Europe —|

South-Central Asia

v

1 1 T 2 T T T |
40 30 20 10 0 10 20 30 40
Age-standardized rate (per 100,000)

Llovet, J. M. et al. (2016) Hepatocellular carcinoma Nat. Rev. Dis. Primers doi:10.1038/nrdp.2016.18



EmiTipnon: 1) HITaToKUTTOpPIKOG KAPKIVOG - TI KAVOUME EWG TWPO

Avaykn €mmTAPNONG:
» 80% 1wv HKK avatrtuooovTal o€ £€0a¢og Kippwaong
» ETtnola emmimmrwaon otnv Kippwaon: ~ 2% £TN\010G KivOuvog

> 2 1 6avarol atré HKK otnv Eupwtn T1a teAeuTaia 30 £€Tn Tpoé1TOg
[Molol TrpéTrel va emiTnpouvTal: Ocol emritrtwon 2 1-1.5% /
£TOG | AV AVAMEVOMEVO OPEAOG TTIRIWONG > 3 NAVEG ’
Karnyopia acBsvwyv 2uoTaon Y1repnxoypd@nua avd 6 pAveg
Kippwaon Child-Pugh A-B loyxupn H AFP trpooBértel povo 6-8% emmitrAéov
. 1 ; X dlayvwoelg — &€ CUCTAVETAI

K|ppwgn Child-Pugh C o1n AioTta loxupn (Aia@opd ys AASLD)
METAUOOXEUONG
Mn kippwTiKoi HBV aoBeveic XapnAn

evOIAUECTOU — uPnAou Kivouvou
(Baoel Page B)

Mn KippwTIKOI F3 avegcapTnTwg XapnAni
aiTioAoyiag

AoBeveic ue Kippwaon aAAG apon Tou
aiTioAoyikou TTapdayovta — Bdaoel
pioKOU ava@opag

EASL Clinical Practice Guidelines: Management of hepatocellular carcinoma 2018, AASLD Guidelines 2023



MpoBANua 1: MpofAnpa 2: NMANPpeANg epapuoyn
odnyiwv

« 82,427 e kippwon (43,280 avtippotroupevol - 39,147 un
QAVTIPPOTTOUNEVOI)
* Méon mapakoAoubnon : 29.1 £ 15.3 months

HCC surveillance
70%

60% D
50 45.43% 49.00% )
’ 148 Mo6Aig 37% Twv HKK
A0 AT avixveUovTal HEOW
0 25.32% | 0 21.34% — ”

20% 1047%
10% 878% | 7.26% H

0% [ )

Every>6-12  Every>12-24  Every>24 None
months months months @ Overal [JDC [JCC

T mOavVOTNTEG YIa evOEDEIYMEVN TTAPAKOAOUONON:
* Mn avTippoTroupevn vOOOGg

* 1 OUVOOUPPOTNTEG

MapakoAouBnon atrod 101K

NAFLD

Yeo YH et al. J Hepatol 2021 Oct;75(4):856-864, Zhao C et al. Eur J Gastroenterol Hepatol2020 Mar;32(3):406-419.



Moio gival To JEAAOV OTNV ETTITAPNON TOU NTTOTOKUTTOPIKOU KAPKiVOU?

1. EmAoyn emthpnong BAoel ECATOUIKEUMEVNG EKTIMNONG

, ; g , . To Trapadeiyuo 1
ekONAwong HKK — o@&EAoug atrd Tnv £ykaipn didyvwan I o‘()nwvi\t(xl:; s
Same surveillance for all Risk-based surveillance
Risk:)tHCC Risk of HCC A l on and TACE established
Hih " 1 1980 | PEIT established, helical CT/MRL, IFN Tx
1985 T HAIC established, DCP, AFP-L3
1990 .
Medium — 1995
2000
2
£2.7%
$ Screening tes i T /
Ultrasound ® B No Surveillance Ultrasound MRI e E /
2/
£.4, 13.90%
2. Xpncn BIODEIKTWV ¢ ;
5.10%
AFP-L3 - .'
 PIVKA-II , , ' : . :
« GALAD: age gender AFP-L3%. AFP 1978-1982 19831987 19681992 1993-1997 1996-2002 2003-2005
PIVKA |.| ’ ’ ’ ’ (n = 8,608) (n = 18,790) (n = 28,942) (n = 40,792) (n = 47,962) (n = 28,284)

* Yypn Bloyia

EASL Policy Statement Risk-based surveillance for hepatocellular .
carcinoma among patients with cirrhosis Kudo M et al. Liver Cancer 2018 May;7(2):134-147



Alayvwon

Mass/nodule at imaging
¥ : y

ﬂfm ’T‘“ 1. H Broyia Tng BAGRNS

fg— Repeat US at 4 mo Multiphasic contrast-enhanced CT, or Ogv gival amrapaitnTn
C P | N (—’ e o oo e <" yia Tn S1dyvwon éTav n

Stapaee Growinglchanging _— Lﬁ _— ansg(l?;/‘lszrl r’::lvou
HCC imaging hallmarks

_____ 1 | Y 2. AFP: M6AIG 10-20%

.- [ TwVv Tpwidwyv HKK £éxei
\___ Biopsy unclear: Use the other modality multiphasic T AFP

contrast-enhanced CT, or
multiphasic contrast-enhanced MRI*, or
gadoxetic-enhanced MRI**, or
contrast-enhanced ultrasound™™*

.

1 positive technique:
HCC imaging hallmarks

Consider re-biopsy

~

1

v ¥
No Yes
- Non-HCC malignancy N e Biopsy HCC .;
- Benign B
\ J

EASL Clinical Practice Guidelines: Management of hepatocellular carcinoma J Hepatol 2018 Jul;69(1):182-236.
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