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EoTiakég BAABEC NTTATOG

* KoAonBeig oykol ATIraTog

* KakonOsic BAGBeg ATTaTOC



EoTiakeC BAABEC NTTATOC

* KaoAonoeig oykol ATIraTog

* KakonOBeigc BAABeg NTOTOC



KaAonBeI¢ eoTiakeC BAAPBEC NTTATOC

> ATTOTEAOUV HLX ETEPOYEVH OUAOX «ETIOKWY PAABWV» SLAPOPETIKNAG KUTTAPLKNG
TIPOEAELONC.

> H payvnTikn Topoypagia Nmatog sival e€gtaon vPnAng SLayvwaoTikKng a&lag.

» H TpaKTIK onpaoia tng dlayvwaong Twv KaAonBwv otiakwy BAafwv Tou
NTIOTOG VAL O XELPLOMOC OTIAVIWY OAAG COBapWVY ETUTTAOKWVY (ALLOPPAYLA,

kakonOng e€oAAayn) Kai N AA amo evav Kakonon OyKo Tou NTAToG.



KaAonBeig eoTiakEG BAABEC NTTOTOG

% KuoTn

< To aipayyeiwpa dcv xpeidletal TTapakoAoubnon n Bepartreia, eKTOC
ATTO TA YIYOVTIAIO CUMTITWHATIKA AIJAYYEIWUATA.

<% H gotTiakn olwdng utreptrAacia Ocv Xpelaletal TrapakoAouOnon n
Oeparreia.

< TO NTTATOKUTTOPIKO adEVWMA OXETICETAI ME TA
oloTpoyova/avdpoyova Kail £XEl OUVNTIKA 0OBAPEC ETTITTAOKES, OTTWC

alJoppayia Kal kakonen ecaliayn.



EmmidnuioAoyia kaAonBwv eoTiIoKWV BAABwV ATTATOG

: : Eomtaxr o{wdng .
Atpayyeiwpa Kuotn e HmarokutTapixo adévwpa
Api6poc anopwy® 1640 (3,6%) 2631 (5,8%) 81(0.2%) 19(0,04%)
Hhia (€m) ** 53t15 6513 38114 41112

(iho (yuvaikeg)* 879 (54%) 1477 (56%) 10 (86%) 16 (84%)



ATTAEC KUOTEIG

* O1 a1mmA£¢ KUOTEIG €ival KUOTIKOI OXNMATIOUOI TTOU TTEPIEXOUV DIAUYEC UYPO Kal OEV

ETTIKOIVWVOUV [HE TO EvOONTTATIKO XOANPOPO DEVTPO
* [1oAU Aiyec ecedicoovTal o€ pEyeboc.

 [lio ouxva aveupiokovTal oTov OeI6 Ao KAl UXVOTEPA OE YUVAIKEG



ATTAEG KUOTEIG

2TTAvIa TTApATNPEOUVTAI CUUTITWHATA (KOIAIaKO AAyoc 1} vauTia).

O1 JEYAAEG KUOTEIG ITTOPEI VA TTPOKAAECOUV ATPOPIa OTOV TTAPAKEIMEVO NTTATIKO I0TO PE
AVTIPPOTTIOTIKA UTTEPTPOYIa Tou AAAOU AofBou.
MeyAAeC KUOTEIG: QUTOUATN aldoppayia, BakTnplakr Aoipwen, ouoTpo®r | PACN

H AA attAf¢ KUOTNG aTTO £va BAEVVWOEC KUOTIKO VEOTTAAOUA, MI KUOTN EXIVOKOKKOU Kal AAAQ

OTTAVIA TTPWTOTTAON ) METOOTATIKA VEOTTAAOUATO MTTOPEI va €ival OUOKOAN.

Slmple cyst echinococcus cyst

F-SP-CR
30-JUL-2002

GT 0.0
8.0/12.0



ATTAEC KUOTEIG/ Alayvwon

To utrepNXOYPAPNHA ATTOTEAEI TNV TTPWTN dIAYVWOTIKNA £EETAON,

2TN MAYVNTIKA TOHOYPA®ia: WS 0apws apopIlOUEVES AAAOILCEIC TTUKVOTNTAG VEPOU TTOU
dev TTPOCAANBAvVOUV TTapapayvnTIKK ouaoia.
2uvnOwg Oev xpeialeTal avappoéEnon yia Tn Oldyvwon KUOTEWV TToU €XOuv

XOPOAKTNPIOTIKI) UTTEPNXOYPAWPIKA EIKOVA.

YWnAa eTTitreda KAPKIVOEUPBPUIKOU avTiyovou o€ BAEVVWON KUOTIKA VEOTTAAOUATA, OAAG N

OIaYVWOTIKA aKPIBEIa auToU TOU EUPHHUATOC OEV £XEI EOPAIWOEI.



ATTAEG KUOTEIG/OEpATTEIO

H TAeLoPnN@ia TWV AOVUTITWHATIKWY ATTAWVY KUOTEWV &gV X petaletal Bepameia.

Ol HEYAAEG KUOTELG (OLAUETPOV >4 EKATOCTA) UTIOPOVV VA TTapakoAovBouvTtal e

UTIEPNXOYPAPNUa Ttpog emipeBaiwaon Tng otaBepOTNTAC TOV EYeBOLC TOUG,.
Apx KN TTapakoAOVONON OE TPELG UNVEG KL ETIELTA OE 6 pE 12 PN VEG.

Mepattepw TapakoAovBnaon dgv eival amapaitnTn, EQOCOV N KUOTN TIAPAMUEVEL APETABANTN

ylx 2 ue 3 xpovia.



ATTAEGC KUOTEIG/OepATTEIO

* H TTapousia CUNTITWUATWY OXETICOMEVWY UE TV KUOTN ] N augnon Tou pey£Bouc
NG Ba TTPETTEl va eyeipel au@iBoAia yia Tn didyvwaon Kal TV TlavoTtnTa va gival

Eva BAEVVWOEG KUOTIKO VEOTTAQO A
* H d1adgppIK avappoPnon £xEl XPNOIMOTTOINOE yia TNV avakoUu@ion
CUNUTITWHATWY OAAG OEV €ival EUPEWGS ATTOOEKTT).

* H d100€pHIKA avappoPnon HE £yXUon OKANPUVTIKOU HEOOU, OTTWG OAKOOANG N

MIVOKUKAIVNG, €ival YEVIKA AOQAANG, ATTOTEAECUATIKI KAl OXETIKA YN ETTEURATIKNA.

* H AQTTAPOOKOTTIKA TTPOCEYYION £XEI ETTIONG ATTOOEIXOEI ATPAANG, ETTITUYXAVOVTAG

EKTOMNA N OMIKPUVON TNG KUOTNG XWEIC TNV aVAYKN MEYAAWYV XEIPOUPYIKWY TOUWV.
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HTTaTiko aigayyeiwua

Mpokettal yia évav kaAonon, ayyslako, pn emOnAiako 0yko Tov QmATog..

Elval n 6gutepn ouxvoTEPN AUTIO NTIATIKNG HACOG ETIELTA ATIO TOV PETAOTATIKO KAPKIVO.
Ta TIEPLOCOTEPA ALUAYYELWHUATA EIVAL ULKPA (<4 EKATOOTA)

> 4 eKATOOTA OVOUAOVTOL ONPAYYWSN ALHAYYELWHXTA

>10 eKATOOTA OVOPAlOVTAL YIyavVTIXia



HTTaTIKO alpayygiwpa

« Mmopet va oxetilovTal PE TIG OPUOVEG PUAOU, SEOOHEVOL OTL EUPaVI{OVTAL CUXVOTEPQ OE
yuvaikeg N vnotporid{ouvv o€ yuvaikeg LTO Ogparmeial LTTOKATAOTAONG UE OLOTPOYOVA
METQ ATIO VOTEPEKTOMN.

« EumAgov, €xeL mopatnenOel OTL Ta onpayywdn CLLAYYELWHATA awEavouv os peyeBog

KOTA TNV EYKVHOOUVN KoLl CUXVA ELPavi(OuV UTIOO0XELG OLOTPOYOVWV

« Aev exel amodELXOel AUEDN QUTIOAOYLKN OXEON HE TN XPNON GVTICLAANTITIKWV.



HITaTIKO aipayygiwua

¢ 2UVABWC Ta AIJAYYEIWMATA ATTOTEAOUV TUXAIO EUpNMA O€ ATTEIKOVION ATTATOC

* Oplouévol aoBeveic UTTOPEI va TTAPOUCIACOUV JIAXUTN QIMAYYEIWUATWOTN, TTOU

ouvoéeTal ye Tn vooo Rendu-Osler-Weber
e 2€ NEYAAEC APTNPIOPAEBWOEIC ETTIKOIVWVIEC: KOPDIAKK AVETTAPKEIQA,
UIKQOQYYEIOTTAONTIKI AIJOAUTIKA avaldia Kal N €K KATAVOAWOEWS diatapaxn TTAENGS

(ouvdpouo Kasabach-Merritt).




HTraTiko aiyayyeiwpa

* YIIEPNXOYPOAPIKA Elval X COPWE OQOPLOPEVN OAAOLlwoN ME qUENUEVN NXOYEVELX

OUYKPLTIKX JLE TO (PUCLOAOYLKO NTIAP

T TEPLOOOTEPA  QpayYEWHOTA  (78-93%), Me TN XPNON OKLOYPOAPLKOU  HECTOU
TIPOLVOLA(OVV TIEPLPEPLKI) EVIOXVUON KOATA TNV TIPWLIUN PACH, ME TIPOOSEVTLIKN KEVIPIKN

gvioyuan.
* 2TN MOYVNTIKA TOMOYPOAPIX, TO OLUOYYEIWHUA EUPEAVICETOL WG OMOLOYEVNG EOTIOKN
oAAolwon pE capn oplax Kol XapnAng eviaong onpa otnv T1 akoAouBia kol evtova

UTIEPNXOYEVI CUYKPLTIKA PE TOV OTIANva otnv T2 akoAouBia.



HIraTiko aipayysiwpa

e 2€ TIEPITITWON TIOV N OLAYVWON SEV UTIOPEL VA ETUTEVXOEL ATIELKOVIOTIKA, TOTE
eTIPOAAETOL N SLadepIK KaTEVOUVOHEVN BloYia ATIATOG, N OToLA
Oewpeital aoPaAng 0Tav TTAPEUPIAAETAL PUCLOAOYLKO NTIATIKO TIOPEYXU MO
HETOEL TN KAWOG TOU NTIATOC KAL TNG TIEPLPEPELAG TOV ALUAYYELWPATOG. H

SlayvwaoTikn akpifela Tng Broyiog Bavel To 96%



HTTaTIKO aipayygiwua

¢ 270 QOUMTITWHATIKA KATW TWV 5 EKATOOTWYV OgV XpelaleTal Bepartreia.

* H eKAEKTIKN XEIPOUPYIKNA a@aipeon evOeEikvuTal O€ ETTIAEYUEVOUC AOBOEVEIC UE
QOUUTITWHATIKA YIYAVTIA QIHAYYEIWHATA (AVW TwV 10 EKATOOTWYV), WOTE VA

TTEPIOPIOTEI O KivOUVOG algoppayiag, 6poupwaong Kal prgns Touc.

 AoOBeveic e TTOAAATTAG aigayyEiwpaTa 6a pITOpOUCAV VA AVTIMETWITIOOOUV HE

EMBOAICHO | METOAHOOXEUO ATTATOG.



HTTaTIKO alpayygiwpa

* H eyKupoouvn Kal N Xxprion avticuAANTITIKWY OIOKIWV N
avaBoAIKWV OTEPOEIDWYV DEV AVTEVOEIKVUVTAI O€ AO0BDEVEIC PE

NTTATIKA AIJAYYEIWPATO



Arterial phase Portal phase Equilibrium phase




EoTiakn o{wdng utreptrAacia (Focal nodular hyperplasia, FNH)

* H gotiakn o{wdng utepTAQCia elval o oTtavia, Kahondng aAAoiwaon mov
xapaktnpiletal amo o{wdn UEPTTAAGIX TOU NTIATIKOU TIAPEYXVHATOG YUPW

OTTO ML KEVTPLKH OUAN TTOU TIEPLEXEL XPTNPIX

* H gykupoouvn kot N ANPn avTioVAANTITIKWY OLoKiwv 8gv paiveTtal va Ttailel

KATIOLO pOAO oTn dnpuovpyla n e€€AEn Tng eotiakng olwdoug VTIEPTIAQCLOC.



EoTiakn o{wdng utrepmmAacia (Focal nodular hyperplasia, FNH)

* |oTOAOYIKG, N €0TIOKN 0lWdNG VTIEPTIAQCLA EIVAL L CUMTIOYNG KOAX SLopop@WEVN Hada,

XWPIG KAYQ, HE UL KEVTPLKI LVWON OLA, TIOU TIEPLEXEL SUOTPOPLKA APTNPLOKA AYYELD

* Ta NATOKUTTAPA Elval dtataypéva Katd 6{oug, Ttou xwpi{ovtal amo vwdELg

OXNUATIONOUG, Ol OTTOioL EEKIVOUV ATIO TNV KEVTPLKN OVANR.

 Exel mapatnpnOel uttepEKPPATN YOVISLIWVY TIOU CUPPETEXOUV OTOV EEWKUTTAPLO GUVOETLKO

1oTO (TGF-B kot yovidiwv-otoxwv tng B-katevivng Wnt/B-catenin)



EoTiakn o{wdng utreptrAacia (Focal nodular hyperplasia, FNH)

* 2TO UTIEPNXOYPAPNHO TIEPLYPAPETAL WG GTPOYYVAN &, N OTtolx Elval NTTLWE VTTONXOYEVNG N

UTIEPNXOYEVNG OE OXEON ME TO NTIATIKO TIAPEY XV

» Ave€aptnTta oo tn HeBodO TNG ATEIKOVIONG, N €0TIOKN 0{woNg VTIEPTIAQCIX TTapouaLadel

KATIOLO XOPOKTNPLOTIKA:
1) opoloyevela PAXPNG EKTOC ATIO TNV KEVTPLKI OLAN,
2) oxLpN opoloyev evioxuaon otnv aptnplakn eacn (CT, MRI)
3) N KEVTPLKN OVAN Eival TtLo eukpivig otnv MRI

4) amouaoia Kayag pe auXVA AOPWTO TIEPLYPAUMCAL.
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EoTiakn o{wdng utrepmrAacia (Focal nodular hyperplasia, FNH)

« ‘Otav n dlayvwon givat BePain kot o agBevng eival
QAOUUTITWHOATIKOG, OgV X pelaleTal TTapakoAovBnaon.

« 'OTav TO TIPWTA ATIEIKOVIOTIKA EVPNMATO OEV EIVAL TUTILKA, TOTE

TIPETIEL Va TipaypatoTtoinOet MRI pe oklaypa@ikr ovaoia

* AV KOL JETQ OTIO QUTEC TIC ATIELKOVIOELG N OLXYVWan €lval

AUPLPOAN, TOTE TTpETEL Vo OlevepynBet Broyia tng PAGPNG



EoTiakn o{wdng utreptrAacia (Focal nodular hyperplasia, FNH)

« H MRI €xeL vPnAotepn evawcOnoia (70-80%) oec oxeon Me TIG GAAeG peBOSOLC Kol
eldlkoTNTa IOV ayyilet To 100%.

« H Olevepyela Sadepuikng Pogiag koAd Ba sival va TeploplleTal O TIEPUTTWOELG

AUPLIPOAWV EVPNUATWVY

* 'OtV QUTH TIPAYUATOTIOLEITAL, VA YIVETOL KOl AVOCOLOTOXNMELD HE XPWON Yyl ouvOeTAon

TNG YAOUTAUIVNG, TIOL TIPOCOETEL ELOIKOTNTA KA EVAL0ONCi 0TNV LOTOAOYIKA SLyvwon.



EoTiakn o{wdng utrepmrAacia (Focal nodular hyperplasia, FNH)

o JTAVIa amalteital Oepareio TN €o0TiokNG 0{wWdOLCE VTIEPTIAQTIOC.

* H gpupavion alpoppaylag i GAAWY KAWIKA CNUOVTIKWY CUUTITWHIATWY KAl N au@BoAia yio Tn

Stayvwoaon eival evOei&elg xelpovpyLlkng e€aipeonc.
* [TapOAO TIOU N MEPIKN NTOTEKTOMN €lval n  TO ouxv TopeUfacn, TPOCPATA

XPNOLUOTIOLOVVTAL KOL O EUPOALCUOG KOL O KOUTNPLAOMOG UE PASLOCUXVOTNTEG, E ALYOTEPEG

ETITTAOKEG KOl (ILKPOTEPN BvnouoTnTa.



HITATOKUTTAPIKO OOEVWHA

» AVEUPIOKETOI OUXVOTEPA O€ Yuvaikes 35-40 eTwv (Yuvaikeg : avdopeg 10:1).

e 2XETICETAI ME TIC OPMOVEG TOU PUAOU KAl augnon Tou KIvOUvou eTTITITwong KaTtd 30 pe

40 popEc £xel TTapaTtnenOEi ETTeiTa atrd Jakpoxpovia Afyn avtioUAANTITIKWY OIOKiwV.

« AUCNON TOU KIVOUVOU €U@PAVIONG 0€ AVOPEC TTOU XPNOIMOTTOIOUV aVABOAIKG OTEPOEIDN

N o€ aoBeveic UTTO avdpoydva oTEPOEION YIa ATTAACTIKI avaldia



HITaTOKUTTOPIKO OOEVWHA

« TeAeuTaia, N aucavouevn ETTITITWON TOU NTTATOKUTTAPIKOU AOEVWHATOGC EXEI
ouvOEeDBEi Ye TNV augnuévn ETTITITWON TNG TTAXUCAPKIOC KAl TOU METABOAIKOU

ouvOpOuOoU.



HITATOKUTTAPIKO OOEVWHA

* O OpOG NTIATOKUTTAPLKO AOEVWHA TIEPLAAUPAVEL SIAPOPES LOPPEG KOAONBOUE KAWVIKNG

UTTEPTIAQCLOG NTIATOKVUTTAPWY HE OLAPOPETIKOVG POPLAKOUG LUTTIOTUTIOUG,

* O 0pog adevwpaTwan SNAWVEL TNV VTIAPEN TIEPLOTOTEPWYV OTIO 10 AOEVWHATWY KOl EXEL

TIAEOV QVTIKATAOTAOEL OO TOV OPO TIOAAQTIAQ NTTATOKUTTAPIKA AOEVWHUATAL,

* Y€ YEVIKEG YPOMUES, N PUOLKK TIOPELD TWV NTTATOKVUTTAPLKWY AOEVWHATWV Elval KaAonong
OTLG YUVQLKEC, EVW 00X SLAYLYVWOKOVTOL O AvOPEG ep@avi{ouv ouxvoTepa Kakonon

e&aAAayn



HITaTOKUTTAPIKO adEVWHA

» AvTiBeTa e AAAeC kalonBeI¢ BAGBEC TOU ATTATOC, TO NTTATOKUTTAPIKO AdEVWHA
MTTOPEI va ep@avioel aigoppayia | Kakondn egaAAayn.

* 2TIC TTEPICCOTEPEC ATTO TIC TTEPITITWOEIC AUTOUATNG PNENS N aloppayiag, N BAGRN
gival Avw TWV S EKATOOTWV.

* H kakonbng¢ e€aAAayn €ival otravia e1TTAOKI, aAAG epgavileTal cuxva oTa

AdEVWMATA TTOU PEPOUV TN METAAAALN B-KaTEVIVNG



Mopiaki TagIVOUNON AOEVWHATWY

lovidiakn Satapayn loToNoyIKN) £IKOVA Avoooiotoxnueia KAwvikn €ik6va

(peTtalhagerg)

Aldyxutn & opoloYEVIC aTTWAELD

(;I(I)\{ 210;;) 2TedTWon +++ LFABP (-) AGE&%LE)C;,T;U on onpatoc otnv akohouBia T1
° avtiBeonc pdaong
Oeypovadn OAeypovwdng T UTTEPNXOYEVELQ 0TV T2
Gp130, GNAS, STAT3 61Bnon, abpoton LFABP (+) AAKOOA, akolouBia & mapaTETapévN
FRK JAKT ayyeiwy, !(o?moaﬁlkr] SAA (= CRP) (+) TaXuoapKia gvioxuon otnv
didraon kKaBuotepnuévn @daon
, , LFABP (+) Xwpi¢ €181KA XapaKTnPIoTIKA.
B-katevivn KUTT:E;:)E;&(;TZIEC' GS (+) Avdpeg Etepoyévela oe T1 & T2.
exon 3 (5-10%) v O\OGTAG ' Evdomupnviki T HKK Xwpig anwAegla ofpatog otnv
X d B-katevivn (+) akoAouBia T1 avtiBeong @aong
B-kateviv Xwpi¢ TumKa G5 (+)
" PG Evdomupnvikn Xwpic e1d1KA YapaKTnPIOTIKA
exon 7-8 (5-10%) XOPAKTNPIOTIKA F————
Atavounta LFABP (+), SAA/CRP (-)
(5 mct/")] Kauia Evdomupnviki Xwpic €101KA YapakTnpIoTIKA
- 0

B-katevivn (-)

CRP: C reactive protein, GS: glutamine synthase, IHC: immunohistochemistry, LFABP: liver fatty acid binding protein, SAA: serum amyloid A.



HITaTOKUTTAPIKO adEVwHa

* [epitrou 50% TWV AdEVWUATWY £XOUV avaKOAUPOEi Tuxaia, evw OTIC UTTOAOITTEC

TTEPITITWOEIC UTTPEAV CUMTITWHATA OTTWC TTOVOC 1] KOIAIOKA pada.

« O Kivduvoc aiyoppayiac @aivetal va oxeTiCetal pe  TTaBoAoyoavaTOUIKA
XAPOAKTNPIOTIKA, PE TOV MPIKPOTEPO KiVOUVO VIO TA OTEATWTIKA NTTATOKUTTAPIKA

adevwuara.

* To @AeypovwWOEG NTTATOKUTTAPIKO AdEVWMO OUXVA OUCXETICETal PE XPNOoN
AVTIOUAANTTITIKWY OIOKiwWV, OpMOVIKA Bepartreia kal Traxuoapkia. Auta Ta
NTTATOKUTTOPIKA adevwpaTta BewpouvTtal upynAou KivOUVou Yia aigoppayia Kal

VEOTTAQOMATIKY £€aAAay.



HITATOKUTTAPIKO OOEVWHA

* H payvnTikr} Toyoypagia Bewpeital N e€ETaon eKAOYNG JE EUpAPATA TO MITTWOEC,

VEKPWTIKO KAl AIJOPPAYIKO TTEPIEXOMEVO ) MIA OMOIOYEVIG UTTEPAYYEIOUMEVN EIKOVA.

 H MRI ptropei va diaxwpioel Ta HNF1-a avevepya adevwuara atro 1a @Aeyuovwon. Ta
TTpWTA avayvwpidovtal atrd TNV odoloyevr) dIaoTTopd Tou AITTouc, CaITiag TNG
gekoeonuaouEvng oteatwong (87-91% cuaiobnaoia kai 89-100% €1d1kOTNTAQ).

* TEAOG, TO AOEVWHATO ME EVEPYOTTOINMEVN B-KATEVIVN KAI TA ATALIVOUNTA €ival

AIYOTEPO XOPAKTNPIOTIKA OTNV ATTEIKOVION KAl OEV HTTOPOUV va

O1a@opodiayvwoOouv atrdé ToV NTTATOKUTTAPIKO KAPKIVO.



HITATOKUTTAPIKO OOEVWHA

* TO NTIATOKUTTOPLIKO OOEVW A
TIOPOVGCLALEL TIOLKIAEC
UTTEPNXOYPAPLKES EIKOVEG, OTIWG
ATILX LTTONXOYEV), LOONXOYEVN N
uTtepnxoyevn BAGRn.

* 'Otav eTEABOVV VEKPWTLIKEC N
ALUOPPOAYIKEG XAAQYEC, TO
adEVWHA PaiveTal wg oVVOETN
ualot e EYOAO KUOTIKO
TLEPLEXOMEVO.




Gd-EOB-DTPA

Gd-BOPTA

HAP

PVP

2 minutes

4-5 minutes




O¢patreia-NMapakoAouOnon HITATIKOU adEVWHATOG

Ynoypia HCA

MRI pe oKlaypa@iko
KaBoplopog peyéBoug (+/- umétumov)

Nuvaikeg Avdpsg
(Ave§apTiTwg peyéboug HCA) (Ave§aptitwg peyéboug HCA)

Xootaon yia aAAayn tpomou {wig EmavaAnyn MRI og 6 prjveg

ItaBepa <5 ekat. f >5 gKkat. i oNUAVTIKN
peiwon peyéOoug auvénon pey£boug

MRI og 1 xpovo

I1aBepo N pelwpévo o€ péyebog

EtAola anmsikévion

XelpovpyIKn agaipeon



HITaTOKUTTAPIKO adEVWHA

* 2TOX0C TNG BloYiag oTa NTTATOKUTTAPIKA AdEVWHATA €ival O ATTOKAEIOUOC KaKonBelac.
* OEPATTEUTIKN TTAPENBAON TTPOTEIVETAI VIO TO NTTATOKUTTAPIKO AdEVWHA JE METAAAOEN
NG B-KaTEVivNG, AvECAPTATWC TOU MEYEBOUC TOU.

e Ta adsvwpata KATW TwWV 5 EKATOOTWYV TNG KaTnyopiag Tou HNF-1a r ta pAsyuovwdn n
TTOU €ival apvnTIKA yIa EVEPYOTTOINUEVN B-KATEVIV UTTOPOUV VA QVTIMETWITICO0UV

guvTNPENTIKA.



Olwodng avayevvnTIKL UTTEPTTAQCI

(Nodular regenerative hyperplasia, NRH)

« H olwdn¢ avayevvnTIKA UTTEPTTAQCIA €ival YIa KATAOTAON OTNV OTToia 001 ATTO
TToOAAaTTAaCIadOuEVA NTTATOKUTTAPO AVATITUCOOVTAI O€ €va NTTap PE dlatnpnuévn

APXITEKTOVIKN, XWPIC Ivwon diagpayudaria.



OJwoNng avayevvnTIKn UTTEPTTAACI O

* H olwdng avayevvnTikn vrtepmAacio apatnpeital e€loov o avdpeg Kol yuvaikeg, Kuplwg avw

Twv 60 eTWV, KOl o aoBeveig pe TTLAaia uteptaon N BpopuBwaon TLAaiag AP,

« Kamoleg KaTaoTaoelg @aiveTal va cuvdeovTal e olwodn avayeVVNTIKN UTIEPTIAACLY, OTIWG
QVOOOAOYLKEG KO AULPLATOAOYIKEG OLATOPAXEG, VEOTIAACIEG, KAPSLOAOYIKEG KOL TIVEULOVOAOYIKEG

Slatapoxeg, KaBwg Kat Pappaka (Stdavoaivn), TOEIVEG Kol LETAUOTXELGN OPYAVWV.



OJwoNng avayevvnTIKn UTTEPTTAACIO

* Q0 UTTOPOVCE VA VAL IO YEVIKELUEVN SLATAPOX TIOAAQTIAQCLIOCOUOU OTO NTIOP, UE

TOVOTNTA EEEAIENC OE NTIATOKUTTAPIKO KAPKIVO.
* MaBoAoyoavatoptkd, N olwdng avayevvnTikn vrtepmAacio Bewpeital po SeutePoTAONC
KO N €LOLKN LOTIKN TIPOCOPOYN OTNV ETEPOYEVH KATAVOUN TNG QLUXTIKAG PONG,

« AuTn avayvwpilleTal Ao TIEPLOXEG ATPOPLOC NTIATIKOV LOTOV, G€ AVTIIapAOeon e
(PUOLOAOYLKEG I LTIEPTIAQCTIKEG TIEPLOXEG PE OCWOEC TIEPLYPOMMUA KOL XWPIG EVOLAUET

vwdn SLIaPPAYUATIO



OJwoNng avayevvnTIKn UTTEPTTAACIO

* H olwdng avayevvnTIKn LTEPTIAQGIA TIEPLAAPPBAVEL EVA EVPU PATUA EKONAWCEWVY, OTIO
TEAELWG QCVUTITWHATIKA HEXPL KAL TEAIKOU 0TSOV NTIATIK VOGO.

* Ol OUUTITWHATIKEG TIEPLTITWOELG CLVNOWC eppaviouv oTolxEl TTLAGLOG UTIEPTAONC,

OTIWC AOKITN, OTIANVOUEYOQALR, NTIATOPEYOALO KOl OLOOPAYLIKOUE KIPTOUG.

* H ouumieon Twv evéonmATIKWY TIVAGLWY ayYELWVY aTTO avayevvnTIKoug 0{oug KAl N

OpopPwon muAaiag AEPag kot PAEBLOIWY sivarl TiIBavol TTaBoyeVETIKOL NXOVIOUOL.



OJwdNG avayevvnTIKN UTTEPTTAQCIA

* H olwdng avayevvnTikn
LUTIEPTIAQC LA £XEL TLVNOWG
KoAonOn mopsia.

* O Alyol agBeveig tov gppavidouv
KAWIKN pnén avtippomnong Ba
£XOUV apyn €EEALEN O€ TEALKOU
otadiov NMATIKA VOOO.




OJwoNng avayevvnTIKN UTTEPTTAACI

H nmatikn Bloxnueior EAEYXETAL PUOLOAOYIKN OTOVG TIEPLOCOTEPOUG aoOEVELC.

H oaAkaAkn pwo@ataon eival Kata 1,5 popa uPnAOTEPN TOUV PUCLOAOYLIKOU AVWTEPOU

opiov oto 1/3 Twv aoBevwv.

O1 BAGPeg gival emiong cuvnBwWCE TIOAY UIKPEC YLIO VO TAUTOTIOINBOUV ATIEIKOVIOTIKA KOL, OTOV

aTtelkoviaBouy, givatl SUoKoAo va SlaopoTtioinBouv amo avayevvnTikoug 0{oug Kippwaong.

H nmatikn Bogia emtpemel Tn diaxyvwan. MNMapoAa autd, emetdr n olwdng avayevvnTIKN
UTTEPTIAQICLOL KOlL N KIPPWON UTTOPEL VO CUVUTIAPXOUV OE SLAPOPETLKEC TIEPLOXEG TOL NTIATOC,

Oa mpemel va e€eTacOel Lkavn TTOCOTNTA NTIATIKOL LOTOU Yl atyoupn Sixyvwon.



OJwoNng avayevvnTIKn UTTEPTTAACI O

* 2TOUG TIEPLOCOTEPOUE AOOEVEIC TIPOKELTAL YLA L0 OPYN OQCUVUTITWHATIKI KATAOTOON TIOU OEV

xpetadetal Oepareia.

* O aoBeveig Tov TaPOoLVOLA(OVV CUUTITWATIKI TIVAQLO UTIEPTAON LE KIpaoppayla TiBsvTal
o€ EVOOOKOTIIKN BepaTeiar Kt TIPOPUAGKTLKN aywyr) 1e B-blocker 1} TuAatocLOTNUOTIKA

tapakopn (transjugular intrahepatic portosystemic shunt, TIPS).
* 1o TOV aoKIiTN xopNYEeiTal @aPUOKEVTIKA SLOVPNTLKN Cywyr).

» 2& ao0eveiq e TEAIKOU oTadlov NMATIKA VOOO, UTtopet va oudnNTnOEl N HETAHOOXEVON NTIATOC,



EoTiakeC BAABEC NTTATOC

* KaAonBeig 6ykol ATTaTog

* KakonOBeic BAABec NTOTOC



HITATOKUTTAPIKOG KOAPKIVOG



HiraTtokuTTapiKog KapKivog (HKK)

%% H Kippwon Tou NTATOG ATOTEAEL TOV PACIKOTEPO TIPOSLAOETIKO TIAPAYOVTA

Kivouvou avamtuéng HKK

%% Neotepa dedopeva Katadelkvuouy Tiepimou 2AGaLo kivouvo avamtuéng HKK og

SLafNTikoug aoBeveilg, AKOUO KOL G€ ATOVCIX Kippwong.

%% To Ymepnxoypa@nua omoteAel To Paciko epyaicio emrtiRpnong HKK oe

KLPPWTLIKOUG aoBeveig Kal ouvioTatal ava 6punvo (ne R xwpig AFP).

AFP: aAda epPpuikni odalpivn



HiraTokuTTOapiKOG KapkKivog (HKK)

% % H XapoKTNPLOTIKN LTIEPAYYELOVMEVN BAGPBN TNV apTNPLOKN
(paon pe ouvodo “washout” otnv TTLAGLC/TTAPATETAMEVN PACT O

mtoAv@aaotkn peAetn CT/MRI gival dlayvwao Tk TNG vOCOu.



EmionuioAoyia

Liver cancer Liver cancer
* Sixth most common cancer » Fifth most common cancer
 The third cause of cancer related death « Second most frequent cause of
(692,000 cases), cancer-related death globally
« 854,000 new cases and
EASL-EORTC, J Hepatol 2012 810,000 deaths per year

EASL CPG HCC. J Hepatol 2018



Naykoopwa enimtwon HKK

Age-Adjusted Incidence Rates of Liver Cancer per 100,000 (men)



Naykoopio¢ emumoAacpoc HKK

United States

In the United States,
NASH associated with
obesity and/or diabetes is
emerging as a risk factor
for HCC.In 2014, 35% of
the US adult population
was obese.

?"

Mongolia
Mongolia has the world’s highest incidence
of liver cancer, with 78 cases per 100,000
inhabitants (8 times the global average).
Underlying risk factors are HBV and HCV
infection, and alcohol consumption.

Egypt
HCV is responsible for 31% of liver cancer

cases. The prevalence of HCV infection
rose from 122 to 185 million individuals
from 1990 to 2005 globally. Egypt has the
highest prevalence of HCV in the world,
estimated at 14.7%.

Dietary exposure
to aflatoxin B1 is
an important
cofactor for HCC
developmentin
Sub-Saharan
Africa and
Southeast Asia.
An estimated
60% of liver
cancer cases have
aflatoxin Bl as a
cofactor in Sudan.

China
Approximately
54% of HCCs

can be attributed
to HBV infection,
which affects
400 million
people globally.
The prevalence
of HBsAg in

the Chinese
population is 9%.

Age-standardized liver cancer
rates per 100,000 people

H >9.2
B 54-9.1
4.2-53

3.1-4.1
B <30
No data




EmiTrTTwon pwTtotradoug KapkKivou ATTaTtog otnv Eupwirn

Total number per country

Italy 10,733

Germany 9,202

France (metropolitan) 8,332
Russian Federation 6,312
Spain 5,522

United Kingdom 4,186
Romania 2,214

Poland 1,998

Ukraine 1,567

Greece 1,054

Portugal 1,004

Austria 955

Czech Republic, 919
Switzerland 811

Serbia 799

Belgium 645

Bulgaria 640

Hungary 630

Finland 620

Sweden 490

The Netherlands 475
Croatia 466

Republic of Moldova 448
Slovakia 398

Belarus 327

Bosnia Herzegovina 314
Denmark 311

Ireland 239

Slovenia 216

Norway 190

Lithuania 175

Albania 171

Latvia 154

FYR Macedonia 135
Luxembourg 68

Estonia 64

Cyprus 56

Montenegro 51

Malta 19

Iceland 10

6.0+
Bl 436.0
Bl 3.4-4.8
12734
o <2.7

[ Nodata

EASL CPG HCC. J Hepatol 2018




Worldwide Estimates of Incident Cases and Deaths
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MapdyovTeg KIVOUVOU TTPWTOTTOB0UG KAPKiIVOU ATTATOG

~90% of HCCs are of known underlying aetiology

Most frequently HCV, HBYV, alcohol and aflatoxin exposure

Alcohol (%) HBV (%) HCV (%) Others (%)
Europe
Western 32 13 44 10
Central 46 15 29 10
Eastern 53 15 24 8
North America 37 9 31 23
Andean Latin America 23 45 12 20
Asia
East Asia 32 41 9 18
Asia-Pacific 18 22 55 6
South-East Asia 31 26 22 21
Africa
North Africa, Middle East 13 27 44 16
Southern (sub-Saharan) 40 29 20 11
Western (sub-Saharan) 29 45 11 15

ouvOpopou Kal Mn aAkooAikig Aimrwdoug vooou (NAFLD)

v'500,000-900,000 véec repimTwoelc HKK w¢ atmotéAeopua yetaoAikou

EASL 2018



Diagnosis distribution among
incident HCC in HealthCore
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Goldberg et al. Gastroenterology 2017



HCC in non cirrhotic NAFLD patients

» Non-cirrhotic NAFLD were at greater odds of developing HCC (OR 2.61, p=0.009),

compared to noncirhotic non-NAFLD

(B) NASH  Non-NASH Odds ratio Odds ratio

Study or subgroup Events Total Events  Total Weight M-H, Random, 95% CI| Year M-H, Random, 95% ClI

Ertle et al 31 59 19 103 14.0% 4.89 [2.40, 9.99] 2011 —

Reddy et al 14 52 4 162 11.4% 14.55[4.53, 46.71] 2012 —_—
Tokushige et al 111 292 1092 14238 16.0% 7.38[5.78,9.42] 2013 -

Schutte et al 6 43 87 621 13.0% 1.00[0.41, 2.43] 2014 — 1T

Rim et al 12 35 406 724  14.0% 0.411[0.20, 0.83] 2014 S

Tateishi et al 228 590 1201 4640 16.1% 1.80[1.51, 2.16] 2015 -

Mittal et al 50 120 306 1380 15.5% 2.51[1.71, 3.68] 2015 .

Total (95% Cl) 1191 21868 100.0% 2.61[1.27,5.35] i

Total events 452 3115

Heterogeneity: 12 = 0.83; %2 = 130.68, df = 6 (P < 0.00001); /2 = 95% t } t }
Test for overall effect; Z=2.61 (P = 0.009) 0.02 0.1 1 10 50

Favours non-NASH

Favours NASH

Stine 2018



Prevention of HCC

* Progression to cirrhosis and HCC can be prevented by:

e Antiviral treatment in patients with chronic hepatitis B and C
* Treatment of underlying chronic liver disease

* Adoption of healthy lifestyle measures

EASL 2018



Avtukn Oepaneia yia tnv nrnatitida B kat epdpavion HKK

* 549 aoBeveic pe xpovia nnatitidéa B (39% entecavir, 41% tenofovir)

* 11 (3.2%) avéntuéav HKK

Number of HCC Cases

25+

o
o
1

15+

10

SIR 0.49
(95% Cl 0.20-1.00)

__ ——Predicted

Observed

SIR 0.46
(95% Cl 0.23-0.82)

Aliment Pharmacol Ther 2014



HKK umo ta vea avtuka ¢appaka (DAA) yia tnv nriatitida C

Hepatocellular carcinoma

— Received direct-acting antivirals

Multvariable-adjusted survival (%)
|

| HRO0-66(95% Cl0-46-0-93), — Untreated
p=0-018
1 1 1 1 1
0 12 24 36 48 60

Time in study (months)

Fabrice Carrat, Lancet 2019



AvTI-O10BnNTIKA aywyn kal HKK

% HKK
60-

8 8 & 8

0-

MeTpopuivn Zoukpovuloupieg lvaoulhivn
HKK+ZIA (N=190) n=18 n=97 n=75

Donanto 2010



Metdoppivn kat HKK

* Metdopuivn
- oxL 0peroc otn NAFLD
OMQ3Z 62% peilwon tou kKwwduvou HKK og Stafntikoug

nnnnnnnnnnnn — ] '
Ha a 010 — -
Mkontchow 2011 — -
Combined — —
o.0s _ 2

Zhang 2012



Kagpég - HKK

Study Cases RR [95% CiI]
Cohorts

Setiawan et al. P - 451 0.71 [0.60, 0.85]
Kurozawa et al. e e 258 0.40 [0.21, 0.74]
Johnson et al. —a— 362 0.80 [0.65, 1.00]
Bamia et al. —-— 201 0.65 [0.55, 0.77]
Inoue et al. Fom 334 0.60 [0.48, 0.75]
Hu et al. - 128 0.74 [0.65, 0.86]
Petrick et al. HElK 860 0.81 [0.72, 0.88]
Shimazu et al. (cohort 1) 70 0.46 [0.20, 1.07]
Shimazu et al. (cohort 2) 47 0.53 [0.20, 1.43]
Lai et al. —-— 194 0.67 [0.53, 0.86]
Subtotal (12 = 40.7 %) - 0.71 [0.65, 0.77]
Case—control

Montella et al. —- 185 0.50 [0.33, 0.74]
Gallus et al. o 834 0.76 [0.63, 0.91]
Tanaka et al. —_— 209 0.40 [0.28, 0.58]
Leung et al. - 4 109 0.07 [0.01, 0.62]
Ohfuji et al. 73 0.29 [0.07, 1.18]
Gelatti et al. ———y 250 0.60 [0.44, 0.80]
Stucker et al. —- 165 0.51 [0.34, 0.77]
Subtotal (12 = 64.3 %) e 0.53 [0.41, 0.69]
Overall (12 = 58.5 %) = 0.65 [0.59, 0.72]

[
0.05

0.25

RR

]
4

Figure 2 A forest plot illustrating RRs of HCC for an exira two cups of coffee per day. The RRs as reported by the individual
studies are shown as squares. The sizes of the squares represent the weightings in the random-effects model. The pooled
RRs (from cohorts, case—control studies and all studies) are shown as diamonds. HCC, hepatocellular carcinoma; RR, relative
risks.

Kennedy 0OJ, et al. BMJ Open 2017



Kagpég - HKK

Recommendations B Level ofevidence [ Grade of recommendation

Coffee consumption has been shown to decrease the risk of
HCC in patients with chronic liver disease

In these patients, coffee consumption should be
encouraged

Moderate

Strong

EASL CPG HCC. J Hepatol 2018; doi: 10.1016/j.jhep.2018.03.019



Increased Intake of Vegetables, But Not Fruit, Reduces Risk

for Hepatocellular Carcinoma: A Meta-analysis
Yang Yang,' Dan Zhang,” Na Feng,” Guochong Chen,” Jianjiang Liu," Guiping Chen,”

and Yuan Zhu'

Author Year RR (95% CI) “% weight
Case-control

P Srivatanakul 1991 - 0.20 (0.04, 1.00) 1.60
Negri E 1991 —— : 0.30 (0.21, 0.42) 7.32
H Kuper 2000 —1il— 1.21 (0.80, 1.83) 6.84
Yu 2002 —_— 1.35 (0.55, 3.31) 3.68
Huang YS 2003 —— 1.24 (0.80, 1.93) 6.61
Talamini 2006 — . 0.72 (0.31, 1.66) 4.00
M Kanazir 2010 —— 0.94 (0.65, 1.35) 7.21
C Bosetti 2012 — | 0.72 (0.47, 1.11) 6.69
Subtotal (I-squared = 83.6%. P = .000) <>> 0.76 (0.48, 1.20) 43.95
Cohort

Chen CJ 1993 L : 0.22 (0.08, 0.62) 3.10
Yu MW 1995 —a— 0.36 (0.17, 0.77) a4.44
Sauvaget C 2003 -- 0.75 (0.60, 0.94) 8.10
Kurozawa 2004 0.90 (0.56, 1.45) 6.35
TM Pham 2006 —m— 0.35 (0.19, 0.66) 5.18
Yun 2008 : 1.07 (0.92, 1.25) 8.50
N Kurahashi 2009 — 0.61 (0.36, 1.03) 5.97
SM George 2009 — 0.71 (0.51, 0.99) 7.43
W Zhang 2013 —.— 0.73 (0.49, 1.08) 6.99
Subtotal (I-squared = 75.0%. P = .000) 0 0.66 (0.51, 0.86) 56.05
Overall (I-squared = 79.1%. P = .000) <> 0.70 (0.56, 0.87) 100.00

NOTE: Weights are from random effects analysis
T T

.01 i |

-

Gastroenterology 2014



Aldyvwon

Recommendations B Level of evidence [ Grade of recommendation

Diagnosis of HCC in cirrhotic patients should be

. . L. High Strong
based on radiological criteria and/or pathology

In non-cirrhotic patients, diagnosis of HCC should be
confirmed by pathology

Moderate  Strong

1. International Consensus Group for Hepatocellular Neoplasia. Hepatology 2009;49:658-64;
2. Bosman FT, et al. WHO Classification of Tumours of the Digestive System. Fourth Edition. IARC press; 2010;
EASL CPG HCC. J Hepatol 2018; doi: 10.1016/j.jhep.2018.03.019



Awayvwon HKK: xapaKtnploTika ameLKOVIOTIKA EUPALOTA
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BCLC cuotnua otadlomoinonc Kat avtiotoyng Opamevtiking mapERBaonc

HCC
Y Y Y Y Y
Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
Singles2 cm Single, or 3 nodules s3 cm Multinodular Portal invasion Child-Pugh C**,
Child-Pugh A, PS 0 Child-Pugh A-B, PS 0 Child-Pugh A-B*, PS0 || Extrahepatic spread PS 3-4
| | I Child'Pugh A-B*, PS 1-2 I




KataAvon pe padlokupata (Radiofrequency ablation)




KataAvon pe padlokupata (Radiofrequency ablation)

BEFORE Radiofrequency ablation AFTER Radiofrequency ablation



Milan criteria: moAU kaAn emBiwon peta
TN METAUOOYEVGN ATIOTOC

HCC

1 tumor up to Scm 3 tumors up to 3 cm




BCLC cuotnua otadlomoinonc Kat avtiotoyng Opamevtiking mapERBaonc

HCC
Y Y Y Y Y
Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
Singles2 cm Single, or 3 nodules s3 cm Multinodular Portal invasion Child-Pugh C**,
Child- Pugh A PSO Child- Pugh A-B,PS0 Child- Pugh A-B*, PS0 || Extrahepatic spread PS 3-4
Child-Pugh A-B* PS1-2

v 3> grgy gv (7

Diagnosis
BCLC O BCLC A BCLC B

Surgery Sorafenib Best Death
Ablation supportive

care




XHMEIOEMBOAIZMOZ (TACE)

Portal
<+— Catheter vein
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BCLC cuotnua otadlomoinonc Kat avtiotoyng Opamevtiking mapERBaonc

HCC
Y Y Y Y Y
Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
Singles2 cm Single, or 3 nodules s3 cm Multinodular Portal invasion Child-Pugh C**,
Child- Pugh A PSO Child- Pugh A-B,PS0 Child- Pugh A-B*, PS0 || Extrahepatic spread PS 3-4
Child-Pugh A-B* PS1-2

> @ WVWC’

Diagnosis
BCLCO  BCLCA

Surgery TACE Best_ Death
Ablation supportive

care




Historical algorithm

BCLC system for Hepatocellular carcinoma (2019)

Stage Very early Intermediate Advanced Terminal
Early stage (A)
stage (0) stage (B) stage (Q) stage (D)
Liver Preserved liver Preserved liver Preserved liver Preserved liver End-stage liver
function function function function function function
Performance ECOG-PS O ECOG-PS O ECOG-PS O ECOG-PS 1-2 ECOG-PS =2
status =
... - > .';
Tumor Multinodular == e
burden Solitary 2to 3 (=3 nodules, Macrovascular
Solitary nodule nodules, or =2 nodules invasion or Nontransplantable
nodule =2 cm =2 cm all =3 cm if any =3 cm) extrahepatic spread HCC
Treatment l
options Resection
candidate h 4
Transplantation
YES I NO= candidate
YES | nO
[ AblationJ[ Resectionl[ Transplantation ][ Ablationl V mo- Systemic
bolization therapies
First-line [ Sorafenib I Lenvatinib I
econd-line I Regorafenib | Cabozantinib l Ramucirumab I
Estimated . H H thi ( )
Estimat All: Tyrosine Kinase Inhibitors (TKI
time —

=5 years =2 years 11-13 months (first-line) 3 months
8-10 months (second-line)

Marrero et al, Hepatology 2018



Combination of Immunotherapy:
the present and the future



l Nivolumab plus Ipilimumab
Mechanism of Action

| PD-1 Blockade (nivolumab) | | CTLA-4 Blockade (ipilimumab) |

Tumor Dendritic
cell cell

< POD-1 oy
Nivolumab ipitimumabd

Sznol M, et al. J Clin Oncoi. 2013:31. Abstract CRAS006.1571
Motzer RJ. ESMO 2014.[54]



Combination of Immunotherapy and anti-VEGF*

Atezolizumab plus Bevacizumab

* Anti-VEGF agents have also immunomodulatory effects



NP/PIPE/1705/0014(1)

Atezolizumab (anti-PD-L1)"

R 4 T-cell deactivation by
T-cell deactivation by TR N . .
PD-L1/PD-1 signaling ™ I I A R PD-L1/B7.1 signaling

vThis medicinal product is subject to additional monitoring. Reporting suspected adverse reactions after authorization of the medicinal product is
important. It allows continued monitoring of the benefit/risk balance of the medicinal product. Adverse events should be reported. Adverse events
should also be reported to Roche (Hellas) S.A. Please contact Roche (Hellas) S.A. Drug Safety Unit by emailing (hellas.drugsafety@roche.com), or calling
(+302106166100).



Atezolizumab

The foundation for cancer immunotherapy combination regimens

In the tumour microenvironment In the lymph node

Atezolizumab o Atezolizumab

* Direct: Targets PD-L1 on tumour cells and tumour-infiltrating immune cells to reactivate T cells

* Complete: Provides dual blockade of PD-1 and B7.1, which can reinvigorate suppressed T cells to kill cancer cells
(via PD-1) and can enhance T-cell priming in the lymph node (via B7.1)%3-7

IgG1, immunoglobulin G1; PD-1, programmed death-1; PD-L1, programmed death-ligand 1; PD-L2, programmed death-ligand 2.

1. Chen, et al. 2012; 2. Chen & Mellman, 2013; 3. Herbst, et al. 2014; 4. Powles, et al. 2014; 5. Park, et al. 2010; 6. Paterson, et al. 2011; 7. Yang, et al. 2011;



Bevacizumab (

anti-VEGF)

Blood Vessel Overgrowth on Cell

Tumor
secretes VEGF

Blood vessel

VEGF increases
blood vessel
expression and
movement to tumor

Tumor has increased
blood supply

NP/PIPE/1705/0014(1)



BCLC system for Hepatocellular carcinoma

Stage Very early Intermediate Advanced Terminal
Early stage (A)

stage (0) stage (B) stage (Q) stage (D)
Liver Preserved liver Preserved liver Preserved liver Preserved liver End-stage liver
function function function function function function
Performance ECOG-PS O ECOG-PS O ECOG-PS O ECOG-PS 1-2 ECOG-PS =2
status

7.
Tumor Multinodular =
burden Solitary 2to 3 (=3 nodules, Macrovascular
Solitary nodule nodules, or =2 nodules invasion or Nontransplantable
nodule =2 cm >2 cm all =3 cm ifany =3 cm) extrahepatic spread HCC
Treatment l
options Resection
candidate h 4
Transplantation
YES | NO candidate
YES I NnO
i h 4
l Ablation |[ Resection" Transplantation ]I Ablalionl - Systemic
bolization therapies
First-line [ Sorafenib ] Lenvatinib I
Second-line I Regorafenib I Cabozantinib I Ramucirumab l

Estimated . H H H ( )
e All: Tyrosine Kinase Inhibitors (TKI

time (KUp(_wq: ant|'VEGF 5p('10'|'])

=5 years =2 years 11-13 months (first-line) 3 months
8-10 months (second-line)




Atezolimumab

plus Bevacizumab

15t line Sorafxemb Levantinib
2007 2017 2018 2019 2020
ond [ine Regorafenib Cabozatinib
Nivolumab Ramucirumab
g  Pembrolizumab Nivolumab
Tyrosine Kinase Inhibitors (TKI) Anti-CTLA-4 o &&= plus |Fl!élmumab
Anti-PD-1 Anti-VEGF

Anti-PD-L1




Stage

Liver
function

Performance
status

Tumor
burden

Treatment
options

Estimated
survival
time

BCLC system for Hepatocellular carcinoma (2021)

Very early
stage (0)

Early stage (A)

Intermediate
stage (B)

Advanced
stage ()

Terminal
stage (D)

Preserved liver
function

ECOG-PS O

Solitary
nodule =2 cm

Preserved liver
function

ECOG-PS O

Solitary 2to 3
nodule nodules,
>2 cm all =3 cm

Preserved liver
function

ECOG-PS O

Multinodular
(=3 nodules,

or =2 nodules
ifany >3 cm)

Preserved liver
function

ECOG-PS 1-2

PN = —
S
=
Macrovascular
invasion or
extrahepatic spread

End-stage liver
function

ECOG-PS =2

Nontransplantable
HCC

1

Resection
candidate h 4

YES | NO; candidate

Transplantation

YES

INnO

i

l AblationJ[ Resection |[ Transplantation " Ablalionl

First-line

Systemic
therapies

Atezolimumab plus Bevacizumab

(Sorafenib or Levatinib)

econd-line I Regorafenib | Cabozantinib I Ramucirumab |

Nivolumab plus Ibilimumab

=5 years

=2 years

11-13 months (first-line)

8-10 months (second-line)

3 months




Stage

Liver
function

Performance
status

Tumor
burden

Treatment
options

Estimated
survival
time

BCLC system for Hepatoce

Very early
stage (0)

Early stage (A)

carcinoma (2021)

Intermediate
stage (B)

Advanced
stage ()

Terminal
stage (D)

Preserved liver
function

ECOG-PS O

Preserved liver
function

ECOG-

PS O

Preserved liver
function

ECOG-PS O

(=

Multinodular

Preserved liver
function

ECOG-PS 1-2

i —
o

End-stage liver
function

ECOG-PS =2

(S

Solitary 2to 3 (=3 nodules, Macrovascular
Solitary nodule nodules or =2 nodules invasion or Nontransplantable
nodule =2 cm =2 cm all =3 cr ifany >3 cm) rahepatic spread HCC
Resection .
B o 3 Systemic therapy plus TACE
1
Transplantation .
GESS | NS candidate Systemic therapy for refractory
YES | nO in TACE HCC
d I
b 4 2,
AblationJ[ Resection |[ Transplantation " Ablationl : Systemic Best
l Systemlc thera py therapies supportive
care

(Sorafenib or Levatinib)

Atezolimumab plus Bevacizumab

Second-line I Regorafenib | Cabozantinib I Ramucirumab |

Nivolumab plus Ibilimumab

=5 years

=2 years

11-13 months (first-line)

8-10 months (second-line)

3 months




XOAQYYEIOKOPKIVWHO

* ZEKWVA OTTO TO EMLONALO TWV EVOONTIATIKWY KoL EEWNTIOTLKWVY
XoAnpopwv

* JuvNOwC MpoxwpnUEVOL Katd TtTn dldyvwon

* YYnAn Bvntotnta



Classification of Cholangiocarcinoma (CCA)

ICCA
(intrahepatic)

. PCCA
Slibladder (perihilar)

aguct

dCCA
(distal)

I—%&‘T‘éﬁiﬁl&f&
Image Courtesy of Dr. Gregory Gores Ef?ﬁ%ﬁ?ﬂf‘iq




The Incidence Rate of Distal CCA has
Decreased by 35%

Incidence rates
(Per 100,000 2.5

person-year) 2.2 2 1 iCCA
2.0
1.5 pCCA
1.5
1.4 dCCA
1.0
0.5 0.3 0.6
0.0
1976-1990 1991-2000 2001-2008

Year

I—%XTOBILIARY
Yang JD, et al. Am J Gastro 2012 EOPLASIA%




Factors associated with ICCA development

Risk (fold)
100 -

1.I
: ‘ I =l

Cirrhosis Diabetes Hepatitis C Smoking

Prlmary Sclerosing Cholangitis

EPATOBILIARY
Chaiteerakij, et al. Hepatology. 2013 N EOPLASIA%




Factors associated with ICCA development

Risk (fold)
100 -
82
10 -
2
1 PSC Cirrhosis || Diabetes Diabetes Diabetes

No Metformin use Metformin use

Metformin use was associated with
60% reduction in risk for iCCA

EPATOBILIARY
Chaiteerakij, et al. Hepatology. 2013 N EOPLASIA%




Evoontratiké XoAayyeioCa — KAIVIKNA €1IKOVA -

EpyaoTtnplaka

e BUBLO dAyoc 6. urtoxovdpilou — anwAsla fapouc
« T ALP, yGT
* XohepuBpivn T A ko.



Aldyvwon

* AUoKoAN. To 1/3 pe cupntwpata Kot cuppatn xohayyeloypadia
gxouv KkaAonon ivwon N aAAN ptwTtikn e€epyacia

* US

* Auvoapkn CT (pe oklaypadko)

* MRCP

e ERCP pe kuttapoAoyikn / Broyia
» Xelpoupylkn dlepevvnon



Alagopikn diIdyvwaon
Tp1dda: XoOAOOTAON-KOIAIOKO AAYOC-ATTWAEIO BAPOUC

e XoAndoxoABiaon
* KahonBnc otevwaon xoAnpopwv (cuvnBwc peteyxelpnTikn)
* JKANPUVTLKN XOAayyELLTLOQ

* Mieon xoAndOXoUL MOPOU OO TIOYKPEATLKO KOPKLVO 1] Xpovia
naykpeatitda

e Autoavoon xoAayyetitda (1gG4 BeTikn)

* Clue: To xoAayyelokapkivwpa KAveL cuxva SLaAeimovta iKTepo



NeOTTAQOMATIKOI OEIKTEG

* CEA>5.2 ng/ml

* EvaloOnoia 68%, selbwotnta 82%

 CA19-9>180 U/ml

* EvaloBnoia 67%, eldbkotnta 98% os acBeveic pe PSC
Levy et al, Dig Dis Sci 2005

* CA19-9>129 U/ml

EvawoBnoia 79%, sldikotnta 99% o acBeveic pe PSC
Patel et al, Am J Gastro 2000

 CA19-9 > 100 U/ml

* EvaloBnoia 53%, apvnTikn tpoyvwoTikA aéia 75% oe aoBeveic xwplg
PSC
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