HEPATOSELLULER KARSINOMDA
KARACIGER NAKLI SINIRLARI NEDIR,
NEREDE DURMALIYIM?

MILAN KRITERLERINi ASMAYALIM!

TARKAN UNEK
DOKUZ EYLUL UNIVERSITESI TIP FAKULTESI
GENEL CERRAHIi ANABILiM DALI
HEPATOPANKREATOBILIER CERRAHiI VE KARACIGER TRANSPLANTASYONU BiRiMi

AKUT KARACIGER YETMEZLIGI VE
KARACIGER TRANSP LANTASYONU

10 - 12 HAZIRAN 2022
Radisson Blu Cesme, Izmir




HCC — KARACIGER TRANSPLANTASYONU
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NEDEN KRITERLERE GEREKSINIM VAR?
« Graft kisithihgi

« Graftlarin uygun kullanimi
 KT°’ndan yarar gorecek HCC hastalan?
 Donor guvenligi

« Maliyet



MILAN KRITERLERI

Vaskuler invazyon ve uzak metastaz olmamali

Cogul tumor varsa en ¢ok 3 tane,

. <
Tek tumor varsa, ¢apl < 5 cm bu tiimorlerin her biri < 3 cm

Mazzafero V, et al. N Engl J Med 1996
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TEANSPLANTATION IN PATIENTS WITH HEPATOCELLULAR CARCINOMA AND CIREHOSIS GO3

LIVER TRANSPLANTATION FOR THE TREATMENT OF SMALIL HEPATOCELLULAR
CARCINOMAS IN PATIENTS WITH CIRBREHOSIS

WVincENZO Marzzarerro, M. D, Enrico REcavia, M. D, RoseErTo Doci, M. D, SAaavaTorRE ANDREOLA, M. DD,

Anpres PurvirenTI, M. D, FEpErico BozzerTy, M. D, Faprizio MontarTo, M. D, Mario Asivaarona, MDD,
ArpErTo MorasiTo, Pu.D., anDp LEanDrO GENmarn, MDD, P,
Abstract Background. The role of orthotopic liver trans- ter four years, the actuarial survival raie was 75 percent

plantation in the treatment of patients with cirrhosis and
hepatocellular carcinoma is controversial, and determin-
ing which patients are likely to have a good outcome after
liver transplantation is difficult.

Method's. We studied 48 patients with cirrhosis who
had small, unraesectable hepatocellular carcinomas and
who underwent liver transplantation. In 94 percent of the
patients, the cirrnosis was related to infection with hepati-
tis B wirus, hepatitis C virus, or both. The presaence of tumor
was confirmead by biopsy or serum alpha-fetoprotein as-
say. The criteria for eligibility for transplantation were the
presence of a tumor 5 cm or less In diameter in patients
with single hepatocellular carcinomas and no more than
three tumor nodules, each 2 cm or less in diameter, In pa-
tients with multiple tumors. Twenty-eight patients with suf-
ficient hepatic function underweant treatmeant for the tumor,
mainly chemoembolization, before transplantation. After
liver transplantation, the patients were followead prospec-
tively for a median of 26 months (range, 9 to 54). No anti-
cancer treatment was given after transplantation.

Resufts. The overall mortality rate was 17 percent. Af-

48 KN alicisi

and the rate of recurrence-free survival was 83 perceant.
Hepatocellular carcinoma recurred in four patients (8 per-
cent). The owverall and recurrence-free survival rates at
four years among the 35 patients (73 percent of the total)
who met the predetermined criteria for the selection of
small hepatocellular carcinomas at pathological review of
the explanted liver weare 85 percent and 92 percent, re-
spectively, whereas the rates in the 13 patients (27 per-
cent) whose tumors exceedad these limits were 50 per-
cent and 59 percent, respectively (P=0.01 for owverall
survival; P=0.002 for recurrence-free survival). In this
group of 48 patients with early-stage tumors, tumor—node—
metastasis status, the number of tumors, the serum alpha-
fetoprotein concentration, treatment received before trans-
plantation, and 10 other wvariables were not significantly
correlated with surviwval.

Conclusions.  Liver transplantation is an effective treat-
ment for small, unresectable hepatocellular carcino-
mas in patients with cirrhosis. (N Engl J Med 1996.334:
693-9.)

S109E&, Massachusotts Medical Socioty.

Mazzafero V, et al. N Engl J Med 1996

Preoperatif goruntuleme yontemleriyle hasta segimi
5 cm’den kucuk tek tumor ya da
3 cm’den kucuk en fazla 3 tumor
Ekstrahepatik hastalik ya da vaskuler invazyon yok



MILAN KRITERLERI
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Lancet Oncol 2012 January ; 13(1): el1—e22. do1:10.1016/S1470-2045(11)70175-9.

Recommendations for liver transplantation for hepatocellular
carcinoma: an international consensus conference report

Pierre-Alain Clavien, MD,
Department of Surgery, Swiss HPB and Transplant Centers, University Hospital Zurich, Zurich,
Switzerland

Mickael Lesurtel, MD,
Department of Surgery, Swiss HPB and Transplant Centers, University Hospital Zurich, Zurich,
Switzerland

Patrick M M Bossuyt, PhD,
Department of Clinical Epidemiology and Biostatistics, Academic Medical Center, Amsterdam,
Netherlands

Gregory J Gores, MD,
Division of Gastroenterology and Hepatology, Mayo Clinic, Rochester, MN, USA

Bernard Langer, MD, and
Department of Surgery, University of Toronto, Toronto, ON, Canada

Arnaud Perrier, MD on behalf of the OLT for HCC Consensus Group
Department of Internal Medicine, University Hospital of Geneva, Geneva, Switzerland

2012 uluslararasi konsensus panelinde, Milan Kriterleri
HCC hastalarinda KT endikasyonu konulmasinda altin
standart yontem olarak kabul edilmistir




MILAN KRITERLERI

Rekurrens %10-16
En onemli olum nedeni

Milan +

Plessier A, et al. Liver Transplant 2004
Escartin A, et al. Transplant Proc 2007

Sadece morfolojik kriterler yeterli mi?

Ayrica, Milan Kriterleri’nin ¢cok kati oldugu ve
KT’ndan yarar gorebilecegi halde bazi HCC

olgularini digladigi gorusu mevcuttur
Koschny R, et al. Clin Transplant 2009

Milan disi kriterler KT bekleme listesini 4



MILAN DISI KRITERLERLE ILGILI
SORULAR

1. Milan digi hastalarda KT dusunmek icin tumor
yukunun ust siniri nedir?

2. KT sonrasi kabul edilebilir genel sagkalim suresi
nedir?

3. KT yapilacak hastalari daha iyi secebilmek icin
tumor yukune ek olarak kullanilabilecek tumor
biyolojisini gosteren belirtecler nelerdir?



HEPATOSELLULER KARSINOMDA
KARACIGER TRANSPLANTASYON KRITERLERI
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HEPATOSELLULER KARSINOMDA
KARACIGER TRANSPLANTASYON KRITERLERI

Kriter Yil Tiimor Sayisi Ek Sagkalim
Milan 1996 Capi 5 cm ve altinda tek timor ya da herbirinin gapi 3 cm ve  Major vaskiler invazyon ve metataz yok 4 yIl %75
altinda olan en ¢ok 3 timér
University of California San Francisco 2001 Capi 6.5 cm ve altinda tek timoér ya da en buylk capi 4.5 cm ve  Major vaskuler invazyon ve metastaz yok 5 yil %75.2
altinda olan ve total timér boyutu 8 cm ve altinda olan en ¢ok 3
timor
University of Tokyo 2007 Capi 5 cm ve altinda en ¢ok 5 timor Major vaskiler invazyon ve metastaz yok 3 yil %82, 5 yil %75
Baskent University (Haberal) Ankara 2007 Kisitlama yok Major vaskiiler invazyon ve metastaz yok 5 yil %50.3
Asan Medical Center 2008 Capi 5 cm ve altinda en ¢ok 6 timor Major vaskdler invazyon ve metastaz yok 3yl %88, 5 yIl %82
Hangzhou 2008 Boyut kisitlamasi olmadan en gok 8 timor 8 cm’den blyik timérlerde biyopside histopatolojik 5 yil %72
derece I/ll ve AFP<400 ng/mL
Chang Gung 2008 Capi 6.5 cm ve altinda tek timor ya da en buylk capi 4.5 cm ve 3 yil %96, 5 yil %90
altinda olan en gok 3 timor
University of Hong Kong 2008 Capi1 6.5 cm ve altinda tek timor ya da en buylk ¢api 4.5 cm ve 3 yil %78, 5 yil %66
altinda olan en ¢ok 3 timér
Up to seven 2009 En blyik timorin cm olarak boyutu ve timér sayisi toplami 7 ve 5yl %71.2
altinda
Total tumor and AFP 2009 Total timér hacmi<115 cm3 ve AFP<400 ng/mL Makrovaskdler invazyon ve metastaz olmamali 5 yil %76.4
Kyushu 2009 Capi 5 cm ve altinda timorler (Sayi kisitlamasi yok) PIVKA 11300 mAU/mL 3yl %86, 5 yIl %83
Kyoto 2010 Capi 5 cm ve altinda en ¢ok 10 timor PIVKA 11400 mAU/mL 5 yil %87
Toronto 2011 Kisitlama yok Karaciger transplantasyonu 6ncesi biyopside kétl 5 yil %72
diferansiyasyon olmamali, metastaz olmamli
Extended Toronto 2016 Kisitlama yok Karaciger transplantasyonu 6ncesi biyopside kétl 5 yil %68
diferansiyasyon olmamali, metastaz ve timoére
bagh semptomlar olmamali
Japanese National Expanded Criteria 2019 Capi 5 cm ve altinda en ¢ok 5 timor AFP<500 ng/mL 5 yil %75.8




“METRO TICKET” MODEL

HCC “Metro Ticket” - The further the distance, the higher the price

Number of
nodules

Expected 5-year Survival



HISTOPATOLOJIK OZELLIKLERI ELE ALAN
KRITERLER

» Milan disi hastalarda MVi 1

Rudnick SR, et al. Expert Rev Gastroenterol Hepatol 2018

° I 0 o
Milan + ALl EKSPLANT PATOLOJISI
e Milan - 0042

Mazzaferro V, et al. Lancet Oncol 2009
« MVI - Biiyiik nodiil ve multinodiiler HCC
¢ MVI + » Rekiirrens %68

* Biyopsi — Tumor yayilimi, dogru ornek
alinmasinda sorunlar



HISTOPATOLOJIK OZELLIKLERI ELE ALAN
KRITERLER

« MVI ?- Noninvaziv yéntemler
« 18F-FDG PET-BT
 Gadoxetic acid MRG

Yaprak O, et al. World J Gastrointest Oncol 2018
Choi SH, et al. Ann Surg Oncol 2015

Glikolitik enzim aktivitesi
HCC buyume hizi

18F-FDG PET-BT »

Kotii diferansiye HCC*lBF—FDG PET-BT uptaket

e« SUVmax T/SUVmax L21.2 »MVi oran 1

Ahn SY, et al. Abdom Imaging 2015



J Hepatobiliary Pancreat Sci (2017) 24:49-57
DOI: 10.1002/jhbp.412

ORIGINAL ARTICLE

Significance of preoperative finorodeoxyglucose-positron emission
tomography in prediction of tumor recurrence after liver transplantation
for hepatocellular carcinoma patients: a Japanese multicenter study

Yasutsugu Takada + Toshimi Kaido + Ken Shirabe - Hiroaki Nagano -« Hiroto Egawa -+ Yasuhiko Sugawara -
Akinobu Taketomi * Takeshi Takahara + Go Wakabayashi * Chikashi Nakanishi + Naoki Kawagishi * Akira
Kenjo - Mitsukazu Gotoh - Yoshikazu Toyoki -+ Kenichi Hakamada - Masayuki Ohtsuka - Nobuhisa Akamatsu -
Norihiro Kokudo + Kazuhisa Takeda - Itaru Endo - Hiroyuki Takamura - Hideaki Okajima - Hiroshi Wada -
Shoji Kubo + Kaoru Kuramitsu « Yonson Ku * Kohei Ishivama + Hideki Ohdan - Eitaro Ito *+ Yoshihiko Maehara -
Masaki Honda + Yukihiro Inomata « Hiroyuki Furukawa « Shinji Uemoto - Hiroki Yamaue - Masaru Miyazaki -
Tadahiro Takada * on behalf of the LTx-PET study group of the Japanese Society of Hepato-Biliary-Pancreatic
Surgery and the Japanese Liver Transplantation Society

« Milan - 18F-FDG PET-BT - » 5 yillik rekurrens
AFP <115 ng/mL 0619




Original Clinical Science—Liver

Clinical Impact of '®F-Fluorodeoxyglucose
Positron Emission Tomography/Computed
Tomography in Living Donor Liver Transplantation
for Advanced Hepatocellular Carcinoma

Seung Duk Lee, MD," Seong Hoon Kim, MD, PhD," Seok-Ki Kim, MD, PhD,? Young-Kyu Kim, MD,®
and Sang-Jae Park, MD, PhD'

(Transplantation 2015;99: 2142-2149)

» [18F-FDG PET-BT -

« 5 yillik hastaliksiz sagkalim Milan - %73.3
UCSF - %72.8




SERUM BiYOBELIRTEGLERI OLCUMUNE
DAYANAN KRITERLER

- HCC’nin Biyolojik Karakteristikleri ile ilgili
Belirtecler
— AFP
— DCP

- Sistemik Konakgi Inflamatuvar Yanitini Yansitan
Belirtecler
— Notrofil/Lenfosit
— Trombosit/lenfosit

 Molekuler Biyobelirtecler
— Genetik mutasyonlar

— Enzimler
— MicroRNA

Toniutto P, et al. Journal of Clinical Medicine 2021



MORFOLOJIK OLCUMLERE SERUM AFP VE/VEYA
DCP EKLENMESINE DAYALI KRITERLER

e AFP Diferansiasyon
Vaskuler invazyon

Optimal AFP olcum zamani?
Aralikli AFP olcumu
« AFP>15 ng/mL/ay vs AFPs15 ng/mL/ay

-

Bekleme listesinde kayip4
Sagkalim ¥

Lai Q, et al. Liver Transplant 2014

Evre dusurme sonrasi AFP 4 Kotu prognoz

Toniutto P, et al. Journal of Clinical Medicine 2021



MORFOLOJIK OLCUMLERE SERUM AFP VE/VEYA
DCP EKLENMESINE DAYALI KRITERLER

Liver Transplantation for Hepatocellular Carcinoma:
Hangzhou Experiences

Shu-Sen Zheng, Xiao Xu, Jian Wu, Jun Chen, Wei-Lin Wang, Min Zhang,
Ting-Bo Liang, and Li-Ming Wu

(Transplantation 2008;85: 1726-1732)

* Portal ven invazyonu -

« HCC=8 cm ya da HCC>8 cm AFP<400 ng/mL ve
histolojik grade I-ll

« 5 yilhik sagkalim %70.7

* 5 yillik rekurrenssiz sagkalim %62.4

* 1, 3 yilhik sagkalim Milan + ile ayni



MORFOLOJIK OLCUMLERE SERUM AFP VE/VEYA
DCP EKLENMESINE DAYALI KRITERLER

HEPATOLOGY

Official Journal of the American

HEPATOBILIARY MALIGNANCIES

Total Tumor Volume and Alpha-Fetoprotein for
Selection of Transplant Candidates With
Hepatocellular Carcinoma: A Prospective Validation

N - - » - 2 - - EA
Christian Toso,! Glenda Meeberg,” Roberto Hernandez-Alejandro,” Jean-Francois Dufour,”
? O 2 - ?

Paul Marotta,‘?’ Pietro Ma]'no,l and Norman M. Kneteman?’

(HeraTOoLOGY 2015562:158-165)
6000 hastalik kohort

* 195 hasta Milan +, 23 hasta Milan —ve TTV/AFP +
« TTV=115 cm3ve AFP<400 ng/mL

* 4 yilhk sagkalim %74.6

* 4 yillik rekurrenssiz sagkalim %68




MORFOLOJIK OLCUMLERE SERUM AFP VE/VEYA
DCP EKLENMESINE DAYALI KRITERLER

Gastroenterology 2018;154:128-139

CLINICAL—LIVER

Metroticket 2.0 Model for Analysis of Competing Risks of Death ®
After Liver Transplantation for Hepatocellular Carcinoma
Vincenzo Mazzaferro,' Carlo Sposito,’ Jian Zhou,*® Antonio D. Pinna,” Luciano De Carlis,”

Jia Fan,”” Matteo Cescon,” Stefano Di Sandro,” He Yi-feng,”~ Andrea Lauterio,”
Marco Bongini,' and Alessandro Cucchetti”

« Tumor sayisi ve boyutu toplami ve log,,AFP
 AFP<200 ng/mL tumor sayisi ve boyutu toplami<7
¢« MVI -

« 5 yilhik sagkalim %74.9

5 yillik rekurrenssiz sagkalim %77.9



MORFOLOJIK OLCUMLERE SERUM AFP VE/VEYA
DCP EKLENMESINE DAYALI KRITERLER

Gastroenterology 2018;154:128—139

CLINICAL—LIVER

Metroticket 2.0 Model for Analysis of Competing Risks of Death ™
After Liver Transplantatlon for Hepatocellular Carcinoma
Vincenzo Mazzaferro,! Carlo Sposito.,! Jian Zhou.=° AnNntonio D. Pinna, <+ Luciano De Carlis,

Jia Fan.”~ Matteo Cescon,” Stefano Di Sandro.” He Yi-feng.” - Andrea Lauterio.”
Marco Bongini,' and Alessandro Cucchetti™
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MORFOLOJIK OLCUMLERE SERUM AFP VE/VEYA
DCP EKLENMESINE DAYALI KRITERLER

Gastroenterology 2018;154:128—139

CLINICAL—LIVER

Metroticket 2.0 NModel for Analysis of Competing Risks of Death
After Liver Transplantatlon for Hepatocellular Carcinoma

Vincenzo Mazzaferro,! Carlo Sposito.,! Jian Zhou.=° AnNntonio D. Pinna, <+ Luciano De Carlis,
Jia Fan.”  Matteo Cescon.,? Stefano Di Sandro.® He Yi-feng.” ~ Andrea Lauterio.,”
Marco Bongini,' and Alessandro Cucchetti™

@
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MORFOLOJIK OLCUMLERE SERUM AFP VE/VEYA
DCP EKLENMESINE DAYALI KRITERLER

Gastroenterology 201 8;154:128—139

CLINICAL—LIVER

VMietroticket 2.0 Model for Analysis of Competing Risks of Death
After Liver Transplantation for Hepatocellular Carcinoma

oo

CroesTtari

Vincenzo Mazzaferro.,' Carlo Sposito,! Jian Zhou.” % Antonio D. Pinna.” Luciano De Carlis,”
Jia Fan.” "~ Matteo Cescon,” Stefano Di Sandro.” He Yi-feng.” -~ Andrea Lauterio.”
Marco Bongini,' and Alessandro Cucchetti™
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MORFOLOJIK OLCUMLERE SERUM AFP VE/VEYA
DCP EKLENMESINE DAYALI KRITERLER

Normal AFP
Yuksek DCP

Kotu Diferansiasyon
MVIi

Kyoto Kriterler!

Okuda H, et al. J Gastroenterol Hepatol 2001
Hong YM, et al. Tumour Biol 2017

<5cm
10 nodul
DCP<400 mAU/mL

Kaido T, et al. Surgery 2013
Takada Y, et al. Dig Dis 2007
Fujiki M, et al. Am J Transplant 2009



MORFOLOJIK OLCUMLERE SERUM AFP VE/VEYA
DCP EKLENMESINE DAYALI KRITERLER

Digestive
Di Dig Dis 2007;25:299-302
seases DOIl: 10.1159/000106908

Living Donor Liver Transplantation for
Patients with HCC Exceeding the Milan
Criteria: A Proposal of Expanded Criteria
Yasutsugu Takada® Takashi lto® Mikiko Ueda= Seisuke Sakamoto®

Hironori Haga® Yoji Maetanic Kohei Ogawa?® Yasuhiro Ogura“®
Fumitaka Oike® Hiroto Egawa® Shinji Uemoto*®

e 1999-2007
 Milan +: 74, Milan -: 62

- Kyoto Kriteri +: 33 £ oo -
* Rekiirrens:

Met new criteria

« Milan +: %7
° KyOtO =+ %10 0 12 24 36 48 60 72 84

Post-transplant (months)




MORFOLOJIK OLCUMLERE SERUM AFP VE/VEYA
DCP EKLENMESINE DAYALI KRITERLER

Extended Indication for Living Donor Liver
Transplantation in Patients With Hepatocellular
Carcinoma

Yuji Soejirma,’* Akinobu Taketomi,” Tomoharu Yoshizumi,! Hideaki Uchiyama,’ Shinich Aishima,”
Takahiro Terashi,” Mitsuo Shimada,> and Yoshihiko Maehara'

(Transplantation 2007;83: 893—-899)

* Herhangi bir sayida <5 cm
« DCP<300 mAU/mL

« Canli verici kullanilan KT’nda HCC rekurrensini
saptamada > Kyoto ve UCSF Kriterler!



MORFOLOJIK OLCUMLERE SERUM AFP VE/VEYA

ORIGINAL ARTICLE

DCP EKLENMESINE DAYALI KRITERLER

Serum Tumor Markers Provide Refined Prognostication in
Selecting Liver Transplantation Candidate for Hepatocellular
Carcinoma Patients Beyond the Milan Criteria

Jeong-Hoon Lee, MDD, PhiD.,” Yuri Cho, MDD, 1 Hwi Youn e Kim, MDD, PhD.,7 Fun Ju Cho, MD, Phi,™
Dong Hyveon Lee, MID>.™ Su Jong Yu, MDD, PhiD.* Jae Woo Lee, M), ™ Narm- Joorn Yi, MDD, Phi. T
Kwang-Woong Lee, MDD, PhiD, T Seoun g Hoon Kim, MDD, Phi>. 8§ Jong Man Kim, MD, Phi> %
Jae-Worn Joh, MDD, Phi>, % Lewis W. Teperman, NI, PhilD, James S. Park, MDD, PhiD,

Yoo Jun Kim, MDD, Phid. ™ K\'un‘ig'—Suk Suli, MDD, Phid, T and Jun‘ig'—Hu‘an Yoon, MDD, PhiD*

(Ann Surg 2016;263:842—-850)

« HBYV agirlikli hastalar

« Canh vericili KT

« AFP ve DCP, HCC rekurrensinde etkili

« MoRAL = 314.8, Milan — Genel Sagkalim %82.1

Rekurrenssiz Sagkalim %66.3



MORFOLOJIK OLCUMLERE SERUM AFP VE/VEYA

DCP EKLENMESINE DAYALI KRITERLER

ORIGINAL ARTICLE

Serum Tumor Markers Provide Refined Prognostication in
Selecting Liver Transplantation Candidate for Hepatocellular
Carcinoma Patients Beyond the Milan Criteria

Jeong-Hoon Lee, MDD, Phi),”™ Yuri Cho, MDD, Hwi Young Kim, MDD, PhD., T Fun Ju Cho, MDD, Phi.™*
Dong Hyeon Lee, MDD, Su Jong Yu, MDD, PhD.” Jae Woo Lee, MD,*™ Nam-Joorn Yi, MD, Phi>, 1
Kwang-Woong Lee, MDD, PhiD, T Seoung Hoon Kim, MD, PhiD. § Jong Man Kim, MD, Phi> %
Jae-Worn Joh, MDD, Phi>, % Lewis W. Teperman, MDD, PhiD, James S. Park, MDD, PhiD,

Yoorn Jun Kim, MDD, Phib, ™ K\-'un‘ig—Suk Suli, MDD, Phid, T and Jun‘ig—Hu‘an Yoon, MDD, PhiD*

(Ann Surg 2016;263:842—-850)
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HCC’NIN KOPRU YA DA DOWNSTAGING
TEDAVILERINE YANITI TEMELINDE KRITERLER

 Milan — hastalarda LRT’lere yanit HCC agresifligini ve
rekurrensini belirlemede akilci bir yaklagim

Toniutto P, et al. Hepatoma Res 2020

« LRT » Bekleme listesinden c¢ikariima riskini ;
P

‘KT’na Kopru Tedavi ‘

 LRT’ye karsin 6 ay icinde progresyon » Kotu prognoz

Lai Q, et al. Liver Transplant 2013
Otto G, et al. Liver Transplant 2006

 LRT’ye yanit » Tumorun biyolojik davranisi ile ilgili



HCC’NIN KOPRU YA DA DOWNSTAGING
TEDAVILERINE YANITI TEMELINDE KRITERLER

LRT sonrasi kabul edilebilir sonuclar saglamada uygun
kriterlere (Milan) ulagmak icin tumor yukunun azaltilmasi

- =
‘ DownstagingTedavi

Rudnick SR, et al. Expert Rev Gastroenterol Hepatol 2018

TAKE

TARE

Neoadjuvan tedaviler

— Tirozin kinaz inhibitorleri

— Checkpoint inhibitorleri
Sonbol MB, et al. JAMA Oncol 2020



‘ I ORIGIN AL, AR ITICILE I ‘

Atezolizumab plus Bevacizumab
in Unresectable Hepatocellular Carcinornmna

Richard S. Finn, VMDD, Shukui OQin, MDD, Masafumi lkeda, M. D., Peter R. Galle, D,
Michel Ducreux, M. [D., Tae-vou Kirm, M. [D., Masatoshi Kudo, N . [,
waleriv Breder, MVM.o.D ., Philippe Merle, M. D ., Ahmed O, Kaseb, M. D., Daneng Li, MoD o,
wWwendy Werret, Ph.D., Derek-Zhern >xXu, MDD, Sairy Hermande=, Ph.[>D., Juan Liu, Ph.[D>.,
Thern Huang, M. D., Sohail Mulla, Ph.D., Yulei Wang, Ph.D., Ho Yeorng Lirm, NWM.D.,
Aandrew 22X, Zhu, BDvM.D., Ph.D., and Ann-Lii CThengs, NM.D.,

SIS N Engl | Med 2020;382:1894-905

The combinarion of arezolizumab and bevacizumab showed encouraging anrti-
tumor activity and safety in a phase 1b trial involving patients with unresectable
hepatocellular carcinoma.

METHODS

In a global, open-label, phase 2 rtrial, parients with unresectable hepatocellular
carcinoma who had not previously received systemic treatment were randomly as-
signed in a 2:1 ratio to receive either atezolizumab plus bevacizumab or sorafenib
until unacceptable toxic effects occurred or there was a loss of clinical benefit. The
coprimary end points were owverall survival and progression-free surwival in the
intention-to-treat popularion, as assessed at an independent review facility accord-
ing to Response Evaluarion Crireria in Solid Tumors, version 1.1 (RECIST 1.1).

RESULTS

The intention-to-treat populartion included 336 patients in the atezolizumab—beva-
cizumab group and 165 patients in the sorafemib group. At the time of the pri-
mary analysis (August 29, 2019), the hazard ratio for death with artezolizumab—
bevacizumab as compared with sorafenib was 0.58 (95% confidence interwval [CI],
0.42 o 0.79; P<0.001). Overall survival ar 12 months was G7.2% (95% CI, 61.2 to
73.1) with artezolizumab—bevacizumab and 54.6% (95% CI, 45.2 o 64.0) with
sorafenib. Median progression-free survival was 6.8 months (95% CI, 5.7 to 8.3)
and 4.2 months (95% CI, 4.0 to 5.6) in the respective groups (hazard ratio for
disease progression or death, 0.59; 95% CIL, 0.47 o 0.76; P<0.001). Grade 3 or 4
adwverse events occurred in 56.5% of 229 patients who received art least one dose of
arezolizumab—bevacizumab and in 55.1% of 156 patients who received ar least one
dose of sorafenib. Grade 3 or 4 hypertension occurred in 15.29% of partients in the
artezolizumab—bevacizumab group; however, other high-grade toxic effects were
infregquent.

COMNCLUSIONS

In parients with unresectable heparocellular carcinoma, arezolizumab combined
with bewvacizumab resulred in better overall and progression-free survival outcomes
than sorafenib. (Funded by F. Hoffmann—La Roche/Genentech; ClinicalTrials.gov
mmber, NCTO2424379.)
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TEDAVILERINE YANITI TEMELINDE KRITERLER

MRECIST

Tam yanit (CR)

Parsiyel yanit (PR)

Stabil hastalik (SD)

Progressif hastalik (PD)
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Hepatocellular Carcimoma:

CT for Tumor Response after
Transarterial Chermoemrmbolizatiom in
FPatients Exceeding Milam Criteria
Selectiomn Parameter tor Lliver
Transplantation’

rene Barein, D * Milan -, TAKE sonrasi KT

Claudio Vignali, MD

Roberto Cioni, MD e 33 hasta

Pasquale Petruzzi, MD
Antonio Cicorelli, MD
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HEPATOLOGY E==AASLD
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National Experience on IJown-Staging of
Hepatocellular Carcinoma Before Liiver
Transplant: Influence of Tumor Burden,
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« UNOS-DS - KT sonrasi rekurrenste AFP2100 ng/mL
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Liver transplantation in hepatocellular carcinoma after
tumour dovwnstaging (XXL): a randomised, controlled,
phase 2b/3 trial

Vincenzo Mazzaferro, Davide Citterio, Sherrie Bhoori, Marco Bongini, Rosalba Miceli, Luciano De Carlis, Michele Colledan, Mauro Salizzoni,
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Mario Angelico, Stefano Ginanni Corradini, Riccardo Volpes, Luigi Mariani, Enrico Regalia, Maria Flores, Michele Droz dit Busset, Carlo Sposito

Lancet Oncol 2020; 21: 947-56
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Liver transplantation in hepatocellular carcinoma after
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phase 2b/3 trial
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ORIGINAL ARTICLE

Living Donor Liver Transplantation Versus
Deceased Donor Liver Transplantation for
Hepatocellular Carcinoma: A Meta-Analysis

Wenhua Liang,' Linwei Wu,'™ Xiaoting Ling,'” Paul M. Schroder,” Weigiang Ju,' Dongping Wang,'
Yushu Shang,' Yuan Kong,' Zhiyong Guo,' and Xiaoshun He'

'Organ Transplant Center, First Affiliated Hospital, Sun Yat-Sen University, Guangzhou, China; and
2Department of Medical Microbiology and Immunology. University of Toledo

College of Medicine, Toledo, OH

Because of the severe organ shortage, living donor liver transplantation (LDLT) offers a timely alternative to deceased donor
liver transplantation (DDLT) for patients with hepatocellular carcinoma (HCC). However, the higher recurrence rate of HCC
after LDLT and the indication criteria remain controversial. By conducting a quantitative meta-analysis, we sought to com-
pare the survival outcomes and recurrence rates with LDLT and DDLT for patients with HCC. Comparative studies of LDLT
and DDLT for HCC, which were identified by a comprehensive literature search, were included in this study. The evaluated
outcomes included patient survival, recurrence-free survival (RFS), and recurrence rates at defined time points. Seven stud-
ies with a total of 1310 participants were included in this study. For LDLT and DDLT recipients, we found comparable patient
survival rates [1 year, odds ratio (OR) = 1.03, 95% confidence interval (Cl) = 0.62-1.73; 3 years, OR = 1.07, 95% CI =
0.77-1.48; and 5 years, OR = 0.64, 95% Cl = 0.33-1.24] and RFS rates (1 year, OR = 0.86, 95% Cl = 0.54-1.38; 3 years,
OR = 1.04, 95% CIl = 0.69-1.58; and 5 years, OR = 1.11, 95% CI = 0.70-1.77). Moreover, we found no significant differen-
ces in the 1-, 3-, or 5-year recurrence rates between LDLT and DDLT recipients (1 year, OR = 1.55, 95% CI| = 0.36-6.58; 3
years, OR = 2.57, 95% Cl = 0.53-12.41; and 5 years, OR = 1.21, 95% CI = 0.44-3.32). A subgroup analysis revealed sim-
ilar outcomes for patients with HCC meeting the Milan criteria. These findings demonstrate that for HCC patients (especially
those within the Milan criteria), LDLT represents an acceptable option that does not compromise patient survival or increase
HCC recurrence in comparison with DDLT. Liver Transpl 18:1226-1236, 2012. @ 2012 AASLD.
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Comparison of Milan and UCSF criteria for liver
transplantation to treat hepatocellular carcinoma

Tarkan Unek, Sedat Karademir, Naciye Cigdem Arslan, Tufan Egeli, Gulsen Atasoy, Ozgul Sagol, Funda Obuz,
Mesut Akarsu, Ibrahim Astarcioglu

Table 3 Follow-up data for patients who underwent ortho-

topic liver transplantation for hepatocellular carcinoma 77 (%)

Variables Milan + Milan -/UCSF + LICSF -
No. of patients 34 7 15
Post-operative death 2 (5.9) - 1(4.5)
Death 5 (14.7) 2 (28.6) 11 (73.3)
HCC recurrence 2 (5.8) 1(14.3) 6 (40.0)

Median tollow-up 51.5 (1:124) 32 (1:66) 14 (3:606)
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Dokuz Eyliil Universitesi Deneyimi
Milan ve UCSF Kriterlerine Gore
Overall Sagkalim
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Cum Survival
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toward precision medicine
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SONUC VE ONERILER

Ulkemizde ve birgok tilkede kadaverik karaciger grafti
dagitiminda Milan Kriterleri gecerli

Canli vericili KT icin Milan Kriterleri ¢cok sinirlayici

Kriterler genisledikce bekleme listesinde artis
kacinilmaz — Hasta secimi?

Kriterler genislediginde canli vericilerin kullaniminda
artis — Verici komplikasyonlari

Tumor biyolojisini ortaya koyan daha iyi kriterlere
gereksinim var
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SORU

« 52 yasinda erkek hasta

« HBV’ye bagli siroz

« CTP: 9, MELD-Na: 15

« Total Bilirubin: 2.2 mg/dL

 Tumor caplarn 4.5, 3.5ve 1.5 cm olan 3 HCC
 18F—-FDG PET-BT: Tutulum yok

 Downstaging ? / Karaciger transplantasyonu ?
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Radyolojik ve Patolojik Milan ve UCSF
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Overall Sagkalim

1,04

0,6

Cum Survival

0,24

—ITMilan +
—ITMilan - UCSF +

ol
F_‘—u 1UCSF -
084 L

mmmmmmm
=============

Time (months)

p=0.001

Milan + (76hasta)

3-yil %85.5
5-yil %80.8
10-yil %71.5
15-yil %60.7

Ortalama Sagkalim: 149.25%9.74 yil

Milan — UCSF + (20 hasta)

3-yil %70
5-yil %70
10-yil %70

Ortalama Sagkalim: 120.89%17.18 yil

UCSF - (29 hasta)

3-yil %47
5-yil %38.3
10-yil %31.9

Ortalama Sagkalim: 67.48%13.22 yil




