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Hepatoselliiler Karsinomada
__Karaciger Nakli
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-Bennie Solis was.

poor Spanish-American
family’s son

-Donor was another
child dead after cardiac
operation

-He dead from bleeding
during LTx
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Conter | A Discase Das Moraliy Liver Transplantation in HCC
1 |Denver 3 |Biliyer atresia 0 [Bleeding (70 ) s y ear S)
2 Denver 48 |HCC + cirhosis 22 |Pulmoner emboli-Sepsis
3 Denver 68 |Cholanjiocarcinoma 7,5 | Pulmoner emboli-Sepsis-GIS bleeding
. . . .
4 Denver 52 |HCC + cirhosis 6,5 |Pulmoner Emboli-liver failure Patlents WIth hepatObl I Iary tu mors we re
5  |Boston 58 |Colorectal hepatic 11 |Pneumonia-liver abscess- liver failure ideal candidates for LTx. Because:
metastasis
6 |Denver 29 |HCC + cirhosis 23 |Sepsis-bile peritonitis-liver failure — Patients with HCC have a better performance than
patients with end-stage cirrhosis in terms of operation
7 Paris 75 | Colorectal hepatic 0 |Bleeding
metastasis o ) — There is a great i for total hep y, which
8 |Denver Hee 7 |Liver failure-Sepsis can lead to a complete recovery in HCC and cirrhosis (!!!)
9 Denver Biliary atresia 10 |Liver failure-Sepsis
10  |Denver 1,5 400 |C:
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*US Department of Health (1989)

—Hepatocellular carcinoma is a contra-
indication for liver transplantation

. =x._B . T Milan criteria
Paris Criteria . [

+ United Network Organ Sharing (1998)

—Liver transplantation can be performed to
patients with hepatocellular carcinoma

Milan kriterleri ¢ok kati, bircok
hasta potansiyel kiiratif
tedaviden mahrum kaliyor

—

ideal olani sagkalimi
azaltmaksizin, olabildigince fazla
hastaya, potansiyel kiiratif
onkolojik prosediirii sunabilmek
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Senteze dahil edilen 59 bilimsel maka\l'e )

* Yillara gore
* % 3.4’li 2000 6ncesine ait
* % 35.6’s1 2000-2009
* % 61’i 2010-2021

+ Cografik dagihm
* % 50.8’i Asya
* % 28.8’i Avrupa
* % 20.4’ii North America
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— indni Universitesi Karaciger Nakli Deneyimi
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Karaciger Nakli Malatya Deneyimi
Turkiye'de Karaciger Nakli

Baslangic Gelisme. ilerleme.
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inénii Universitesi Karaciger Nakli Enstitiisi

50 HCC icin Karaciger Nakli Sayilar
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o
Toplam HCC _! SR
n=471
Takip siiresi <90
giin D
n=75 (% 15)

Milan igi
n=199 (%50.3)

Kalan HCC
n=396

Milan disi
n=197 (%49.7)

in Karaciger Naklinde Yillik Mortalite Orani (%)

2008 2009 2010 2011 6 2018 2019 2020 2021

Gurred femvasd oem Y

63

o
Hepatoselluler Kanserde Karaciger Nakli (Genel Sonuglar) b -—-- |
Ortalama izlem: 9.0 + 0.38 (8.3 — 9.7 yil, 95% ClI)

Post-Tx Recurrence Rate 19.2% (n=76)
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Milan Kriterlerine Gore Sagkalim

COreer sl Serwivel s c ording o Malan Criteris Ennb A red Survival BeCaENg 18 M Craw

G Bervera

P<0.001 P<0.001
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AFP <200

Milan
Kriterleri

GGT <104

Diferansiyasyon
iyi/orta

Y

l Malatya Kriterleri ]
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Malatya Kriterlerine Gére Sagkalim
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Livier Transplantaticn for Hepatctillular Carginoma: Matatya
Experieras and Propossls dor Expanded Critena R 69.2
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Lrsmryt Coymain' 03 - sl B ' (3 s L Slomar” — =
& nen i P<0.001 P<0.001
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o] Down-staging ve Karaciger Nakli L]

Malatya Kriterleri

Genel Sagkalim %

Milan+  Milan- Malatya+ Malatya -

*Total 471 HCC'nin 78’inde LRT 6ykiisii var (%16.6)

*78 LRT’li hastanin 9’u erken ex, 69 hasta degerlendirildi
+11 rezeksiyon,

1yl 90,6 83,1 91,6 79
syl 80,7 45,4 79,8 351 *5 ablasyon,
*53 TAE+TACE+TARE
1oyl 701 38,4 71,6 24,8
s
*LRT’li 69 hastanin
*1-yil O 9; 1-yi1l DFS %85
. 1l DFS %68.5
JE—
o

Down-staging sonrasi Milan kriterlerine gore sagkalni-="-
[

* LRT olan 69 hastanin 31’i
Milan kriterleri iginde, 38’i
Milan kriterleri disinda
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Malatya Kriterleri
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Genigletilmis Malatya kriterleri:
1-Milan i¢i olmasi
2-Milan diginda ise

a. MTD<10cm

b. AFP <200

c. GGT <104 olmasi

Extended Malatya Kriterlerine Gére Sagkalim
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_23 genisletici kriterin Malatya kohortuna uygulanmasi __
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Soru 1.

+ Hepatocellular karsinomada kullanilan expanded
kriterlerden hangisi % 75’in lizerinde 5 yillik DFS’a sahiptir ?

5 yillik sag kalim > % 75 (n=14)

Griteria with Syear OFS. Recurrence. Expansion rate of Mian
75% 5yDFS.
756 50 a2
768 8 251
786 53 i
786 a7 A
781 51 i
2 44 T
UpToseven 77 34 o0
AFP Model 71 a7 26
AFPTTD. 786 4 a
Samsung 1 50 27
Matrotic20 4 52 i
55500 79 22 181
walatya 75 a7 26
Extendod Malatya 765 48 —
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& 5 yillik sag kalim > % 75 o
Rt Recurrence orani< % 5 (n=10) R
Soru 2. —
Srewayors
* Hepatocellular karsinomada kullanilan expanded -
kriterlerden hangisi % 75’in lizerinde 5 yilik DFS’a sahiptir ? = = o
 Hepatocellular karsinomada kullanilan expanded 4 s
kriterlerden hangisi % 5’in altinda recurrence oranlarina —— m "
sahiptir ? Waiatya s 37 =
J— s w57
o
Soru 3. )
>75% 5-year DFS and
+ Hepatocellular karsinomada kullanilan expanded <5% Recurrence rate and
kriterlerden hangisi % 75’in lizerinde 5 yillik DFS’a sahiptir ? >35% Expansion rate of Milan
» Hepatocellular karsinomada kullanilan expanded
kriterlerden hangisi % 5’in altinda recurrence oranlarina Critria with Syear OFS Recurrence Expansion rate of Milan
sahiptir ? g
S35% Expantion rate
*Hepatocellular karsinomada kullanilan expanded S— s e w5

kriterlerden hangisi % 35’in Uizerinde daha fazla hastaya
transplant sansini sunabilir ?

EASL
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ek T i e olabildigince fazla hastaya, potansiyel kiiratif onkolojik

prosediirii sunabilmek olmalidir

* Genisletilmis Malatya Kriterlerinin bahsedilen kosullan
yerine getirdigi goézlenmektedir >%75, 5-yillik DFS
*<%5 recurrence
*>%35 expansiyon
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Prof Brian CARR’a tesekkiirler
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GGT ve HCC )
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* AFP hastalarin %54,5'da pozitif Bormirt
=i (GETE) LRI £ 30 ders
* GGT %87'sinde poxitif
* GGT, HCC'lilerde AFP diisiik veya yilksek olsun %70 artmis olarak saptanir
* GGT, kilgiik veya bilyilk HCC'lerde AFP’den daha fazla artmistir ve bu artis, Szellikle bilyiik HCC'lerde sagkalimla liski
P dign m Trarrsint pign
* MTD arttikga GGT'de anlamli olarak artmaktadir -
+ GGT’nin HCC igin prognostik olarak Gnemli oldugunu gdsteren bir gok calisma var. ES T E3 T
« TACE; RFA; Rezeksiyon ve Transplantasyon calismalari
- Hepatoma assocated GGT= G zoenm B{FT)H Lol
* Kiigiik HCC'lerde yiiksek, hatta heniiz HCC tanisi almadan da yilksek saptanmis ¥ ] X v . " . "
i Hareval Fur v B vt e Furrs
* GGT-llile AFP arasinda korelasyon yok i | bl [ st e | ety
* GGT-Il igin merkezimizde halen devam etmekte olan galismamiz var 1) oo G. et a1, Cln Chen 1996:42:1265 5, x ] - 1 E
2] Cln P 201815453 61
{31 Nemesantky . Clin Ch I98S.31.797-503
4] Succhn L CinChem 1993
6] X0, 1l Am ) Gasosncrol 1992575915
71200 1 p TerMed 20345 04
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Gamma ghriamypl rampeptidase as a
pregnontk blsrmarker in hapatocsivisr
cancer patiency sapecially with - 5om —y
tarnecay, Creaced by Bver ramplancacien  save

Hep d | (GGT) was originally purified from a Morris hepatoma, 1-4 with reduced
glutathione being its bést substrate.

GGT isoenzyme Il or GGT-II was found to be present in 87% of HCC patients, compared with alphafetoprotein (AFP) in only 54.5%.5

GGT-l was also found to be elevated in the serum of patients with small size hepatacellular carcinomas (HCCs or hepatomas) and
was found in some patients undergoing surveillance even before HCC was identified radiologically.5

It was found to be elevated in over 70% of HCC patients whether they were serum AFP positive or negative.6

The non-hepatoma-specific GGT enzyme is encoded by multiple mRNAs in different issues, as wellas being different n iver and
issues.

appears to have I

Hep D with AFPB and can be detected by both slab gel electrophoresis and by the
ELISA technique.9
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285 HCC-Tx analiz edildi. Onceki calismamizdan AFP cutoff 200, GGT cutoff 100 aldik.

B%k tumorlerde (MTD>5cm} GGT>100 olma orani %48.2 iken AFP>200 olma orani %32.2 idi.
k timorlerde daha fazla kullanilabilir

Kiigtik timérlerde (MTD<5¢m), GGT>100 olma orani %25, AFP>200 olma orani ise %15. Kiiglk
tiimorler icin baska parametrelere bakmak gerek

Diigiik AFP’li olup MTD'si de kiigiik olanlarin %25’ \nde GGT>100 oldugu igin, bu hasta grubunda
GGT ile izlem yapilabilir (Kiigik timérli ve diisiik AFP lilerde GGT ile tarama yapilabilir).

Diisiik AFP'li olup MTD bilyiik olanlarin %45.8'inde GGT>100 (diisiik AFP’li ancak biiyiik timérli
olanlarin %45’inde GGT yiksek cikiyor)

GGT yiiksek olanlarin sagkalim orani, GGT disiik olanlardan daha diistik (p>0.5 oransal fark var
ama istatistiksel fark yok). Bu fark Buyiik timorlulerde istatistiksel olarak da anlamli gikiyor.
GGT yiiksek olanlardaki bu diisiik sagkalim orani anlamak igin klinik parametreler
karswla%tltlldlgmda GGT yiiksek olanlarda MTD de anlamli olarak artiyor ve PVT orani daha yiiksek
(agresif davrani:

GGT yiiksek olanlarin 6nemli bir kisminda AFP dusik.

-
MiCraseopic vascular
invasion By hapatocellukar
carcinoma in liver transplant 3]"

MicroPVT positive (n=165) vs negative (n=105) karsilastirildi

MicroP VT positive lanlann sagkalim anlamir olarak dasak, ve bu grupta anlamis olarak tamor sayis, tamor
capi ve AFP daha yiiksek, GGT de yiksek ama anlamilik sinirinda p=0.053.

MicroPVT positive olanlarin sagkalimi analiz edildiginde, GGT yiiksek olanlarin anlamli olarak sagkalimi kot
ancak AFP igin anlamlilik yok

Tamar gapi arttikga microPVT insidansi artiyor, sagkalim dsiiyor

MicroPVT poitif lanlarda, tamor sapindaki arti le GGT arts isatitiksel anlaml, ancak MicroPVT negatf
olanlarda anlamli fark y

MicroPVT poziif c\ar\lan, uzun ve kisa yasayanlar olarak ayirdigimizda, GGT ve MTD parametreleri anlamh
olaral

Bu bulgular, MicroPVT'li uzun yasayan bir grup hasta oldugunu ve GGT nin bu hastalarda prognoz igin anlami
oldugunu gbsteriyor
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