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Transplantace jater pro HCC

= Transplantace = ,nejlepSi onkologicka Iécba”
— kompletni odstranéni tumoru

= Kde lezi hranice transplantability? = definice ,prijatelné” miry rekurence HCC -
paradigma nedostatku organt a jejich maximalniho vyuziti

= Definice a uplatnovani selekCnich kritérii

= Definice alokacnich kritérii pro pacienta s HCC — poradi ve WL

= |Lécba a sledovani pacienta zarazeného do WL,
event. vyrazeni z WL pfri progresi HCC

= Stanoveni prognozy po provedené transplantaci — ex post

= ? histol. grading a diferenciace, mikrovaskularni invaze
(kdyz biopsie vétSinou neni)

= NE u makrovaskularni invaze, postizeni region. lymf. uzlin a extrahepat. sSireni
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HCC a riziko rekurence po TJ
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V SOUétU dO 8 cm Mazzafero et.al.,

Predicting survival after liver transplantation in patients with hepatocellular
carcinoma beyond the Milan criteria: a retrospective, exploratory analysis

> Objem HCC< 115 Cm3 a AFP <400 Lancet Oncology, Volume 10, Issue 1, January 2009, Pages 35-43

Toso, C., Asthana, S., Bigam, D. L., Shapiro, A. M. and Kneteman, N. M. (2009), Reassessing
selection criteria prior to liver transplantation for hepatocellular carcinoma utilizing the
scientific registry of transplant recipients database. Hepatology, 49: 832-838.
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pacientu dle selekénich kritérii
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Toso, C., Asthana, S. , Bigam, D. L., Shapiro, A. M. and Kneteman, N. M. (2009), Reassessing selection criteria prior to liver transplantation for hepatocellular
carcinoma utilizing the scientific registry of transplant recipients database. Hepatology, 49: 832-838.
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Rate of recurrence (%)
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Rekurence (A) a preziti (B) dle hladiny AFP

P <.001
o 530+69%
_?":-l
- -
e 268+4.7% ===
e
e ot —"

7 16.2 + 2.0%
I

- 352 310 284 273 236
S
-7t 55

T T T T | T I | T
0 12 24 36 48 60 72 & 95

Months after liver transplantation

165 1056 59 41
72 67 62 48 41 29 17 10
3 31 24 2 16 13 11 10

Survival rate (%)

67.5 £ 2.4%

.l 51.1£4.8%

-

ey —L"L_.

39.11£6.3%

P <.001

1 1 1 1 T T T 1
0 12 24 36 48 80 72 84 %6

Months after liver transplantation

Pts - 387 325 297 281 253 182 119 62 44
at o~ 109 81 T
risk -1

65 61 42 30 18 15
61 46 35 32 24 18 15 11 10

Centrum kardiovaskularni

—— AFP < 100 ng/ml
--- AFP 101-999 ng/ml

AFP > 1000 ng/ml

Duvoux Ch.et al, Liver Transplantation
for Hepatocellular Carcinoma: A Model
Including - Fetoprotein Improves the
Performance of Milan Criteria,
GASTROENTEROLOGY 2012;
143:986-994
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Potransplantacni preziti dle celkového objemu

tumoru a hladiny AFP
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Toso, C., Asthana, S., Bigam, D. L., Shapiro, A. M. and Kneteman, N. M. (2009), Reassessing selection criteria prior to liver transplantation for
hepatocellular carcinoma utilizing the scientific registry of transplant recipients database. Hepatology, 49: 832-838.
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Alokace jater a pozice pacienta s HCC ve WL

(politika UNOS od 10/2015)

C Cirhodza \
Cirhoza J < HCC

= Snaha vytvorit stejné Sance pro
pac.s cirhdzou a pac. s HCC

= HCC prvnich 6 mésict ve WL =
aktualni MELD + 6 extra bodu
od 7.mésice 28 bodu

= Extra body pouze pro stadium Il
(jeden HCC 2-5 cm
nebo 2-3 HCC pod 3 cm
a AFP <1000 ng/ml)
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Neoadjuvantni [é¢ba HCC pred TJ

- lokdlni ablace TACE, RFA, PEl, radioembolizace, SBRT

= Cil - zmensit a nekrotizovat HCC, zastavit
progresi a vypadek z WL, downstaging

= benefit u kratce cekajicich na
transplantaci neni jisty

= zlepSeni preziti ?

= (vétSinou ne ,intention to treat” analyza —
selektovani pacienti a pak lepsi vysledky)

Loco-regional therapy in patients with Milan Criteria-compliant hepatocellular carcinoma and short waitlist time to transplant:an outcome analysis,
Sourianarayanane A., et al.Departments of Gastroenterology and Hepatology,2Transplant Surgery, Cleveland Clinic, Cleveland, OH, USA and3Division of
Transplant and HepatobiliarySurgery, Department of Surgery, Case Western Reserve University School of Medicine and University Hospitals, Case Medical
Center, Cleveland, OH, USA HPB 2012, 14, 325-33
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Neoadjuvantni |écba HCC pred TJ

- lokdlni ablace TACE, RFA, PEI

= mnoho center provadi okamzitou RFA po zarazeni
do WL nebo TACE (u 2-3 lozisek) nebo PEI nebo
stereotaktickou radioterapii

= | bridging metody” zvlast vhodné u predpokladané
doby ¢ekani nad 6 mésicl

= cca 0,5% riziko rozsevu HCC kolem vpichu RFA
(zvl. u subkapsularnich tumord

= zobrazovaci metody precenuji rozsah dosazené
nekrozy

= bias - nizSi agresivita ablacnich metod u skupiny
pacientt Cekajicich na TJ, benefit ,,bridging metod“
tak muUze byt ve skutec¢nosti vyssi

= kompletni nekroza se castéji dosahne u malych
HCC do 3 cm - u RFA nad 50%
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Prognéza po transplantaci — RETREAT skére

v multivariantni analyze souboru 1061

Prediktor RETREAT Soucet bodu Riziko
body rekurence HCC
do 5 let

1. AFP (ng/ml) 0-20 0
21-99 1 0 2,9%
o
100 - 999 2 ! s
2 11 %
> 1000 3
2. Mikrovaskularni invaze ano 2 3 16%
(z explantatu) " 0 4 589%
3. Primér nejvétsiho 0 0 >5 75,2%
viabilniho loZiska (cm) +
pocet viabilnich loZisek 1,1-4,9 1
(z explantatu)
49-9,9 2 Validation of a Risk Estimation of Tumor

Recurrence After Transplant (RETREAT) Score
for Hepatocellular Carcinoma Recurrence
After Liver Transplant Neil Mehta, et al.
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Typ imunosuprese po transplantaci

m HCC patients
ONon-HCC h'ents

Multivar. analyza SRTR registru

Tacrolimus
Cyclosporin  —[mm—— S - 2491 prijemcu s HCC:
SUECO HR pro sirolimus 0,53 Cl 0,31-
e 0,92
Steroids (Toso, C.et a.Sirolimus-based immunosuppression is
associated with increased survival after liver
AntiCD25 transplantation for hepatocellular carcinoma. Hepatology,
51:1237-1243
Thymoglobulin _ 4
0 0,5 1 1.5 2 25
-~ Decreasedrisk Increasedrisk
of mortality of mortality

= sirolimus (???7?) — nejsou jednozna¢na doporuéeni — vice retrospekit.
studii

Kneteman, N. M., et al Sirolimus-based immunosuppression for liver transplantation in the presence of extended criteria for hepatocellular carcinoma. Liver
Transpl.(2004) 10: 1301-1311.), Pierre-Alain Clavien, et.al, on behalf of the OLT for HCC Consensus Group Recommendations for liver transplantation for
hepatocellular carcinoma: an international consensus conference report,Lancet Oncol 2012; 13: e11-22

= tvrdost atyp imunosuprese
= adjuvantni chemoterapie (doxorubicin)-nezlepsSuje preziti

(Pokorny, H., Gnant, M., Rasoul-Rockenschaub, S. , Gollackner, B., Steiner, B., Steger, G. , Steininger, R. and Miihlbacher, F. (2005), Does Additional

Doxorubicin Chemotherapy Improve Outcome in Patients with Hepatocellular Carcinoma Treated by Liver Transplantation?. American Journal of
Transplantation, 5: 788-794)
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Screening po transplantaci

= Zobrazovaci metoda kazdych 3-6 mésicu prvni 2 roky po OTJ,

a potom 1x rocne

= Sledovani hladiny AFP, pokud byl na zacatku zvyseny,

kazdé 3 mésice po dobu 2 let po OTJ a poté kazdych 6 mésicu

Recommendations for liver transplantation for hepatocellular carcinoma: an international consensus conference report
Clavien PA et al., Lancet Oncol 2012 13e11
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Guidelines dle EASL

Transplantace jater je terapii prvni volby u pacientu spliujicich Milanska
kritéria, ktefi nejsou vhodni k resekci (doporuceni 1A)

Shoda o rozsireni Milanskych kritérii zatim neni.Pacienti po Uspésném
downstagingu, ktefi splni Milanska kritéria by mohli byt zvazeni k OTJ (2B)

Vaskularni invaze a extrahepatalni sireni je absolutni kontraindikaci k OTJ

Uréeni pozice (uprednostnéni) ve WL je komplexni proces, a zadny
systém neni universalné pouzitelny.Kritérii by meéla byt masa tumoru,
biologické indikatory(AFP), cekaci doba a odpovéd na |écbu

Neoadjuvantni (lokoregionalni) |écba se doporucuje, protoze snizuje
riziko vypadnuti z WL a jejim cilem je i snizeni rekurence HCC po OTJ

European Association for the Study of the Liver.EASL Clinical Practice Guidelines:
Management of hepatocellular carcinoma. J.Hepatol 2018, 69:182
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Pri spravné indikaci

je transplantace jater pro hepatocelularni karcinom

potencialné kurativni procedurou s prijatelnymi vysledky.

% c‘(.'cpl Centrum kardiovaskularni

a transplantacni chirurgie Brno



Dekuji za pozornost

4, CRTCY
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