ste D8 AQUIND Fanas,

TRATAMENTO CIRURGICO DO CARCINOMA
HEPATOCELULAR

Orlando Jorge M. Torres
Departamento de Cirurgia
Unidade Hepatopancreatobiliar
Universidade Federal do Maranhdo - Brasil




Clinical Practice Guidelines

)

JOURNAL
OF HEPATOLOGY

EASL Clinical Practice Guidelines: Management
of hepatocellular carcinoma™

HCC in cirrhotic liver
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BCLC strategy for prognosis prediction and treatment
recommendation: The 2022 update *

Maria Reig"**', Alejandro Forner"?, Jordi Rimola®, Joana Ferrer-Fabrega®, Marta Burrel,
Angeles Garcia-Criado’, Robin K. Kelley®, Peter R. Galle’, Vincenzo Mazzaferro®, Riad Salem®,
Bruno Sangro”'’, Amit G. Singal'’, Arndt Vogel'?, Josep Fuster’*, Carmen Ayuso”’,
Jordi Bruix>*"

Reig M. et al. J Hepatol 2022;76 :681-93
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Carcinoma hepatocelular

Cirurgia Terapia ablativa local Terapia loco-regional Terapia sistémica

Resseccao* Radiofrequéncia Terapia transcateter Quimioterapia
Transplante* Alcoolizacao Quimio-lipiodolizacao Hormonioterapia
Acido acético TACE Imunoterapia
Microondas TACE-DEB Terapia alvo
Crioablacéo TAE
Eletroporacao Radioterapia

Terapia fotodinamica TARE



Child-Pugh

Points

Clinical and biochemical parameters 2 3
Albumin (g/dL) >3.5 2.8-3.5 <2.8
Bilirubin (mg/dL) <2 2-3 >3
Prothrombin time

Seconds prolonged <4 4-6 >6

% >60 40-60 <60

IN <1.7 1.7-2.3 >2.3
Encephalopathy Absent | Moderate (Stage I-1I)  Severe (Stage I1I-IV)
Ascites Absent | Moderate Refractory

S

Total points: 5—6 points, Child—Pugh A:; 7-9 points, Child—Pugh B; 10-135 points, Child—Pugh C

Child-Pugh



MELDS Score

1 Bilirrubina
_1 Creatinina
J INR

MELD score



Carcinoma hepatocelular

Terapia ablativa local Terapia loco-regional Terapia sistémica

Resseccao™ | Radiofrequénciaf Terapia transcateter |Quimioterapia |
Transplante* Alcoolizacao Quimio-lipiodolizacao Hormonioterapia
Acido acético I TACE I Imunoterapia
Microondas TACE-DEB Terapia alvo
Crioablacéo TAE
Eletroporacéao Radioterapia
Terapia fotodinamica TARE

*Sobrevida em 5 anos de 60-80%



RESSECCAO

Figado nao cirrotico

Figado cirrotico *

*Apenas 10-20% sao candidatos

Lim et al. BrJ Surg 2012

 Primeira linha
de tratamento

O Funcéo hepatica
preservada

L Sem sinais de hipertensao
porta significante

O Sem doenca extra-hepatica

L Sem invasao vascular

Cirrotico vs Nao cirrotico



Liver resection

Recommendations

e Surgical resection 1s recommended as treatment of
choice in patients with HCC arising on a non-cirrhotic
liver (evidence low; recommendation strong).

Galle PR, et al. ) Hepatol 2018 ;69 :182-236



Resseccao do carcinoma hepatocelular

J Recorréncia

Até 75% dos pacientes em 5 anos pos resseccao

0 Metastase do tumor primario original
U Tumor de novo (predisposicao pela cirrose)



RESSECCAO
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EVOLUCAO DA CIRURGIA DO EIGADO

1 Manuseio peri-operatorio

1 Selecao do paciente

1 Refinamento da técnica

1 Reducao da mortalidade

1 Cirurgia minimamente invasiva

*Mortalidade peri-operatoria de 3-5% em centros de grande volume



RESSECCAO HEPATICA

J MELD score<9

- Child-Pugh A

J Auséncia de HP significante
<

EI aessecabilidade do tumor

Tamanho

NUmero
Localizacéo
Envolvimento microvascular

[EI Estado geral preservado]

Scatton O, et al. J Surg Oncol 2015; 111:1007-15



HIPERTENSAO PORTA

J Plaguetas < 100.000

J Esplenomegalia

J Varizes esofagogastricas (endoscopia)

1 Gradiente da pressao venosa hepatica < 10 mmHg

Hipertensao porta



F, feminino, 70 a,
CHC em lobo caudado
Figado normal

Child A5 MELD 8
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Cirurgia:
Resseccao de lobo caudado

UFMA-HUUFMA Evolugéo satisfatoria

Alta sem intercorréncias

EBSERH
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MD Anderson Cancer Center

Resection Criteria

| Minor | Child—Pugh A
Bilirubin < 2 mg/dL
Absence of ascites
Platelets > 100.000/mm3
| Major | Criteria for minor resection plus:
Bilirubin < 1 mg/dL
Absence of portal hypertension
Portal vein embolization for future liver remnant of < 40%




Ausencia de ascite

. Ascite
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Verde de Indocianina

No Ascites: Bilirubin
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Major Left Limited
Hepatectomy  Hepatectomy Resection I1CG

Yin L, et al. J Hepatol. 2014;61:82-8



Portal hypertension

No ‘

Yes
Extension of Extension of
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l |
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I A |
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Low risk Intermediate risk High risk
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decompensation decompensation decompensation
Liver-related mortality: 0.5% Liver-related mortality: 9% Liver-related mortality: 25%

Galle PR. et al. ) Hepatol 2018 ;69 :182-236



Extension of hepatectomy
Major Minor

Yes

Portal hypertension

Galle PR. et al. ) Hepatol 2018 ;69 :182-236



ORIGINAL ARTICLES

Is Portal Hypertension a Contraindication to Hepatic Resection?

Alessandro Cucchetti, MD,* Giorgio Ercolani, MD,* Marco Vivarelli, MD,* Matteo Cescon, MD,*
Matteo Ravaioli, MD,* Giovanni Ramacciato, MD,1 Gian Luca Grazi, MD,* and Antonio Daniele Pinna, MD*

trying to define the role of each therapeutic option. They reported

Backeround and Aims: The outcome of hepatic resection in cirrhotic . R ;

atier:gts has improved remarkably in recent vel;rs with improved surgical well-defined indications for hepatectomy for HCC: in particular,
patien pro i Y . P £1cE portal hypertension was considered as a contraindication for liver
technigues and perioperative care; however. the role of portal hvpertension is S P S T S TR

Cucchetti A, et al. Ann Surg 2009;250: 922-8



Patient Survival
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Cucchetti A, et al. Ann Surg 2009;250: 922-8



In conclusion, the EASL/AASLD guidelines clearly define
indications for hepatic resection for HCC: patients with single HCC
and completely preserved liver function without portal hypertension.
These guidelines exclude from surgery many patients who could
potentially benefit from curative resection. However, faced with the
same MELD score and hepatectomy extent planning, the presence of

esophageal varices, splenomegaly, and platelet count <100,000/
mm- should not be considered as a contraindication for hepatic

resection.

Cucchetti A, et al. Ann Surg 2009;250: 922-8



RESSECCAO ANATOMICA

Galle PR. et al. ) Hepatol 2018 ;69 :182-236



RESSECCAO NAO ANATOMICA

V Y 4 \ MHV
Q }A _' Residual region of tumor

bearing 3<-order portal
BB branch
at high risk of tumor
recurrence

Galle PR. et al. ) Hepatol 2018 ;69 :182-236
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L, masculino, 62 a,
Hepatopatia cronica
2 nodulos (CHC)
Child A6, MELD 9
110.000 plaquetas

d  Doenca multifocal



Cirurgia:

Hepatectomia direita (5-8)
Evolucao com ascite

Alta sem intercorréncias
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Extensao tumoral intra-hepatica

Tamanho
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ALPPS

Ann Surg Oncol Annals of
DOI 10.1245/510434-015-5007-0 SURGICAL ONCOLOGY CrossMark

OFFICIAL JOURNAL OF THE SOCIETY OF SURGICAL ONCOLOGY

ORIGINAL ARTICLE - HEPATOBILIARY TUMORS

Should ALPPS be Used for Liver Resection in Intermediate-Stage
HCC?

J. G. D’Haese, MD', J. Neumann, MD?, M. Weniger, MD", S. Pratschke, MD', B. Bjornsson, MD?, V. Ardiles, MD?,
W. Chapman, MD, FACS®, R. Hernandez-Alejandro, MD®, O. Soubrane, MD’, R. Robles-Campos, MD®,

M. Stojanovic, MD, PhDg, R. Dalla Valle, MD'’, A. C. Y. Chan, MD, MBBS, FRCS, FCSHK, FHKAM (Surgery]",
M. Coenen, PhD, MPH'2, M. Guba, MD", J. Werner, MD, MBA ', E. Schadde, MD, FACS'?, and M. K. Angele, MD,
FACS"™

D’Haese JG, et al. Ann Surg Oncol 2015



Overall survival HCC vs. CRLM b Disease free survival HCC vs. CRLM

Cumulative survival
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Updates in Surgery
https://doi.org/10.1007/513304-018-0596-3

ORIGINAL ARTICLE

@ CrossMark

The ALPPS procedure: hepatocellular carcinoma as a main indication.
An Italian single-center experience

Giovanni Vennarecci' - Daniele Ferraro' - Antonella Tudisco' - Giovanni Battista Levi Sandri' - Nicola Guglielmo’ -
Giammauro Berardi' - Isabella Sperduti? - Giuseppe Maria Ettorre’

Vennarecci G, et al. Updates Surg 2018



ALPPS — SOBREVIDA LIVRE DE DOENCA
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International Journal of Surgery Case Reports xxx (2016) xxx-xxx

Contents lists available at ScienceDirect

International Journal of Surgery Case Reports

journal homepage: www.elsevier.com

Case Report

The ALPPS procedure for hepatocellular carcinoma larger than 10 centimeters

Orlando Jorge M. Torres *, Rodrigo Rodrigues Vasques, Thiago Henrique S. Silva,
Miguel Eugenio L. Castelo-Branco, Camila Cristina S. Torres

Deparment of Digestive Surgery, Federal University of Maranhdo, Sdo Luiz, MA, Brazil

Torres OJM, et al. Int J Surg Case Rep 2016.
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Pos-operatorio:
Alta sem intercorréncias
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Dig Dis Sci (2011) 56:1937-1943

DOI 10.1007/s10620-011-1572-7 LAPARO S CO P IA

REVIEW

Meta-Analysis of Laparoscopic Versus Open Resection
for Hepatocellular Carcinoma

// J World Journal of
47 Gastroenterology

Yan-Ming Zhou + Wen-Yu Shao + Yan-Fang Zhao -

D’ﬂ“ H“i X“ . B in Li Submit a Manuscript: http:/ / www.wjgnet.com/esps/ World ] Gastroenterol 2014 July 7; 20(25): 8274-8281
g - Help Desk: http:/ / www.wjgnet.com/ esps/helpdesk.aspx ISSN 1007-9327 (print) [SSN 2219-2840 (online)
DOL: 10.3748 / wig.v20.i25.8274 © 2014 Baishideng Publishing Group Inc. All rights reserved.

META-ANALYSIS

m— Laparoscopic vs open approach to resection of

. . . hepatocellular carcinoma in patients with known cirrhosis:
Laparoscoplc Liver RGSE}CHOH Systematic review and meta-analysis
for Hepatocellular Carcinoma

Ten-Year EXPEI’EBHCE ina Single Center Ahmed Twaij, Philip H Pucher, Mikael H Sodergren, Tamara Gall, Ara Darzi, Long R Jiao

i Wl
Eric C. H. Lai, MB ChB, MRCSEd, FRACS; Chung Ngai Tang, MB BS, FRCS; Surgical E’_‘d"m’l’y e <ams
Joe P. Y. Ha, MB BS, FRCS; Michael K. W. Li, MB BS, FRCS hitps.//dol.org/10.1007/500464-018-6426-3 g

Laparoscopic liver resection of hepatocellular carcinoma located

in unfavorable segments: a propensity score-matched analysis

from the | Go MILS (Italian Group of Minimally Invasive Liver Surgery)
Registry

Giovanni Battista Levi Sandri' - Giuseppe Maria Ettorre’ - Luca Aldrighetti? - Umberto Cillo? - Raffaele Dalla Valle? -
Alfredo Guglielmi® . Vincenzo Mazzaferro® . Alessandro Ferrero” - Fabrizio Di Benedetto® - Salvatore Gruttadauria® -
Luciano De Carlis'® . Giovanni Vennarecci' on behalf of | Go MILS Group on HCC

Zhou YM, et al. Dig Dis Sci 2011;56:1937-43
Twaij A, et al. World J Gastroenterol 2014
Lai EC, et al. Arch Surg 2009

Sandri GB, et al. Surg Endosc 2018
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Hepatectomia laparoscopica
Com HABIB

Evolucao favoravel

Alta sem intercorréncias
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ORIGINAL ARTICLE

Laparoscopic resection of hepatocellular carcinoma: a French
survey in 351 patients

Olivier Soubrane', Claire Goumard', Alexis Laurent?, Hadrien Tranchart®, Stéphanie Truant*, Brice Gayet®, Chadi Salloum®,
Guillaume Luc?, Safi Dokmak®, Tullio Piardi, Daniel Cherqui?, Ibrahim Dagher®, Emmanuel Boleslawski*, Eric Vibert®,
Antonio Sa Cunha’, Jacques Belghiti®, Patrick Pessaux®, Pierre-Yves Boelle' %" & Olivier Scatton’

"Department of Hepatobiliary Surgery and Liver Transplant, St Antoine Hospital, Assistance Publique-Hoépitaux de Paris (AP-HP), University of Pierre and
Marie Curie (UPMC), Paris, France, 2Department of Digestive and Hepatobiliary Surgery, Henri Mondor Hospital, AP-HP, University of Paris East Créteil Val
de Marne, Créteil, France, *Department of Digestive and Hepatobiliary Surgery, Antoine Béclére Hospital, AP-HP, University of Paris South, Clamart, France,
*Department of Digestive and Hepatobiliary Surgery, Claude Huriez Hospital, University of Lille and North France, Lille, France, *Department of Digestive
and Hepatobiliary Surgery, Institut Mutualiste Montsouris, Paris, France, ®Department of Hepatobiliary Surgery and Liver Transplant, Paul Brousse Hospital,
AP-HP, University of Paris South, Villejuif, France, "Department of Digestive and Hepatobiliary Surgery, Haut-Lévégue Hospital, University of Bordeaux,
Bordeaux, France, ®Department of Digestive and Hepatobiliary Surgery, Beaujon Hospital, University Denis Diderot Paris, Clichy, France, *Department of
Digestive and Hepatobiliary Surgery, Hautepierre Hospital, University of Strasbourg, Strasbourg, France, '®Department of Statistics, UPMC, UMR S 707,
Paris, France and "'"National Institute of Health and Medical Research (INSERM), U707, Paris, France

Soubrane O, et al. HPB 2016;16:357-65



Table 4 Pathological features in 351 patients submitted to laparo-
scopic liver resection for hepatocellular carcinoma (HCC)

Postoperative data Value
Histological cirrhosis, n (%) 247 (70%)
Histological fibrosis F2, F3, n (%) 55 (16%)
I Maximum tumour size, mm, median (range) 35 (5-170) I

Single HCC, n (%) 302 (86%)
Multiple HCC, n (%) 49 (14%)
Bilobar HCC, n (%) 24 (7%)
Encapsulated HCC, n (%) 162 (46%)
Satellite nodules, n (%) 81 (23%)
Well or moderately differentiated HCC, n (%) 319 (91%)
Poorly differentiated HCC, n (%) 32 (9%)
Vascular invasion, n (%) 119 (34%)
Tumour-free margin, n (%) 323 (92%)
Margin, mm, median (range) 10 (0-78)

Soubrane O, et al. HPB 2016;16:357-65
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ORIGINAL ARTICLE - HEPATOBILIARY TUMORS

Recurrence Patterns and Outcomes after Resection
of Hepatocellular Carcinoma within and beyond the Barcelona
Clinic Liver Cancer Criteria

Diamantis L Tsilimigras, MD', Fabio Bagante, MD"?, Dimitrios Moris, MD, PhD', J. Madison Hyer, MS’,
Kota Sahara, MD', Anghela Z. Paredes, MD, MS', Rittal Mehta, MPH', Francesca Ratti, MD",

Hugo P. Marques, MD*, Olivier Soubrane, MD’, Vincent Lam, MD®, George A. Poultsides, MD’,

Irinel Popescu, MD®, Sorin Alexandrescu, MD®, Guillaume Martel, MD’, Aklile Workneh, MD”’,

Alfredo Guglielmi, MD?, Tom Hugh, MD'’, Luca Aldrighetti, MD>, Itaru Endo, MD, PhD'!, and

Timothy M. Pawlik, MD, MPH, PhD, FACS'

Tsilimigras DI, et al. Ann Surg Oncol 2020
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RISCO OPERATORIO

. Geral — Idade > 70

J ASA escore >3

J Insuficiéncia renal cronica
1 Desnutricao

Scatton O, et al. J Surg Oncol 2015; 111:1007-15



DOENCA EXTRA-HE PATICA

d  Metastase pulmonar (TC de torax)
J Metastase 6ssea/cerebral (PET-CT)




REMANESCENTE HEPATICO EUTURO

Measured FLR volume
sFLR = - %of TLV

TLV =-794 + 1267 x BSA




EMBOLIZACAO DA VEIA PORTA

Extensive
Normal Liver Chemotherapy Cirrhosis
< 20% < 30% < 40%

Future Liver Remnant

*Figado cirrotico tem a capacidade de hipertrofia reduzida



OUTRAS OPCOES

d TACE-EVP sequencial
d Embolizacado da veia hepatica
J Radioembolizacao em alta dose (Y90)

*Figado cirrotico tem a capacidade de hipertrofia reduzida



TRANSPLANTE




Liver transplantation

Recommendations

e LT 1s recommended as the first-line option for HCC
within Milan criteria but unsuitable for resection (evi-
dence high; recommendation strong). Milan criteria
are the benchmark for selection of patients with HCC
for LT and the basis for comparison with other suggested
criteria.

Galle PR, et al. ) Hepatol 2018 ;69 :182-236



AFP serum level
150 ng/ml

|

45 ng/mi

Galle PR, et al. ) Hepatol 2018 ;69 :182-236



Critérios de Milao

paciente cirrotico com:

nodulo unico < 5cm
até 3 nodulos < 3cm

auséncia de invasao macrovascular ou metastases

Critérios de Milao



® Adjuvant therapy after resection/ablation Sorafenib, lenvatinib (1% ling) ®
® Chemotherapy Regorafenib, cabozantinib (2™ line) ®
e Other molecular therapies® Chemoembolization
High
g ® Hormonal compounds Radiofrequency ablation PEI (<2 cm)
® Y30-radiation (1% line) LT/LDLT-Milan »
Levels of # Nivolumab Resection ®
evidence @ Down-staging to Milan MVV ablation e
Moderate Y90-radiation (BCLC B) ¢ ® LT/LDTL validated extended

Resection in non-cirrhotic liver ®
Low External beam radiation & NEDﬂdeUant therap'f an Waltlr‘lg |iST. ]

Weak Strong
Recommendation > Positive

Galle PR, et al. J Hepatol 2018 ;69 :182-236



dj_@ Associagdo Brasileira de Transplante de Orgdos

Necessidade de Transplante de Figado - Brasil

Transplante Hepatico no Brasil. Lista de Espera vs n? Tx realizados. 2001 a 2010.

2001 2002 2003 2004 2005 2006 2007 2008 2009 2010

I |ista de Espera - Figado I Tx Hepatico = = = :Linear (Lista de Espera - Figado)

Tx Figado - Brasil
N2 Tx em 2010: 1413
Lista de Espera - 2010: 4304
% Tx 2010/Lista de Espera: 33%

FALTA DE ORGAOQS!!!




Transplante para CHC

Decisao de
transplantar

Tumor progression

Transplante

Perda de indicacao: 4% / més
(15-33%)

Yao FY, et al. Liver Transpl. 2002
Roayaie S et al. Clin Liver Dis 2005



Mortalidade na Lista de Espera - CHC

Mortalidade na lista de espera (MLE)
Jan 2013 - dez 2013

Mortalidade global

34,1%
Mortalidade pediatrica

29,15%
Mortalidade Adulto

34,4%
Mortalidade CHC (Milan + Downstaging)

28,25%

Source: Secretaria de Estado
da Saude do Estado de SP —
Sistema Estadual de Transplantes
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For Debate
Liver resection for HCC with cirrhosis: Surgical perspectives
out of EASL/AASLD guidelines

L. Capussotti *™*, A. Ferrero *”, L. Vigano *®, R. Polastri *”, M. Tabone ©

14 L. Capussotti et al. | EISO 35 (2009) 11—15

e | 28-75%  24-39% 3-14%

Tumor characteristics in recent large published series

Author Year Pis Diameter (cm) Multiple HCC Major vascular invasion
Median =5 cm

Fong' 1999 154 - 116 (75.3%) 42 (27.3%)

Poon™ 2001 377 — 229 (60.7%) -

Grazi®® 2001 264 — 95 (36%) 0%

Bel ghiti ™ 2003 187 s 70 (39%) 16 (9%)

Vauthey/Nagorney " 2003 169 8 55 (33%) 24 (14%)

Tkai** 2003 230 35 72 (31%) 24 (10%)

Makuuchi*® 2005 203 57 (28.1%) 57 (28.1%) 14 (6.9%)

Italian multicenter study"m 2006 150 - - 36 (24%) 5 (3.3%)

Capussotti L, et al. Eur J Surg Oncol 2009;35:11-15
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Abstract

EASL/AASLD guidelines clearly define indications for liver surgery for HCC: patients with single HCC and completely preserved liver
function without portal hypertension. These guidelines exclude from operation many patients that could benefit from radical resection and that
are daily scheduled for hepatectomy in surgical centers. Patients with large tumors or with portal vein thrombosis cannot be transplanted or
treated by interstitial treatments. In selected cases liver resection may obtain good long-term outcomes, significantly better than non-curative
therapies. In cases of multinodular HCC, liver transplantation is the treatment of choice within Milan criteria; patients beyond these limits can
benefit from liver resection, especially if only two nodules are diagnosed: even if they have a worse prognosis, survival results after liver sur-
gery are better than those reported after TACE or conservative treatments. EASL/AASLD guidelines excluded from operating patients with
portal hypertension but data about this topic are not conclusive and further studies are necessary. Selected patients with mild portal hyper-

[] (111 (] (1 Ol N e =n i £l - (i1 nEn Aerine the OoOrtaee of don [1L87 1] HilkA [ (i1 (] il wiful=

In conclusion, guidelines for HOC treatment should consider good results of liver resection for advanced HCC, and indications for

hepatectomy should be expanded in order not to exclude from radical therapy patients that could benefit from it.

o m— g =y - = - hg =1

Capussotti L, et al. Eur J Surg Oncol 2009;35:11-15



JOURNAL OF LAPAROENDOSCOPIC & ADVANCED SURGICAL TECHNIQUES
Volume 24, Number 4, 2014

Laparoscopic Resection of Hepatocellular Carcinoma:

When, Why, and How?
A Single-Center Experience

Paulo Herman, MD, Marcos Vinicius Perini, MD, Fabricio Ferreira Coelho, MD,
Jaime Arthur Pirolla Kruger, MD, Renato Micelli Lupinacci, MD, Gilton Marques Fonseca, MD,

Felipe de Lucena Moreira Lopes, MD, and Ivan Cecconello, MD

* CHC: n=30 (35,2%) — 2007/2013
e 21 homens, média idade= 54,7 a

* Procedimentos:

* 10 ndo-anatomicas

* 14 bissegmentectomia 2/3
* 4 bissegmentectomia 6/7
* 1 hepatectomia D

* 1 hepatectomia E

* Margens livres = 100%
* Conversao=13,3%
 Mortalidade= 3,3%

Herman P, et al. 2013
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HCC

\

Y ~
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Potential candidate Single <3 nodules, Extended Well defined Diffuse, infiltrative,
5 for liver each <3 cm| | liver transplant | | nodules, preserved extensive
= transplantation criteria portal flow, bilobar liver
ﬁ (size, AFP) selective access involvement
H Portal pressure,
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g || Todecide individualized No Ves bilirubin
] treatment approach J
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[ 1¢t Treatment option ] Ablation Transplant J [ TACE J [ Systemic treatment J [ BSC ]
Expected survival >2 years m
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: p Successful 1% Line
2 Not feasible or failure downstaging Atezolizumab-Bevacizumab/Durvalumab-Tremelimumab
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£ - e e B s3c00co000a000c00a50300ac soama0006e cosaan0an 0, futt0auOoH000 000
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5 Radioembolization (only for single lesion <8 cm) failure (AFP 2400 ng/m) g
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Reig M. et al. J Hepatol 2022;76 :681-93




Local ablation and external radiation

Recommendations

e Thermal ablation with radiofrequency is the standard of
care for patients with BCLC 0 and A tumours not suitable
for surgery (evidence high; recommendation strong).
Thermal ablation in single tumours 2 to 3 cm in size 1S
an alternative to surgical resection based on technical
factors (location of the tumour), hepatic and extrahep-
atic patient conditions.

Galle PR, et al. J Hepatol 2018 ;69 :182-236



C, feminino, 80 a,

CHC em lobo segmento 6
Figado cirrotico

Child A5, MELD 9

Sem hipertensao porta
Comorbidades

,:5 P Universidade Federal do Maranhéo Servigo de Cirurgia do Aparelho Digestivo g



Ablacéo por RF:
Evolucdao satisfatoria
Alta sem intercorréncias

1$ P Universidade Federal do Maranhéo Servigo de Cirurgia do Aparelho Digestivo q
EBSERH
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ORIGINAL ARTICLE

Surgical resection versus ablation for hepatocellular carcinoma
< 3 cm: a population-based analysis

John T. Miura®, Fabian M. Johnston’, Susan Tsai', Dan Eastwood?®, Anjishnu Banerjee®, Kathleen K. Christians’,
Kiran K. Turaga' & T. Clark Gamblin’

"Division of Surgical Oncology, and 2Department of Biostatistics, Medical College of Wisconsin, Milwaukee, WI, USA

Miura JT, et al. HPB 2015;17:896-901
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Miura JT, et al. HPB 2015;17:896-901



In conclusion, the present study provides further evidence
supporting HR over ablation for patients with small, unifocal,

HCC tumours. Numerous factors, both patient and tumour

specific, continue to have a major influence on treatment allo-
cation. Therefore, it would be short-sighted to suggest that
ablation has no role for this subset of HCC tumours. Instead,
in the setting of a good surgical candidate, treatment strategies
should continue to emphasize a HR first approach for single,
<3 cm HCC tumours, with ablation being reserved for patients
less suited for the operating room.

Miura JT, et al. HPB 2015;17:896-901



F, masculino, 66 anos

Cirrose, virus C.
CHC (2 cm) em segmento 8

Child A6 MELD 9
Hipertensao porta
Sem comorbidades

,:5 P Universidade Federal do Maranhéo Servigo de Cirurgia do Aparelho Digestivo g



Hepatectomia com Habib
Evolucao favoravel
Alta sem intercorréncias

é‘ P Universidade Federal do Maranhéo Servigco de Cirurgia do Aparelho Digestivo
EBSERH




TACE

HCC

[

e ™
Based on tumor burden, liver
function and
physical status

Refined by AFP, ALBI score,
Child-Pugh, MELD

Very early stage (0)

« Single <2 cm
* Preserved liver function®, PS 0

Early stage (A)

« Single, or £3 nodules each <3 cm
* Preserved liver function*, PS 0

Intermediate stage (B)

+ Multinodular
* Preserved liver function*, PS 0

\

Advanced stage (C)

« Portal invasion and/or extrahepatic spread
* Preserved liver function, PS 1-2

Terminal stage (D)

* Any tumor burden
* End stage liver function, PS 3-4

‘

\
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No

Normal Increased”
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Yes" No
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Expected survival
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1¢t Treatment option ] [ Ablation J[ Resection J[Ablation][ Transplant
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!

Systemic treatment

J =

Reig M. et al. J Hepatol 2022;76 :681-93
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Transarterial therapies

Recommendations

e TACE is recommended for patients with BCLC stage B
and should be carried out in a selective manner (evi-
dence high; recommendation strong) The use of
drug-eluting beads has shown similar benefit to conven-
tional TACE (cTACE; gelfoam-Lipiodol® particles) and
either of the two can be utilised (evidence high; recom-
mendation strong). TACE should not be used in patients
with decompensated liver disease, advanced liver and/or
kidney dysfunction, macroscopic vascular invasion or
extrahepatic spread (evidence high; recommendation
strong). There is insufficient evidence to recommend
bland embolisation, selective intra-arterial chemother-
apy and lipiodolisation (evidence moderate).

Galle PR, et al. J Hepatol 2018 ;69 :182-236
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Meta-Analysis

Comparison of Partial Hepatectomy

and Transarterial Chemoembolization in
Intermediate-Stage Hepatocellular Carcinoma:
A Systematic Review and Meta-Analysis

Ismail Labgaa?® Patrick Taffé® David Martin® Daniel Clerc?®

Myron Schwartz¢ Norihiro Kokudod Alban Denys® Nermin Halkic?
Nicolas Demartines® Emmanuel Melloul?

Labgaal l, et al. Liver cancer 2020



TACE wvs Resseccao

J 1.730 pacientes

Hepatectomia 750
TACE 980

BCLCB

Metanalise

Sobrevida global

Mortalidade em 90 dias pos-procedimento

D00

Labgaal l, et al. Liver cancer 2020
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TACE

Conclusions: |In patients with intermediate HCC, PH was associated with increased long-term
survival compared to TACE, with comparable postprocedural mortality. These results suggest
considering PH as treatment option in intermediate HCC and highlight the urgent need to
refine the selection of patients with BCLC-B stage who may benefit from PH.

Labgaal l, et al. Liver cancer 2020



Quimioterapia

HCC
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Reig M. et al. J Hepatol 2022;76 :681-93



Systemic therapies

Recommendations

e Sorafenib is the standard first-line systemic therapy for
HCC. It is indicated for patients with well-preserved liver
function (Child-Pugh A) and with advanced tumours
(BCLC-C) or earlier stage tumours progressing upon or
unsuitable for loco-regional therapies (evidence high;
recommendation strong).

Galle PR, et al. ) Hepatol 2018 ;69 :182-236



ORIGINAL ARTICLE

A Snapshot of the Effective Indications and Results of Surgery for
Hepatocellular Carcinoma in Tertiary Referral Centers: Is It
Adherent to the EASL/AASLD Recommendations?

An Observational Study of the HCC East-West Study Group

Guido Torzilli, MD, PhD,* Jacques Belghiti, MD,7 Norihiro Kokudo, MD, PhD,  Tadatoshi Takayvama, MD, PhD,§
Lorenzo Capussotti, MD, Y Gennaro Nuzzo, MD,|| Jean-Nicolas Vauthey, MD,** Michael A. Choti, MD, 7
Eduardo De Santibanes, MD, i Matteo Donadon, MD,* Emanuela Morenghi,§§
and Masatoshi Makuuchi, MD, PhDYY

Torzilli G, et al. Ann Surg 2013;257: 929-37



TABLE 2. Pattern of Presentation According to the

BCLC Classification

BCLC Class n (%)

BCLC 0-A [n = 9317*

Single <2 c¢m 204 (22)

Single <5 c¢m 604 (65)

Up to 3 tumors. none >3 cm 123 (13
/BCLC B [n = 666] \
Single =5 cm 456 (68.5)
Multiple 210 (31.5)

BCLC C [n = 222]

PV invasion 60 (27)
First-order PV 20(9)
Second-order PV 16 (7)

\ Third-order PV 24 (11) )
HV invasion 77 (35)
IVC invasion 15(7)

PV 4 HV invasion 63 (28)

PV 4 IVC invasion —

HV + IVC invasion 7(3)

*The number of patients for whom the data were available.
HV indicates hepatic vein; IVC, inferior vena cava; PV, portal vein.

Torzilli G, et al. Ann Surg 2013;257: 929-37



TABLE 3. Surgical Procedures Stratified According to the

BCLC Classification

BCLC0-A BCLCB BCLCC P*
Type of resection
[n = 1674]7F
Minor 684 (88) 365 (58) 102 (38)  0.000
Major 93 (12) 268 (42) 162 (62)
0. removed
segments
[n = 1674]
<1 565 (73) 231 (37) 53(20)  0.000
2 119(15) 134(21) 49 (18)
3 4(2) 3 (8) 41 (16)
=3 79 (10) 215 (34) 121 (46)

Bold values indicate statistically significant.

Values given are number (percentage).

* v test.

1 The number of patients for whom the data were available.

Torzilli G, et al. Ann Surg 2013;257: 929-37



Mortalidade pos-operatoria — 2,7%

30 Dias (%) 90 Dias (%)
BCLC 0-A 1,6 2,0
BCLCB 3 3
BCLC C 2,5 3

Torzilli G, et al. Ann Surg 2013;257: 929-37



TABLE 6. Main Published Studies of Surgical Resection for BCLC B, C, and B-C HCC in the Last Decade

Author Year BCLC Class  No. Patients  3-yr OS5, % 4 S5-yr OS, % ) -yr DFS, % 5-yr DFS, %  Operative Mortality, %
Minagawa et al'* 2001 C 18 42 42 — — 5
Ng et al'3 2005 B 380 50 39 38 26 2.4
Chirica et al'’ 2008 B-C 20 56 45 20 17 5
Ishizawa et al'® 2008 C 98 71 56 37 25 0.2
Wang et al'? 2008 B 243 64 50 — — —

C 14 29 29 — — —
Torzilli et al'8 2008 B 24 80 — 44 — 0

C 28 74 — 17 — 3.6
Present series 2011 B 737 71 57 38 27 3.1

C 297 49 \ 38 J 28 18 25

DFS indicates disease-free survival; OS, overall survival. 2 9-57 %

Torzilli G, et al. Ann Surg 2013;257: 929-37



Conclusoes

The herein analyzed numbers are large enough to request an
update of the EASL/AASLD therapeutic guidelines related to BCLC
B and C patients: for the latter, if within Child class A and pertfor-

mance status 0-1. evaluation by a surgical team specifically expert in

liver surgery should be mandatory. It is hoped that this study will also
stimulate prospective studies able to better disclose the proportion of
patients harboring intermediate or advanced HCC who could benefit
from a surgical approach.

Torzilli G, et al. Ann Surg 2013;257: 929-37
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Regorafenib

(sorafenib-tolerant)
- Post sorafenib { Cabozantinib
Ramucirumab
(AFP 2400 ng/ml)
- Post atezolizumab-bevacizumab
- Post durvalumab-tremelimumab
- Post lenvatinib or Durvalumab

Cabozantinib

Clinical
trials

¥

Not feasible

Alternative
sequences may
be considered
but they have not
been proved
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