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CASO	CLÍNICO	

Com	 a	 apresentação	 deste	 caso	 pretende-se	 discuBr	 o	 risco	 de	 CHC	 na	 infecção	 pelo	 VHB,	 bem	 como	 a	 vigilância	 e	 a	 indicação	 para	 terapêuBca,	 tendo	 em	 conta	 esse	 risco.	

Sobretudo,	pretende-se	discuBr	a	indicação	para	transplante	hepáBco	profilácBco.	

CONCLUSÕES	
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early detection of recurrent tumor for these patients, 
does the result still justify this novel strategy? Salvage 
treatment after detection of recurrent HCC includes 
LT, repeat hepatectomy, RFA, transcatheter arterial 
chemoembolization, sorafenib, and trans-arterial radio-
rembolization (Yttrium-90). The choice of these salvage 
treatment depends on the extent of underlying liver 
disease, the aggressiveness of tumor at recurrence, 
and the general condition of the patient. LT has been 
proven to be correlated with better overall survival and 
disease-free survival rates with careful patient selection 
as a curative method, as compared with other salvage 
treatments previously stated[17-19]. However, for cases 
without evidence of recurrence, it is unclear if we should 
choose prophylactic LT for patients with a high risk of 
recurrence or just close follow-ups and salvage treatment 
at recurrence. The accompanying morbidity and mortality 
with prophylactic LT and the limited number of organs 
also hinder this aggressive strategy. The comparison of 
the benefits and risks between prophylactic LT and the 

wait-and-see strategy followed by salvage treatment is 
listed in Table 1. 

On the other hand, is a higher probability of recur-
rence after initial hepatectomy equivalent to a shorter 
disease-free survival after salvage or prophylactic LT? If 
HCC recurs easily after salvage or prophylactic LT, this 
strategy became meaningless. Most prognostic factors 
associated with recurrence after LR are also relevant 
to post-transplant recurrence, including microvascular 
invasion of HCC, larger tumor size, higher tumor num-
ber, poorer differentiation of the tumor, and higher level 
of alpha-fetoprotein (AFP)[35-37] 

(Table 2). It is difficult to 

distinguish patients with higher recurrence after hepa-
tectomy from those with possible post-transplant HCC 
recurrence. A period of observation should be considered 
after primary LR to identify the aggressiveness of occult 
HCC in the absence of specific predicting factors. Further 

investigation is needed to stratify patients for better 
application of treatment after hepatectomy. 

CLINICOPATHOLOGICAL FACTORS 
ASSOCIATED WITH HIGH-RISK 
RECURRENCE
The most important issue in adopting prophylactic LT is 
the identification of prognostic factors associated with 
high-risk recurrence. Tumor dissemination from primary 
tumor before resection and new lesion development 
in underlying oncogenic cirrhotic parenchyma are two 
major pathways leading to recurrence[38-42]. The former 
is associated with early recurrence within 2 years 
after primary resection, while the latter is more likely 
associated with late recurrence[42-45]. We summarize the 
recent data in the literature on the clinicopathological 
factors linked with HCC recurrence.

PATIENT-RELATED FACTORS: 
DEMOGRAPHIC AND BIOCHEMICAL 
FACTORS
The age factor associated with recurrence after resection 
remains controversial. Older age at resection may be 

The strategy Prophylactic LT Wait-and-see

Immunosuppressant exposure Life-long Nil
Surgical morbidity and mortality Present Nil
Long-term HCC recurrence Lower[32] Higher[11]

Survival benefit (5-year survival rate) 84.6%[32] Around 70%[7-10]

Further management after recurrence Hepatectomy, RFA, TACE, Sorafenib, Yttrium-90 SLT, repeat hepatectomy, RFA, TACE, Sorafenib, Yttrium-90

Table 1  Comparison between prophylactic liver transplant and wait-and-see before hepatocellular carcinoma recurrence

LT: Liver transplant; RFA: Radiofrequency ablation; TACE: Transcatheter arterial chemoembolization; HCC: Hepatocellular carcinoma.

Risk factor of HCC recurrence After liver resection After liver transplantation

Serological
   AFP > 400 ng/mL[49] > 1000 ng/mL[34,35]

Tumor gross
   Tumor size > 3 cm[30] or > 5 cm[37,41,65] > 6 cm[35]

   Tumor number > 3[65]
≥ 4[35]

   Satellite nodules Yes[30,63,66] Yes[33]

Tumor microscopic
   Tumor differentiation Intermediate, or poor differentiation, or undifferentiation[30,49,65] Poor differentiation, or undifferentiation[33]

   Microvascular invasion Yes[30,37,41,49,64-66] Yes[33,34]

Liver parenchyma
   Severity of cirrhosis Controversial[67-69] No
   Milan criteria Yes[68] (predict recurrence within/beyond MC) Yes[3]

Table 2  Prognostic factors of early hepatocellular carcinoma recurrence after liver resection and after liver transplantation

HCC: Hepatocellular carcinoma; AFP: Alpha-fetoprotein; MC: Milan criteria.
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Abstract
Hepatocellular carcinoma (HCC) is the second most 
common cause of cancer-related death in the world. 
Radical treatment of HCC in early stages results in a long 
disease-free period and improved overall survival. The 
choice of optimal management strategy for HCC mainly 
depends on the severity of the underlying liver disease. 
For patients with decompensated liver cirrhosis and HCC 
within Milan criteria (MC), liver transplant (LT) is the 
choice of treatment. However, for patients with good 
residual liver reserve and HCC within MC, selection of 
other curative treatments such as liver resection (LR) or 
radiofrequency ablation may be a reasonable alternative. 
For patients without cirrhosis, LR can result in an overall 
survival similar to that provided by LT. Therefore, it is an 
accepted alternative to LT especially in areas with organ 
shortage. However, the cumulative 5-year recurrence 
rate of HCC post LR might be as high as 70%. For initial 
transplant-eligible (within MC) patients with recurrent 
HCC post LR, salvage liver transplant (SLT) was first 
proposed in 2000. However, most patients with recur-
rent HCC considered for SLT are untransplantable cases 
due to HCC recurrence beyond MC or comorbidity. Thus, 
the strategy of opting for SLT results in the loss of the 
opportunity of LT for these patients. Some authors 
proposed the concept of “de principe liver transplant” (i.e. , 
prophylactic LT before HCC recurrence) to prevent losing 
the chance of LT for these potential candidates. Factors 
associated with the failure of SLT will be dissected and 
discussed in three parts: Patient, tumor, and underlying 
liver disease. Regarding patient-related factors, the rate of 
transplantability depends on patient compliance. Patients 
without regular follow-up tend to develop HCC recurrence 
beyond MC at the time of tumor detection. Advancing 
age is another factor related to severe comorbidities 
when LT is considered for HCC recurrence, and these 
elderly candidates become ineligible as time goes by. 
Regarding tumor-related factors, histopathological 
features of the resected specimen are used mostly for 
determining the prognosis of early HCC recurrences. Such 
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associated with the failure of SLT will be dissected and 
discussed in three parts: Patient, tumor, and underlying 
liver disease. Regarding patient-related factors, the rate of 
transplantability depends on patient compliance. Patients 
without regular follow-up tend to develop HCC recurrence 
beyond MC at the time of tumor detection. Advancing 
age is another factor related to severe comorbidities 
when LT is considered for HCC recurrence, and these 
elderly candidates become ineligible as time goes by. 
Regarding tumor-related factors, histopathological 
features of the resected specimen are used mostly for 
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© 2016 Baishideng Publishing Group Inc. All rights reserved.Tabela	2.	Transplante	hepáOco	profilácOco	vs	Vigilância	a	preceder	recorrência	de	CHC	

A	 taxa	 de	 elegibilidade	 para	 transplante	 hepáBco	 nos	 casos	 de	 recorrência	 de	 carcinoma	

hepatocelular	(CHC)	após	ressecção	primária	(que	ocorre	em	>70%	aos	5	anos)	é	 inferior	a	50%	na	

maioria	das	séries.	 	Assim,	tem	sido	proposto	que	os	doentes	submeBdos	a	ressecção	primária	com	

alto	 risco	 de	 recorrência	 de	CHC	 (vide	Tabela	 1)	 devam	 ser	 recrutados	 para	 transplante	hepáOco	

profilácOco	 (antes	da	recorrência),	com	vários	estudos	a	demonstrarem	uma	maior	sobrevida	com	

este	 Bpo	 de	 abordagem	 comparaBvamente	 com	 o	 transplante	 hepáBco	 de	 resgate	 (após	

recorrência).		Na	Tabela	2	apresentam-se	os	principais	argumentos	a	favor	e	contra	esta	estratégia.	

	

Os	doentes	com	infecção	crónica	pelo	vírus	da	hepaBte	B	(VHB)	estão	em	risco	de	desenvolver	CHC	

mesmo	na	ausência	de	cirrose.	No	entanto,	o	grau	exacto	deste	risco	não	está	bem	definido	e	parece	

ser	 influenciado	 por	 vários	 factores:	 região	 geográfica	 (o	 impacto	 da	 migração	 ainda	 não	 foi	

invesBgado),	 níveis	 elevados	 de	 replicação	 viral,	 idade	 e	 género	 (+	 masculino).	 Não	 está	 ainda	

definida	a	estratégia	de	vigilância	de	CHC	que	deve	ser	aplicada	neste	grupo	de	doentes.	

Dado	o	elevado	risco	de	recorrência	de	

CHC,	 o	 doente	 foi	 proposto	 para	

transplante	hepáOco	profilácOco	.		

DiagnosBcada	infecção	pelo	vírus	da	
hepaOte	 B,	 reunindo	 critérios	 para,	
na	 altura,	 ser	 classificado	 como	
“portador	inacOvo	do	VHB”.		

	2008	

Figura	1.	Ecografia	abdominal:	
nódulo	hepáBco	segmentos		II	e	
III	sugesBvo	de	CHC	

Figura	2.	TC:	nódulo	de	CHC	
segmentos		II	e	III	

Figura	3.	Exame	histológico	da	
peça	operatória	de	CHC	
(Coloração	H&E)	

Figura	4.	Exame	histológico	da	
peça	operatória	de	CHC	
(Coloração	H&E)	
	

2012	

Detecção	 em	 ecografia	 abdominal	 de	
nódulo	com	100	x	65	mm	sugesBvo	de	
carcinoma	 hepatocelular,	 sendo	 o	
d i a gnó sB co	 c o r r obo r ado	 po r	
tomografia	 computorizada	 (TC)	
(Figuras	1	e	2).	
	
•  Alfafetoproteina	(AFP):	4	796ng/mL	
•  ADN-VHB:	1	995UI/mL.	

Hepatectomia	segmentar	(Julho)	
	
Exame	histológico:	
CHC	 moderadamente	 diferenciado,	
com	tromboses	tumorais	vasculares.	
Parênquima	envolvente	sem	qualquer	
Opo	de	lesão.	Margens	cirúrgicas	livres	
(Figuras	3	e	4).	

Iniciada	 terapêuOca	 com	 inibidor	 da	
transcriptase	reversa	
	
ADN-VHB	sérico	indetectável	

	2017	

Detecção	em	TC	de	vigilância	de	novo	
nódulo	de	CHC	 com	cerca	de	30	mm,	
no	segmento	I	(Figura	5).	
	
•  AFP:	1732ng/mL	

Hepatectomia	segmentar	(Março)	
	
Exame	histológico:	
CHC	 moderadamente	 diferenciado,	
sem	invasões	vasculares	ou	linfáBcas.	
Parênqu ima	 envo lven te	 sem	
qualquer	 Opo	 de	 lesão.	 Margens	
cirúrgicas	livres	(Figuras	6	e	7).	

•  Vigilância	de	CHC	com	
ecografia/	TC	e	
doseamento	da	AFP	

•  Em	Junho	2013:	
AnBgénio	HBs	
quanBtaBvo	(qAgHBs)	
18	680UI/mL		

•  Entre	Outubro	2015	e	
Setembro	2016:	Subida	
manBda	da	AFP	de	15	
para	160	ng/mL,	sem	
idenBficação	de	
qualquer		lesão	nos	
exames	de	imagem,	
nem	sequer	em	
subsequente	
tomografia	por	
emissão	de	positrões.		

Presente	

•  Exames	de	imagem	
mais	recentes	não	
revelam	qualquer	
lesão	

•  AFP	é	normal	

•  A	aguardar	
transplante	hepáBco	

•  qAgHBs	32	320UI/mL	(Agosto)	

Figura	7.	Exame	histológico	da	
peça	operatória	<de	CHC	
(Coloração	H&E)	
	

Figura	6.	Exame	histológico	da	
peça	operatória	de	CHC	
(Coloração	H&E)	

Figura	5.	TC:	nódulo	de	CHC	segmento		I	


