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Abstract

The multi-kinase inhibitor sorafenib still remains the only 
approvedagent for advancedHCC. Its benefits typically involve
disease stabilisation, whereas an induction of response is rare.
Wereportaseriesoffivecaseswithextraordinaryresponseto

sorafenib. 
For two patients complete response to sorafenib was reported 

with a recurrence-free survival of 51 and 21 months. In another 
HCC patient pretreated with transarterial chemoembolisation 
(TACE) sorafenib treatment resulted in a complete response with 
noevidenceofdisease18monthsafterfirstdiagnosis.Inpatient4
with unresectable HCC and sorafenib therapy secondary resect-
ability and subsequent liver transplantation was achieved. Patient 
5hadstabiliseddiseasefor48monthsafterTACEandsorafenib
treatment.
Sorafenibmaybeverypotent in individualpatients.Excellent

interdisciplinary strategies are required to achieve best results. 
There is an urgent need of predictive biomarkers to identify HCC 
patientsthatwillbenefitthemost. (Acta gastro enterol. belg., 2014, 
77, 386-388).
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Introduction

Hepatocellular carcinoma (HCC) is the third most 
common cause of cancer-related death. Therapeutic 
 options for patients with advanced disease are still sober-
ing (1). In 2007, the multi-kinase inhibitor sorafenib has 
shown survival benefits and remains the only approved 
agent (2). However, only 7 out of 1777 patients treated 
with sorafenib achieved a complete response and 98 pa-
tients achieved a partial response in recent phase III 
 clinical  trial (2-4). Herein, we report a series of five cases 
with advanced HCC including patients with complete 
response and long-term disease stabilisation following 
treatment with sorafenib.

Case histories

Patient 1

In 10/2004, a 60-year old female patient with alco-
holic liver cirrhosis was first diagnosed with unifocal 
HCC in segment 3 (4 × 3 cm). Alpha-feto-protein (AFP) 
level was increased 86 fold above the upper limit of nor-
mal (ULN). After four percutanous alcohol instillations, 
the tumour progressed in number and size in 10/2009. 

Accordingly, AFP values massively increased. Trans-
arterial chemoembolisation (TACE) was not possible 
due to portal vein thrombosis with cavernous transforma-
tion. Treatment with sorafenib was started with 600 mg/
day (d). After 34 months of sorafenib, therapy was 
stopped with radiologic complete response and nor-
malised AFP. 51 months after first diagnosis of advanced 
HCC, the patient was still recurrence-free. 

Patient 2

A 71-year old man with alcoholic liver cirrhosis was 
diagnosed with unresectable HCC in segments 6 and 7 in 
04/2012 (11 × 6.7 cm). AFP was 74467 fold above the 
ULN increased. TACE was not possible due to intrahe-
patic arterioportal shunts. In 08/2012, therapy with 
sorafenib was started with 800 mg/d. After 5 months of 
treatment, sorafenib was stopped with radiologic report 
of complete response and a rapidly normalised AFP. 
21 months after first diagnosis the patient had no  evidence 
of HCC. 

Patient 3

In 08/2008, a 48-year old male patient with hepatitis-
C-virus cirrhosis was diagnosed with unresectable HCC. 
AFP was 4333 fold the ULN elevated. TACE could not 
be performed due to portal vein thrombosis. Treatment 
with sorafenib was started in 09/2008 in full dosage. 
 After 6 months of treatment a partial reponse was docu-
mented by CT scan accompanied by a massive decrease 
of AFP. Subsequently, a right hemihepatectomy was per-
formed (pT2pNxM0R0G2). The resected liver lobe re-
vealed wide-spread necrosis. Sorafenib was re-started in 
05/2009. In 11/2009 liver transplantation (LT) was per-
formed with no histologic evidence of malignancy in the 
explanted liver. This patient has been recurrence-free 
65 months after first diagnosis.
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Fig. 1. — Response on sorafenib by terms of AFP [µg/L] decrease (fold change of ULN)

Fig. 2. — Contrastenhanced CT/MRI baseline and during/after sorafenib treatment and histologic regression. Patient 1 
and 2 before sorafenib start and stop without any evidence of HCC (A, B). Patient 3 before sorafenib start, with partial 
response on sorafenib, after resection and after LT (C). Patient 4 before sorafenib start and with complete regression of 
the peritoneal lesions (slim arrows) (D). Patient 5 before and during sorafenib (E).  Hematoxylin/eosin stained histo-
logic sections of patient 3, 40× augmentation, showing regression zone with HCC (left) and regression zone with re-
siduals of the tumoural bleeding (right) (F).
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been identified in any clinical, prospective trial. Future 
trials clearly need to include broad translational programs 
including tumor biopsies to validate these highly com-
plex data.

In our patients local therapies were sequentely com-
bined with sorafenib allowing long-term disease control 
in advanced HCC reiterating the need of multi- 
disciplinary tumourboard evaluation to select the next 
best possible treatment option. Summarised, in selected 
patients with advanced HCC multidisciplinary treatment 
including sorafenib may alow long-lasting tumour 
 control.
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Patient 4

In 07/2012, a 48-year old male patient with a history 
of hepatitis-B-virus cirrhosis presented with an hemor-
rhagic shock due to tumour rupture. An emergency lapa-
rotomy was performed with incomplete HCC-resection 
(R2G2). AFP was 28 fold above the ULN increased. In 
08/2012, one 2.1 cm HCC nodule was documented in 
segment 8a, which was treated with TACE. The follow-
up CT scan revealed a progression of the hepatic lesion 
and peritoneal carcinomatosis in 11/ 2012, which was 
 accompanied with an AFP increase. Subsequently, 
sorafenib was started with 800 mg/d. 18 months after 
first diagnosis no tumour lesions were detectable by CT.

Patient 5

A 54-year old male patient without any history of liver 
disease was incidentally diagnosed with unresectable 
HCC in 01/2010 by MRI imaging. AFP level was in nor-
mal range. After twice a TACE, sorafenib was started 
with 800 mg/d in 08/2010 and was continued until 
07/2013 with stable disease on follow-up CTs. 48 months 
after first diagnosis this patient still had stable disease.

Discussion

Sorafenib is still the only approved agent for advanced 
HCC. In line with previous reports, we here provide evi-
cence that despite the moderate benefit of 2.8 months in 
median overall survival, sorafenib may be particularly 
efficient in specific subpopulations (5-13). 

our results emphasise the need of predictive biomark-
ers to select patients that will benefit the most. Subgroup 
analyses from the previously performed phase III trials, 
Sharp and Sun1170, revealed a particular efficacy of 
sorafenib in non-asian patients with hepatits-C-virus in-
fection with a median overall survival of 18.3 months (3). 
However, most of the reported patients did not suffer 
from hepatitis C infections. Based on a a nation-wide sur-
vey in Japan, female sex and early clinical stage were 
idenfied as predictive factor for sorafenib treatment (13). 
By contrast, the cases presented here had all advanced 
disease and 4 of 5 patients were male. In accordance with 
our observation, a rapid normalisation of AFP has been 
proposed as a surrogate and prognostic marker of sensi-
tivity to sorafenib (5,14). In vitro, a mesenchymal profile 
and expression of the stem cell marker CD4 have been 
proposed as predictive factors for sorafenib resis-
tance (15). Furthermore, in 26 HCC patients treated with 
sorafenib 522 microRNAs (miRNAs) were profiled and 
miR-425-3p was asscociated with a prolonged progres-
sion-free survival (16). Very recently, VEGF-A- 
amplified hepatocellular carcinomas were identified to be 
highly sensitive to sorafenib treatment (17). However, 
VEGF-A amplification were not detectable in the  tumours 
of our patients. To the best of our knowledge, other 
 predictive biomarkers for sorafenib in HCC have not yet 
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