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• occurs in a damaged organ

• diagnosis without histology possible

• different tumor staging system

HCC - a different tumor

different tumor staging system

• transplantation as a curative therapy option

• local ablative therapies

• no cytotoxic chemotherapy established

• RECIST criteria have no value after locoregional therapy to 
evaluate tumor response 

Mass on surveillance ultrasound in a cirrhotic liverMass on surveillance ultrasound in a cirrhotic liver

< 1 cm 1 - 2 cm > 2 cm

Repeat US at 3-4
month interval
Repeat US at 3-4
month interval

Stable over 18-
24 months
Stable over 18-
24 months EnlargingEnlarging

Two dynamic imaging studiesTwo dynamic imaging studies

Coincidental typical
vascular pattern with
dynamic imaging

Typical vascular
pattern with one
technique

Atypical vascular
pattern with both
techniques

BiopsyBiopsy

One dynamic imaging studyOne dynamic imaging study

Atypical
vascular
pattern

Typical vascular 
pattern with 
dynamic imaging 
or AFP > 200 ng/ml

24 months24 months EnlargingEnlarging

Return to standard
surveillance protocol
(6-12 monthly)

Proceed
according to
lesion size

Treat as hepatocellular carcinomaTreat as hepatocellular carcinoma

Diagnostic of HCC Non diagnostic Other diagnosis

Repeat biopsy or
imaging follow-up

Change in size/profileChange in size/profile

Repeat imaging
and/or biopsy

Positive
Negative

Bruix et al. Hepatol. (2005)42:1208

Recurrence of HCC

Strategies to prevent HCC recurrence 
after resection

• Chemoembolization
• Chemotherapy
• Internal Radidation
• Adoptive Immunotherapy

True Recurrence De novo HCC
60-70 %

• Chemoprevention
o Retinoid
o Interferon

30-40 %

Meta-analysis of four RCTs comparing 3-year OS 
between RFTA versus PEI for unresectable HCC

Author, Journal year
Lin, Gastroenterology 2004
Lin, Gut 2005

Patients
157
124

Cho et al. (2008) Hepatology epub Sep.22

0.1 0.2 0.5 1 2

Favor treatment Favor control
OR (95% CI)

Lin, Gut 2005
Shiina, Gastroenterology 2005
Brunello, Scan J Gastroent 2008
Overall

124
232
139
652
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Camma et al., 2002;
N=480; 5 RCTs

Llovet et al., 2003;
N=503; 6 RCTs

OR 0.54; 95%-CI: 0.33-0.89; p<0.015

OR 0.53; 95%-CI: 0.32-0.89; p<0.017

TACE for the treatment of HCC

0

1

0,1 1 10
better control

Marelli et al., 2007;
N=687; 9 RCTs

better treatment

OR 0.71; 95%-CI: 0.5-0.99; p<0.0026

Camma et al. Radiology (2002) 224:47-54
Llovet et al. Hepatology (2003) 37:429-42
Marelli et al. Cardiovasc Intervent Radiol (2007) 30:6-25 
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Molecular Therapy of HCC
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1- AZD 2171 
2- AZD 6244
3- Bevacizumab
4- Brivanib
5- Cetuximab
6- CGP 049090
7- Erlotinib
8- FTY 720
9- Gefitinib
10- Lapatinib
11- Pazopanib
12- PD 0325901
13- PKF 115-584
14- PTK 787
15- PXD-101 
16- Rapamycin 
17- Sirolimus
18- Sorafenib
19- Sunitinib
20- TSU-68
21- ZD 6474
22- ZK 22254

2,122,12

6,136,13
7,9,10,217,9,10,21

88

1515

Greten et al. Br. J. Cancer (2008) epub

Sorafenib
Median: 46.3 weeks (10.7 mo)
(95% CI: 40.9, 57.9)
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Placebo
Median: 34.4 weeks (7.9 mo) 
(95% CI: 29.4, 39.4)
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Phase III SHARP trial: 
overall survival (intention-to-treat)
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rv
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Hazard ratio (S/P): 0.69 (95% CI: 0.55, 0.88)
p=0.00058*

0

0.50

0.25

0 808 16 24 32 40 48 56 64 72

*O’Brien-Fleming threshold for statistical significance was p=0.0077.

0274 241 205 161 108 67 38 12 0
Patients at risk

Sorafenib:
0276 224 179 126 78 47 25 7 2Placebo:

299
303

Llovet et al. J Clin Oncol (2007)25(18S):962s 

Phase III SHARP Trial
Response assessment (RECIST; Independent review)

Time to symptom progression (FSHI8-TSP)*

Sorafenib
(n=299)

Placebo
(n=303)

Overall response
Complete response (CR)
Partial response (PR)

0
7 (2 3%)

0
2 (0 7%)Partial response (PR) 7 (2.3%) 2 (0.7%)

Stable disease (SD) 211 (71%) 204 (67%)

Progressive disease 54 (18%) 7 3 (24%)

Progression-free rate at 4 mo 62% 42%

Duration of treatment (median, weeks) 23 19

*FSHI8-TSP: No significant differences between treatment groups (P=0.77)

Sorafenib (N=297) Placebo (N=302)
Incidence (%) at grade

Adverse event Any 3 4 Any 3 4

Overall incidence
Constitutional incidence

Dermatology/skin

80 52

Fatigue
Weight

Alopecia

22
9

14

3
2

0

1
0

0

16
1

2

3
0

0

<1
0

0

Safety events

Gastrointestinal

Hepatobiliary

Pain

Bleeding

Alopecia
Dry skin
Hand-foot skin reaction
Pruritus
Rash/desquamation

Anorexia
Diarrhea
Nausea
Vomiting

Liver dysfunction 

Pain, abdomen

14
8

21
8

16

14
39
11
5

<1

8
7

0
0
8
0
1

<1
8

<1
1

<1

2
1

0
0
0
0
0

0
0
0
0

<1

2
2

2
4
3
7

11

3
11
8
3

0

3
4

0
0

<1
<1

0

1
2
1
1

0

1
1

0
0
0
0
0

0
0
0
0

0

0
<1

Llovet et al. J Clin Oncol (2007)25(18S):962s 

SHARP - subgroup analysis

subgroup TTP OS Ref.
HCV (n=178)
C2-tox (n=79)

7.6 vs. 2.8
5.5 vs. 3.9

14.0 vs. 7.9
10.3 vs. 7.99

Bolondi, ASCO-GI
Craxi, ASCO

ECOG 0 (n=325)
ECOG 1-2 (n=277)

5.5 vs. 2.9
5.3 vs. 2.8

13.3 vs. 8.8
8.9 vs. 5.6

Raoul, ASCO

ALT/AST
norm. (n=292)
<1.8 (n=160)
1.8 - 3 (n=146)

5.5 vs. 3.3
5.5 vs. 2.8
5.5 vs. 2.7

13 vs. 9
11 vs. 8
8 vs. 5.5

Greten, ASCO-GI

MVI or Metast. (n=421)
No MVI or Metast. (n=181)

4.1 vs. 2.7
9.6 vs. 4.3

8.9 vs. 6.7
14.5 vs. 4.2

Sherman, ASCO

5.5 vs. 2.7
5.8 vs. 4.0

11.9 vs. 8.8
11.9 vs. 9.9

Galle, EASLPretreatment
Curative (n=158)
TACE (n=176)

Early Stage
Single or 3 nodules ≤ 3cm, PS 0

Intermediate  Stage (B)
Multinodular, PS 0

Advanced Stage
Portal invasion, N1,M1, PS 1-2

Single

PVP / bilirubin

Terminal
Stage

PST 0, Child-Pugh A PST >2, Child-Pugh C

Very Early Stage
Single ≤ 2 cm

PST 0-2, Child-Pugh A-B

HCCHCC

3 nodules ≤3 cm

Curativer Treatment

Resektion

PVP / bilirubin

Increased

Normal

LTx
(CLT/LDLT) PEI / RF

Associated disease

No Yes

TACE Sorafenib BSC

palliative treatment
Modified AASLD Guidelines


