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Outline HCC

Epidemiology and risk factors for HCC

Noncirrhotic HCC: risk factors and prognosis

Is surveillance indicated? 

Role of biopsy in diagnostic algorithm for suspected HCC

Evolving treatment cirrhotic HCC
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Rising incidence of HCC

Risk of HCC depends on cause, ethnicity/region, stage of fibrosis/ cirrhosis
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Hepatocellular carcinoma 

Cirrhosis is key risk factor for HCC development

• Prevalence of cirrhosis among patients with HCC 85%-95%

• HCC incidence rate in patients with cirrhosis 2%-4% per year

Geographical distribution of main risk factors for HCC worldwide

Geographic area Risk factors Alcohol Others

HCV(%) HBV(%) (%) (%)

Europe 60-70 10-15 20 10

North America 50-60 20 20 10 (NASH)

Asia and Africa 20 70 10 10
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Hepatocellular carcinoma in cirrhotic versus noncirrhotic
livers: results from a large cohort in the Netherlands 
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Case

Female 58 yr

HCV genotype 1A, non response to peginterferon/ ribavirin

Child Pugh A cirrhosis, MELD 6

Q: Surveillance for HCC?

YES

NO
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Case

Male, 66 yr

Diabetes mellitus, hypertension

NASH cirrhosis, Child Pugh B, MELD 8

Q: Surveillance for HCC?

YES

NO
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Surveillance for hepatocellular carcinoma is associated 
with increased survival: Results from a large cohort in NL

Retrospective analysis

Patients with HCC in 2005-2012 from five Dutch academic centers

29-jun-1813 J Hepatology 2015;63:1156

Surveillance
295 (27%)

Non surveillance
779 (73%)

Cirrhosis 286 (97%) 460 (60%)

Viral hepatitis 179 (61%) 214 (27%)

NAFLD 22 (7%) 154 (20%)

BCLC 0/A 179 (61%) 163 (21%)

Surgical treatment 101 (34%) 199 (25%)



Surveillance for hepatocellular carcinoma is associated 
with increased survival: Results from a large cohort in NL
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HCC surveillance guidelines

EASL EORTC guideline 2012

• Cirrhosis Child Pugh A and B and CP-C awaiting LT

• HCV F3 fibrosis

• Active HBV infection or with positive family history HCC

Nederlandse richtlijn 2013

• Cirrhosis due to HBV, HCV, ALD, hemochromatosis, PBC

• Active HBV infection or with positive family history HCC

AASLD guideline 2018

• Cirrhosis Child Pugh A and B and CP-C awaiting LT 

improvement in survival, higher early-stage HCC detection
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Back to case
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Case
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Liver biopsy indicated for diagnosis?

Yes

No
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Diagnostic evaluation in cirrhosis and suspected 
HCC

Until 2000 diagnosis based on biopsy despite limitations

• Feasibility due to location

• Risk of complications (bleeding or needle-track seeding) 

• Sampling error, especially in very small lesions

2001, expert panel reported non-invasive criteria for HCC 

Recommendation #2 AASLD 2018

The AASLD recommends diagnostic evaluation for HCC with either multiphasic 

CT or multiphasic MRI because of similar diagnostic performance

29-jun-1819 EASL EORTC guideline 2012, AASLD guiideline HEPATOLOGY, Vol. 67, No. 1, 2018



Adults with cirrhosis with indeterminate nodule

AASLD HCC guideline 2018:

Substantial proportion of 1- to 2-cm indeterminate nodules are nonmalignant 

histologically and unlikely to progress to HCC during follow-up

The AASLD suggests against routine biopsy of every indeterminate nodule

Several options: follow-up imaging, alternative modality imaging  or biopsy

Individualized diagnostic workup based on: 

• clinical context 

• imaging findings

• feasibility of biopsy

• institutional expertise

Biopsy in expert centres in potentially curable patients

29-jun-1820 HEPATOLOGY, Vol. 67, No. 1, 2018



Back to case
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Female 58 yr

HCV cirrhosis Child Pugh A, MELD 6

Multifocal bilobar HCC

ECOG performance status 0

Stage? 

Treatment?



BCLC staging system

29-jun-1822 EASL EORTC guideline, J Hepatol 2012



BCLC staging system
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Multidisciplinary team 



Evolving field of HCC treatment: Early stage HCC

Recommendation #4 AASLD 2018

Adults with Child-Pugh class A cirrhosis and resectable T1 or T2 HCC undergo 

resection over radiofrequency ablation

2 RCTs: resection vs RFA in 578 patients with early stage HCC

overall survival HR 0.56; 95% CI, 0.40-0.78 

2-year survival HR, 0.38; 95% CI, 0.17-0.84

29-jun-1824 Ann Surg 2010;252:903-912, J Hepatol 2012;57:794-802.



Evolving field: Intermediate stage HCC

Recommendation #8 AASLD 2018

Patients beyond the Milan criteria (T3) should be considered for liver 

transplantation after successful downstaging into the Milan

Criteria

The Milan criteria currently benchmark for selection in Eurotransplant

• 5 yr overall survival rate 70% 

• Recurrence rate after liver transplantation 8-12%
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The role of downstaging of hepatocellular carcinoma 
before liver transplantation in The Netherlands

29-jun-1826 Insert > Header & footer Coenraad et al. on behalf of LOL Manuscript in preparation



Survival after liver transplantation
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Recurrence of HCC after LT
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Back to case: BCLC Intermediate stage HCC

April 2015 underwent whole liver TransArterial RadioEmbolisation (TARE) using 

Yttium90 microspheres

July 2015 Fulfilled Milan criteria, RF ablation of small residual HCC lesion

November 2015 within Milan criteria: screening for liver transplantation

National audit: registration at Wait List for transplantation

10-10-2016 Orthotopic LT 

PA explant: Cirrhosis, in segm 4 reactive changes and embolisation material, no 

vital HCC

April 2018 Alive, good QOL, no sign of tumor recurrence
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Advanced stage HCC

Recommendation #10 AASLD 2018

The AASLD recommends the use of systemic therapy over no therapy for 

patients with Child-Pugh class A cirrhosis or well-selected patients with Child-

Pugh class B cirrhosis plus advanced HCC with macrovascular invasion and/or 

metastatic disease.
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Sorafenib in advanced hepatocellular carcinoma
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Regorafenib for patients with HCC who progressed on 
sorafenib treatment (RESORCE): a phase 3 trial
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Future in advanced HCC: immune checkpoint 
inhibitors?

Immune checkpoint affects immune system functioning; can be stimulatory or 

inhibitory

Tumors can use checkpoints to protect from immune system

Checkpoint therapy blocking inhibitory checkpoints can restore immune cell 

function

• Tremelimumab (human monoclonal AB against cytotoxic T-lymphocyte-

associated protein CTLA-4)

• Pembrolizumab (humanized PD-1 receptor inhibitor) 

• Nivolumab (human PD-1 receptor inhibitor) Check Mate 040
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Patients with advanced HCC need a personalized 
management: A lesson from clinical practice (ITA.LI.CA )

29-jun-1834 Giannini et al, Hepatology 2018; 67: 1784
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Patients with advanced HCC need a personalized 
management: A lesson from clinical practice (ITA.LI.CA )

Table 3. Treatment Distribution in the Various BCLC C Subclasses 

PS1 PS2 MVI EHS

n = 385 (46.1) n = 146 (17.5) n = 224 (26.8) n = 51 (6.1)

Liver transplant 10 (2.6) 1 (0.7) — —

Resection 29 (7.5) 7 (4.8) 23 (10.3) 2 (3.9)

Ablation 114 (29.6) 35 (24.0) 4 (1.8) 1 (2.0)

TA(C)E 133 (34.5) 25 (17.1) 11 (4.9) 7 (13.7)

TARE 3 (0.8) — 10 (4.5) 2 (3.9)

Sorafenib 14 (3.6) 12 (8.2) 88 (39.3) 19 (37.3)

BSC 71 (18.4) 61 (41.8) 72 (32.1) 15 (29.4)
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Conclusions

Rising incidence of HCC also in The Netherlands

20% of HCC in noncirrhotic patients

Surveillance by 6 months-interval ultrasound in cirrhotic patients 

Tumor biopsy in expert centres in potentially curable patients

Multidisciplinary approach for HCC treatment

Evolving treatment cirrhotic HCC: from ‘one size fits all ‘ to more personalized 

approach
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Cumulative incidence of liver transplantation
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Adjuvant sorafenib for hepatocellular carcinoma 
after resection or ablation (STORM): a phase 3 trial
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10. SHOULD ADULTS WITH

CHILD-PUGH CLASS A/B

CIRRHOSIS AND ADVANCED HCC

WITH MACROVASCULAR

INVASION AND/OR METASTATIC

DISEASE BE TREATED WITH

SYSTEMIC THERAPY OR LRT OR

NO THERAPY?

Recommendation

10. The AASLD recommends the use of systemic

therapy over no therapy for patients with Child-Pugh

class A cirrhosis or well-selected patients with Child-

Pugh class B cirrhosis plus advanced HCC with macrovascular

invasion and/or metastatic disease.

29-jun-1842 Insert > Header & footer



Outline
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ADVANCED STAGE HCC: combined locoregional and systemic 
therapy superior?
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Background: Standard of care in advanced stage HCC:  first-line sorafenib

therapy

Aim: Phase III trial evaluating effect of SOR +/- Transarterial chemoembolisation

Methods: 

Multicenter RCT in 339 patients from 13 hospitals in South Korea

Sorafenib + TACE versus Sorafenib alone

Follow-up until progression or unacceptable toxicities

29-jun-1845 GS-003; General Session I, Jong-Won Park et al., National Cancer Center, South Korea

Sorafenib with vs without cTACE in pts with advanced HCC; 
results from a multicenter, open label, phase III RCT



Sorafenib with vs without cTACE in pts with advanced HCC; 
results from a multicenter, open label, phase III RCT

Conclusions:

Combined TACE + sorafenib therapy did not improve OS in advanced stage HCC

29-jun-1846 GS-003; General Session I

SOR + TACE SOR HR P 

Median overall 
survival 

12.8 mo 10.8 mo 0.91 
(95% CI 0.69-1.21)

p=0.290

Time to 
progression

5.3 mo 3.5 mo 0.67 (0.53-0.85) P=0.0028

SAE 33.3% 19.8% 0.006

Grade ≥3 SAE
↑ALAT
↑bilirubin
Ascites

20.3%
11.8%
11.8%

3.6%
3.0%
4.2%

<0.05
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BCLC B and C patients
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Early stage HCC: adjuvant immunotherapy in HCC patients 
eligible for curative treatment
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Recommendations for the management of women with 
suspected hepatocellular adenoma&childbearing potential

Aim: assess accuracy of diagnostics of liver lesion in women with childbearing 

potential

Methods: Pregnancy and Liver adenoma Management (PALM) study, 

multicenter prospective cohort study 

Results: 

57 women with suspected hepatocellular adenomas

median size 25 mm

CE-MRI confirmed HCA 48/57 (84%); 9/57 (16%) Focal Nodular Hyperplasia

Conclusion: 

Large proportion of childbearing women suspected of having HCA appears to 

have FNH. State of art imaging warranted

29-jun-1862 Fri-149 Poster presentation. Gaspersz et al.
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