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CONDITION Multinodular, advanced stage hepatocellular carcinoma (HCC) in first line 
therapy 

OBJECTIVE(S) Primary efficacy endpoint:  
Objective response rate (ORR) according to RECIST 1.1 
 
Primary safety endpoint: 
Safety (according to NCI-CTCAE v 4.03) and tolerability 
 
Secondary endpoints: 
• ORR according to iRECIST 
• Time-to-progression (TTP)  
• Progression free survival (PFS) 
• Overall survival (OS) 
• Translational research program 

INTERVENTION(S) • Lenvatinib peroral qd (8 mg for patients with body weight <60kg and 12 
mg for patients with body weight ≥ 60kg) 

• Nivolumab i.v. q2w (240mg fixed dose IV) 
KEY EXCLUSION 
CRITERIA 

• Previous systemic therapy in the first-line setting. 
• Patients on a liver transplantation list or with advanced liver disease as 

defined below: 
 

o Encephalopathy 
o Untreatable Ascites. 



• Known fibrolamellar HCC, sarcomatoid HCC, or mixed 
cholangiocarcinoma and HCC. 

• Prior organ allograft or allogeneic bone marrow transplantation. 
 Local therapies ongoing or completed <4 weeks prior to the baseline 

scan. 
KEY INCLUSION CRITERIA •  Unresectable, multinodular tumour, not eligible for resection or local 

ablation 
•  Histologically confirmed diagnosis of hepatocellular carcinoma  
•  Has a Child-Pugh Classification score ≤ 6 for assessed liver function 

within 7 days before allocation (Appendix 4:  Child-Pugh Score) – 
patients with BCLC stage B can be included if they are no longer eligible 
for local ablation (i.e. after progress under local concept) 

• At least one measurable site of disease as defined by RECIST 1.1 criteria 
with spiral CT scan or MRI. 

•  Eastern Cooperative Oncology Group (ECOG) performance status ≤ 1. 
•  Life expectancy of at least 12 weeks. 

OUTCOME(S) The primary efficacy endpoint is: 
• Objective response rate (ORR) according to RECIST 1.1 based on the 

ITT population 
 
The primary safety endpoint is: 
• Safety (according to NCI-CTCAE V 4.03) and tolerability 

STUDY TYPE Open-label, single-arm, multicenter phase II trial 
STATISTICAL ANALYSIS The present trial is designed as an explorative, single-arm phase II study 

which aims to estimate the therapeutic efficacy of an experimental 
combination regimen. ORR analysed according to the ITT principle is the 
primary efficacy endpoint. The efficacy assumptions are derived from 
historical data. 
Descriptive analysis will be performed according to the study specific SAP. 

SAMPLE SIZE n=50 
TRIAL DURATION  Duration of recruitment: 13 months 

 Maximum treatment duration will be 18 months (estimated 5 months 
median treatment duration)  

 The individual follow-up period will end when all study patients have been 
followed for at least 6 months from their date of enrolment 

PARTICIPATING CENTERS 13 sites 
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