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CONDITION Early stage hepatocellular carcinoma (HCC) 

OBJECTIVE(S) Primary: 
 Overall response rate (ORR) before local ablation 

Secondary: 
 Time to recurrence (TTR), recurrence free survival, and overall survival (OS) 

 Safety and tolerability 
 Identification of predictive molecular biomarkers 

INTERVENTION(S)  Pembrolizumab 200mg IV Q3W on D1C1 and D1C2  
 RFA, MWA, brachytherapy or combination of TACE with RFA, MWA or 

brachytherapy will be performed on D1C3  
 pembrolizumab 200mg IV administration on D3C3 

 Pembrolizumab 200mg IV Q3W for up to one year total treatment duration 

KEY EXCLUSION 
CRITERIA 

• Extrahepatic disease 
• Fibrolamellar HCC, sarcomatoid HCC, or mixed cholangiocarcinoma and 

HCC 
• Tumor thrombus involving main trunk of portal vein 
• Prior history of Grade ≥ 2 hepatic encephalopathy  
• Pericardial effusion, uncontrollable pleural effusion, or clinically significant 

ascites 



• Autoimmune autoimmune disease that has required systemic treatment in 
the past 2 years 

KEY INCLUSION 
CRITERIA 

• Histologically confirmed diagnosis of HCC  
• Child-Pugh Classification score ≤ 6 
• Candidate for local ablation  
• Patients (including high risk patients) with: 

Presence of ≤ 5 tumor nodules with diameters ≤ 7cm [longest axis] each 
OR 
Vascular infiltration 

• No prior systemic therapy for HCC 
(TACE >8 weeks before study allocation permitted) 

• Measurable disease based on RECIST 
• Archival tumor tissue sample or newly obtained core or excisional biopsy 

of a tumor lesion 
• ECOG performance status 0 to 1 

OUTCOME(S) Efficacy : 
• We hypothesize that treatment with pembrolizumab before local ablation 

will allow conversion / downstaging of borderline candidates for local 
ablation. This will be displayed by an ORR of 30% (measured before local 
ablation, compared to baseline). 

• We hypothesize that peri-interventional treatment with pembrolizumab will 
increase TTR, recurrence free survival and overall survival after local 
ablation. 

Safety: 
• We hypothesize that combination of local ablation with peri-interventional 

administration of pembrolizumab is safe and well tolerated. 

STUDY TYPE Interventional, single-arm, open-label, multicenter 

STATISTICAL   
ANALYSIS 

This is an explorative phase II study. There is no formal sample size 
calculation. The primary endpoint is ORR and the number of 30 patients will 
allow to observe the expected ORR of 30% (0.3) with 90% confidence interval 
(CI) extending from 0.18 to 0.45 and 95% confidence interval extending from 
0.16 to 0.48. 
There is no full interim analysis planned for this study, due to the small sample 
size and the relatively short recruitment period. However, single objectives 
may be analyzed as soon as sufficient events are available for analysis as 
detailed in the Statistical Analysis Plan (SAP). 

SAMPLE SIZE n=30 

TRIAL DURATION max. 54 months from FPI to LPO  
(consisting of 24 months recruitment, 12 months treatment after LPI, and 
18 months FU for OS after LPLT) 

PARTICIPATING 
CENTERS 

10 sites planned, 13 sites involved 

 

 


	HCC – frühes Stadium
	AIO-HEP-0417/ass: A phase II trial of immunotherapy with pembrolizumab in combination with local ablation for patients with early stage hepatocellular carcinoma (HCC) (IMMULAB)


