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CONDITION Histologically documented diagnosis of locally-advanced OR limited 
metastatic intrahepatic BTC not amenable to curative treatment (tumor 
resection or ablation). 

 
OBJECTIVE(S) We hypothesize that the addition of durvalumab +/- tremelimumab to SIRT 

improves the objective response rate (ORR) in intrahepatic BTC compared to 
a historical control of SIRT alone. 
 

INTERVENTION(S) • standard of care SIRT + 
• (Arm A) Durvalumab i.v., fixed dose 1500 mg, q4w or 
• (Arm B) Durvalumab i.v., fixed dose 1500 mg, q4w +  

       Tremelimumab i.v., fixed dose 300 mg, once 
 

KEY EXCLUSION 
CRITERIA 

 Prior immunotherapy or use of other investigational agents, including prior 
treatment with an anti-Programmed Death receptor-1 (PD-1), anti-
Programmed Death-1 ligand-1 (PD-L1), anti-PD-L2, or anti-cytotoxic T-
lymphocyte associated antigen-4 (anti-CTLA-4) antibody, therapeutic 
cancer vaccines. 

 Presence of peritoneal carcinomatosis or brain metastases. 
 Prior radiotherapy treatment before the first dose of any study drug. 
 History of allogenic organ transplantation. 
 

KEY INCLUSION CRITERIA  Histologically documented diagnosis of locally-advanced OR limited 
metasized intrahepatic, BTC not amenable to curative treatment (tumor 
resection or ablation), specified as 
 Tumor being confined to the liver or 
 In case of presence of extrahepatic lesions, metastasis must be 

stable AND of limited extent* AND patient must have a potential 



benefit from study participation in comparison to standard of care 
systemic therapy per local tumor board evaluation.  
*Limited extent is defined in this protocol as presence of  
 EITHER ≤3 malignant extrahepatic lymph nodes (short axis 

diameter ≥3cm)  
 OR metastatic lesions in one organ other than liver (if only 

single lesion is present diameter MUST be < 3cm; if up to 3  
lesions in one organ each lesion MUST be ≤ 1cm). 

 Presence of peritoneal or brain metastasis excludes patients 
from study participation (see exclusion criterion #4) 

 Tumor tissue (block or at least 4 slides) is available for translational 
research. 

 Patients with prior chemotherapy can be enrolled if ONE of the following 
criteria is met: 
  Capecitabin or gemcitabine+cisplatin in the adjuvant setting 
  Experienced progressive disease under gemcitabine+cisplatin 

therapy in the advanced setting 
  Stable disease after 3 months of gemcitabine+cisplatin treatment 

 Has been considered candidate for standard-of-care Y-90 SIRT therapy 
(Investigator decision) and does not display contraindications against 
SIRT.  

 Performance status (PS) ≤ 1 (ECOG scale). 
 At least one measurable site of disease as defined by RECIST 1.1 

criteria. 
 Must have a life expectancy of at least 12 weeks 

 
OUTCOME(S) Primary endpoint:  

Objective response rate (ORR) according to RECIST 1.1 
Secondary endpoints: 

• Safety (rate of adverse events) 
• Duration of response (DoR) 
• Progression free survival (PFS) 
• Overall survival (OS) 

Exploratory:  
Predictive biomarkers for ORR, DoR, PFS, OS 
 

STUDY TYPE Randomized, open-label, two-arm, multicenter phase II trial 
 

STATISTICAL   ANALYSIS This is a randomized phase II study incorporating two experimental treatment 
arms and aiming at the detection of a signal of improved efficacy compared 
to SIRT therapy only (based on assumptions from historical data). 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: 24 months 
 Maximum treatment duration will be 18 months  
 The total followed up time required for the primary endpoint is 30 months 

from FPI. 
 

PARTICIPATING CENTERS Up to 20 sites planned 
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