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Study design Open label, non-comparative, randomized, multicenter phase II trial 

Start date FPI Januar 2018 

Duration of study Enrollment: 18 months 
total study duration 54 months (incl. follow-up) 

Indication Locally advanced or metastatic, non resectable, adenocarcinoma of the biliary 
tract including intrahepatic and extrahepatic bile duct 

Target population Patients with locally advanced or metastatic, non resectable, adenocarcinoma 
of the intrahepatic or extrahepatic biliary tract eligible for 1st-line treatments. 

Total number  
of sites 

30 

Primary objective To determine whether a combination of 5-FU and nal-IRI prolongs progression-
free survival in patients with locally advanced or metastatic adenocarcinoma of 
the biliary tract  

Secondary objectives • Overall progression free survival according to RECIST 1.1 
• Overall survival 
• Disease control rate according to RECIST 1.1 
• Proportion of patients with an objective response according to  

RECIST 1.1  
• Toxicity/Safety according to CTC-AE-criteria (≥ Grade 3/4) 
• Health related quality of life, anxiety and depression status (EORTC QLQ-

BIL21, QLQ-C30 and HADS-D questionnaires) 
• Retrospective correlation of resectability in accordance with a central 

surgical board compared to local surgical review 



• Retrospective central radiological review  

Planned  
sample size 

 N=92 total (n=46 per treatment arm) 

Inclusion criteria 1. Written informed consent including participation in translational research 
and any locally-required authorization (EU Data Privacy Directive in the 
EU) obtained from the subject prior to performing any protocol-related 
procedures, including screening evaluations  

2. Age ≥ 18 years at time of study entry 
3. Histologically confirmed, non-resectable, locally advanced or metastatic 

adenocarcinoma of the intrahepatic or extrahepatic biliary tract  
4. Non-resectability has to be stated by local interdisciplinary tumor board 
5. Measurable or assessable disease according to RECIST 1.1 
6. ECOG performance status 0-1 
7. Life expectancy of more than 3 months 
8. If applicable, adequately treated biliary tract obstruction before study entry 

with total bilirubin concentration ≤ 2 x ULN 
9. Adequate blood count, liver-enzymes, and renal function: 

• White blood cell count ≥ 3.5 x 106/mL 
• Platelet count ≥ 100 x 109/L (>100,000 per mm3) 
• AST (SGOT)/ALT (SGPT) ≤ 5 x institutional upper limit of normal 
• Serum Creatinine ≤ 1.5 x institutional ULN and a calculated glomerular 

filtration rate ≥ 30 mL per minute  
10. Patients not receiving therapeutic anticoagulation must have an INR < 1.5 

ULN and PTT < 1.5 ULN within 7 days prior to randomization. The use of 
full dose anticoagulants is allowed as long as the INR or PTT is within 
therapeutic limits (according to the medical standard in the institution) and 
the patient has been on a stable dose for anticoagulants for at least three 
weeks at the time of randomization 

11. No prior palliative chemotherapy for biliary tract cancer 
12. No adjuvant treatment within 6 months prior to study entry 
13. Subject is willing and able to comply with the protocol for the duration of 

the study including undergoing treatment and scheduled visits and 
examinations including follow up. 

Exclusion criteria 1. Active uncontrolled infection, chronic infectious diseases, immune 
deficiency syndromes 

2. Premalignant hematologic disorders, e.g. myelodysplastic syndrome 
3. Clinically significant cardiovascular disease (incl. myocardial infarction, 

unstable angina, symptomatic congestive heart failure, serious 
uncontrolled cardiac arrhythmia) within 6 months before enrollment 

4. Prior (<3 years) or concurrent malignancy (other than biliary-tract cancer) 
which either progresses or requires active treatment. Exceptions are: 
basal cell cancer of the skin, pre-invasive cancer of the cervix, T1a or T1b 
prostate carcinoma, or superficial urinary bladder tumor [Ta, Tis and T1].  

5. Pre-existing lung disease 
6. History or clinical evidence of CNS metastases  

Exceptions are: Subjects who have completed local therapy and who 
meet both of the following criteria: 
a) are asymptomatic and  
b) have no requirement for steroids 6 weeks prior to start of study 

treament. Screening with CNS imaging (CT or MRI) is required only if 
clinically indicated or if the subject has a history of CNS metastases 

7. History of hypersensitivity to any of the study drugs or any of the 
constituents of the products  

8. Known dihydropyrimidine dehydrogenase (DPD) deficiency 
9. Allogeneic transplantation requiring immunosuppressive therapy or other 

major immunosuppressive therapy 
10. Severe non-healing wounds, ulcers or bone fractions 
11. Evidence of bleeding diathesis or coagulopathy 



12. Major surgical procedures, except open biopsy, nor significant traumatic 
injury within 28 days prior to randomization, or anticipation of the need for 
major surgical procedure during the course of the study except for surgery 
of central intravenous line placement for chemotherapy administration. 

13. Medication that is known to interfere with any of the agents applied in the 
trial. 

14. Female subjects who are pregnant, breast-feeding or male or female 
patients of reproductive potential who are not employing an effective 
method of birth control (failure rate of less than 1% per year). [Acceptable 
methods of contraception are: implants, injectable contraceptives, 
combined oral contraceptives, intrauterine pessars (only hormonal 
devices), sexual abstinence or vasectomy of the partner]. Women of 
childbearing potential must have a negative pregnancy test (serum β-
HCG) at Screening.  

15. Any condition or comorbidity that, in the opinion of the investigator, would 
interfere with evaluation of study treatment or interpretation of patient 
safety or study results 

16. Known Gilbert-Meulengracht syndrome 
17. Known chronic hypoacusis, tinnitus or vertigo 
18. Participation in another clinical study with an investigational product 

during the last 30 days before inclusion or 7 half-lifes of previously used 
trial medication, whichever is of longer duration.  

19. Previous enrollment or randomization in the present study (does not 
include screening failure). 

20. Any other chemotherapy at study start 
21. Involvement in the planning and/or conduct of the study (applies to both 

Baxalta staff and/or staff of sponsor and study site) 
22. Patient who might be dependent on the sponsor, site or the investigator 
23. Patient who has been incarcerated or involuntarily institutionalized by 

court order or by the authorities § 40 Abs. 1 S. 3 Nr. 4 AMG. 
24. Patients who are unable to consent because they do not understand the 

nature, significance and implications of the clinical trial and therefore 
cannot form a rational intention in the light of the facts [§ 40 Abs. 1 S. 3 
Nr. 3a AMG]. 

Investigational agents 
and active comparators 

• IRINOTECAN LIPOSOME (MM-398, nal-IRI) 
• 5-Fluorouracil (5-FU) 
• Leucovorin (calcium folinate) 
• Cisplatin 
• Gemcitabine 

Treatment schedule Experimental intervention (Arm A): 
• Nal-IRI 80 mg/m2 as a 1.5 hour infusion  
• 5-FU 2400 mg/m2 as 46 hour infusion  
• Leucovorin 400 mg/m2 as 0.5 hour infusion  
• Cycle q2w 

Control  intervention – standard arm (Arm B): 
• Cisplatin 25 mg/m2 as 1 hour infusion on D1, D8 
• Gemcitabine 1000 mg/m2 as 0.5 hour infusion on D1, D8 
• Cycle q3w 

Treatment until progressive disease or intolerable toxicity. 
 
Key study procedures (and routine procedures):  
• Tumor assessment according to standard of care q8w 
• QoL every new cycle; EORTC QLQ-BIL21, QLQ-C30 and HADS-D 
• Core biopsy 
• 2x 7.5 mL EDTA blood sample, 7.5 mL serum, 10 mL PaxGene-ccfDNA 

by Qiagen® 



Primary endpoint Progression-free survival rate at 4 months defined as the proportion of patients 
with non-progressive disease 4 months after randomization by intention to treat 
analysis 

Secondary endpoints • Overall Progression-free survival  
• 3-years overall survival 
• Disease control rate according to RECIST 1.1 after 2 months  
• Objective tumor response rate (ORR) according to RECIST 1.1 
• Toxicity/Safety according to CTC-AE-criteria (≥ Grade 3/4) 
• Patient related outcome/Quality of Life/Time to definitive deterioration 

(TUDD) to be assessed with the following tools: EORTC QLQ-BIL21, 
QLQ-C30 and HADS-D 

• Tumor resectability in accordance with a retrospective central surgical 
board compared to local surgical review 

• Radiological response according to RECIST 1.1 and volumetry 
determined by a retrospective central radiological review  

Exploratory objectives 
and endpoints 

• Exploratory biomarkers analysis (cfDNA exome sequencing, 
transcriptome, miRNA-arrays prior to and after start of treatment and 
upon progress) 

• Establishment of Predictive/Prognostic biomarker profiles for advanced 
cholangiocarcioma 

• Tumor Evolution under systemic therapy 

Randomization 
procedure 

 
1:1 
 
Stratified permutated block randomization will be applied to ensure balanced 
prognostic groups. 
 
The stratification parameters will be: 
• Primary site:  
 intrahepatic vs. extrahepatic biliary tract cancer 
• Disease stage:  
 advanced vs. metastatic 
• Age ≤ 70 vs. > 70 years 
• Sex:  
 male vs. female 
• WHO performance status: 
 ECOG 0 vs. ECOG 1 

Rationale 
Hypothesis 

Cholangiocellular carcinoma (CCC) is a rare type of cancer, although the 
incidence is rising. Moreover CCC is associated with a high mortality most due 
to the reason of mainly advanced stages at primary diagnosis. Overall survival 
time does not exceed 6 months and the 5 year survival rate is less than 5% for 
patients with advanced or metastatic disease. Advanced CCC shows response 
to chemotherapy resulting in an improved disease control, improved survival 
and quality of life (QoL). However, OS rates of more than 10 months remain 
rare. There is no generally defined standard of care for advanced and 
metastatic CCC patients. Fluoropyrimidines, cisplatin and gemcitabine have 
shown activity. In the ABC-02 phase III trial, gemcitabine combined with 
cisplatin prolonged progression-free survival and overall survival compared 
with gemcitabine alone (Cis + Gem vs. Gem: OS 11.7 mo vs. 8.1 mo; PFS 8.0 
mo vs. 5.0 mo) so that this could be seen as todays standard of care, but is so 
far not compared to other active combinational regimen. An additive effect 
through combination with cetuximab or sorafenib couldn’t be shown (Gem + Ox 
vs. Gem + Ox + Cet: OS 12.4 mo vs. 11.0 mo; PFS 5.5 mo vs. 6.1 mo; Gem + 
Sorafenib vs. Gem OS 8.4 mo vs. 11.2 mo, PFS 3.0 mo vs. 4.9 mo. Irinotecan 
in combination with 5-FU showed promising results in 1st- and 2nd-line therapy 
of advanced biliary tract cancer and is commonly used as therapeutic option 
after failure of the 1st-line therapy with gemcitabin/cisplatin.   



As the tumorbiology of CCC may seems to be similar to pancreatic 
adenocarcinomas the already effective combination of nal-IRI plus 5-
fluorouracil (NAPOLI-1 trial) can achieve similar results in advanced biliary 
tract cancer. 
 
Research hypothesis: 
The combinational therapy of of Nal-IRI plus 5-fluorouracil is comparable in 
defined critical endpoints to a control group of patients treated with the recent 
standard of care gemcitabine plus cisplatin. 

Safety data • Treatment Emergent Adverse Events according to CTC 4.03 
• Frequency of abnormal laboratory parameters 

Sample size estimation  
 

Simon's optimal two-stage design: H0: less than 40% of patients are 
progression-free by 4 months of NAL-IRI plus 5-FU/leucovorin. Alternative 
hypothesis: ≥60% of patients are progression-free by 4 months of nal-IRI plus 
5-FU/leucovorin. If 7 or less of the first 18 patients assigned to nal-IRI plus 5-
FU/leucovorin have a tumor response or stable disease at 4 months, H0 will be 
accepted and the study will be terminated. If 8 or more patients with tumor 
response or stable disease are observed, another 28 patients in each 
treatment group are to be included. At the final analysis, H0 will be accepted if 
less than 23 of the total 46 patients in the NAL-IRI plus 5-FU/leucovorin group 
had a tumor response or stable disease at 4 months. With this design the 
probability of falsely rejecting H0 is alpha=10% (significance level) and the 
probability of falsely accepting H0 - if in real H1 is true - is beta=10% 
(power=90%). As the study will be analyzed as ITT, all patients will be 
analyzed (missing data will be considered as failure). Hence, a sample size of 
n=46 per treatment arm and a toal N=92 enrolled and randomized patients is 
required.  
It is assumed that approx. 120 patients need to be screened for eligibility. 

Interim analysis A planned interim analysis will be conducted after 18 patients have been 
enrolled, treated and evaluated in the experimental arm. If 7 or less of the first 
18 patients assigned to Nal-IRI plus 5‑FU/leucovorin have a tumor response or 
stable disease at 4 months, H0 will be accepted and the study will be 
terminated. If 8 or more patients with tumor response or stable disease are 
observed, another 28 patients in each treatment group are to be included.  

Study plan / time lines First Patient In (FPI):      Q4/2017 
Last Patient In (LPI):     after approx. 18 months 
Last Patient Last Visit (LPLV):                after approx. 24-25 months 
End of follow-up period after LPLV: after approx. 54 months  
Study report:     after approx. 63 months 
Publication:     after approx. 64 months 
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