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Human research participants
Policy information about studies involving human research participants and Sex and Gender in Research. 

Reporting on sex and gender

Population characteristics

Recruitment

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.
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Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

via GSA-Human System. Clinical data were not publicly available due to involving patient privacy, but can be accessed from the corresponding author, upon request
for 3 years; individual de-identified patient data will be shared for clinical study analyses. The remaining data are available in the manuscript, Supplementary
Information, or Source Data file. The study protocol is provided in the Supplementary Information file. Source data are provided with this paper.

18 (60%) of the 30 patients were male in this study.

The baseline demographics of the enrolled patients are presented in sTable 4. The median age was 56.5 years (range: 35–73).
Patients with an Eastern Cooperative Oncology Group performance score of 0–1 accounted for 96.66% (29/30) of patients;
18 (60%) of the 30 patients were male, while 25 (83.3%) had metastatic disease. Intrahepatic cholangiocarcinoma was mostly
found to be of the primary tumor type (28/30, 93.3%).

30 treatment-naive Patients with advanced biliary tract cancer will be enrolled in this study.

Recreitment Criteria:

1. Histologically, cytologically confirmed biliary tract cancer;

2. with at least one measurable lesion as the target lesion according to the Response Evaluation Criteria in Solid Tumors
(RECIST) criteria (V.1.1);

3. Patients aged 18 to 75;

4. An Eastern Cooperative Oncology Group performance status of 0–2;

5. Adequate haematological function (white blood cell count > 3.0 x10^9/L, platelet count > 100 x10^9/L);

6. Adequate liver function (bilirubin ! 1.5 times the upper limit of normal (ULN);

7. Adequate renal function (creatinine clearance > 60 mL /min; creatinine < 120µmol /L);

8. Had no heart failure, no uncontrollable chest pain, and no myocardial infarction within 12 months prior to the study;

9. Expected survival"3 months;

10. Signed an informed consent form.

This was a single-armed, open-labeled, phase II, prospective study (https://www.chictr.org.cn/showproj.aspx?proj=59003),
preregistered on 24th Aug, 2020. The study was conducted according to the guidelines dictated by the Helsinki Declaration
and international standards of good clinical practice. The Ethics Committee of Eastern Hepatobiliary Surgery Hospital
approved the protocol and any protocol amendments.

This was a single-arm study, and no randomization was used. To determine the sample size for this clinical trial, overall survival (OS) with
standard of care chemotherapy (Gem/Cis) as the historical control was assumed to be 9.5 months based on previously reported data of Asian
population56 and the notable features of the high proportion of ICC patients in our center. The addition of sintilimab to chemotherapy would
expect to improve the OS to 16.0 months. Given an accrual period of 24 months, a maximum follow-up time of 48 months, at the significance
level of 0.05, to achieve the power of 0.8, the number of events required is 23. Equivalently, a sample size of 30 is needed57. The sample size
result is based on a one-sided test with exponential assumption for survival time.

Data exclusions:

1. Received systemic treatment previously, including chemotherapy, targeted and immunotherapy; 2. Associated secondary malignancies or
other type of tumors with metastasis to the brain or meninges within 3 years prior to study initiation;

3. Drug contraindications: severe hypertension, high risk of bleeding, severe nephrotic syndrome, etc.;

4. With chronic diarrhea or colorectal inflammatory conditions, or untreated obstruction or incomplete obstruction affecting systemic
administration;

5. Active infection or other severe infection that may prevent the patient from receiving planned management (bacterial cholangitis, which
destroys a branch of the biliary tract over a long period of time without control);

6. Cardiac insufficiency, unstable angina pectoris, congestive heart failure, myocardial infarction occurred within 6 months before enrollment,
serious uncontrollable arrhythmia; 6. Participated in other clinical trials;

7. Have a history of uncontrollable substance abuse or mental disorder;

8. Patients with concomitant diseases that, in the investigator's judgment, may seriously endanger their own safety or may interfere with the
completion of the study;




