RNA extraction and detection
[bookmark: _GoBack]RNA library preparation was performed as described in the Illumina TruSeq Stranded Total RNA LT sample preparation kit with Ribo-Zero Gold (Illumina Inc., San Diego, CA, USA). Briefly, ribosomal RNA was depleted from 0.3-1 μg of total RNA. Following depletion, the mRNA was fragmented to an average insert size of 200-400 bp at 94°C for 4 min. The cleaved RNA fragments were copied into first-strand cDNA using reverse transcriptase (Invitrogen, Carlsbad, CA, USA) and random primers. The first-strand cDNA was converted into double-stranded DNA in the presence of dUTP. The incorporation of dUTP in second-strand cDNA synthesis quenches the second strand during amplification, thus improving the strand specificity of the library. These cDNA fragments were subjected to the addition of a single 'A' base and subsequent ligation of the adapter. The products were purified and enriched via polymerase chain reaction (PCR) to generate the final library. After testing quality using an Agilent 2100 Bioanalyzer (Agilent Technologies) with the DNA chip and further quantification using a Qubit 3.0 fluorometer (Invitrogen, Carlsbad, CA, USA), the libraries were sequenced on the Illumina HiSeq platform (Illumina Inc., San Diego, CA, USA).
Statistical Analysis
This multi-cohort trial was designed using different hypothesis testing methods (Simon’s two-stage design for Cohorts A and C, and a Bayesian optimal phase 2 [BOP2]73 design for Cohort B). For Cohort A, a sample size of 21 patients was planned. If one or more of the initial 12 patients exhibited a confirmed response during the first stage, an additional nine patients would be recruited for the second stage. The estimated historical ORR of tislelizumab monotherapy in a similar population is 8%. The statistical superiority of Cohort A would be determined if more than 3 out of 21 patients responded, with a one-sided alpha level of 0.1 and a power of 80%.
For Cohort B, the aim was to enroll 40 patients to concurrently evaluate dual primary endpoints regarding efficacy and safety. Based on the BOP2 design, the probabilities of claiming the study treatment as acceptable were 82% for detecting a statistically significant difference in the ORR and incidents of grade ≥3 TRAEs in sitravatinib (100mg) plus tislelizumab group. The assumed ORR was 25% and the occurrence rate of grade ≥3 TRAEs was 47%, compared to a historical reference ORR of 8% and a 57% rate of grade ≥3 TRAEs. The probability of incorrectly claiming an inefficacious and toxic treatment was set to be less than 10%. An interim analysis was planned after the initial 20 patients completed the efficacy analysis. The predefined threshold for this interim analysis was either the number of patients achieving an objective response ≤1 or with grade ≥3 TRAEs occurring in ≥13 patients. If within the final 40 patients in the efficacy analysis set, more than three responders and fewer than 23 instances of grade ≥3 TRAEs occurred, statistically superior to a historical control would be claimed.
Safety analysis set (SAS) of Cohorts A and B included all participants who received at least one dose of any study drugs. Efficacy was assessed within the efficacy analysis set (EAS) in both cohorts. For Cohort A, the EAS consisted of SAS patients who had at least one post-treatment tumor assessment, unless treatment was discontinued due to clinical progression or death prior to their initial tumor assessment. In contrast, the patients who discontinued treatment due to grade ≥3 TRAEs before the first post-treatment tumor assessment were included in EAS of cohort B. Descriptive statistics were used to summarize the data. ORR and DCR were reported with 95% confidence intervals (CIs) estimated by the Clopper-Pearson method. The median DOR, PFS, and OS were estimated using the Kaplan-Meier method, with their 95% CIs determined through the Brookmeyer-Crowley method. All statistical analyses were performed using SAS version 9.4 (SAS Institute, Cary, NC).

