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Population characteristics
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Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

The other raw sequence data used in this study are available in the SRA database under accession code of SRP099292, SRP033394, SRP059537, SRP150544,
SRP072112, SRP179388, SRP072858, SRP127593, SRP327447, SRP034680 and SRP116657.

The mutational records in coding region of the integrated ESCC-META datasets are public available in syn27304838, while the SNVs in non-coding region and the full
clinical information would be provided on reasonable request.

No sample size calculation was performed. We had collected all the possible ESCC genome data from public source and the final sample size
of 1930 patients, which was the largest size we could obtain at present.

Target sequence other than WES and the low coverage WGS data (mean coverage< 10) for CNV analysis were not included in ESCC-META. If
the multiple tumor samples were collected from different time point, only the earliest tumor sample (at diagnosis or before any treatment)
were used. We excluded patients with multiple primary tumors or esophageal tumor of unclear pathological diagnosis. The samples apart
from primary tumor tissue, such as from metastatic sites, were also excluded.

We verified the established mutational score in an independent testing set of ECRT. In the testing set, the eight gene mutational score was
validated as a reliable prognostic model in ESCC for clinical application.

This work was based on retrospective data and the potential covariates of clinical variables were adjusted by multivariate regression analysis.

In data preparing, the two authors indecently processed and checked the raw data. In the primary genomic data process, the authors were
blinded to group allocation(such as the clinical information). In the validation of the mutational score, the test set was processed and used by
authors (Yan Yi and Qianrong Wang) who were blind to the group allocation.

The most patients in the ESCC-META dataset were involved from public available resources. The ECRT patients(n=42) were
involved in a multicenter, randomized phase III clinical trial of ChiCTR-IPR-15007172. The patients were all diagnosed locally
advanced ESCC tumor and received radical concurrent chemoradiotherapy as the first tumor treatment. The mean age of the
42 patients is 63 years, and there are 13 female patients and 29 male patients involved.

The recruitment stage of clinical trail was from 2015 to 2020 and patients were recruited from 31 centers and all the initial
evaluations and assignment works were centralized in Shandong Tumor Hospital.

The study was approved by the ethics committee of Shandong Tumor Hospital.




