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Prospectively frozen external benchmarking reveals benchmark-context dependence in somatic
variant calling
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This supplement contains only results and records already approved in the locked PO03/T001 scientific publication release v1.0.0. The
bounded caller-support, INDEL-length, germline-context, within50bp and all-region-bootstrap analyses were prespecified before HG008
access and executed after completion of the primary external evaluation. The within50bp analysis remains prespecified exploratory. The
HCC1395-t0-HG008 comparison remains post-hoc descriptive because the benchmark systems are nonexchangeable.

Supplementary Figure 1

Development-to-external benchmark transportability
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The descriptive HCC1395-t0o-HG008 comparison is supplied as Supplementary_Figure_1.png. It does not estimate a population-level
transportability effect and does not change the frozen HG008 primary endpoint.




Supplementary Table 1

Supplementary Table 1 within50bp.tsv contains the full prespecified exploratory nogermlinewithin50bp results for the six frozen

procedures.
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Supplementary Table 2

Supplementary Table 2 all region bootstrap.tsv contains the prespecified all-region sensitivity uncertainty results using 5-Mb blocks,

10,000 replicates, seed 3003, linear percentile intervals and minimum defined fraction 0.95.
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Supplementary Table 3

Supplementary Table 3 development external descriptive.tsv contains the post-hoc descriptive development-to-external comparison.
The two benchmark systems differ in samples, data generation, truth construction and evaluated regions.

Mutect2 0.883600 0.897772 +0.014172
Strelka2 0.932000 0.778996 -0.153004
DeepSomatic 0.964800 0.897278 -0.067522
Union 0.932700 0.801075 -0.131625
Majority 0.956200 0.913635 -0.042565
Strictintersection 0.891900 0.860568 -0.031332



