Supplementary Material
Supplementary Methods
C-CAT source files and linkage overview
The analysis used 14 C-CAT report workbooks and linked case-layer workbooks covering the prespecified tumor/organ groups. The source report-case cohort contained 97,343 records. Report-to-case linkage was successful for all 16,920 selected FoundationOne Liquid CDx (F1L) or Guardant360 CDx (G360) records.
Cohort construction
Patients tested with F1L or G360 through 31 March 2025 were selected from the nationwide cohort. The historical liquid-CGP cohort comprised 14,878 F1L and 2,042 G360 records from 267 facilities. Three F1L whole-assay failures were retained in the denominator to reproduce the historical operational comparison. No record was excluded because of missing age, sex, tumor/organ group, registration date, or facility.
Operational outcome definition
The primary outcome was the patient-level union of seven prespecified candidates: MSI high or equivocal; TMB-H; NTRK1, NTRK2, or NTRK3 fusion/rearrangement; RET fusion/rearrangement; ERBB2 amplification; ALK fusion/rearrangement; and exact BRAF V600E. Any qualifying candidate generated one event regardless of overlap.
Seven-candidate mapping rules
MSI equivocal was retained to reproduce the historical definition and was not interpreted as confirmed MSI-high. Fusion/rearrangement candidates required the specified gene marker together with a change term of fusion, rearrangement, or rearrangements. ERBB2 required an exact ERBB2 marker and amplification change. Exact BRAF V600E was identified after validated text normalization; other BRAF changes did not qualify.
F1L TMB-H classification and G360 data-layer state
For F1L, a nonblank categorical TMB status took precedence; high qualified. When status was blank, a numeric TMB value of at least 10 mutations/Mb qualified. During the study period, TMB was not among the biomarkers reported by the Japanese G360 configuration and numeric and categorical TMB fields were blank in all 2,042 accessible C-CAT records. G360 TMB was therefore treated as data-layer unavailable, not negative, TMB-low, or 0% TMB-H positivity; underlying G360 TMB-H status is unknown.
Model 1 specification
Model 1 was a logistic regression including platform, continuous linear age at the index report, sex, and the prespecified 12-category tumor/organ group. All 16,920 records were complete for these variables.
Model 2 calendar-time specification
Model 2 added calendar time from the case-layer registration date using a prespecified natural cubic spline with 4 degrees of freedom. Calendar time was expressed as days from 15 March 2021; boundary values were −523 and 1,477 days and internal empirical knots were 500, 889, and 1,187 days. The basis was fixed before outcome-model estimation. The Model 2 fit converged in eight iterations, and the design matrix had full rank (19/19).
Marginal standardization and inference
For Models 1 and 2, platform-specific probabilities were obtained by marginal standardization over the relevant target population. The principal contrast was the RD calculated as G360 minus F1L and reported in percentage points. RRs were supportive relative measures. Facility-cluster-robust sandwich covariance addressed within-facility correlation but did not adjust for facility-level differences.
Both-platform facility restriction
The sensitivity analysis was restricted to the 171 facilities contributing at least one record from each platform. The seven-candidate outcome and the full-cohort Model 2 specification, including the fixed calendar basis, were unchanged. Standardization was over the restricted cohort. This changed the target population and was not a facility-adjusted or within-facility comparison; residual facility-level confounding could not be excluded.
TMB-H-only and overlap decomposition
Among F1L primary-positive cases, TMB-H-positive records were classified as TMB-H-only if all other six candidates were negative and as overlapping if at least one other candidate was positive. Exclusive decomposition beyond these categories was not performed.
Six-candidate supportive analysis
Supplementary Material
The supportive outcome removed only TMB-H from the seven-candidate union, retained the 16,920-patient denominator, and used Model 1 with marginal standardization and facility-cluster-robust inference. The change in absolute RD was descriptive and was not treated as a causal explanation, mediation proportion, or corrected primary outcome.
Page 1
Supplementary Tables 
Supplementary Table S1. Seven-candidate operational outcome definitions and source-variable mapping
	Candidate
	Clinical role
	Qualifying state
	Nonqualifying state
	Source field(s)
	F1L
	G360
	Mapping rule
	Notes

	MSI high or equivocal
	Treatment-linked operational candidate
	MSI-Status high or equivocal
	Other status or blank
	MSI-Status
	Available
	Available
	Case-insensitive exact status
	Equivocal retained for historical reproduction

	TMB-H
	Tumor-agnostic treatment-linked candidate
	Status high; or blank status with numeric TMB ≥10 mutations/Mb
	Nonblank non-high; or blank status with numeric TMB <10
	TMB-Status; TMB-Value
	Available
	Data-layer unavailable
	Nonblank status takes precedence
	G360 blanks not negative; status unknown

	NTRK1/2/3 fusion or rearrangement
	Tumor-agnostic treatment-linked candidate
	Specified gene plus qualifying change
	Other gene/change
	Rearrangement-n marker/change
	Available
	Operational mapping applied
	Any qualifying NTRK1/2/3 record
	Patient-level union

	RET fusion or rearrangement
	Treatment-linked operational candidate
	RET plus qualifying change
	Other gene/change
	Rearrangement-n marker/change
	Available
	Operational mapping applied
	Gene substring plus allowed change
	Patient-level union

	ERBB2 amplification
	Treatment-linked operational candidate
	ERBB2 marker and amplification
	Other marker/change
	CNA(Gene)-n marker/change
	Available
	Operational mapping applied
	Exact gene and change
	Patient-level union

	ALK fusion or rearrangement
	Treatment-linked operational candidate
	ALK plus qualifying change
	Other gene/change
	Rearrangement-n marker/change
	Available
	Operational mapping applied
	Gene substring plus allowed change
	Patient-level union

	Exact BRAF V600E
	Direct colorectal cancer treatment link
	Normalized change contains exact V600E
	Other BRAF changes
	BRAF-CHANGE
	Available
	Operational mapping applied
	Validated normalization and exact identification
	Not wholly tumor agnostic


G360 TMB was data-layer unavailable during the study period; blank fields were not classified as negative, TMB-low, or 0% TMB-H positivity. F1L, FoundationOne Liquid CDx; G360, Guardant360 CDx.

Supplementary Table S2. Candidate-level operational counts and six-candidate supportive outcome counts
	Item
	F1L count
	G360 count / state
	Population / denominator
	Notes

	MSI high or equivocal
	125
	21
	Platform cohort
	Qualifying operational state

	TMB-H
	1,681
	Data-layer unavailable
	Platform cohort
	Underlying G360 TMB-H status unknown

	NTRK1/2/3 fusion or rearrangement
	57
	0
	Platform cohort
	Observed operational count

	RET fusion or rearrangement
	42
	2
	Platform cohort
	Observed operational count

	ERBB2 amplification
	276
	33
	Platform cohort
	Observed operational count

	ALK fusion or rearrangement
	89
	6
	Platform cohort
	Observed operational count

	Exact BRAF V600E
	172
	37
	Platform cohort
	Observed operational count

	Six-candidate positive excluding TMB-H
	733
	95
	14,878 F1L; 2,042 G360
	Supportive; denominator unchanged


Candidate-level counts overlap and must not be summed to obtain the patient-level union. The primary seven-candidate union and the TMB-H-only/overlap decomposition are reported in Main Table 3. G360 TMB was data-layer unavailable during the study period; underlying G360 TMB-H status is unknown. The supportive six-candidate count uses the unchanged platform-specific denominators. F1L, FoundationOne Liquid CDx; G360, Guardant360 CDx.
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