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Scheer F. Age-specific false positives and the clinical pathway for a whole-blood DNA-methylation burden screen in older adults and carriers of clonal hematopoiesis: an open-data evaluation. Section numbers refer to the Research Square v2 manuscript (rs-10397076).
	Item
	Recommendation
	Where addressed

	1a
	Indicate the study design in the title or abstract
	Abstract, Methods: pre-specified analysis of public cohorts (secondary analysis); title: “open-data evaluation”

	1b
	Informative, balanced abstract
	Structured abstract

	2
	Scientific background and rationale
	§1 Introduction

	3
	Objectives, including hypotheses
	Abstract (Objective); §1, last paragraph

	4
	Key elements of study design early
	§2.1 Design and pre-specification

	5
	Setting, locations, dates of recruitment, exposure, follow-up, data collection
	§2.4 and Table 1 (source cohorts, countries, sampling waves, follow-up intervals); recruitment dates in cited cohort papers

	6a
	Eligibility criteria, sources and methods of selection; follow-up methods
	§2.4 (cohorts without known myeloid disease; baseline = first draw; exclusions for masking); §2.5 A2 (repeat-sampling intervals)

	6b
	Matching criteria (matched studies)
	Not applicable (no matching); A6 source study was case–control, described in §2.5

	7
	Define outcomes, exposures, predictors, confounders, effect modifiers
	§2.3 (positive call), §2.5 (age, cohort, composition)

	8
	Data sources and measurement; comparability across groups
	§2.3–2.4 (one SeSAMe pipeline from raw IDATs; GSE55763 processed data kept separate)

	9
	Efforts to address potential sources of bias
	§2.1 (plan locked before scoring; post hoc changes in Table S2); §2.4 (derivation and reference cohorts excluded as test sets); §4.1

	10
	How the study size was arrived at
	All eligible arrays in each public cohort; counts in Table 1 and §3.1

	11
	Handling of quantitative variables; groupings
	§2.5 (age in 10-year bands and per 10 years)

	12a
	Statistical methods, including confounding control
	§2.5 (Wilson CIs; GEE with cohort term and robust SEs by twin pair; decision model)

	12b
	Methods for subgroups and interactions
	§2.5 (age bands; cohort-specific estimates, Table 2)

	12c
	Missing data
	§2.3 (masked cell = not shifted; >4 masked → excluded and counted)

	12d
	Loss to follow-up / sampling strategy
	§2.5 A2 (consecutive draws; LSADT one 10-year interval)

	12e
	Sensitivity analyses
	§3.1 (35-locus analysis; GSE55763); §2.5 A4 (sensitivity and repeat-positive scenarios)

	13a
	Numbers at each stage
	Table 1; §3.1 (exclusions per cohort; 33 SATSA individuals with no passing array; 411 at baseline)

	13b
	Reasons for non-participation
	§3.1 (exclusion for masking only)

	13c
	Flow diagram
	Not provided; stage counts given in text and Table 1

	14a
	Characteristics of participants
	Table 1 (age range, median); sex, where the deposit records it (GSE42861, GSE55763), in the Zenodo score files

	14b
	Participants with missing data per variable
	§3.1 (masking exclusions); Table S1 (non-evaluable loci)

	14c
	Follow-up time
	§3.2 (median 5.6 y, IQR 2.9–7.0; LSADT 10 y)

	15
	Outcome events or summary measures
	Table 2; §3.1–3.2

	16a
	Unadjusted and adjusted estimates with precision
	§3.1 (rates with Wilson CIs; OR per 10 y with 95% CI)

	16b
	Category boundaries for continuous variables
	Table 2 (age bands)

	16c
	Relative into absolute risk
	§3.4 and Table 3 (per 1,000 screened)

	17
	Other analyses
	§3.3 (CHIP effects), §3.4 (decision model), §3.5 (pre-diagnostic data)

	18
	Key results with reference to objectives
	§4 Discussion, first paragraph

	19
	Limitations, including bias and imprecision
	§4.1 Limitations

	20
	Cautious overall interpretation
	§4, §5 (sensitivity unmeasured; model conditional)

	21
	Generalisability
	§4.1 (Nordic cohorts at ≥80; 450K array; US registry inputs)

	22
	Funding and role of funder
	Declarations (Funding; Conflicts of interest)



page 1
