Table S3. Comparison of targeted long-read sequencing and long-read whole-genome sequencing approaches for unsolved Mendelian disease diagnostics
	Study
	Year
	
	N of subjects
	Platform
	Approach
	N of genes
	Cohort composition
	Incremental diagnostic yield
	Variant types detected

	Miller et al.[1]
	2021
	
	10
	ONT
	T-LRS (Adaptive sampling)
	10
	Known or suspected AR or X-linked condition
	60% (6/10)
	SVs, deep intronic variants

	de la Morena- Barrio et al.[2]
	2022
	
	11
	ONT
	lrWGS
	Whole genome*
	Type I ATD proven by antigen assays; negative results from 
other molecular diagnostic testing including SRS, MLPA, microarray, or long-range PCR
	18.1% (2/11)
	SVs (retrotransposon insertion)

	AlAbdi et al.[3]
	2023
	
	34
	PacBio HiFi (Sequel II)
	lrWGS
	Whole genome
	Exome-negative autosomal recessive diseases; diverse phenotypes
	38% (13/34)
	SVs, deep intronic variants, phasing

	Nakamichi et al.[4]
	2024
	
	2
	ONT
	T-LRS (Adaptive sampling)
	373
	Solved and unsolved IRDs
	100% (2/2)
	SVs, deep intronic variants

	Lee et al. (Current study)
	2026
	
	78
	PacBio HiFi (Sequel II)
	T-LRS
(Hybrid capture)
	56
	Unsolved AR cases with a single P/LP allele on SRS
diverse phenotypes 
	25.6% (20/78)
	SVs, deep intronic variants with functional validation by minigene assay and RT-PCR, haplotype phasing enabling VUS reclassification


* Disease-specific single-gene (SERPINC1) analysis with WGS data
N, number; ONT, Oxford Nanopore Technologies; T-LRS, targeted long-read sequencing; AR, autosomal recessive; SV, structural variant; IRD, inherited retinal disease; lrWGS, long-read whole-genome sequencing; ATD, Antithrombin deficiency; SRS, short-read sequencing; MLPA, Multiplex ligation-dependent probe amplification; VUS, variant of uncertain significance; P, pathogenic; LP, likely pathogenic
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