Supplementary Table S4. Sensitivity analyses of diagnostic performance according to ATP7B variant status
	Sensitivity analysis set
	Marker
	N, WD/non-WD
	AUROC
(95% CI)
	Optimal cutoff
	Sensitivity, %
(95% CI)
	Specificity, %
(95% CI)
	PPV, %
(95% CI)
	NPV, %
(95% CI)
	PLR
(95% CI)
	NLR
(95% CI)

	Biallelic pathogenic/likely pathogenic ATP7B variants
	24-h UCE, μg/24 h
	33/476
	0.696 (0.594–0.797)
	108.5
	72.7 (54.5–86.7)
	60.5 (56.0–64.9)
	11.3 (7.4–16.4)
	97.0 (94.3–98.6)
	1.84 (1.45–2.33)
	0.45 (0.26–0.79)

	
	Cp, g/L
	33/476
	0.992 (0.980–1.000)
	0.15
	97.0 (84.2–99.9)
	96.0 (93.8–97.6)
	62.7 (48.1–75.9)
	99.8 (98.8–100.0)
	24.29 (15.57–37.90)
	0.03 (0.005–0.22)

	At least one pathogenic/likely pathogenic ATP7B variant
	24-h UCE, μg/24 h
	56/476
	0.746 (0.673–0.818)
	149.7
	62.5 (48.5–75.1)
	75.6 (71.5–79.4)
	23.2 (16.7–30.7)
	94.5 (91.7–96.6)
	2.56 (1.98–3.32)
	0.50 (0.35–0.70)

	
	Cp, g/L
	56/476
	0.987 (0.974–0.999)
	0.15
	94.6 (85.1–98.9)
	96.0 (93.8–97.6)
	73.6 (61.9–83.3)
	99.3 (98.1–99.9)
	23.71 (15.19–37.00)
	0.06 (0.02–0.17)


Footnote: The non-WD comparator group included all adjudicated non-WD controls from the primary analytic cohort. The first sensitivity analysis restricted the WD group to patients with biallelic pathogenic or likely pathogenic ATP7B variants. The second sensitivity analysis restricted the WD group to patients with at least one pathogenic or likely pathogenic ATP7B variant. The optimal cutoff was determined using the Youden index. AUROC 95% CIs were estimated using DeLong’s method. Confidence intervals for sensitivity, specificity, PPV, and NPV were calculated using the exact binomial method. Confidence intervals for PLR and NLR were calculated using the log method. Abbreviations: AUROC, area under the receiver operating characteristic curve; CI, confidence interval; Cp, ceruloplasmin; NLR, negative likelihood ratio; non-WD, non-Wilson disease; NPV, negative predictive value; PLR, positive likelihood ratio; PPV, positive predictive value; UCE, urinary copper excretion; WD, Wilson disease.

