Supplementary Table S5. Diagnostic performance of Cp and 24-h UCE in referral subsets with higher urinary copper burden
	Cohort
	Marker
	AUROC 
(95% CI)
	Optimal cutoff
	Sensitivity, % 
(95% CI)
	Specificity, % 
(95% CI)
	PPV, % 
(95% CI)
	NPV, % 
(95% CI)
	PLR 
(95% CI)
	NLR 
(95% CI)
	Diagnostic accuracy, % 
(95% CI)

	24-h UCE ≥100 μg/24 h (WD n=52; non-WD n=216)
	24-h UCE, μg/24 h
	0.710 (0.624-0.795)
	262.2
	57.7 (43.2-71.3)
	83.8 (78.2-88.4)
	46.2 (33.7-59.0)
	89.2 (84.1-93.1)
	3.56 (2.43-5.22)
	0.50 (0.37-0.70)
	78.7 (73.3-83.5)

	
	Cp, g/L
	0.987 (0.972-0.997)
	0.15
	88.5 (76.6-95.6)
	98.6 (96.0-99.7)
	93.9 (83.1-98.7)
	97.3 (94.1-99.0)
	63.69 (20.62-196.78)
	0.12 (0.06-0.25)
	96.6 (93.7-98.5)

	24-h UCE ≥200 μg/24 h (WD n=33; non-WD n=70)
	24-h UCE, μg/24 h
	0.763 (0.651-0.863)
	369.3
	66.7 (48.2-82.0)
	77.1 (65.6-86.3)
	57.9 (40.8-73.7)
	83.1 (71.7-91.2)
	2.92 (1.78-4.78)
	0.43 (0.26-0.71)
	73.8 (64.2-82.0)

	
	Cp, g/L
	0.978 (0.952-0.996)
	0.15
	84.8 (68.1-94.9)
	97.1 (90.1-99.7)
	93.3 (77.9-99.2)
	93.2 (84.7-97.7)
	29.70 (7.52-117.29)
	0.16 (0.07-0.35)
	93.2 (86.5-97.2)


Footnote: The optimal cutoff was determined using the Youden index. AUROC 95% CIs were estimated using DeLong’s method. Confidence intervals for sensitivity, specificity, PPV, NPV, and diagnostic accuracy were calculated using the exact binomial method. Confidence intervals for PLR and NLR were calculated using the log method. Abbreviations: 24-h UCE, 24-hour urinary copper excretion; 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; WD, Wilson disease.
