Supplementary Table S2. Diagnostic Performance and Positivity Rate of Site-specific Markers Used Across Tumor Origins.
	Tumor Origin
	Marker
	Cases Tested
	Positive Cases
	Positivity Rate*
	Notes

	Colorectal (mts)

	CDX2
	12
	12/12
	100%
	Homogeneous nuclear expression in all but one tested cases (including 2 MUO); one case showed heterogeneous expression.

	
	SATB2
	11
	9/11
	82%
	Diffuse strong nuclear expression in all but one positive cases: and focal nuclear expression in one case. Concordant with CDX2, in all (MUO included) but 2 positive cases: one case with homogeneous CDX2 showed only focal SATB2 expression, and one case with heterogeneous CDX2 expression has no SATB2 expression.

	Lung (primaries,  
              mts)
	TTF1
	11
	8/11
	73%
	Diffuse strong nuclear expression in all but 2 positive cases, including MUO case. Two cases showed partial nuclear  expression.

	
	P40
	5
	1/5
	20%
	Diffuse, strong nuclear expression in squamous population of a carcinoma with 2 populations (adeno- and squamous); no expression in adenocarcinoma component.

	
	P63
	2
	0/2
	0%
	No nuclear expression in TTF1 expressing adenocarcinoma.

	Breast (mts)
	GATA3
	14
	13/14
	93%
	Diffuse, strong nuclear expression in all but one positive cases, which showed focal and moderate nuclear expression.

	
	Mammaglobin
	11
	3/11
	27%
	In one case with strong and diffuse cytoplasmic expression; in second case with focal cytoplasmic expression, and in third case the expression was in isolated cells only.

	Renal (mts)
	PAX8
	4
	4/4
	100%
	Diffuse, strong nuclear expression in all tested cases.

	Liver / HCC (primaries and mts)
	HepPar1
	10
	7/10
	70%
	Diffuse, strong cytoplasmic expression in all but one positive  cases, which showed partial expression.

	
	Glypican-3
	10
	9/10
	90%
	Diffuse, strong cytoplasmic expression in all but two positive cases, which showed partial expression.

	Mullerian (mts)
	PAX8
	6
	6/6
	100%
	Diffuse, strong nuclear expression in all but one cases, which showed diffuse but moderate expression.

	
	WT1
	6
	6/6
	100%
	Diffuse, strong nuclear expression in all tested cases.

	Urothelial (mts)
	P40
	1
	1/1
	100%
	Diffuse, strong nuclear expression.

	Gastric (mts)
	CDX2
	1
	1/1
	100%
	Enteric-type1: CDX2+ homogeneous nuclear expression.


Abbreviations: HCC, hepatocellular carcinoma; mts, metastasis; MUO, malignancy of unknown origin. 
Footnotes: * Positivity defined as moderate-to-strong expression (nuclear or cytoplasmic as appropriate), including focal expression.; 1 Previous history of gastric adenocarcinoma, intestinal-type.

