	Gene
	Protein name
	Function
	Patients (SNVs)

	BAGE2
	B melanoma antigen 2
	unknown
	8 (10)

	TPTE
	putative tyrosine-protein phosphatase TPTE
	unknown
	7 (10)

	MX2
	interferon-induced GTP-binding protein Mx2
	regulates nucleocytoplasmic transport and cell-cycle progression; GTPase activity
	6 (6)

	TIAM1
	T-lymphoma invasion and metastasis-inducing protein 1
	modulates the activity of Rho-like proteins (RAC1, CDC42 and RhoA); connects extracellular signals to cytoskeletal activities
	5 (6)

	EVA1C
	Protein eva-1 homolog C
	unknown
	5 (6)

	HSF2BP
	Heat shock factor 2-binding protein
	involved in modulating HSF2 activation
	4 (4)

	TTC3
	E3 ubiquitin-protein ligase TTC3
	E3 ubiquitin-protein ligase; ubiquitination and degradation of phosphorylated Akt in the nucleus
	2 (4)

	IFNAR2
	Interferon alpha/beta receptor 2
	receptor for interferon alpha and beta; IFN-mediated STAT1, STAT2 and STAT3 activation; signal transduction due to their association with the TYR kinase and JAK1
	2 (4)

	TPP2
	Tripeptidyl-peptidase 2
	component of ubiquitin-proteasome pathway; acting downstream of the 26S proteasome 
	2 (3)

	HUNK
	Bromodomain-containing protein 4
	governs chromosomal dynamics during mitosis
	2 (2)

	ADAMTS1
	A disintegrin and metalloproteinase with thrombospondin motifs 1
	active metalloprotease; angiogenic inhibitor activity; associated with inflammatory processes
	2 (2)

	ITGB2
	Integrin beta-2
	receptor for ICAM1, ICAM2, ICAM3, ICAM4, VCAM1, fibrinogen and iC3b fragment
	2 (2)

	COL18A1
	Collagen alpha-1 (XVIII) chain
	involved in determining the retinal structure and closure of the neural tube; inhibits endothelial cell proliferation and angiogenesis
	2 (2)


Supplementary Table 9. List of hs-SNVs located in the Down syndrome critical region per single patient. List of the most frequent genes in the Down syndrome critical region showing hs‐SNVs.

