Table S1: Predicted solubility and pI of KDM6A substitution and truncation variants.
	KDM6A variant
	pI
	Predicted solubility 
	Protein identifier 

	ΔIDR
	6.98
	0.167
	O15550

	TPR
	6.10
	0.209
	

	JmjC
	9.06
	0.266
	

	KDM6A WT (UTX)
	7.68
	0.278
	

	ΔTPR
	7.12
	0.336
	

	ΔJmjC
	9.23
	0.343
	

	IDR
	9.62
	0.483
	

	T726K
	7.88
	0.278
	

	T726V
	7.68
	0.277
	

	Nuclear proteins
	pI
	Predicted solubility 
	Protein identifier

	 NPM1
	4.61
	0.866
	P06748

	KMT2C 
	6.33
	0.412
	Q8NEZ4

	KMT2D 
	5.47
	0.498
	O14686

	WDR5
	9.4
	0.396
	P61964

	RBBP5
	4.94
	0.654
	Q15291



Predicted solubility and pI of KDM6A substitution and truncation variants using Protein-Sol from the University of Manchester based on published sequences [1, 2]. Compared to KDM6A WT protein TPR and ΔIDR show reduced solubility, whereas the IDR sequence alone is predicted to be most soluble. Single substitution do not affect pI and solubility, as expected. Among nuclear proteins, such as components of the COMPASS complex (KMT2C/D, WDR5, RBBP5) and NPM1, KDM6A is the least soluble. Protein identifier were taken from UniProt.
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