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[bookmark: _GoBack]Bioinformatic analysis of KDM6A tetratricopeptide repeats. A. Alignment of annotated KDM6A TPRs using the TPRprediction and alignment tool published in [1]. All annotated KDM6A TPRs with the given amino acid range (see label) were compared for their TPR conservation to the consensus sequence as published in [4] with the most conserved amino acids W4, L7, G8, Y11, A20, Y24, A27 and P30. Identity and p-values are shown on the right hand. The 34 amino acid TPR motif could not be identified for TPR 3 (aa 170-199). Color coding according to CLUSTAL W alignment. B. secondary structure prediction of TPR3 using the Quick2D on the MPI Bioinformatics toolkit server [2, 3] indicated a high probability for aa 14-26 to form an α-helix, but aa 1-10 tend to form either an α-helix or a β-strand. Of note, the canonical 34 aa TPR repeating unit forms the crucial helix-turn-helix motif [4]. In general, the N-terminal TPRs 1-4 show less strict conservation towards the canonical TPR sequence compared to the C-terminal TPRs 6-8.
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A. KDM6A TPR alignment
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TPR 2 2220 22 e |denti -value
1(93-126) 66.5%, (2.4*107-8)
2 (130-163) 98.8%, (1.2*107-10)
3 (170-199) no TPR predicted
4 (205-238) 51.4% (5.8*107-8)
5 (250-283) 4% (5.3*107-6)
6 (284-317) 99.28 % (5.7*107-11)
7 (318-351) 99.3% (5.4*107-11)
8 (352-385) 93.45% (1.5*107-9)

B. TPR 3 (170-199) secondary structure prediction

AA_QUERY 1 HLRLGLMFKVNTDYESSLKHFQLALVDCNP 30
SS_PSIPRED HHHHHHH  HHHHHHHHHHHHH
SS_SPIDER3 HHHHHHAHHH  HHHHHHHHHHH
SS_PSSPRED4 EEEEEE  HHHHHHHHHHHHE
SS_DEEPCNF EEEEEEEE  HHH  EEEEEEE
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55 - achelix B-strand.




