[bookmark: _GoBack]Additional file 

[bookmark: OLE_LINK20][bookmark: OLE_LINK21]Functional influence of mutations in LYST gene was predicted by human splicing finder (HSF, version 3.1. http://www.umd.be/HSF3). The novel missense mutation c.5719A>G was predicted to be potential alteration of splicing. The known SNP rs201382097 (LYST:c.4863-4G>A) has probably no impact on splicing. However, mutations in adjacent sites of c.4863-4G could be most probably affecting splicing, indicating a potential splice site around the position. 
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Reference sequence

LYST Gene > ENST00000389793 Transcript > Exon number: 19 (150 bp) + 100 intronic nucleotides at exon ends

1tgaatttaat gattgctaaa attgaaagct taatgtttct gttgaacttc ctgattaacc aattactaat gcatcttata ttaatgctaa ttttctatag
101 ACCCTICTTG ARGGATGCTG ATTATTTATA TGAATGAGAA AGTTT BAGTTGGATG TAGACTCTAA TGCTATAATC CAAGATGITA
201 BGCTGITAGA GGAACTATTG CTTGAC AGATATGGAG TARAGCAGAG gcatgtaata tgtacttttt ttccattttt tattgtggta aaatgcatat

301 aacacaaaat ttaccatctt aagcattttt aagtttcagt tcagtggcat

Total sequence length: 350 nucleotides
Mutant sequence
1tgaatttaat gattgctaaa attgaaagct taatgtttct gttgaacttc ctgattaacc aattactaat
101 ACCCTTICTTG

201 AGCTGTTAGA AGAG gcatgtaata tgtacttttt ttccattttt tattgtggta aaatgcatat
301 aacacaaaat ttaccatctt aagcattttt aagtttcagt tcagtggcat

atcttata ttaatgctaa ttttctatag
TGGTGAAGAT ATTATTTATA TGAATGAGAA TGGAGAGTTT AAGTTGGATG TAGACTCTAA TGCTGTAATC! CAAGATGTTA
CTTGACTGGA

Total sequence length: 350 nucleotides

‘The Underlined sequences are analyzed by HSF.

This table shows only relevant results related to the mutation position and context.
The mutation occurs in the late exonic positions, the following table show resuits of donor splice sites, ESE and ESS that could be affected by the mutation

Predicted signal Prediction algorithm cDNA Position Interpretation

AATGCTGTAATCCAR

BT Qe — Activation of an exonic cryplic donor site.
Potential alteration of splicing.
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Reference sequence

LYST Gene > ENST00000389793 Transcript > Exon number: 1 (161 bp) + 100 intronic nucleotides at exon ends
1a2aasaaagaa ttccccattg ttaaatattc atactttaaa aatacttagt actagacttc ctaaagtcat tgCtttaact ttgttttgtt tttaatgtag
101 GAAGCCTGAT GTTACTTTGG ATT!

TGCT TCCAAGARAA ACAAGT'

ATCTGATAG CAATARRACA TTTTG!

201 CAAGAAGAGT TTTTGCAGTT GGCTGGARRA TGGGACCTG(

@
@
b

AATTTGCT TCTCTTCAAC Ggtgagtgag ctatgattge accactgcac ttcagectgg
301 gcgacagagt gagatttttt tcctttgaaa catttccagt tttttttctc agttaacaaa t

Total sequence length: 361 nucleotides

Mutant sequence

1aaasasagaa ttccccatty ttasatattc atactttasa aatacttagt
101 GARGCCTGATI GTTACTTTGEIATTTTATGCT TCCARGAARA ACAAGTTTGT
201 CAAGAAGAGT TTTTGCAGT

ctaaagtcat tgtEtaactlttgtetegteltetaatatag

GARATTTGCT

Ggtgagtgag ctatgattgc accactgcac ttcageetgg
301 gegacagagt gagatttttt tcctttgaaa catttccagt tttttttctc agttaacasa t
Total sequence length: 361 nucleotides

The underlined sequences are analyzed by HSF.

This table shows only relevant results related to the mutation position and context
‘The mutation occurs in the late intronic positions, the following table show results of acceptor splice sites that could be affected by the mutation

No significant splicing motif alteration detected.
This mutation has probably no impact on splicing.
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Reference sequence

LYST Gene > ENST00000389793 Transcript > Exon number: 15 (161 bp) + 100 intronic nucleotides at exon ends

1aaaasaagaa ttccccattg ttaasatattc atactttaaa aatacttagt actagacttc ctaaagtcat tgcbttaact ttgttttgtt tttaatgtag
101 GRACECTCATJCFTACTIIGE AR TTTATGCT TCCARGARRA ACAAGTTTGT CATCTGATAG CAATAAAACA TTTTGCATGA TTGGCCATTG TTTATCATCC
201 CARGAAGAGT TTTTGCAGTT GGCTGGAAAA TGGGACCTGG GAAATTTGCT TCICTICAAC Ggtgagtgag ctatgattgc accactgcac ttcagectgg
301 gcgacagagt gagatttttt tcctttgaaa catttccagt tttttttctc agttaacaaa t

Total sequence length: 361 nucleotides

Mutant sequence

1asaaasagaa ttccccattg ttasatattc atactttaaa aatacttagt actagacttc ctaaagtcat tgctttaact ttgttttgtt tttaatgaag

101 GARGCCTCAT | GTTACTITGEIATTTTATGCT TCCAAGARRA CATCTGATAG CAATARAACA TTTTGCA! TTTATCATCC
201 CAAGAAGAGT TTTTGCAG! TGGGACCTGG GARATTTGCT TCTCTTCAAC Ggtgagtgag ctatgattgc accactgcac ttcagectgy

301 gegacagagt gagatttttt tcctttgaaa catttccagt tttttttctc agttaacasa t
Total sequence length: 361 nucleotides.

The underfined sequences are analyzed by HSF.

This table shows only relevant results related to the mutation position and context
The mutation occurs in the late intronic positions, the following table show results of acceptor splice sites that could be affected by the mutation

Predicted signal Prediction algorithm <cDNA Position Interpretation

sctiigritigriirastgragiRee

Broken WT Accsptor Site PRV —_—— Alteration of the WT acceptor site,

most probably affecting splicing.
ettt
2 45 0 5 0 3

» Raw Data Tavkes





image4.jpg
Reference sequence

LYST Gene > ENST00000389793 Transcript > Exon number: 1 (161 bp) + 100 intronic nucleotides at exon ends
1aaasasagaa ttccccattg ttamatattc atactttasa aatacttagt actagacttc ctaaagtcat tGCEEEASCENEEGEEEEGEENEEEaatsatag
101 GAAGCCTGAT GTTACTTTGE ATTTTATGCT TCCAAGARAR
201 CAAGAAGA
301 gcgacagagt gagatttttt tcctttgaama catttccagt
Total sequence length: 361 nucleotides

CATCTGATAG CRATARAACA TTTTGCATGA TTTATCATCC

GT TTTTGCAGTT G

AAAA T

ACCTGE

TCTCTTCAAC Ggtgagtgag ctatgattgc accactgcac ttcagectgg

agttaacaaa t

Mutant sequence

1aaasasagaa ttccccattg ttasatattc atactttaaa aatacttagt actagacttc ctasagtcat tgCEEtasct)ttgttttgtt)tttasagtag
101 GAAGCCTGAT GTTACTTTGG
201 CAAGAAGAGT TTTTGCAGTT G

GCT TCCAAGAAAA

CATCTGATAG CAATAAAACA

TG

@

CRAC Ggtgagtgag ctatgattge accactgcac ttcagectgy
301 gegacagagt gagatttttt tcctttgaaa catttccagt tttttttctc agttaacaaa t
Total sequence length: 361 nucleotides

The underlined sequences are analyzed by HSF.

This table shows only relevant results related to the mutation position and context.
The mutation occurs in the late intronic positions, the following table show results of acceptor splice sites that could be affected by the mutation

Predicted signal Prediction algorithm cDNA Position Interpretation

1 - HSF Matrices
Activation of an intronic cryptic acceptor site.

New Acceptor Site Potential alteration of splicing

2-MaxEnt

actrogritrgrTtttastgtagGhRGe:

Broken WT Acceptor Site 1- MaxEnt T licqation(of the|Wijaccopioy aita}

most probably affecting splicing
T
2 45 0 5 0 3
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