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Supplemental Figure 2:

Karyotyping and FISH

Original Methods Applied

Investigation of de novo CNVs and SVs

Trio Custom High- Trio Whole-Genome Trio Bionano

Resolution Array CGH Sequencing Optical Mapping

1 Probe per 857 bp on Chromosome 6 30x Coverage Direct Label and Stain (DLS) Method
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Supplemental Figure 5:
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Supplemental Figure 6:

Junction 1
Chr6:16,322,795 Centromere

Junction 3
Chr6:157,240,695

Junction 5 =
Chr6:159,359,468
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Supplemental Figure 7:
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Supplemental Figure 8:
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Supplemental Figure 9:

Chr6:16,322,795 (+)

AATCAAATTTGTGATTTTGCTTATTAAGCTCAACAATTTGCACATTTCTGAATTTCTCTGTGGGTGCAGTGTCAGCAGTGCCTAACCAGTT
TTTGCTTATTAAGCTCAACAATTTGCAGAATGGCTTCTTATAATGACGTTTTTTGTGCATGTACCATTACATATGT
CTTCTTTAACACCTGGTCATTCTGCACAAAAGTAGCTAGTAAAAATGGCTTCTTATAATGACGTTTTTTGTGCATGTACCATTACATATGT

(-) Chr6:111,024,030

(+) Chr6:111,024,035

ATGGTACATGCACAAAAAACGTCATTATAAGAAGCCATTTTTACTAGCTACTTTTGTGCAGAATGACCAGGTGTTAAAGAAGACAAAGGTT
TTAGTTCTCTGAGGTAGAAAGGTTTGTTGTCAGCAGTGATACTCTAGCTACTTTTGTGCAGAATGACCAGGTGTTAAAGAAGACAAAGGTT
TTAGTTCTCTGAGGTAGAAAGGTTTGTTGTCAGCAGTGATACTGGACTAGCCACTGCAGGGGATATTGACCATGCCTGTGACAGTTGGGCC

Chr6:158,471,524 (+)

(+) Chr6:16,322,796
CCCCAATCAAATTTGTGATTTTGCTTATTAAGCTCAACAATTTGCACATTTCTGAATTTCTCTGTGGGTGCAGTGTCAGCAGTGCCTAACC
GTGTGTGGCCAGCTGTGTCCTGGTTTGAAGCATCTCAGATTTGAAGCATTTCTGAATTTCTCTGTGGGTGCAGTGTCAGCAGTGCCTAACC
GTGTGTGCGCCAGCTGTCTCCTCGTTTCGAAGCATCTCAGACACTGTTGGGCAGCTGCTTAGCCCAGTTTAACTGAAATGTGGAGGAGATCAC

Chr6:157,240,695 (+)

Reference Chromosome 6

Chr6:16,322,795 Centromere Chr6:111,024,030 Chr6:157,240,695

o 3’

5’ 3’ 5 cssssssssssssee 3 5 ca—— 3’
Y e ——

Chr6:157,240,708

Chr6:16,322,796 Chr6:111,024,035

Derivative Chromosome 6

Chré:
111,024
,035

Chr6:16,322,795 Chr6:16,322,796

o 3’ S =,E S e—— ([ C—— | 5 3’
esss—— 5’ S € e G [ G |, 3’ 5

Chr6:111,024,030 Chr6:157,240,695 Chré:

Centromere

Chr6:158,471,518 (+)

GACTTCTTAGTTCTCTGAGGTAGAAAGGTTTGTTGTCAGCAGTGATACTGGACTAGCCACTGCAGGGGATATTGACCATGCCTGTGACAGT

ACCACTGCACTGTGGGAGCCCCTTTCTGGGCTGGCCAAGGCCTGATACTGGACTAGCCACTGCAGGGGATATTGACCATGCCTGTGACAGT

ACCACTGCACTGTGGGAGCCCCTTTCTGGGCTGGCCAAGGCCAGAGCCAGCTCCCTCAGCTTGCAGGGAGGTGTGGAGGGAGAGGCGCGAG
Chr6:160,535,951 (-)

(+) Chr6:157,240,708
CAGCTGTGTCCTGGTTTGAAGCATCTCAGACACTGTTGGGCAGCTGCTTAGCCCAGTTTAACTGAAATGTGGAGGAGATCACATCAGCTGG
CCACAGTCTCAGCTGGGACTTCACTGCCCCGGAAGCCTGCAGGCTGCTTAGCCCAGTTTAACTGAAATGTGGAGGAGATCACATCAGCTGG
CCACAGTCTCAGCTGGGACTTCACTGCCCCGGAAGCCTGCAGGAGCTGCTCCCCGCCACGTGGCTCTGATCCTCTACTACTGTGCTGACCT

(=) Chr6:159,359,470

Chré6:160,535,951 (+)
TCTCCCTCCACACCTCCCTGCAAGCTGAGGGAGCTGGCTCTGGCCTTGGCCAGCCCAGAAAGGGGCTCCCACAGTGCAGTGGTGGGCTGAA
TCTCCCTCCACACCTCCCTGCAAGCTGAGGGAGCTGGCTCTGAGCTGCTCCCCGCCACGTGGCTCTGATCCTCTACTACTGTGCTGACCTG
CACAGTCTCAGCTGGGACTTCACTGCCCCGGAAGCCTGCAGGAGCTGCTCCCCGCCACGTGGCTCTGATCCTCTACTACTGTGCTGACCTG

(-) Chr6:159,359,468

Chr6:158,471,524 Chr6:159,359,468 Chr6:160,535,951

5’ cassssssssssssssm» 3’ 5’ 3’ 5§ o
3'_ 5' 3' 5' 3' D
Chr6:158,471,518 Chr6:159,359,469 Chr6:160,535,951
Chré: Chré Chré Chré
) 1159 :159 1160
157,240 : ,359 535
1708 1339 468 '
+469 ’ ,951

S oo——— 5 C——

£ o— G 3’

Chré Chré

158,471 :160 :158
1524 ,535 ;471
;951 ,518



Supplemental Figure 10:
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Supplemental Figure 11:
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Supplemental Figure 12:
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Supplemental Figure 13: Centromere Junction 3
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Supplemental Figure 14:
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Supplemental Figure 15:
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Supplemental Figure 16: Junction 6
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Supplemental Figure 17:

Exon 1 2 34]5 678 91011 12131415161718 19

ARIDLE _IIIIIIIIIIIIIIIII--




Supplemental Figure 18:

Developmental and
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