Supplement 1; Results of Sanger Sequencing
Al RET chrl0 43609097 G A exonic rs79781594

GCAGGGTCAGGGACAGGGGGAAGGCAGGGACCCACAGACTGTCCAGGCCCCTGCTGAGGTCCCAGAAG
TCGGCACACACAGATTTCHE S - 2. CACTGACAGGGAAAGTGCGGCCCTG
AGCCAGACGAGGGACACTGCAATGTGCGGGTCAGGCCACCAGGCTCCAGTTTTGGAGGCAGAGTCCTT
TGTTCAGATGAAATGTTAGGAGGGGGCCTGGCTTCACCCATGGCTTCAGAAAGGCACTGTGACCAAGC
CCTGCCCGGCTAAGCCAAGCTGCTGGGCCCCTGGCCTCACTGGGCCTATGCTTGCGACACCAGTTGGG
GAGGGGGCTCCTTGGGACACTGCCCTGGAARATATGGGCGCCTGGGGTGGTCAGGCGCCCCAGGAGGCT
GAGTGGGCTACGTCTGCCCTCAGGGGGCAGCATTGTTGGGGGACACGAGCCTGGGGAGCCCCGGGGGA
TTAAAGCTGGCTATGGCACCTGCAACTGCTTCCCTGAGGAGGAGAAGT [G/A] CTTCTGCGAGCCCGA
AGACATCCAGGGTGAGTGGGTGGCGGCCGGGACCACCACCACCTCCCAGCCCCACAGAGGTCTCAACA
GCACATCTGAGGTCCCAACAAGGGAGGAAATTGCTGGGAGGCGAGTGGGCCCCATGAAACTTCCCTCC
CTCCCTCTGGGCCTCTGTTACTCCACCCAGGAGAGGGGCCAGGGCCCCTGTAAAGTGTCTTCTGGCCA
TAAGTTCTATGATGGACAGGCCAGAAAAGCAGTTCTTCCACCAAACAACTTGTCAGCCTGACAAGTCA
CTGTCCCTGTGACCATGCAGCTGGGACCCACCCAGGAACACATTTCAAGGTCAGCAGGTATGGTGGGT
TGCACAGCCACACTGACTACACTCAGGGGTGCTGTTCTGCCTGAGCATAGGGACA
EEEE cCTATTATATAGCCCTACGTCCCTAGCCACTTAGCATTTTCATAAAGAAAATGCCAAAG
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Bl PTEN chrl0 89685307 T A exonic rs398123317

tggATCTTTCAAATATCAAAAGTTTTCAGTTTGATGGGAAAATGATGTCTGAATTTTCAGGGTTATTT
TTAAGAGTACTTGATTATGACTGTCTTGTAAATCTCTATGAGCTAGGTATACTTGCACTAAATGCTAA
TGCTTTTTAAAGAAGTTATGTCTTAA N EEE . . cA TAGAAGATTATGA
AAATATTCTCTGAAAAGCTCTGGTTTTACTTCAGATTGTATAAATCTGTGTAATGTAATAATTATTTA
AGAATGACATGATTACTACTCTAAACCCATAGAAGGGGTATTTGTTGGATTATTTATTTTCACTTAAA
TGGTATTTGAGATTAGGAAAAAGAAAATCTGTCTTTTGGTTTTTCTTGATAGTATTAATGTAATTTCA
AATGTTAGCTCATTTTTGTTAATGGTGGCTTTTTGTTTGTTTGTTTTGTTTTAAGGTTTTTGGATTCA
AAGCATAAAAACCATTACAAGATA [T/A] ACAATCTGTAAGTATGTTTTCTTATTTGTATGCTTGCAA
ATATCTTCTAAAACAACTATTAAGTGAAAGTTATCTGCTTGTTAGAGTGAGGTAGAGT TAAAGATACA
TTTTAACAGAATTGTATTCCTAAACCGATTAAGTCAAGAAGTCCAAGAGCATTGTTAGATCATTTAGA
AAGTGTAGTGATGAGGTAAAACATTGTTGGCACAGATTCATGTTACTTGATCTGCTTTAAATGACTTG
GCATCTAGCCCATATTTGAGCCCATAACCGTGTGGTAATTTGAAGTGTAATTCACAGTAGAGCTTCTG
TTAAAGCACTAATAGCATCTTCCATGGAGGTATACTTCAGAGTGAATATAATTTTGTTTATCCTGTGT
CTCTAGAGCTATTGACTGAAAAAGCTGTTAGGGCATTCTCTAACTGTACATCACCTAAGTTATTTAAA
ATTGCTGAATTAGGTGGCTTGTCTTGTCTAGGACAGAGT TTTAACH I
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Cl KCNQ1l chrll 2591882 G A exonic rsl179489

GGGTTCCTGGCGTGGGACCCCCTCTGACCCAGGCTAGGGTTCCTGGCGTGGGACGCCCTCTGGCCCAR
GCTGGGGTTCCTGGTGTGGGGCCCCCTCTGACCCAAGCTGGGGTTCCTGGCGTCGGACGCCCTCTGGE
CCAAGCTGGAGTTCCTGGTGTGGGGCCCCCTCTGACCCAAGCTGGGGTTCCTGGCGTCGGACGCCCTC
TGGCCCAAGCTGGGGTTCCTGGTGTGGGGCCCCCTCTGGCCAAGGCTGGGGTTCCTGGTGTGGGGCCT
CCTCTGGCCTGGGTGGGCCTGGCCTGAGAGCTGCAGCCTCACCTGGGCTCCACTGCCTATGGACATGA
GCTGAAGCTGCTCAGCCTTCCAGGGCCTCTGTGCC I _ 2. GCAGGCCAGGACCCG
GGCCTGCTGTTCTCAGGGTGTCCTTCAGCGGAGGCTCCAGCATGGCTGGGTTCAAACAGGTTGCAGGG
TCTGAAGCCACTCAAGGCCGAGCCTGCCTGCAGTGAGCGTCCCACTCTGTCCCTGCAGGAGATCGTGC
TGGTGGTGTTCTTC [G/A] GGACGGAGTACGTGGTCCGCCTCTGGTCCGCCGGCTGCCGCAGCAAGTA
CGTGGGCCTCTGGGGGC [G/A] GCTGCGCTTTGCCCGGAAGCCCATTTCCATCATCGGTGAGTCATGC
CTGCCCTGTGGAGGTCACGCCCAGGTTTCCAGACCAGGAAGGACCCCCACCTCATGACCCCTACCAGA
TGGAGTCCCCTAAGGACTGGGGAACCCCAAGGCCAGCAGGGGGTGACTGCCCAGGACCCAGCACAGGA
GCATTGGCAGCCCTCAGCAGCCTCTGCACTCAGACGCTGATCATGGTGTTGGGGGTAGGGGGTTGGTC
ccrcA R ~. . » G CCCAGCATAGCTTCATGGTGGGCCAGTCACCCTCGGCAGCC
TGAGAACCATGGTCCAGGCCTGAGGCCCTGCCCTTTCTGGCCACTTGCAGGGCTCAGCACAGGGCCCA
GCCTAGGCCGGGGGCTCCACATGGCCAGGACAGAGGTTGGGTCTCTCCGTTTAGATGCTGCCTGCCTC

| ]

\ , \
[ ‘

| Y ‘q'\'ﬂ i
_“f"‘l.’ ,w, ‘;". UI"-I '|| ||f I|"|VI||I _'II. '. | ‘_.""‘.‘I'u | ,\I‘||- “| U\ hwl .ll__w\ /\ | ',‘ﬂ‘ | | l




D1 KCNQl chrll 2591949 G A exonic rs120074178

TGGCCCAAGCTGGGGTTCCTGGTGTGGGGCCCCCTCTGGCCAAGGCTGGGGTTCCTGGTGTGGGGCCT
CCTCTGGCCTGGGTGGGCCTGGCCTGAGAGCTGCAGCCTCACCTGGGCTCCACTGCCTATGGACATGA
GCTGAAGCTGCTCAGCCTTCCAGGGCCTCTGTGCC e _ 2. GCAGGCCAGGACCCG
GGCCTGCTGTTCTCAGGGTGTCCTTCAGCGGAGGCTCCAGCATGGCTGGGTTCAAACAGGTTGCAGGG
TCTGAAGCCACTCAAGGCCGAGCCTGCCTGCAGTGAGCGTCCCACTCTGTCCCTGCAGGAGATCGTGC
TGGTGGTGTTCTTC [G/A] GGACGGAGTACGTGGTCCGCCTCTGGTCCGCCGGCTGCCGCAGCAAGTA
CGTGGGCCTCTGGGGGC [G/A] GCTGCGCTTTGCCCGGAAGCCCATTTCCATCATCGGTGAGTCATGC
CTGCCCTGTGGAGGTCACGCCCAGGTTTCCAGACCAGGAAGGACCCCCACCTCATGACCCCTACCAGA
TGGAGTCCCCTAAGGACTGGGGAACCCCAAGGCCAGCAGGGGGTGACTGCCCAGGACCCAGCACAGGA
GCATTGGCAGCCCTCAGCAGCCTCTGCACTCAGACGCTGATCATGGTGTTGGGGGTAGGGGGTTGGTC
ccrcA R ~. c » GCCCAGCATAGCTTCATGGTGGGCCAGTCACCCTCGGCAGCC
TGAGAACCATGGTCCAGGCCTGAGGCCCTGCCCTTTCTGGCCACTTGCAGGGCTCAGCACAGGGCCCA
GCCTAGGCCGGGGGCTCCACATGGCCAGGACAGAGGTTGGGTCTCTCCGTTTAGATGCTGCCTGCCTC
CCTATCCGAGGTGTCTCCATGTCCCCGGTCATCAGGGCGTGACCCGTCTGACCAGCAAGCCCCTTCCC
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E1 MYBPC3 chrll 47356671 G A exonic rs387907267

gtgtgatctcagctcattgcaactgccacctccecgggtccaagcgattecttectgectcagecteccaa
gtagttgagggactacaggcacgcgccaccacacctggctagtttttgtatttttagtagagacaggg
tttcactatgttggccaggctggtctcaaactcctgacctcaagtgatctgectgecttggectecta
aagtgctgggattacaggcttgagccactgtgcctggcCACCCTCTCTGCACTTTTTCCCTAG-
ATGGCTCCAACCCCTCCTGTCTCTGCCCAGCGTTCTGGGCAGAGCATTCTGGGCCTC
CCCAACTGTCCCCACCTCCACTGGACACCAAGGGCCTGGGGTGTCAATGGCGGGTCTTGTGACTGCAC
AAAGGGGCACTCACGCAGGATCTCCTGCACTGTCACCGGCTCCGTGGTGGTAACAGGGGCTCCAGGCC
CTGCCATATTGTGTGCCCGCACTC [G/A] GARAAAGCAGCCGGGCCCCCGTGGGCAGGTCCTTCACCAG
TATCGATGTGTGCTCTGTCAGCCCCTGCAGGGCAGCCACCCACTCTGAGCCTGGGGGTGGGGAGGGGG
AGGCAAGGCCACAGGCTGTGTCACCACTGACACCCCACTCCCACTGCCCACTCCTCTGATAGGAATCT
CCAGGATTTAAATATGtttttttaaatttttatttgtttatttatttttgagatggaiicoces
_ggctggagtgcaatggcatgatcttggctcaccgcaacttctgcctcccgagttcaagtg
attctcctgcctcagectececgegtagectgggatcacaggtgecccaccaccacacccggctaattttyg
tatttttagtagagacggggtttctccacgttggtcagactggtctcgaactcccgacctcaggtgat
ccgcccaccttggectcecccaaagtgctgggattacaggegtaageccatecgege

I EMC_IR 02320636 (OPO09611)_P193261031 - Chromas - o x
File Edit Qptions Help
= =

)
\

I EMC_IR 02320637 (OP009612) Q193241115 - Chromas - o 3
File Edit Qptions Help
=

{ —




F1 MYL2 chrl2 111348980 C G splicing rs199474813

GGCTTTGGTCATCCAGGTAACATTCCAGGAAAACGTGATCCTTGATAGAAACAGTTCTGAGTGGCTGC
AAAGGTCTACCTTAAATAAAGAGTCACCAAGATTCAATAATAATGACTGCAAGGCTGTCACTAGCTCA
TCTGCCTTTGCCTTCCTTACACAAGGCACTGTTTGTCAGAGAAATGTCGTGACCAAATACACGACCTC
CTGTTTATTGGAACATGGCCTCTGGATGGATT TS _ C 2 CGAAGTACCCATA
GCCACCCAGGCTGCAAAGAAGATGGAGGTGGATAAATGGGGCAGCCACATGGCTAACAGACAAGGTAG
GGACAGAGGCGGTACTCGGGGGAGAGAGATGAGGGCAGGGACCACTCTGCAAAGACGAGCCCAGGGCG
CAGCAGCGAGCCCCCTCCTAGTCCTTCTCTTCTCCGTGGGTGATGATGTGCACCAGGTTCTTGTAGTC
CAAGTTGCCAGTCACGTCAGGGGGGAAGGCGGCGAACATCTGGTCAAC [C/G] TGCAATGAGCCAGCA
ACACGTGCTAAGGACGAGGGGAGGGGAACTGAGACGGAGGGTGGGGGGCTGTGGGCGGGGCCTGAGTG
GACGGATAGCTGGGGGGTGGGGGATGGGAACATGGGCCACTCAGAGGGTCCTCCGGGGAAggacttee
ccagctgctgcagggccccctcgcccaaggtcatgccctttctggggcagcccacagccagcggatgl

aaggcacggccatctcgcccaacttggtacctctcaggagagctgtagaa
taagctccctcectgggtagtcagcagtgeccgatctttgggectaaatecttggetcaacttettectt
catgcacttttccttcecttgeeccttececctGTTCTTCCTTTCTTGCCCTTCCCTGTTCTTCCTTCCCTG
ACCCCAAGGGCCCTCCCAAGTAAACATCATGCAGAGATGTCCCTGGAAACCCAGCCTTCCACTgggat
cacaaactcaagggttccgaggggccaggcaggttatgcaagggagcaggataggtcecctatggctaaa
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F2 MYL2 chrl2 111348980 C G splicing rs199474813

GGCTTTGGTCATCCAGGTAACATTCCAGGAAAACGTGATCCTTGATAGAAACAGTTCTGAGTGGCTGC
AAAGGTCTACCTTAAATAAAGAGTCACCAAGATTCAATAATAATGACTGCAAGGCTGTCACTAGCTCA
TCTGCCTTTGCCTTCCTTACACAAGGCACTGTTTGTCAGAGAAATGTCGTGACCAAATACACGACCTC
CTGTTTATTGGAACATGGCCTCTGGATGGATT TS - C 2 CGAAGTACCCATA
GCCACCCAGGCTGCAAAGAAGATGGAGGTGGATAAATGGGGCAGCCACATGGCTAACAGACAAGGTAG
GGACAGAGGCGGTACTCGGGGGAGAGAGATGAGGGCAGGGACCACTCTGCAAAGACGAGCCCAGGGCG
CAGCAGCGAGCCCCCTCCTAGTCCTTCTCTTCTCCGTGGGTGATGATGTGCACCAGGTTCTTGTAGTC
CAAGTTGCCAGTCACGTCAGGGGGGAAGGCGGCGAACATCTGGTCAAC [C/G] TGCAATGAGCCAGCA
ACACGTGCTAAGGACGAGGGGAGGGGAACTGAGACGGAGGGTGGGGGGCTGTGGGCGGGGCCTGAGTG
GACGGATAGCTGGGGGGTGGGGGATGGGAACATGGGCCACTCAGAGGGTCCTCCGGGGAAggacttee
ccagctgctgcagggccccctcgcccaaggtcatgccctttctggggcagcccacagccagcggatgl

aaggcacggccatctcgcccaacttggtacctctcaggagagctgtagaa
taagctccctcectgggtagtcagcagtgeccgatctttgggectaaatecttggetcaacttettectt
catgcacttttccttcecttgeeccttececctGTTCTTCCTTTCTTGCCCTTCCCTGTTCTTCCTTCCCTG
ACCCCAAGGGCCCTCCCAAGTAAACATCATGCAGAGATGTCCCTGGAAACCCAGCCTTCCACTgggat
cacaaactcaagggttccgaggggccaggcaggttatgcaagggagcaggataggtcecctatggctaaa
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F3 MYL2 chrl2 111348980 C G splicing rs199474813

GGCTTTGGTCATCCAGGTAACATTCCAGGAAAACGTGATCCTTGATAGAAACAGTTCTGAGTGGCTGC
AAAGGTCTACCTTAAATAAAGAGTCACCAAGATTCAATAATAATGACTGCAAGGCTGTCACTAGCTCA
TCTGCCTTTGCCTTCCTTACACAAGGCACTGTTTGTCAGAGAAATGTCGTGACCAAATACACGACCTC
CTGTTTATTGGAACATGGCCTCTGGATGGATT TS - C 2 CGAAGTACCCATA
GCCACCCAGGCTGCAAAGAAGATGGAGGTGGATAAATGGGGCAGCCACATGGCTAACAGACAAGGTAG
GGACAGAGGCGGTACTCGGGGGAGAGAGATGAGGGCAGGGACCACTCTGCAAAGACGAGCCCAGGGCG
CAGCAGCGAGCCCCCTCCTAGTCCTTCTCTTCTCCGTGGGTGATGATGTGCACCAGGTTCTTGTAGTC
CAAGTTGCCAGTCACGTCAGGGGGGAAGGCGGCGAACATCTGGTCAAC [C/G] TGCAATGAGCCAGCA
ACACGTGCTAAGGACGAGGGGAGGGGAACTGAGACGGAGGGTGGGGGGCTGTGGGCGGGGCCTGAGTG
GACGGATAGCTGGGGGGTGGGGGATGGGAACATGGGCCACTCAGAGGGTCCTCCGGGGAAggacttee
ccagctgctgcagggccccctcgcccaaggtcatgccctttctggggcagcccacagccagcggatgl

aaggcacggccatctcgcccaacttggtacctctcaggagagctgtagaa
taagctccctcectgggtagtcagcagtgeccgatctttgggectaaatecttggetcaacttettectt
catgcacttttccttcecttgeeccttececctGTTCTTCCTTTCTTGCCCTTCCCTGTTCTTCCTTCCCTG
ACCCCAAGGGCCCTCCCAAGTAAACATCATGCAGAGATGTCCCTGGAAACCCAGCCTTCCACTgggat
cacaaactcaagggttccgaggggccaggcaggttatgcaagggagcaggataggtcecctatggctaaa
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F4 MYL2 chrl2 111348980 C G splicing rs199474813

GGCTTTGGTCATCCAGGTAACATTCCAGGAAAACGTGATCCTTGATAGAAACAGTTCTGAGTGGCTGC
AAAGGTCTACCTTAAATAAAGAGTCACCAAGATTCAATAATAATGACTGCAAGGCTGTCACTAGCTCA
TCTGCCTTTGCCTTCCTTACACAAGGCACTGTTTGTCAGAGAAATGTCGTGACCAAATACACGACCTC
CTGTTTATTGGAACATGGCCTCTGGATGGATT TS - C 2 CGAAGTACCCATA
GCCACCCAGGCTGCAAAGAAGATGGAGGTGGATAAATGGGGCAGCCACATGGCTAACAGACAAGGTAG
GGACAGAGGCGGTACTCGGGGGAGAGAGATGAGGGCAGGGACCACTCTGCAAAGACGAGCCCAGGGCG
CAGCAGCGAGCCCCCTCCTAGTCCTTCTCTTCTCCGTGGGTGATGATGTGCACCAGGTTCTTGTAGTC
CAAGTTGCCAGTCACGTCAGGGGGGAAGGCGGCGAACATCTGGTCAAC [C/G] TGCAATGAGCCAGCA
ACACGTGCTAAGGACGAGGGGAGGGGAACTGAGACGGAGGGTGGGGGGCTGTGGGCGGGGCCTGAGTG
GACGGATAGCTGGGGGGTGGGGGATGGGAACATGGGCCACTCAGAGGGTCCTCCGGGGAAggacttee
ccagctgctgcagggccccctcgcccaaggtcatgccctttctggggcagcccacagccagcggatgl

aaggcacggccatctcgcccaacttggtacctctcaggagagctgtagaa
taagctccctcectgggtagtcagcagtgeccgatctttgggectaaatecttggetcaacttettectt
catgcacttttccttcecttgeeccttececctGTTCTTCCTTTCTTGCCCTTCCCTGTTCTTCCTTCCCTG
ACCCCAAGGGCCCTCCCAAGTAAACATCATGCAGAGATGTCCCTGGAAACCCAGCCTTCCACTgggat
cacaaactcaagggttccgaggggccaggcaggttatgcaagggagcaggataggtecctatggctaaa

220 230 240 250 260 270 280 250 390
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GTTGCCAGICACGICAGGG GGG AAG G GCGAACART CTG6G6TCARCHIGCAATGAGCCAGCARCACGTGCTAAGGACGAGGGGAGGG GAACT (




F5 MYL2 chrl2 111348980 C G splicing rs199474813

GGCTTTGGTCATCCAGGTAACATTCCAGGAAAACGTGATCCTTGATAGAAACAGTTCTGAGTGGCTGC
AAAGGTCTACCTTAAATAAAGAGTCACCAAGATTCAATAATAATGACTGCAAGGCTGTCACTAGCTCA
TCTGCCTTTGCCTTCCTTACACAAGGCACTGTTTGTCAGAGAAATGTCGTGACCAAATACACGACCTC
CTGTTTATTGGAACATGGCCTCTGGATGGATT TS - C 2 CGAAGTACCCATA
GCCACCCAGGCTGCAAAGAAGATGGAGGTGGATAAATGGGGCAGCCACATGGCTAACAGACAAGGTAG
GGACAGAGGCGGTACTCGGGGGAGAGAGATGAGGGCAGGGACCACTCTGCAAAGACGAGCCCAGGGCG
CAGCAGCGAGCCCCCTCCTAGTCCTTCTCTTCTCCGTGGGTGATGATGTGCACCAGGTTCTTGTAGTC
CAAGTTGCCAGTCACGTCAGGGGGGAAGGCGGCGAACATCTGGTCAAC [C/G] TGCAATGAGCCAGCA
ACACGTGCTAAGGACGAGGGGAGGGGAACTGAGACGGAGGGTGGGGGGCTGTGGGCGGGGCCTGAGTG
GACGGATAGCTGGGGGGTGGGGGATGGGAACATGGGCCACTCAGAGGGTCCTCCGGGGAAggacttee
ccagctgctgcagggccccctcgcccaaggtcatgccctttctggggcagcccacagccagcggatgl

aaggcacggccatctcgcccaacttggtacctctcaggagagctgtagaa
taagctccctcectgggtagtcagcagtgeccgatctttgggectaaatecttggetcaacttettectt
catgcacttttccttcecttgeccttececctGTTCTTCCTTTCTTGCCCTTCCCTGTTCTTCCTTCCCTG
ACCCCAAGGGCCCTCCCAAGTAAACATCATGCAGAGATGTCCCTGGAAACCCAGCCTTCCACTgggat
cacaaactcaagggttccgaggggccaggcaggttatgcaagggagcaggataggtcecctatggctaaa

2%0 260 27 280 280 300 3l 320 330
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F6 MYL2 chrl2 111348980 C G splicing rs199474813

GGCTTTGGTCATCCAGGTAACATTCCAGGAAAACGTGATCCTTGATAGAAACAGTTCTGAGTGGCTGC
AAAGGTCTACCTTAAATAAAGAGTCACCAAGATTCAATAATAATGACTGCAAGGCTGTCACTAGCTCA
TCTGCCTTTGCCTTCCTTACACAAGGCACTGTTTGTCAGAGAAATGTCGTGACCAAATACACGACCTC
CTGTTTATTGGAACATGGCCTCTGGATGGATT TS - C 2 CGAAGTACCCATA
GCCACCCAGGCTGCAAAGAAGATGGAGGTGGATAAATGGGGCAGCCACATGGCTAACAGACAAGGTAG
GGACAGAGGCGGTACTCGGGGGAGAGAGATGAGGGCAGGGACCACTCTGCAAAGACGAGCCCAGGGCG
CAGCAGCGAGCCCCCTCCTAGTCCTTCTCTTCTCCGTGGGTGATGATGTGCACCAGGTTCTTGTAGTC
CAAGTTGCCAGTCACGTCAGGGGGGAAGGCGGCGAACATCTGGTCAAC [C/G] TGCAATGAGCCAGCA
ACACGTGCTAAGGACGAGGGGAGGGGAACTGAGACGGAGGGTGGGGGGCTGTGGGCGGGGCCTGAGTG
GACGGATAGCTGGGGGGTGGGGGATGGGAACATGGGCCACTCAGAGGGTCCTCCGGGGAAggacttee
ccagctgctgcagggccccctcgcccaaggtcatgccctttctggggcagcccacagccagcggatgl

aaggcacggccatctcgcccaacttggtacctctcaggagagctgtagaa
taagctccctcectgggtagtcagcagtgeccgatctttgggectaaatecttggetcaacttettectt
catgcacttttccttcecttgeeccttececctGTTCTTCCTTTCTTGCCCTTCCCTGTTCTTCCTTCCCTG
ACCCCAAGGGCCCTCCCAAGTAAACATCATGCAGAGATGTCCCTGGAAACCCAGCCTTCCACTgggat
cacaaactcaagggttccgaggggccaggcaggttatgcaagggagcaggataggtecctatggctaaa

230 230 240 250 26 270 28 280 300
R L N TN R e e N RN NN N R ey NN NN ceEs EEEEE s -aa BN EEEeE NS e EEEEs-m-SassaE s
GTGTTIGC TGG ATTG A SGTTGA A GATGT G G TC C TGACGIGACTGG A 166 T AAGAA TGGTGCACRAT

T T BG6TIGACCAGATGITCGCC GCCTTICCCCCCTG




F7 MYL2 chrl2 111348980 C G splicing rs199474813

GGCTTTGGTCATCCAGGTAACATTCCAGGAAAACGTGATCCTTGATAGAAACAGTTCTGAGTGGCTGC
AAAGGTCTACCTTAAATAAAGAGTCACCAAGATTCAATAATAATGACTGCAAGGCTGTCACTAGCTCA
TCTGCCTTTGCCTTCCTTACACAAGGCACTGTTTGTCAGAGAAATGTCGTGACCAAATACACGACCTC
CTGTTTATTGGAACATGGCCTCTGGATGGATT TS - C 2 CGAAGTACCCATA
GCCACCCAGGCTGCAAAGAAGATGGAGGTGGATAAATGGGGCAGCCACATGGCTAACAGACAAGGTAG
GGACAGAGGCGGTACTCGGGGGAGAGAGATGAGGGCAGGGACCACTCTGCAAAGACGAGCCCAGGGCG
CAGCAGCGAGCCCCCTCCTAGTCCTTCTCTTCTCCGTGGGTGATGATGTGCACCAGGTTCTTGTAGTC
CAAGTTGCCAGTCACGTCAGGGGGGAAGGCGGCGAACATCTGGTCAAC [C/G] TGCAATGAGCCAGCA
ACACGTGCTAAGGACGAGGGGAGGGGAACTGAGACGGAGGGTGGGGGGCTGTGGGCGGGGCCTGAGTG
GACGGATAGCTGGGGGGTGGGGGATGGGAACATGGGCCACTCAGAGGGTCCTCCGGGGAAggacttee
ccagctgctgcagggccccctcgcccaaggtcatgccctttctggggcagcccacagccagcggatgl

aaggcacggccatctcgcccaacttggtacctctcaggagagctgtagaa
taagctccctcectgggtagtcagcagtgeccgatctttgggectaaatecttggetcaacttettectt
catgcacttttccttcecttgeeccttececctGTTCTTCCTTTCTTGCCCTTCCCTGTTCTTCCTTCCCTG
ACCCCAAGGGCCCTCCCAAGTAAACATCATGCAGAGATGTCCCTGGAAACCCAGCCTTCCACTgggat
cacaaactcaagggttccgaggggccaggcaggttatgcaagggagcaggataggtcecctatggctaaa

220 230 240 250 260 270 280 250 30
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Gl MYL2 chrl2 111356937 C T exonic rsl104894368

acccagcagttctgcttttaggaatt_agatacaagcaaagaggtgtta

tttatagtagtaaaacattataaacaaatgtcatatttaaccataggaaatggtttaaatacatgata
gGAAATGTTAATGGTGAATTTCTCAACGAAAAAAATGCAGGTGTAATCAGTGGGCACAGAAGATTATA
ATTTTGTTTAataaatatatacatagataacaaaaatggtttgaagggtatatactaaaatgtgaact
gattatctctgggtaatagaattgtaggtagtttttatttccttttctgtgecttttctgaaaaatttt
ccaacatttttcaacatggaatatgttttactttgataatcagtgaaaaTATTAAAAATAGTTTCTTT
TAAAAATTCACACATCCGTTCAGGCCGAATTTGGGATTGTTTGGAGGATAGAGGCATCTAATGAAAGG
TCCCTGCTGGGAATATGGAACAAAAAGAAGGTTCTCCCTCGTGGGTGGGATTTCCATCCAGGCGGATG
ATTCAATAGCTGCACCCACCTCCTTARAATTCCTGGATTTGGGTCTGTT [C/T]GAACATGGAGAACAC
GTTGGAGTTGGCGCCCCCGGCTCTCTTCTTTGCTTTCTTAGGTGCCTGGGGGAAAAAAGCATCGATTA
AAAGAGTGAGAGGCTGGGAGTCAAAAAACTAGGTCAGGCCCCTACTCTGGGTGTGTTCATCTCTGTTG
CAGGGCTCAGCTGCCCATCTGTGAAATGTGGGTACAGCATCCACACTCAGGTCTCCA N
BB cCc2AAGGACATGACATGAAGT TTCTCCAGAGCCCTCTGGTACCAGTGGATCATAAGCGTT
TGTGCATCTTGCAGTGGCTCCTTCACCAACTAGGAGAAGCCACAGGTGTGTCCCTGGGGATGGAGGCC
ACACCTTCAGATCGCCCCTGCAGGATCCAGCCACTTTTGTTCTGATGCATTTCACAAAAAGCTCAGTA
ATGCACAGAAGGAGAATTGATTGGAGGGAAAGAAAAAGTCAGGCTCACTAAGCCATGATGAATGCCAA
GATGAAATGACAGTTCTTCAAGGTGTTAAAACCCAACTGCGCCCCACACCCCACAATTTTCCCTTGCT
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H1 BRCA2 chrl3 32900281 AA - exonic rs397507739

cattctcctgcctcagcecctcecccaagtagectgggactacaggecgeccgeccaccatgeccggctaatttt
ttgtatttttagtagagacggggtttcaccgtgttagctaggatggtctcgatttcctgacctegtga
tccgcceccgectcagectceccagactgectgggattacaggegtgaaccactgt
-TTTTTGAGTTTAAAATACAC GGTTTCCAGCAGCTGAAATTTGTGAGTACATATGTGTTGGCATT
TTAAACATCACTTGATGATTATTTAATGCTTCATGAGAGATTTACTTTTTAAAATGTAATATAAAATA
TCTAAAAGTAGTATTCCAACAATTTATATGAATGAGAATCTTCTTTTAAAAATAAGATAAACTAGTTT
TTGCCAGTTTTTTAAAATAACCTAAGGGATTTGCTTTGTTTTATTTTAGTCCTGTTGTTCTACAATGT
ACACATGTAACACCACAAAGAGAT [AA/del] GTCAGGTATGATTAAAAACAATGCTTTTTATTCTTA
GAATACTAGAAATGTTAATAAAAATAAAACTTAACAATTTTCCCCTTTTTTTACCCCCAGTGGTATGT
GGGAGTTTGTTTCATACACCAAAGTTTGTGAAGGTAAATATTCTACCTGGTTTATTTTTATGACTTAG
TAATTGAGAATTTGACAATAGCH SO OIEEE ™ T TACAAATCTGTACCTAGCATTCTG
CCTCATACAGGCAATTCAGTAAACGTTAAGTGAAATAAAGAGTGAATGAAAAAATAATATCCTTAATG
ATCAGGGCATTTCTATAAAAAATAAACTATTTTCTTTCCTCCCAGGGTCGTCAGACACCAAAACATAT
TTCTGAAAGTCTAGGAGCTGAGGTGGATCCTGATATGTCTTGGTCAAGTTCTTTAGCTACACCACCCA
CCCTTAGTTCTACTGTGCTCATAGGTAATAATAGCAAATGTGTATTTACAAGAAA
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I1 BRCAZ chrl3 32930747 G T splicing rs397507922

ATGTATAATTTTATAAAACAGGGCTTGCGCttttttttttttgagacagagtttcgectecttgttgcece
aggctggagtgcaatggtgcaacctcggctcaccgcaacctceccectcecctecccgagttcaagtgattcectece
tgcctcagcctgctgaatagctgggattacaggcatgtgccaccacacctggctacttttgtgttttt
tttacttttatatattttttttttgtttagtagagacagggtttctccattttggtcaggctggtctt
gaactcccgacctcagatgatctgcecccgectcagectcecccaaagtgcectgggattacaggegtgageca
ctgtgcctggeccAGGGGTTGTGCTTTTTAAATTTCAATTTTATTTTTGCTAAGTATTTATTCTTTGAT
AGATTTAAT TSRS . G2 TATACAGGATATGCGAAT TAAGAAGAAACAAAGGC
AACGCGTCTTTCCACAGCCAGGCAGTCTGTATCTTGCAAAAACATCCACTCTGCCTCGAATCTCTCTG
AAAGCAGCAGTAGGAGGCCAAGTTCCCTCTGCGTGTTCTCATAAACAG[G/T] TATGTGTTTGTCTAC
AATACTGATGGCTTTTATGACAGAGTGTAATTTTATTTCATTAACTAGTATCTACAAATGGCTTTGTT
TAAAGAATGAACACATTAGTGCAGGAATGGATGAATGAAATCATCATATTTTCTAATTAGCCTGCAGT
GGCAGCCTCTGGCCCCTTGCTAGGCCTGCCTCATCCTGCTAAAGTGATCTGTGCTTCCAAATTACTAC
TTCT T T 2. T T TTGTCATTGTAAATGCTCTCAGCTAGGTGTTAAAGTAGT
CTTACTGATATTCAAATGTGAATAACTGATAGCCCTGAACCTTCTATGAGCTATTTATATTTTCCAAA
GAGGATTCTCCTTAAGCCAATATTATCTAGGTAGAATTTTAGGCAATGGAGAGGTGAAAATAATATTG
ATGACATtaatagctaactttgagcattttctaggtgtaagatgctcttctaagcacttcacatgcat
taggtatatcttgcttaatcctcacagtcaccttgaaagaaaggcactgttactttgtttccattttyg
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J1l BRCA2 chrl3 32936831 G A splicing rs81002873

gcctaggctggtctcaaacttctggcecctcaagcaatcectectgectcagecttcecccaaaatgectgggag
tataggcatgagccaccatgctcagcAATGAAGTTTTTATCAGTATGATACTTTGATACATGTCAAAT
AATTTTCTGAAATTATATTGTAGATCATATGAACTCATAAAAACT TAA
-ACAGAGAATAGTTGTAGTTGTTGAATTCAGTATCATCCTATGTGGTTTTTATGATAATATTCT
ACTTTTATTTGTTCAGGGCTCTGTGTGACACTCCAGGTGTGGATCCAAAGCTTATTTCTAGAATTTGG
GTTTATAATCACTATAGATGGATCATATGGAAACTGGCAGCTATGGAATGTGCCTTTCCTAAGGAATT
TGCTAATAGATGCCTAAGCCCAGAAAGGGTGCTTCTTCAACTAAAATACAG [G/A]CAAGTTTAAAGC
ATTACATTACGTAATCATATACGGCAGTATGGTTAAGGTTTCTGTGTAGTCTGTGACTTCCATGTCAA
AATGTTGCACAAGCCAGTTGTCH e . C T GCTGTTCTCCTGTCATCCCTAGC
CCCCATTTAAGAGAGATCACACATTCATGCATTGCTTGCTTCCCTCTTTCCCCACCCCCTCCTTAACC
TCTTGATGTATGAGAAGAATATGAGTTACTAATTTGATCCACTATTTGGGGATTGCTAATAAAGCATT
TTTGCATTTTATTTTTTGCTTTTTAAAAATAATTGATATTTTAACAATATGAAACAATATATTCCTAG
CTACAAAATTTTTAATTCTCAGTATT
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J2 BRCA2 chrl3 32936831 G A splicing rs81002873

gcctaggctggtctcaaacttctggcecctcaagcaatcectectgectcagecttcecccaaaatgectgggag
tataggcatgagccaccatgctcagcAATGAAGTTTTTATCAGTATGATACTTTGATACATGTCAAAT
AATTTTCTGAAATTATATTGTAGATCATATGAACTCATAAAAACT TAA
-ACAGAGAATAGTTGTAGTTGTTGAATTCAGTATCATCCTATGTGGTTTTTATGATAATATTCT
ACTTTTATTTGTTCAGGGCTCTGTGTGACACTCCAGGTGTGGATCCAAAGCTTATTTCTAGAATTTGG
GTTTATAATCACTATAGATGGATCATATGGAAACTGGCAGCTATGGAATGTGCCTTTCCTAAGGAATT
TGCTAATAGATGCCTAAGCCCAGAAAGGGTGCTTCTTCAACTAAAATACAG [G/A]CAAGTTTAAAGC
ATTACATTACGTAATCATATACGGCAGTATGGTTAAGGTTTCTGTGTAGTCTGTGACTTCCATGTCAA
AATGTTGCACAAGCCAGTTGTC S ~. C T GCTGT TCTCCTGTCATCCCTAGC
CCCCATTTAAGAGAGATCACACATTCATGCATTGCTTGCTTCCCTCTTTCCCCACCCCCTCCTTAACC
TCTTGATGTATGAGAAGAATATGAGTTACTAATTTGATCCACTATTTGGGGATTGCTAATAAAGCATT
TTTGCATTTTATTTTTTGCTTTTTAAAAATAATTGATATTTTAACAATATGAAACAATATATTCCTAG
CTACAAAATTTTTAATTCTCAGTATT
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K1 BRCAl chrl7 41209068 C T splicing rs81002873

aggccaaggcgggaggatcacaaggtcaggggttcaagaccagcctgggcaagatgagttttcagtga
gctgagatcgcaccactgcactctggecctgggcaatggagtgagactcecgtcttgggaaaaaaaaaaa
gagagaGAGAGAGCAAGAGAGAGAGAGagaaagacaccccagtgaagtgaaaagagcaaagtctttag
attctcatctgcttaaagtcccagctcttccacttatcagctaagatctgaacc
-cacagcctctctaaatctcttagttttatcattcataaagtagagacaatacttatttatgt
ggttgggatggaagagtgaaaaaagaacctgtgtgaaagtatctagcactgtgtatgtatgtaataag
tcttacaaaatgAAGCGGCCCATCTCTGCAAAGGGGAGTGGAATACAGAGTGGTGGGGTGAGATTTTT
GTCAACTTGAGGGAGGGAGCTTTAC[C/T]TTTCTGTCCTGGGATTCTCTTGCTCGCTTTGGACCTTG
GTGGTTTCTTCCATTGACCACATCTCCTCTGACTTCAAAATCATGCTGAAAGAAACCAAACACAACCC
ATCAGGATAAGAGAAAGAGAAGCTTCCTTCAATGGAAGTGGAGCAGACACGTCATATTTAAGGCATTC
Aggccaggcgcagtggctcacccctgtaatcctagcactttgggag_tg
aggtcaggagttcgacaccagtctgaccaacatggtgaaacctcatctctactaaaaatacaaaaaat
tagttgggcgtggtggcaggcacctgtaatcccagctacttgggaggctgaggcaggagaatcttttyg
aatgcaggaggtggaggttgcagtgagctgagatggtgccactgcactccagcecctgggtaacagagcg
agactccatctcgcatctcaaaaaattaaaaataaaattaaaaaaaaaaaaaT

I 1667482401604 (BRCA1SQE20_ BRCA1SQE20-F_19D10456A1.93958) BO2_ 2019-10-24 - Chromas - [u] x

File Edit Qptions Help

I 1667483414617_(BRCATSQE20_BRCATSQE20-F_19D10456A1.93958) A02_2019-10-24 - Chromas - o 3
File Edit Qptions Help
=

l o ‘\'n‘ " HI ﬂ \ Iﬂ\ ) /ﬁl s il [ | " | “{ ch o ,
1Ny | i il [ " [ f i ‘ I \ A \\ -‘"}! "““\u"\ [
V \“.ﬂ“' i{'jN\/\ M/ '\I‘},‘ \“. /\/‘ |‘ ,w‘l V l‘! | u i | VY /\ - | I\ \ | ' u\‘w ’\\‘/ \U.‘ IUI | \ |




L1 DSC2 chrl8 28667778 T C splicing rs397514042

GACagcataacatttattaactcctatttgtcaggcactgtgcttggcattcgectgtgtattgagett
cacttcatcttcataacaatctggcatactgataacccattttacagatgaagaaattaggcttgcca
agattaggaaatttgccaagcatcacacagctagtgaaacacagagtaaaat

.ttcttgctgctgggatacgctgcttctcAACGGACATAGTGAAACTAAATGTATGAATTGAAACAC
AGTTAATTTGCCATATATTGTTTAAGGAGGTACTCACCCACTCTGCAATTTTCAAAAATTGTAAAAGT
ATAAGTTTCTTCTGTAAAAATTGGGTAGTTATCATTTTCATCCTCTATTTTGATTATTAGGGGCAGTG
GAAGTTCTGGAGTATACCCATCTGGAGTTGTTGCAAAGGCAATTATC[T/C] GTGAAGAGAGTAAAAT
AAGGAGAAAAGTGAAAATAATCTTTTAAAATGAGGTATGCTTCAAATTCATTTTGGCTTTAACTTGGA
GACTGTTCAGAACTACAGTATGAGTCTCACCATTTGTTATTGTTCTGGGATATGGATATAATTTTAAT
GCCAAAGAGGTGCCTAATTTCATGATTCAATATGGCATTGTATGTTTAAATTTATCTCTTTAAATTTA
TGAAAGATAATTTTAGTTTCTTCATTATTGCTATACTGTTATTCATGAGTGTAACAATTTTTACTGTT
ATTTTCCCAAACAGCCTTGAAGACTTCTTTATTTTGCTTTGTTTGAAAGGTTCAGGTGCATGGATTTT
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M1 DSG2 chrl8 29116261 G A exonic rsl21913009

accatcttcaaaaaaaaaTTGAGGGGTAGATAAAATTTAAAAATAGATGTCTAAAAAAATTT TSN
e .~ T T TCTCCAGTAGATAAATCTCACATTTCTACTTGGTAAGTGGATTAAA
AGATATTACTTGGTCCAAATTTGAAACATATCTAGGATAGAAAATGTCCTAAGTGGTTAGTACCTTCT
CCACTCCAAATTGGCAAGGGAATTCAAACTATGTCTGTTGTCAGCAATAGGAACAGAATGTACATACT
TTTTCTCTCTTATTTTTAAGATTATCCTAGAAAAACCATCACTGGCACAGTCCTTATCAATGTTGAAG
ACATCAACGACAACTGTCCCACACTGATAGAGCCTGTGCAGACAATCT [G/A] TCACGATGCAGAGTA
TGTGAATGTTACTGCAGAGGACCTGGATGGACACCCAAACAGTGGCCCTTTCAGTTTCTCCGTCATTG
ACAAACCACCTGGCATGGCAGAAAAATGGAAAATAGCACGCCAAGAAAGTAAGCAAAATCACTGGACT
ACATAGAAATCTAAATATTAAGCATGATATCTAAAATATTTGTAAGTTGTATTTCTTCTCATAAATTA
TATTTCCAATATAGTTTTTTAAAGGAGT TTATGAAATGAGGTCCTGAACCTACTGACATATAGTATCT
TTTATATGCTTATGGAGAGAAGAA A NS c T GGG TATTCCCTAAAT
AGCCCTTGAAGTAGTTTTGTCTGGTAAGGTGAGGAGTACCAAGCCTTTGTCAGCACCACAATCGTAGT
AGTTTGCCTTCTAAAAATCTTGTAGTAACAGTAATTCCATTTAaaacaacatttattgagcacttget

250 260 290 30 31 320 330 0
mfeScleclalann-anna IIIII-II-IIIIII-I---'I-III' -IllIIIIII-l----I-I-c-------l---u-.-.l.!l-lltl
F A [ ] A 6 T TTACTGCAGRGGACCTIGG AT GG A




N1 LDLR chrl9 11210962 G A exonic rs267607213

tggagtgcaatggcacaatcttggctcaccacaaagtctgcctcccaggttcaagtgattctcectgec
tcagcctcecctgagtagectgggattacaggcatgtgccaccacgcccagctaattttgtatttttagta
gagacggggtttcaccatgttggccaggctggtttcgaactgctgacctcaggtgatctgcecccaccte
ggcctcccaaagtgctgggattacaggcatgagccaccatgeccagcTGTAGTACAGGTTTTAATATG
CTAAATACTCTTCCTTTCTTTattaatgtgcatggaagttctaatatttttt i
-ATTTTGGAATCAACAACACTAGCCTTTGTTGACAAGTGTCTCTCTTGGGTTCCTTCTTTGTG
TCCTCCACTGAATTTTGGGGTTCATAAAATTTCATTTGTTGTGCTTGCTTAATTCCCTGGGAATCAGA
CTGTTCCTGATCGGATGACATTTCTGGTTAATTCTTTAGTTGGCAGGAAATAGACACAGGAAACGTGG
TCAGTTTCTGATTCTGGCGTTGAGAGACCCTTTCTCCTTTTCCTCTCTCTCAGTGGGCGACAGATGCG
AAAGAAACGAGTTCCAGTGCCAAGACGGGAAATGCATCTCCTACAAGT [G/A] GGTCTGCGATGGCAG
CGCTGAGTGCCAGGATGGCTCTGATGAGTCCCAGGAGACGTGCTGTGAGTCCCCTTTGGGCATGATAT
GCAtttatttttgtaatagagacagggtctcgccatgttggccaggctggtcttgaatttctggtctce
aagtgatccgctggcctcggectcecccaaagtgectgggattacaggcaccacgecctggecTGTGACACG
ATTCTTAACCCCTTTTTGATGAT e C ~.C TGGAT TTTGATGTATTCAATCATG
AATTAGGAGGTGGGGAGAGAATGAATTATTGGAGCTTTCCTTAAAGCCATTAAATGGCTCTATTGELL
tttcaattgatgtgaatttcacataacatgaaattaaccagctcagtggcattaatacatctgcaatg
ctgtgtggccaccacctctatcttgttccaaaactttgcataaccTAATGtctttttttttttttttt

260 270 280 250 30 30 320 330 340
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Ol RYR1 chrl9 38948185 C T exonic rsl18192172

ggagaatgatgtgaacccgggaggcagagcttgcagtgagctgagattgcgccactgcactccagect
gggcgacagagccagactccatctccaaaaaaaaaaaaaaaaaaaaaaaaaggaataacaaaaaccag
aattacttttgctccagcctaatacattttccacttggccecctaaagacacaagtttgcaacccctgC
TGATTTAAAATTTCATCTTGATTCCTGTGTCTCTCACTGGTCGTTTCAGTCTGCCTTCTGACCTCTTA
ccrcacTacTccaGTATCTCC TS r ccCAACTCATGTGACCCTCCCTC
AGCCTCTTGCCAGATCTTCCTCTTTGACCCCTAACCTTTCTCTGATCCCTGACCTTCCACTTTCACCA
CCTCCTCTCAGTCAAAATTGCCACATCTTATCCCGATGCGCTGTCCTTTCCTCCTGGCTTCCCTCCCT
CCCAGGGTTCTTCTGTAGATCCTGCCCTGGTGCCTACACACCCTTTAACCTCTGACCTTGACCTCTAG
GTCCTGGACGTGCTATGCTCCCTGTGTGTGTGTAATGGTGTGGCTGTA[C/T] GCTCCAACCAAGATC
TTATTACTGAGAACTTGCTGCCTGGCCGTGAGCTTCTGCTGCAGACAAACCTCATCAACTATGTCACC
AGGTCTGGCTCTCAACATCTGACCCCAGAACTCAGAACCTCTCAACCCTCTCCCTGACTTAGAGACTC
CACACCCAGATGGATGTCCTTTCCTTAATCTCCCACCCCAGGGTTAACAACCAGTCCTCACAGATGTC
CACTGTGGCCCCACTCTCCCTTGGCATCCACTCCTCTTGTTCTGTCTTCCTGGCTCCATTTCTGC CctC
tatctgtttctctttetttctcectetecctetetetetgttttciiia s
gtcttgattcttcctccatgtctttcteccctgtctectecteccatectetetetectctgtctTTGGATGT
CTGTCTCTCTCTGGCTTCCCACCACTTGGCTCTCCTCTCTGCCTCTCCGTCATCCCCCTCTCCTGTCC
CATCTCTCCTGCAGCATCCGCCCCAACATCTTTGTGGGCCGAGCGGAAGGCACCACGCAGTACAGCAA
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02 RYR1 chrl9 38948185 C T exonic rsl18192172

ggagaatgatgtgaacccgggaggcagagcttgcagtgagctgagattgcgccactgcactccagect
gggcgacagagccagactccatctccaaaaaaaaaaaaaaaaaaaaaaaaaggaataacaaaaaccag
aattacttttgctccagcctaatacattttccacttggccecctaaagacacaagtttgcaacccctgC
TGATTTAAAATTTCATCTTGATTCCTGTGTCTCTCACTGGTCGTTTCAGTCTGCCTTCTGACCTCTTA
ccrcacTacTccaGTATCTCC TS r ccCAACTCATGTGACCCTCCCTC
AGCCTCTTGCCAGATCTTCCTCTTTGACCCCTAACCTTTCTCTGATCCCTGACCTTCCACTTTCACCA
CCTCCTCTCAGTCAAAATTGCCACATCTTATCCCGATGCGCTGTCCTTTCCTCCTGGCTTCCCTCCCT
CCCAGGGTTCTTCTGTAGATCCTGCCCTGGTGCCTACACACCCTTTAACCTCTGACCTTGACCTCTAG
GTCCTGGACGTGCTATGCTCCCTGTGTGTGTGTAATGGTGTGGCTGTA[C/T] GCTCCAACCAAGATC
TTATTACTGAGAACTTGCTGCCTGGCCGTGAGCTTCTGCTGCAGACAAACCTCATCAACTATGTCACC
AGGTCTGGCTCTCAACATCTGACCCCAGAACTCAGAACCTCTCAACCCTCTCCCTGACTTAGAGACTC
CACACCCAGATGGATGTCCTTTCCTTAATCTCCCACCCCAGGGTTAACAACCAGTCCTCACAGATGTC
CACTGTGGCCCCACTCTCCCTTGGCATCCACTCCTCTTGTTCTGTCTTCCTGGCTCCATTTCTGC CctC
tatctgtttctctttetttctcectetecctetetetetgttttciiia s
gtcttgattcttcctccatgtctttcteccctgtctectecteccatectetetetectctgtctTTGGATGT
CTGTCTCTCTCTGGCTTCCCACCACTTGGCTCTCCTCTCTGCCTCTCCGTCATCCCCCTCTCCTGTCC
CATCTCTCCTGCAGCATCCGCCCCAACATCTTTGTGGGCCGAGCGGAAGGCACCACGCAGTACAGCAA
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03 RYR1 chrl9 38948185 C T exonic rsl18192172

ggagaatgatgtgaacccgggaggcagagcttgcagtgagctgagattgcgccactgcactccagect
gggcgacagagccagactccatctccaaaaaaaaaaaaaaaaaaaaaaaaaggaataacaaaaaccag
aattacttttgctccagcctaatacattttccacttggccecctaaagacacaagtttgcaacccctgC
TGATTTAAAATTTCATCTTGATTCCTGTGTCTCTCACTGGTCGTTTCAGTCTGCCTTCTGACCTCTTA
ccrcacTacTccaGTATCTCC TS r ccCAACTCATGTGACCCTCCCTC
AGCCTCTTGCCAGATCTTCCTCTTTGACCCCTAACCTTTCTCTGATCCCTGACCTTCCACTTTCACCA
CCTCCTCTCAGTCAAAATTGCCACATCTTATCCCGATGCGCTGTCCTTTCCTCCTGGCTTCCCTCCCT
CCCAGGGTTCTTCTGTAGATCCTGCCCTGGTGCCTACACACCCTTTAACCTCTGACCTTGACCTCTAG
GTCCTGGACGTGCTATGCTCCCTGTGTGTGTGTAATGGTGTGGCTGTA[C/T] GCTCCAACCAAGATC
TTATTACTGAGAACTTGCTGCCTGGCCGTGAGCTTCTGCTGCAGACAAACCTCATCAACTATGTCACC
AGGTCTGGCTCTCAACATCTGACCCCAGAACTCAGAACCTCTCAACCCTCTCCCTGACTTAGAGACTC
CACACCCAGATGGATGTCCTTTCCTTAATCTCCCACCCCAGGGTTAACAACCAGTCCTCACAGATGTC
CACTGTGGCCCCACTCTCCCTTGGCATCCACTCCTCTTGTTCTGTCTTCCTGGCTCCATTTCTGC CctC
tatctgtttctctttetttctcectetecctetetetetgttttciiia s
gtcttgattcttcctccatgtctttcteccctgtctectecteccatectetetetectctgtctTTGGATGT
CTGTCTCTCTCTGGCTTCCCACCACTTGGCTCTCCTCTCTGCCTCTCCGTCATCCCCCTCTCCTGTCC
CATCTCTCCTGCAGCATCCGCCCCAACATCTTTGTGGGCCGAGCGGAAGGCACCACGCAGTACAGCAA
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P1 RYR1 chrl9 38986923 C T exonic rsl118192177

gggattacacgcatgagccaccgcacccggccagctgtaggaattgagtgagttcagat_
ggcacagagtgagagggtcaagaatgccaacgctgtcaCAGTGGTGGCTATGGCCCT

CTCCGGACCTGGGCCCCTGGTGACCCCGCACACTCTGCCCGTGCACAGGAACATCATGAACAACAAAG
TCTTCTACCAACACCCGAACCTGATGAGGGCGCTGGGCATGCACGAGA [C/T]GGTCATGGAGGTCAT
GGTCAACGTCCTCGGGGGCGGCGAGTCCAAGGTGAGGGCCCAGGCAGGTGCTGGGGAGCTCAGGGGAG
GCAGCCACAGAGGGCAGGCCCTGACCACCCTGCCTGTCCCAGGAGATCCGCTTCCCCAAGATGGTGAC
AAGCTGCTGCCGCTTCCTCTGCTATTTCTGCCGAATCAGCCGGCAGAACCAGCGCTCCATGTTTGACC
ACCTGAGCTACCTGCTGGAGAACAGTGGCATCGGCCTGGGTGAGAACCCCCGAGCCCAGGGGCTGTCC
CCCAGAACCCACTCCTGGCACCCCGTCCAGGCCTGCCCCACTTTCCACCAGCtcact caii
_aactgtggttctggccctgtaatgagtaatgctggggacacaatagtgaccccaata
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Q1 RYRI chrl9 39071043 G A exonic rsl118192168

CTCGAGTGGCCCCTACCCTCCAGAGTGCTCCTCGTGTGTCCCTGCCTTCCCCCTGACCCCTGGCCCTG
TGTGCCCACAGTCCTTCCTGTACCTGGGCTGGTATATGGTGATGTCCCTCTTGGGACACTACAACAAC
TTCTTCTTTGCTGCCCATCTCCTGGACATCGCCATGGGGGTCAAGACGCTGCGCACCATCCTGTCCTC
TGTCACCCACAATGGGAAACAGGTGTGGGGAGGACCTGGCTGTGGGGCGTGGGCCAGCAGGGACCAGC
GTGGCAGTGGGTGGTGAAGGGATAAGGGCCGGGCAGCTGGGCTGAGGAGGGGCAAGGCCAGGTGCGCT
GAGCCGGGGGTGTGTGGGGCAGCAAGGT A NN - G GC CAGGACCCAGCATGG
GCAGGGTGGGGGGAGGGCAAGCCCAGGGCGGAGCTGACCTGGCCCCATCCTGCCCCCAGCTGGTGATG
ACCGTGGGCCTTCTGGCGGTGGTC[G/A] TCTACCTGTACACCGTGGTGGCCTTCAACTTCTTCCGCA
AGTTCTACAACAAGAGCGAGGATGAGGATGAACCTGACATGAAGTGTGATGACATCA RS
_CActctgggacccttccttctcgcatctgttgaaggagttaataatggtacctccag
gccgggcgtggtgcectccagcectgcaatcecccagtgegtcgggaggccgaggcgggacgattacttgag
tccaggagttggaaaccagcctgggcaacaaagcaaaaatcctgtctctataaaaaaaaatttaaacyg
ttagctgggtgttgtgttgtgtgcctggaggctaaggcaagaggatcacttggtcccagcagtttgag
gctttagtgagctacgaatgggccactacactccatcctggcagacagacagagaccctatctctaaa
aaatgaaaatagtacctacagtttggcaagctgatgcatgccaggcacatttt
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Supplement 3; Event Z-scores of three KP variant carriers

Age Average

at Total Number Event Age Z-
Carrier 1CD10 Description Event of Events (SD) score
D1 148 Atrial Fibrillation 64 547 77 (10) -1.3
D1 146 Cardiac arrest 81 121 81 (8) 0.0
F4 121 Myocardial Infarction 72 354 79 (8) -0.9
F4 121 Myocardial Infarction 72 354 79 (8) -0.9
F4 121 Myocardial Infarction 73 354 79 (8) -0.8
F4 121 Myocardial Infarction 77 354 79 (8) -0.3
F4 R99 Death, cause unknown 85 165 87 (7) -0.3
F7 120 Angina Pectoris 69 141 72 (8) -0.4

F7 150 Heart Failure 69 760 80 (8) -1.4




Supplement 4; Methods of phenotype collection
Supplementary methods; collection of ICD10 based phenotypic events

Follow-up started after the baseline home interview of each individual participant. Data on clinical
outcomes of interest are collected continuously through an automated follow-up system. The follow-
up system involves automated digital linkage of the study database to digital files from general
practitioners (GPs) in the study area. On a weekly basis, all ICPC codes of relevant diagnoses made by
the GPs and medical specialists in study participants are entered to the Rotterdam Study database.

Moreover, the entire medical record of each participant living in the research area is checked manually
on a regular basis at the GPs’ office by trained research assistants for diagnoses of interest. This is the
primary source of information on incident events, since all letters of medical specialists, discharge
reports in case of hospitalization, and additional information are copied by the research assistants.
Additional information is obtained from the hospitals in case the automated follow-up system or
medical records contain insufficient information.

Medical records of the participants under the care of nursing home physicians or GPs working outside
the study area are checked annually for potential events (this holds for approximately 15% of all
participants).

Subsequently, all the collected information is compared to the ICPC codes already entered to the study
database for each individual participant. This is done in order to make sure no clinical information on
potential events is missed out. Furthermore, before every repeat examination at the research center
the participants are interviewed on the occurrence of new events since their last visit.

With respect to the vital status of all participants, information is obtained on a weekly basis from the
central registry of the municipality in Rotterdam and through the digital linkage with GPs working in
the study area. For participants living outside the research area, the GPs are the primary source of
information, complemented by the municipality records in the place of residence. After notification,
cause and circumstances of death are established by requesting information from the medical records
of the GPs or nursing home physicians.



