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651

atgccagttagacgcggtcatgttgcacctcaaaacacgtttcttgatac
[ B P B e e R N N N e A e e
atgccggtgcggaggggccacgtcgcgeccgcagaacaccttectggacac

gattatccggaaattcgaagggcaatctaggaaattcatcattgctaatg
S T T T o O P I O I O R N NN N I
catcatccgcaagtttgagggccagagccgtaagttcatcatcgeccaacyg

ccagagtcgagaattgcgctgtgatctactgtaatgatgggttttgtgaa
O 1 T e O P P I PO PO PO I O
ctcgggtggagaactgcgccgtcatctactgcaacgacggcttctgcgag

ctctgtgggtatagcagagatigaagtcatgcaaaggccttgtacatgtga
P I O O O O [ e e N A R e
ctgtgcggctactcgcgggeccgaggtgatgcagcgaccctgcacctgecga

ttttctccacggccctaggacccaaaggagggceccgctgeccaaattgece
B T O T e O I o I I A I O O R O O
cttcctgcacgggccgecgcacgcagcgecgcecgcectgecgecgcagatcgege

aagccctcctcggggcagaagaaaggaaggtcgagattgetttectategg
[ R e N N N N e e e
aggcactgctgggcgccgaggagcgcaaagtggaaatcgecttectaccgg

aaggacggctcttgttttctctgecctecgtcgatgtecgteccctgtcaaaaa
[ N e e e e e e I
aaagatgggagctgcttcctatgtctggtggatgtggtgececcgtgaagaa

cgaggacggtgccgtgattatgttcatacttaactttgaagtcgtcatgg

[ N e e e R e e R e e R
cgaggatggggctgtcatcatgttcatcctcaatttcgaggtggtgatgg

aaaaagatatggtcggcagtcccgcecccacgatacaaatcatagagggect
P 1 T I O I o P O I P O B O O
agaaggacatggtggggtccccggctcatgacaccaaccaccggggcccc

cctacatcttggctcgctcccgggagggctaaaacattcaggctcaaact
[ B N T N I e N R R e e

cccaccagctggctggccccaggeccgcgccaagaccttececgectgaaget

ccctgcactcctcecgecttgaccgctagagaaagcagecgtcagatcaggag
S T P e e I T T I O B e B I (I I RN
gcccgcecgcectgcectggegectgacggececcgggagtegtecggtgeggtecgggeg

gcgctggaggggctggagcecccecctggegectgtegtegtecgatgtecgatete
0 P e P O I T T I O O T I O O P I O
gcgcgggcggcgcgggcegecccgggggecgtggtggtggacgtggacetyg

acccctgctgcecccecttettectgaatctectegetectecgatgaggtcaccge
[ T O I O I O N N R
acgcccgcggcacccagcagcgagtcecgectggeecctggacgaagtgacagce

tatggataatcatgtcgccggecttgggececctgeccgaagaaagaagggccc
B T P e e I O I e e I e I i O O I B B O
catggacaaccacgtggcagggctcgggcccgcggaggagcggegtgege
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1301
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1351

tcgtcggcecctggttctecceccccacggtcectgecccagggecaattgectage
P T I T e e e A S A I AP O PN
tggtgggtcccggctctcecgececcgcagegegeccggecageteccateg

cctagagcccattctttgaatcctgatgccagecgggagttecttgttctet
T O R () P S e [ P I

ccccgggcgcacagcectcaaccccgacgcectecgggcectceccagectgecagect

cgctagaaccaggagtagggagtcttgtgcttctgtcaggagggcaagca

B e I O T e T S I e L O I
ggcccggacgcgctcccgagaaagctgecgeccagegtgegecgegectegt

gcgctgatgatattgaagctatgagggctggecgtcecctececcteccacceccecca
B T T e T O T S I e v I O PO N
cggccgacgacatcgaggccatgcgecgecggggtgectgeccceccgecaccyg

aggcatgcttctacaggcgctatgcatcccctgaggtctgggectcecttgaa
B P O e I I o e T I o O O O B B T I e

cgccacgccagcaccggggccatgcacccactgcgcagecggcttgcectcaa

tagtacaagcgatagtgatttggtcaggtataggacaatctctaagattc
B 1 I T I e e B e e e I N e B

ctccacctcggactccgacctcgtgecgctaccgcaccattagcaagattce

cacaaatcacattgaatttcgttgatttgaaaggcgatccttttctcgece
T e O e O I 1 T e I O i (P I O
cccaaatcaccctcaactttgtggacctcaagggcgaccceccttcecttgget

agccctacatccgatagggagatcatcgcccccaaaatcaaagaaaggac
B e I T v o B I O O RO R O R

tcgcccaccagtgaccgtgagatcatagcacctaagataaaggagcgaac

acataacgtgaccgaaaaagtgacacaagtgctcagtctcggggctgatg
B T O O e T I o I o e I I O I O I I I I I B I
ccacaatgtcactgagaaggtcacccaggtcctgtccctgggecgeccgacyg

tcctcecceccgagtacaagectccaagcectceccaagaattcacaggtggacaatt
O T e B I P e B O B P R R R
tgctgcctgagtacaagctgcaggcaccgecgcatccaccgectggaccatce

ctccactattctcctttcaaggctgtctgggattggttgattctecctect

O O I S PO PO B I O O RO O O
ctgcattacagccccttcaaggccgtgtgggactggctcatcctgectget

cgtgatctataccgccgtgtttaccceccttatagecgecgettttcectectcea
B T T e e O I O O e T I e I A I I I I O B O O
ggtcatctacacggctgtcttcacaccctactcggectgecttectgectga

aagaaactgaggagggtcctcccgcaacagaatgecgggtatgettgtcaa
[ O O e T I P e I e I I O e e e e N P Y I
aggagacggaagaaggcccgcctgctaccgagtgtggctacgecctgceccag

cccctcecgecgttgtcgatttgattgtggacatcatgtttatcecgtggacat

N e N N N N e e R R
ccgctggctgtggtggacctcatcgtggacatcatgttcattgtggacat
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cctgattaactttaggacaacctatgtgaacgctaatgaggaagtcgtgt
O O T 1 e I P 1 T O I B I PO

cctcatcaacttccgcaccacctacgtcaatgccaacgaggaggtggtca

ctcatcctggcaggattgctgtgcattactttaaggggtggtttttgatt
B T T L O O T T e v I R O N
gccaccccggceccgcatcecgecgtceccactacttcaagggectggttectecate

gatatggtcgctgctattceccttttgatttgttgattttcgggagecgggag
T P e P I AR )
gacatggtggccgccatccecccttcgacctgectcatectteggetectggete

cgaagaattgattggcctcctcaaaaccgccagactcctcagactcecgtcea
S T O T T T O O O I T O e e B S R I O
tgaggagctgatcgggctgctgaagactgcgecggectgectgeggetggtge

gggtcgccagaaaactcgacaggtatagcgaatatggtgeccgectgtcecte
O T T P I e s I PO O P I O
gcgtggcgcggaagctggatcgcectactcagagtacggecgeggecgtgetg

tttctcttgatgtgtacattcgecttgattgecccattggttggettgtat

[ N R e I i I e e e e T A e
ttcttgctcatgtgcacctttgcgctcatcgegcactggectagectgeat

ttggtatgctattgggaatatggaacaaccccacatggatagcaggattg
S T O e e I I 1 T s I 1 I AR [0

ctggtacgccatcggcaacatggagcagccacacatggactcacgcatcg

ggtggctccataatctcggggatcaaatcgggaagccatacaacagttct
T e I O O T I o o e T O I O I I R O

gctggctgcacaacctgggcgaccagataggcaaaccctacaacagcagce

gggctcggtggcccttccatcaaagataagtatgtcaccgecttgtattt

N e e e e I N
ggcctgggcggcccctceccatcaaggacaagtatgtgacggecgectctactt

cactttttcttctttgacatccgtcgggtttgggaatgtgagccctaata
O [ N B S I T I I N O B e I

caccttcagcagcctcaccagtgtgggcttcggcaacgtctctcecccaaca

caaatagcgagaaaatcttttcaatttgtgtgatgttgatcggaagtttyg
P T e e e O O e I I T .
ccaactcagagaagatcttctccatctgcgtcatgctcattggctcecectce

atgtacgctagcatcttcggtaatgtcagecgctatcatacaaagactcta

T T PO O B O I e e P e
atgtatgctagcatcttcggcaacgtgtcggeccatcatccageggetgta

tagcggtaccgctaggtatcatacccaaatgctcagagtcagagagttca
B I e e e N N N I R e e e R
ctcgggcacagcccgctaccacacacagatgectgecgggtgecgggagttca

tcaggtttcatcaaattcctaaccctctcaggcaaaggttggaagagtat
[ O e e T T I P O I S T I B B B e I I R R R

tccgcttccaccagatccccaatcecccectgegecagegectecgaggagtac
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ttccaacatgcttggagttatacaaatgggattgatatgaatgccgtecct
[ e B B e e T N e e N N R e e
ttccagcacgcctggtcecctacaccaacggcatcgacatgaacgecggtget

caaagggtttcccgaatgtctccaagccgacatctgtctceccatctcaata
S T L O e e I L T T v T s s PO O I
gaagggcttccctgagtgcecctgcaggctgacatctgectgcacctgaacc

ggagcctcctccaacattgtaagccatttcggggtgeccacaaaagggtgt
I I e i o e O I P O o o O B O R N AP I B R P
gctcactgctgcagcactgcaaacccttccgaggggeccaccaagggcectge

ttgcgggctctcgctatgaaattcaaaacaacccatgcacccccaggecga

e e e e e e e R R RN
cttcgggccctggccatgaagttcaagaccacacatgcaccgccagggga

taccctcgtccacgceccggagatctcecttgacagectcectcectacttcecatcteca
S N N N N N e e e R
cacactggtgcatgctggggacctgctcaccgccctgtacttcatctceccce

gagggagtattgaaattctcagaggggatgtggtggtcgctattctcgge
P 1 I o e e o B I P I O T I O O O I O
ggggctccatcgagatcctgecggggcgacgtecgtecgtggecatecctgggg

aaaaacgacatctttggcgaaccactcaatctctacgccagacccgggaa
[ T e O I O O I O T B O B B e B e e e S A e e e
aagaatgacatctttggggagcctctgaacctgtatgcaaggcctggcaa

aagcaatggcgacgtcagagctttgacatattgcgatttgcacaagatcc
B N N N e e e e e e R RN
gtcgaacggggatgtgcgggccctcacctactgtgacctacacaagatcc

acagagatgatctcctcgaagtcctcgatatgtatcccgagtttagtgat
[ O I O I e I o O e e I e I A R B O B B R N O
atcgggacgacctgctggaggtgctggacatgtaccctgagttctceccgac

cacttttggagttctctcgaaatcaccttcaatctcagggacacaaacat
T P I PP N N NN N e I R

cacttctggtccagcctggagatcaccttcaacctgcgagataccaacat

gattcccgggagtccagggtccaccgaactggaaggecgggttttccagac
P O N I I e I O I O B T I I T I O [ .1
gatcccgggctccecceccggcagtacggagttagagggtggecttcagtecgge

agaggaaaaggaaactcagttttaggaggcgcacggataaagataccgaa
P N o 1 I PO O P I O
aacgcaagcgcaagttgtccttccgcaggcgcacggacaaggacacggag

caacccggcgaagtcagcgctctgggeccctggcagagcaggagcaggccc
[ B N B A e e e e e e N e
cagccaggggaggtgtcggecttggggecgggecgggecgggggcagggee

ttcctcaagagggaggccaggaggtcecctggggagaatctceccagttecg
........ S I I B
gagtagccggggccggcecgggggggccgtggggggagageccgtecagtyg
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ggcctagttcacccgaatcttccgaagatgaaggacccggtaggtcectagt

[ I R 0 T I R T O O e
gcccctceccagecctgagagcagtgaggatgagggecccaggecgecagcetcece

tctcctttgaggctecgtececttttagttcteccacggeccacctggecgaacce
B T L I L T N P N

agcccccteccgectggtgeccttecteccageecccaggececceccggagagcec

tcccggaggggaacctcectcatggaagattgtgagaaatcttcectgatactt

B I e e O O e e I e e I [T
gccgggtggggagcccctgatggaggactgcgagaagagcagcgacactt

gtaatcctctcagcggggecttttagecggagtctccaatatecttttetttt

P 1 1 v s I PO ) PR I O
gcaaccccctgtcaggcecgecttcectcaggagtgtccaacattttcagette

tggggcgattccagagggaggcaatatcaagaattgccaaggtgtcctge
(I I T R O AR [ N R A e e
tggggggacagtcggggccgccagtaccaggagctccecctecgatgececcge

tcctacaccttcectttgttgaacattecctttgagttctececcggecagacgec
P P I T o T I R R I

ccccacccccagcectectcaacatcececccectcecteccageeccgggteggegge

cgaggggagatgtcgaatctcgcctcgacgctttgcaaaggcaattgaat
[ B N P P T N I N
cccggggcgacgtggagagcaggctggatgceccctccagecgeccagetcaac

cgcctcgaaacaagactctccgectgacatggctaccgtgctccaactcett
B P O e T 1 T e s I O O PO Y O I B
aggctggagacccggctgagtgcagacatggccactgtcecctgcagetget

gcaacgccaaatgaccctcgtgeccccctgettattcececgecgtcacaacac
B T O T e v o e B I PO O P B O B P I R I
acagaggcagatgacgctggtcccgcceccgectacagtgectgtgaccaccce

cgggaccgggaccaaccagtaccagtcccctcectececctgtgtcectectttyg
P e O I T I R e T B I B I I I

cggggcctggccccacttccacatccecececgectgttgececgtcageccectce

cctacattgacactcgatagcttgagccaagtgagtcagttcatggecctg

[ T B O I T [ N N AR R R e
cccaccctcaccttggactcgectttctcaggtttcecccagttcatggegtyg

cgaagaacttcctcctggcgctcccgaattgeccccaagaaggacctacca
B T L O e e T O L T T e T T O o O I

tgaggagctgcccccgggggceccccagagcecttcececccaagaaggeccccacac

ggaggttgagtttgcctgggcaactcggcgcectttgacaagtcaacctcecte
[ R I P e e O I O O e T L I I

gacgcctctccecctaccgggeccagectgggggecctcacctecccagecectg

catcggcatgggagcgatcccgggtecctga 3480
O o O e I O I O I O
cacagacacggctcggacccgggcagttag 3480
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MPVRRGHVAPONTFLDTITIRKFEGQSRKFITIANARVENCAVIYCNDGFCELCGYSRAEVM
L T

ORPCTCDFLHGPRTQRRAAAQTIAQALLGAEERKVEIAFYRKDGSCFLCLVDVVPVKNEDG

ORPCTCDFLHGPRTQRRAAAQIAQALLGAEERKVEIAFYRKDGSCFLCLVDVVPVKNEDG
hokkkkhkhkhhkkhhhkhhhkhhhkkkhkkkkkhkhkkkkkkkkhhkkkkkkkkkkkkkkk

AVIMFILNFEVVMEKDMVGSPAHDTNHRGPPTSWLAPGRAKTFRLKLPALLALTARESSV

AVIMFILNFEVVMEKDMVGSPAHDTNHRGPPTSWLAPGRAKTFRLKLPALLALTARESSV
L T

RSGGAGGAGAPGAVVVDVDLTPAAPSSESLALDEVTAMDNHVAGLGPAEERRALVGPGSP

RSGGAGGAGAPGAVVVDVDLTPAAPSSESLALDEVTAMDNHVAGLGPAEERRALVGPGSP
hokkkkhkhkhhkkkhhkkhhkkhhkkkhkkkkkkhhhkhkkkkhkhhkkkkkkkkkkkkkkk

PRSAPGQLPSPRAHSLNPDASGSSCSLARTRSRESCASVRRASSADDIEAMRAGVLPPPP

PRSAPGQLPSPRAHSLNPDASGSSCSLARTRSRESCASVRRASSADDIEAMRAGVLPPPP
L T

RHASTGAMHPLRSGLLNSTSDSDLVRYRTISKIPQITLNFVDLKGDPFLASPTSDREITIA

RHASTGAMHPLRSGLLNSTSDSDLVRYRTISKIPQITLNFVDLKGDPFLASPTSDREIIA
L T

PKIKERTHNVTEKVTQVLSLGADVLPEYKLQAPRIHRWTILHYSPFKAVWDWLILLLVIY

PKIKERTHNVTEKVTQVLSLGADVLPEYKLOAPRIHRWTILHYSPFKAVWDWLILLLVIY
L T

TAVFTPYSAAFLLKETEEGPPATECGYACQPLAVVDLIVDIMFIVDILINFRTTYVNANE

TAVFTPYSAAFLLKETEEGPPATECGYACQPLAVVDLIVDIMFIVDILINFRTTYVNANE
L T

EVVSHPGRIAVHYFKGWFLIDMVAAIPFDLLIFGSGSEELIGLLKTARLLRLVRVARKLD
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Supplementary Figure 1: Nucleotide and protein sequence alignment of hERG-NT and hERG-CM.
A) hERG-NT and hERG-CM nucleotide alignment demonstrating the extensive nucleotide sequences
changes in hERG-CM. B) Amino acid alignment of hRERG-NT and hERG-CM, demonstrating 100% protein

sequence identity.



