Supplemental Table: Conservation across species of the novel RYR2 variants. In Red mutations, in blue polymorphisms

E243K
Homo sapiens LLHGHMDECLTVPSG
Canis familiaris LLHGHMDECLTVPSG
Equus caballus LLHGHMDECLTVPSG
Gallus gallus LLHGHMDECLTVPSG
Macaca mulatta LLHGHMDECLTVPSG
Monodelphis domestica LLHGHMDECLTVPSG
Mus musculus LLHGHMDECLTVPSG
Ornithorhynchus anatinu LLHGHMDECLTVPSG
Otolemur garnettii LLHGHMDECLTVPSG
Pan troglodytes LLHGHMDECLTVPSG
Rattus norvegicus LLHGHMDECLTVPSG
Sorex araneus LLHGHMDECLTVPSG

G357S

GTSEIKYGDSVCYIQ
GTSEIKYGDSVCYIQ
GTSEIKYGDSVCYIQ
Gallus gallus GTPEIKYGDSICFIQ
Macaca mulatta GTSEIKYGDSVCYIQ
Monodelphis domestica GTSEIKYGDSVCY1Q
Mus musculus GTSEIKYGDSICYIQ
Ornithorhynchus anatinu GTSEIKYGDSVCFIQ
Otolemur garnettii GTSEIKYGDSVCFIQ
Pan troglodytes GTSEIKYGDSVCYIQ
Rattus norvegicus GTSEIKYGDSICYIQ
Sorex araneus GTSEIKYGDSVCYI1Q

Homo sapiens
Canis familiaris
Equus caballus

F329L
ADVKSTAFTFRSSKE
ADVKSTAFTFRSSKE
ADVKSTAFTFRSSKE
ADIKSTAFCFRSSKE
ADVKSTAFTFRSSKE
ADVKSTAFSFRSSKE
ADVKSTAFAFRSSKE
ADVKSTAFCFRSSKE
ADVKSTAFTFRSSKE
ADVKSTAFTFRSSKE
ADVKSTAFAFRSSKE
ADVKSTAFAFRSSKE

V377M
LWLTYQSVDVKSVRM
LWLTYQSVDVKSVRM
LWLTYQSVDVKSVRM
LWLSYQSADAKSVRM
LWLTYQSVDVKSVRM
LWLTYQSVDVKSVRM
LWLTYQAVDVKSARM
LWLTYQSADAKSVRM
LWLTYQSVDVKSVRM
LWLTYQSVDVKSVRM
LWLTYQAVDVKSARM
LWLTYQSVDVKSVRM

R332wW
KSTAFTFRSSKEKLD
KSTAFTFRSSKEKLD
KSTAFTFRSSKEKLD
KSTAFCFRSSKEKLD
KSTAFTFRSSKEKLD
KSTAFSFRSSKEKLD
KSTAFAFRSSKEKLD
KSTAFCFRSSKEKLD
KSTAFTFRSSKEKLD
KSTAFTFRSSKEKLD
KSTAFAFRSSKEKLD
KSTAFAFRSSKEKLD

T415R
SQHEESRTARVIRST
SQHEESRTARVIRST
SQHEESRTARVIRST
SQHEESRTARVIRST
SQHEESRTARVIRST
SQHEESRTARVIRST
SQHEESRTARVIRST
SQHEESRTARVIRST
NK--ESRTGRVIRSN
SQHEESRTARVIRST
SQHEESRTARVIRST
SQHEESRTARVIRST



R420Q
SRTARVIRSTVFLFN
SRTARVIRSTVFLFN
SRTARVIRSTVFLFN
Gallus gallus SRTARVIRSTVFLFEN
Macaca mulatta SRTARVIRSTVFLFN
Monodelphis domestica SRTARVIRSTVFLFEN
Mus musculus SRTARVIRSTVFLFN
Ornithorhynchus anatinu SRTARVIRSTAFLFEN
Otolemur garnettii SRTGRVIRSNVFLFN
Pan troglodytes SRTARVIRSTVFLFN
Rattus norvegicus SRTARVIRSTVFLFN
Sorex araneus SRTARVIRSTVFLFEN

Homo sapiens
Canis familiaris
Equus caballus

R739H
Homo sapiens LWSGCIARTVSSPNQ
Canis familiaris LWSGCIARTVSSPNQ
Equus caballus LWSGCIARTVSSPNQ
Gallus gallus LWSGCVARTVNSPNQ
Macaca mulatta LWSGCIARTVSSPNQ
Monodelphis domestica LWSGCIARTVSSPNQ
Mus musculus LWSGCIARTVSSPNQ
Ornithorhynchus anatinu LWSGCIARTVSSPNQ
Otolemur garnettii LWSGCIARTVSSPNQ
Pan troglodytes LWSGCIARTVSSPNQ
Rattus norvegicus LWSGCIARTVSSPNQ

Sorex araneus LWSXXXXXXXXXXXQ

V5071
ECIDRLHVYSSAAHFA
ECIDRLHVYSSAAHFA
ECIDRLHVYSSAAHFA
ECIDRLHVYSSAAHFA
ECIDRLHVYSSAAHFA
ECIDRLHVYSSAAHFA
ECIDRLHVYSSAAHFA
ECIDRLHVYSSAAHFA
XXXXXXXXXXXXXXXX
ECIDRLHVYSSAAHFA
ECIDRLHVYSSAAHFA
XXXKXKXKXKXKXKXX

R1013Q
VWARDRIRQGWTYGI
VWARDRIRQGWTYGI
VWARDRVRQGWTYGI
VWARDRIRQGWTYGI
VWARDRIRQGWTYGI
VWARDRIRQGWTYGI
VWARDRIRQGWTYGI
VWARDRIRQGWTYGI
V-SRDRIRQGWTYGI
VWARDRIRQGWTYGI
VWARDRIRQGWTYGI
VWARDRIRQGWTYGI

A549V
RGNRKNCAQFSGSLD
RGNRKNCAQFSGSLD
RGNRKNCAQFSGSLD
RGNRKNCAQFSGSLD
RGNRKNCAQFSGSLD
RGNRKNCAQFSGSLD
RGNRKNCAQFSGSLD
RGNRKNCAQFSGSLD
XXXXXKXXXKXXXXXX
RGNRKNCAQFSGSLD
RGNRKNCAQFSGSLD
XXXXXXXXXXXXKXX

T1107M
RWYFEFETVTAGDMR
RWYFEFETVTAGDMR
RWYFEFETVTAGDMR
KWYFEFEAVTAGDMR
RWYFEFETVTAGDMR
RWYFEFEAVTAGDMR
RWYFEFEAVTAGDMR
RWYFEFEAVTAGDMR
XXXXXXXXXXXXXXXX
RWYFEFETVTAGDMR
RWYFEFEAVTAGDMR
RWYFEFEAVTAGDMR



A1136V

Homo sapiens GSDERAFAFDGFKAQ
Canis familiaris GSDEHAFAFDGFKAQ
Equus caballus GSDECAFAFDGFKAQ
Gallus gallus GSDEEAFVFDGFKAQ
Macaca mulatta GSDERAFAFDGFKAQ
Monodelphis domestica GSDEQAFAFDGFKAQ
Mus musculus GSDDRAFAFDGFKAQ
Ornithorhynchus anatinu GSDEHAFAFDGFKAQ
Otolemur garnettii XXXXXXXXXXXXXAQ
Pan troglodytes GSDERAFAFDGFKAQ
Rattus norvegicus GSDERAFAFDGFKAQ
Sorex araneus GSDDRAFAFDGFKAQ
Y2156C
Homo sapiens IMNNKVFYQHPNLMR
Canis familiaris IMNNKVFYQHPNLMR
Equus caballus IMNNKVFYQHPNLMR
Gallus gallus IMNNKVFYQHPNLMR
Macaca mulatta IMNNKVFYQHPNLMR
Monodelphis domestica IMNNKVFYQHPNLMR
Mus musculus IMNNKVFYQHPNLMR
Ornithorhynchus anatinu LPYAEHSTQRPNLMR
Otolemur garnettii IMNNKVFYQHPNLMR
Pan troglodytes IMNNKVFYQHPNLMR
Rattus norvegicus IMNNKVFYQHPNLMR

Sorex araneus IMNNKVFYQHPNLMR

E1837K
IMGIFHNEDLKHILQ
IMGIFHNEDLKHILQ
IMGIFHNEDLKHILQ
IMGIFHNGDLKHILQ
IMGIFHNEDLKHILQ
IMGIFNNEDLKHILQ
IMGIFHNEDLKHILQ
IMGVFHDGDLKHVLR
IMGVFHNEDLKHILQ
IMGIFHNEDLKHILQ
IMGIFHNEDLKHILQ
IMGVFHNEDLKHILQ

H2168Q
LMRALGMHETVMEVM
LMRALGMHETVMEVM
LMRALGMHETVMEVM
LMRALGMHETVMEVM
LMRALGMHETVMEVM
LMRALGMHETVMEVM
LMRALGMHETVMEVM
LMRALGMHETVMEVM
LMRALGMHETVMEVM
LMRALGMHETVMEVM
LMRALGMHETVMEVM
LMRALGMHETVMEVM

E2045G
YLKKKQAEKPVESDS
YLKKKQAEKPIESDS
YLKKKQAEKPVESDS
YLKKKQAEKPVDDDA
YLKKKQAEKPVESDS
YLKKKQTEKP IENDS
YLKKKQAEKPVASDS
YLKKKQAQRPVDGYS
YLKKKQAEKP IESDL
YLKKKQAEKPVESDS
YLKKKQAEKPVASDS
XXXXXXXXXXXXXXX

E2183V
VNVLGGGESKEITFP
VNVLGGGESKEITFP
VNVLGGGESKEITFP
VNVLGGGESKEITFP
VNVLGGGESKEITFP
VNVLGGGESKEITFP
VNVLGGGESKEITFP
VNVLGGGEMKEITFP
VNVLGGGESKXXXXX
VNVLGGGESKEITFP
VNVLGGGESKEITFP
VNVLGGGESKEITFP



D2216V

Homo sapiens QNQKAMFDHLSYLLE
Canis familiaris QNQKAMFDHLSYLLE
Equus caballus QNQKAMFDHLSYLLE
Gallus gallus QNQKAMFDHLSYLLE
Macaca mulatta QNQKAMFDHLSYLLE
Monodelphis domestica QNQKAMFDHLSYLLE
Mus musculus QNQKAMFDHLSYLLE
Ornithorhynchus anatinu QNQKAMFDHLSYLLE
Otolemur garnettii XXXXXXXXXXXXXKX
Pan troglodytes QNQKAMFDHLSYLLE
Rattus norvegicus QNQKAMFDHLSYLLE
Sorex araneus QNQKAMFDHLSYLLE
M39721
Homo sapiens IELLKELMDLQKDMV
Canis familiaris IELLKELMDLQKDMV
Equus caballus IELLKELMDLQKDMV
Gallus gallus IELLKELMDLQKDMV
Macaca mulatta IELLKELMDLQKDMV
Monodelphis domestica 1ELLKELMDLQKDMV
Mus musculus IELLKELMDLQKDMV
Ornithorhynchus anatinu 1ELLKELMDLQKDMV
Otolemur garnettii IELLKELMDLQKDMV
Pan troglodytes IELLKELMDLQKDMV
Rattus norvegicus IELLKELMDLQKDMV
Sorex araneus IELLKELMDLQKDMV

E2296Q
GWNPVEGERYLDFLR
GWNPVEGERYLDFLR
GWNPVEGERYLDFLR
GWNPVEGERYLDFLR
GWNPVEGERYLDFLR
GWNPVEGERYLDFLR
GWNPVEGERYLDFLR
GWNPVEGERYLDFLR
GWNPVEGERYLDFLR
GWNPVEGERYLDFLR
GWNPVEGERYLDFLR
GWNPVEGERYLDFLR

D3973H
ELLKELMDLQKDMVV
ELLKELMDLQKDMVV
ELLKELMDLQKDMVV
ELLKELMDLQKDMVV
ELLKELMDLQKDMVV
ELLKELMDLQKDMVV
ELLKELMDLQKDMVV
ELLKELMDLQKDMVV
ELLKELMDLQKDMVV
ELLKELMDLQKDMVV
ELLKELMDLQKDMVV
ELLKELMDLQKDMVV

R2420W
KGEAIRIRSILRSLI
KGEAIRIRSILRSLI
KGEAIRIRSILRSLI
KGEAIRIRSILRSLI
KGEAIRIRSILRSLI
KGEAIRIRSILRSLI
KGEAIRIRSILRSLI
KGEAIRIRSILRSLI
XGEATRIRSILRSLI
KGEAIRIRSILRSLI
KGEAIRIRSILRSLI
KGEAIRIRSILRSLI

L3974Q
LLKELMDLQKDMVVM
LLKELMDLQKDMVVM
LLKELMDLQKDMVVM
LLKELMDLQKDMVVM
LLKELMDLQKDMVVM
LLKELMDLQKDMVVM
LLKELMDLQKDMVVM
LLKELMDLQKDMVVM
LLKELMDLQKDMVVM
LLKELMDLQKDMVVM
LLKELMDLQKDMVVM
LLKELMDLQKDMVVM



Homo sapiens

Canis familiaris

Equus caballus

Gallus gallus

Macaca mulatta
Monodelphis domestica
Mus musculus

K3997E
VVNGT IGKQMVDMLV
VVNGT I GKQMVDMLV
VVNGT IGKQMVDMLV
VVNGT I GKQMVDMLV
VVNGT IGKQMVDMLV
VVNGT I GKQMVDMLV
VVNGT IGKQMVDMLV

Ornithorhynchus anatinu VVNGT 1 GKQMVDMLV

Otolemur garnettii
Pan troglodytes
Rattus norvegicus
Sorex araneus

Homo sapiens

Canis familiaris

Equus caballus

Gallus gallus

Macaca mulatta
Monodelphis domestica
Mus musculus

VVNGT IGKQMVDMLV
VVNGT I GKQMVDMLV
VVNGT IGKQMVDMLV
VVNGT I GKQMVDMLV

R4157Q
FE 1 SESSRTQWEKPQ
FE I SESSRTQWEKPQ
FE 1 SESSRTQWEKPQ
FE I SESSRTQWEKPQ
FE 1 SESSRTQWEKPQ
FE I SESSRTQWEKPQ
FE 1 SESSRTQWEKPQ

Ornithorhynchus anatinu FEISESSRTQWEKPQ

Otolemur garnettii
Pan troglodytes
Rattus norvegicus
Sorex araneus

FEISESSRTQWEKPQ
FEISESSRTQWEKPQ
FEISESSRTQWEKPQ
FEISESSRTQWEKPQ

S4124G
TFLELAESVLNYFQP
TFLELAESVLNYFQP
TFLELAESVLNYFQP
TFLELSESVLNYFQP
TFLELAESVLNYFQP
TFLELAESVLNYFQP
TFLELAESVLNYFQP
TFLELAESVLNYFQP
TFLELAESVLNYFQP
TFLELAESVLNYFQP
TFLELAESVLNYFQP
TFLELAESVLNYFQP

Q4159P
I SESSRTQWEKPQVK
I SESSRTQWEKPQVK
I SESSRTQWEKPQVK
I SESSRTQWEKPQVK
I SESSRTQWEKPQVK
I SESSRTQWEKPQVK
I SESSRTQWEKPQVK
I SESSRTQWEKPQVK
I SESSRTQWEKPQVK
I SESSRTQWEKPQVK
I SESSRTQWEKPQVK
I SESSRTQWEKPQVK

Y4149S
AKRIERVYFEISESS
AKRIERVYFEISESS
AKRIERVYFEISESS
AKRIERVYFEISESS
AKRIERVYFEISESS
AKRIERVYFEISESS
AKRIERVYFEISESS
AKRIERVYFEISESS
AKRIERVYFEISESS
AKRIERVYFEISESS
AKRIERVYFEISESS
AKRIERVYFEISESS

N4178S

QF IFDVVNEGGEKEK
QF IFDVVNEGGEKEK
QF IFDVVNEGGEKEK
QF IFDVVNEGGEKEK
QF 1FDVVNEGGEKEK
QF IFDVVNEGGEKEK
QF IFDVVNEGGEKEK
QF IFDVVNEGGEKEK
QF 1FDVVNEGGEKEK
QF IFDVVNEGGEKEK
QF IFDVVNEGGEKEK
QF IFDVVNEGGEKEK



E4187Q
Homo sapiens GGEKEKMELFVNFCE
Canis familiaris GGEKEKMELFVNFCE
Equus caballus GGEKEKMELFVNFCE
Gallus gallus GGEKEKMELFVNFCE
Macaca mulatta GGEKEKMELFVNFCE
Monodelphis domestica GGEKEKMELFVNFCE
Mus musculus GGEKEKMELFVNFCE
Ornithorhynchus anatinu GGEKEKMELFVSFCE
Otolemur garnettii GGEKEKMELFVNFCE
Pan troglodytes GGEKEKMELFVNFCE
Rattus norvegicus GGEKEKMELFVNFCE
Sorex araneus GGEKEKMELFVNFCE
N4736Del
Homo sapiens SVLGHYNNFFFAAH
Canis familiaris SILGHYNNFFFAAH
Equus caballus SVLGHYNNFFFAAH
Gallus gallus SVLGHYNNFFFAAH
Macaca mulatta SVLGHYNNFFFAAH
Monodelphis domestica SVLGHYNNFFFAAH
Mus musculus SVLGHYNNFFFAAH
Ornithorhynchus anatinu SVLGHYNNFFFAAH
Otolemur garnettii SVLGHYNNFFFAAH
Pan troglodytes SVLGHYNNFFFAAH
Rattus norvegicus SVLGHYNNFFFAAH
Sorex araneus SVLGHYNNFFFAAH

G4315E
I ICSLLLGGSLVEGA
1 1CSLLLGGSLVEGA
I ICSLLLGGSLVEGA
I 1CSLLLGGSLVEGA
I ICSLLLGGSLVEGA
IMCSLLLGGSLVEGA
IVSSLLLGGSLVEGA
XXXSWLSEKCLGHGA
IVCSLLLGASLVEGA
1 1CSLLLGGSLVEGA
IVSSLLLGGSLVEGA
1 1CSLLLGGSLVEGA

R4790Q
VVAFNFFRKFYNKSE
VVAFNFFRKFYNKSE
VVAFNFFRKFYNKSE
VVAFNFFRKFYNKSE
VVAFNFFRKFYNKSE
VVAFNFFRKFYNKSE
VVAFNFFRKFYNKSE
VVAFNFFRKFYNKSE
XXXXXXXXXXXXXXX
VVAFNFFRKFYNKSE
VVAFNFFRKFYNKSE
VVAFNFFRKFYNKSE

K4650E
NYWDKFVKRKVMDKY
NYWDKFVKRKVMDKY
NYWDKFVKRKVMDKY
NYWDKFVKRKVMDKY
NYWDKFVKRKVMDKY
NYWDKFVKRKVMDKY
NYWDKFVKRKVMDKY
NYWDKFVKRKVMDKY
NYWDKFVKRKVMDKY
NYWDKFVKRKVMDKY
NYWDKFVKRKVMDKY
NYWDKFVKRKVMDKY

K4805R
DGDTPDMKCDDMLTC
DGDTPDMKCDDMLTC
DGDTPDMKCDDMLTC
DGDMPDMKCDDMLTC
DGDMPDMKCDDMLTC
DGDMPDMKCDDMLTC
DGDMPDMKCDDMLTC
DGDMPDMKCDDMLTC
XXXXXXXXXXXXXXX
DGDTPDMKCDDMLTC
DGDTPDMKCDDMLTC
DGDTPDMKCDDMLTC



R4822H

Homo sapiens FHMYVGVRAGGGIGD
Canis familiaris FHMYVGVRAGGGIGD
Equus caballus FHMYVGVRAGGGIGD
Gallus gallus FHMYVGVRAGGGIGD
Macaca mulatta FHMYVGVRAGGGIGD
Monodelphis domestica FHMYVGVRAGGGIGD
Mus musculus FHMYVGVRAGGGIGD
Ornithorhynchus anatinu FHMYVGVRAGGG 1 GD
Otolemur garnettii FHMYVGVRAGGGIGD
Pan troglodytes FHMYVGVRAGGGIGD
Rattus norvegicus FHMYVGVRAGGGIGD

Sorex araneus FHMYVGVRAGGGIGD



