CLUSTAL 0(1.2.1) multiple sequence alignment

————— > Pyrin domain

Isoform 1 MGKKYKNIVLLKGLEVINDYHFRMVKSLLSNDLKLNLKMREEYDKIQIADLMEEKFRGDA 60
Isoform 2 MGKKYKNIVLLKGLEVINDYHFRMVKSLLSNDLKLNLKMREEYDKIQIADLMEEKFRGDA 60
Isoform 3 MGKKYKNIVLLKGLEVINDYHFRMVKSLLSNDLKLNLKMREEYDKIQIADLMEEKFRGDA 60
Isoform 4 MGKKYKNIVLLKGLEVINDYHFRMVKSLLSNDLKLNLKMREEYDKI1QIADLMEEKFRGDA 60
Pyrin domain <----
Isoform 1 GLGKLIKIFEDIPTLEDLAETLKKEKLKVKGPALSRKRKKEVDATSPAPSTSSTVKTEGA 120
Isoform 2 GLGKLIKIFEDIPTLEDLAETLKKEKLKVKGPALSRKRKKEVDATSPAPSTSSTVKTEGA 120
Isoform 3 GLGKLIKIFEDIPTLEDLAETLKKEKLKVKGPALSRKRKKEVDATSPAPSTSSTVKTEGA 120
Isoform 4 GLGKLIKIFEDIPTLEDLAETLKKEKLKVKGPALSRKRKKEVDATSPAPSTSSTVKTEGA 120
Isoform 1 EATPGAQKRKKSTKEKAGPKGSKVSEEQTQPPSPAGAGMSTAMGRSPSPKTSLSAPPNSS 180
Isoform 2 EATPGAQKRKKSTKEKAGPKGSKVSEEQTQPPSPAGAGMSTAMGRSPSPKTSLSAPPNSS 180
Isoform 3 EATPGAQKRKKSTKEKAGPKGSKVSEEQTQPPSPAGAGMSTAMGRSPSPKTSLSAPPNSS 180
Isoform 4 EATPGAQ-———————————— e 127
————— > HIN-200-1 domain
————— > Interaction with TP53 C-terminus
Isoform 1 STENPKTVAKCQVTPRRNVLQKRPVIVKVLSTTKPFEYETPEMEKKIMFHATVATQTQFF 240
Isoform 2 STENPKTVAKCQVTPRRNVLQKRPVIVKVLSTTKPFEYETPEMEKKIMFHATVATQTQFF 240
Isoform 3 STENPKTVAKCQVTPRRNVLQKRPVIVKVLSTTKPFEYETPEMEKKIMFHATVATQTQFF 240
Isoform 4 ---NPKTVAKCQVTPRRNVLQKRPVIVKVLSTTKPFEYETPEMEKKIMFHATVATQTQFF 184
Isoform 1 HVKVLNTSLKEKFNGKKI111SDYLEYDSLLEVNEESTVSEAGPNQTFEVPNKIINRAKE 300
Isoform 2 HVKVLNTSLKEKFNGKKI111SDYLEYDSLLEVNEESTVSEAGPNQTFEVPNKI INRAKE 300
Isoform 3 HVKVLNTSLKEKFNGKKI111SDYLEYDSLLEVNEESTVSEAGPNQTFEVPNKI INRAKE 300
Isoform 4 HVKVLNTSLKEKFNGKKI111SDYLEYDSLLEVNEESTVSEAGPNQTFEVPNKIINRAKE 244
Isoform 1 TLKIDILHKQASGNIVYGVFMLHKKTVNQKTTIYEIQDDRGKMDVVGTGQCHNIPCEEGD 360
Isoform 2 TLKIDILHKQASGNIVYGVFMLHKKTVNQKTT1YEIQDDRGKMDVVGTGQCHNIPCEEGD 360
Isoform 3 TLKIDILHKQASGNIVYGVFMLHKKTVNQKTT1YEIQDDRGKMDVVGTGQCHNIPCEEGD 360
Isoform 4 TLKIDILHKQASGNIVYGVFMLHKKTVNQKTT1YEIQDDRGKMDVVGTGQCHNIPCEEGD 304

HIN-200-1 domain <-----
Interaction with TP53 C-terminus <-----
rs1057028; (Y>N)
Isoform 1 KLQLFCFRLRKKNQMSKL ISEMHSFIQIKKKTNPRNNDPKSMKLPQEQRQLPYPSEASTT 420
Isoform 2 KLQLFCFRLRKKNQMSKL ISEMHSFIQIKKKTNPRNNDPKSMKLPQEQRQLPYPSEASTT 420
Isoform 3 KLQLFCFRLRKKNQMSKL ISEMHSFIQIKKKTNPRNNDPKSMKLPQEQRQLPYPSEASTT 420
Isoform 4 KLQLFCFRLRKKNQMSKL ISEMHSFIQIKKKTNPRNNDPKSMKLPQEQRQLPYPSEASTT 364

Isoform 1 FPESHLRTPQMPPTTPSSSFFTKKSEDT I SKMNDFMRMQ I LKEGSHFPGPFMTSIGPAES 480
Isoform 2 FPESHLRTPQMPPTTPSSSFFTKKSEDT I SKMNDFMRMQ I LKEGSHFPG—-————————- 469
Isoform 3 FPESHLRTPQMPPTTPSSSF-----————————————— - 440
Isoform 4 FPESHLRTPQMPPTTPSSSFFTKKSEDT I SKMNDFMRMQ I LKEGSHFPGPFMTSIGPAES 424

Isoform 1 HPHTPQMPPSTPSSSFLTTKSEDT ISKMNDFMRMQILKEGSHFPGPFMTSIGPAESHPHT 540
1SOTOrM 2 —— - oo oo PFMTSIGPAESHPHT 484
Isoform 3 ——— oo

Isoform 4 HPHTPQMPPSTPSSSFLTTKSEDT ISKMNDFMRMQILKEGSHFPGPFMTSIGPAESHPHT 484

————— > HIN-200-2 domain
————— > Interaction with TP53 core domain
Isoform 1 PQMPPSTPSSSFLTTLKPRLKTEPEEVSIEDSAQSDLKEVMVLNATESFVYEPKEQKKMF 600
Isoform 2 PQMPPSTPSSSFLTTLKPRLKTEPEEVSIEDSAQSDLKEVMVLNATESFVYEPKEQKKMF 544
Isoform 3 -~ —~—————————- FTKLKPRLKTEPEEVS I EDSAQSDLKEVMVLNATESFVYEPKEQKKMF 488
Isoform 4 PQMPPSTPSSSFLTTLKPRLKTEPEEVSIEDSAQSDLKEVMVLNATESFVYEPKEQKKMF 544
-k

Isoform 1 HATVATENEVFRVKVFENIDLKEKFTPKKITATANYVCRNGFLEVYPFTLVADVNADRNME 660
Isoform 2 HATVATENEVFRVKVFNIDLKEKFTPKKITAIANYVCRNGFLEVYPFTLVADVNADRNME 604
Isoform 3 HATVATENEVFRVKVFNIDLKEKFTPKKITAIANYVCRNGFLEVYPFTLVADVNADRNME 548
Isoform 4 HATVATENEVFRVKVFENIDLKEKFTPKKITATANYVCRNGFLEVYPFTLVADVNADRNME 604



Isoform 1 IPKGLIRSASVTPKINQLCSQTKGSFVNGVFEVHKKNVRGEFTYYEIQDNTGKMEVVVHG 720
Isoform 2 IPKGLIRSASVTPKINQLCSQTKGSFVNGVFEVHKKNVRGEFTYYEIQDNTGKMEVVVHG 664
Isoform 3 IPKGLIRSASVTPKINQLCSQTKGSFVNGVFEVHKKNVRGEFTYYEIQDNTGKMEVVVHG 608
Isoform 4 IPKGLIRSASVTPKINQLCSQTKGSFVNGVFEVHKKNVRGEFTYYEIQDNTGKMEVVVHG 664
HIN-200-2 domain <-----
Interaction with TP53 core domain <-----
rs6940; (T>S)

Isoform 1 RLTTINCEEGDKLKLTCFELAPKSGNTGELRSVIHSHIKVIKTRKNKKDILNPDSSMETS 780
Isoform 2 RLTTINCEEGDKLKLTCFELAPKSGNTGELRSVIHSHIKVIKTRKNKKDILNPDSSMETS 724
Isoform 3 RLTTINCEEGDKLKLTCFELAPKSGNTGELRSVIHSHIKVIKTRKNKKDILNPDSSMETS 668
Isoform 4 RLTTINCEEGDKLKLTCFELAPKSGNTGELRSVIHSHIKVIKTRKNKKDILNPDSSMETS 724
Isoform 1 PDFFF 785

Isoform 2 PDFFF 729

Isoform 3 PDFFF 673

Isoform 4 PDFFF 729

*khkkk

Supplementary Figure 2B.
Protein isoform sequence alignment indicating domain and SNP positions.



