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QRANASRRKL QRELED.

TET ADAMNREVSS LKNKLRRGD- -LPFVVPRRIM ARK----GAG DGSDEEVDGK

QRINANRRKL QRELDEATES NEAMGREVNA LKSKLRRGNE -TSFVPSRRS GGRRVIENA- DGSEEETDTR
QRINANRRKL QRELDEATES NDALGREVAA LKSKLRRGNE,_PVSFAPPRRS GGRRVIENAT DGGEQEIDGR

Non-helical tailpiece

KEEVGEEAIV ELVENGKKVK VNKDDIQ PPKFSKVEDM AELTCLNE. 96
MSQK-PLSDD EKFLFVDKNF VNNPLAQADW SAKKLVWVPS EKHGFEAASI KEEKGDEVTV ELQENGKKVT LSKDDIQ! PPKFSKVEDM AELTCLNEAS 99
MAQKGQLSDD EKFLFVDKNF INSPVAQADW AAKRLVWVPS EKQGFEAASI KEEKGDEVVV ELVENGKKVT VGKDDIQKMN PPKFSKVEDM AELTCLNEAS 100
Helix A lix B SH3-like fold
VLHNLKERYY SGLIYTYSGL FCVVINPYKN LPIYSEEIVE MYKGKKRHEM PPHIYAITDT AYRSMMODRE DQSILCTGES GAGKTENTKK VIQYLAYVAS 196
VLHENLRERYF SGLIYTYSGL FCVVVNPYKQ LPIYSEKIID MYKGKKRHEM PPHIYAIADT AYRSMLODRE DQSILCTGES GAGKTENTKK VIQYLAVVAS 199
VLHNLRERYF SGLIYTYSGL FCVVVNPYKH LPIYSEKIVD MYKGKKRHEM PPHIYAIADT AYRSMLODRE DQSILCTGES GAGKIENTKK VIQYLAVVAS 200
Helix C B1 B2 Helix D Helix E P P-loop Helix F
HKSKKDQ-= ——=—==== GE| [LERQLLQANP ILEAFGNRKT VKNDNSSRFG| KFIRINFDVN GY YLLEKSRAIR QAKEERTFH AG] 286
HKGKKDTSI TQGPSFSYGE|LEKQLLQANP ILEAFGNAKT VKNDNSSRFG||(KFIRINFDVT GY YLLEKSRAIR QAKDERTFH[I FYYLIAGAS 299
HKGKKDTSI T——————— GE| [LEKQLLOANP ILEAFGNAKT VKNDNSSRFG|KFIRINFDVT GY YLLEKSRAIR QARDERTFH[ FYYMIAGAK 293
Loop 1 Helix G &H Switch T p6 Helix |
HLKTDLLLEP YNKYRFLS!G HVTIPGQ INVTDFT 386
:QMRNDLDLEG FNNYTFLSNG HVPIPAQQDD EMFQETLEAM RI| QKVCH LMGINVTDFT 399
KMRSDLLLEG FNNYTFLSNG FVPIPAAQDD EMFQETVEAM ATl QOKVCH LMGINVTDFT 393
Helix J Helix K Helix M
RGILTPRIKV GRDYVQKAQIT [KEQADFAIEA LAKATYERMF RWLVLRINKA IDKTKRQGAS FIGIL LCINYTNEKL QQLFNHTMFI 486
|
RSILTPRIKV GRDVVQKAQT KEQADFAIEA LAKAKFERLF RWILTRVNKA IDKTKRQGAS FLGILDIAGF EIFEINSFEQ LCINYTNEKL QQLFNHTMFI 499
RSTLTPRIKV GRDVVOKAQT KEQADFAVEA LAKATYERLF RWILTRVNKA IDKTHRQGAS FLGILDIAGF EIFEVNSFEQ LCINYTNEKL QQLFNHTMFI 493
Helix N HCM Loop Helix O Loop O B5 Switch 2 Relay Helix
IEWNFIDFGLVDL PCIDLIE KPAGPPGILA LLDEHCWFPK ATDKSFVEKV MQEQGTHPKF QKPKQLKDKA DFCIIHYAGK V!YKADE M| 586
IEWNFIDFGL DLQPCIELIE RPTNPPGVLA LLDEHECWFPK ATDTSFVEKL IQEQGNHPKF QKSKQLKDKT EFCILHYAGK VSYNASAWLT 599
IEWNFIDFGL DLQPCIELIE RPNNPPGVLA LLDEHCWFPK ATDKSFVEKL CTEQGSHPKF QKPKQLKDKT EFSIIHYAGK VDYNASAWLT 593
Helix Q Helix R Helix S o? 3
DPLNPNI ATLLHQSSDK FVSELWKD| GQLYKEQ!AK LMATLRNTNP EKKAGKLDPH] 686
DPLNDNV TSLLNQSSDK FVADLWK V GQLYKEQLTK LMTTLRNTNP EKRAGKLDAH 699
DPLNDNV TSLLNASSDK FVADLWKDVD RIVGLDOMAK MTESSLPSAS KTKKGMFRTV GOLYKEQLGK LMTTLRNTTP EKRSGKLDAF| 693
Helix T Helix V Loop 2 Helix W
[LVLDQLRC GFPNRVVFQE FRORYEILTP NSIPKGFMD! KOACVLMIKA LELDSNLYRI GQSKVFFRAG LEEERD LKITDVIIGF 786
[LVLEQLRCNG | VLEGIRICRQ| GFPNRIVFQE FRORYEILAA NAIPKGFMDG |[KQACILMIKA LELDPNLYRI GQSKIFFRTG VLAHLEEERD LKITDVIIAF 799
[LVLEQLRCNG | VLEGIRICRQ| GFPNRIVFQE FRORYEILAA NAIPKGFMDG |[KQACILMIKA LELDPNLYRI GQSKIFFRTG WLAHLEEERD LKITDVIMAF 793
Helix X SH1 Helix Helix Z Helix A’ Converter Helix B’ Pliant
LLQVSRQEEE MMA!EZEELVK VREKQLAAEN RLTEMETLQS QLMAEKLQLQ 886
OQAQCRGYLAR KAFAKRQQQL TAMKVIQRNC AAYLKLRNWQ WWRLFTKVKP LLQVTRQEEE MQAKDEELQR TKERQQKAEA ELKELEQKHT QLCEEKNLLQ 899
AMCRGYLAR KAFAKRQQQL TAMKVIQRNC AAYLKLRNWQ WWRLFTKVKPd L%QVg‘RQEEE MQAKEDELQK TKERQQKAEN ELKELEQKHS QLTEEKNLLQ 893
T o ) efgabc
Light chain binding region = Start of heptad repeats
X ? Ring1 p! Y Ring2 Ring3 !(
EQLOAETYLC AEAEELRARL TAKKQELEEI CHPLEARVEE EEEXCQHLQA EKKKMDONIQ ELEEQLEEEH SARQKLQLEK VTTEAKLKKL EEEQIILEDQ 986
EKLQAETELY AEAEEMRVRL AAKKQELEEI LHEMEARIEE EEERSQQLOA EKKKMOQOML DLEEQLEEEF AARQKLQLEK VTADGKIKKM EDDILIMEDQ 999
EQLQAETELY AEAEEMRVRL AAKKQELEEI LH QA ERKKMAQOML DLEEOLEEEH AARQKLQLEK VTAEAKIKKL EDEILVMDDQ 993
NCKLAKEKKL LEDRIAEFTT NLTEEEEKSK SLAKLKNKHE AMITDLEERL RREEKQRQEL EKTRRKLEGD STDLSDQYAE LQAQI!ELKM QLAKKEEELQ 1086
NNKLTKERKL LEERVSDLTT NLAEEEEKAK NLTKLKNKHE SMISELEVRL KKEEKTRQEL EKTKRKLEGE SSDLHEQIAE LQAQIAELKA QLAKKEEELQ 1099
NNKLSKERKL LEERISDLTT NLAEEEEKAK NLTKLKNKHE SMISELEVRL KKEEKSRQEL EKLKi?L ASDF ;if LOAQIAELKM QLAKKEEELQ 1093
AALARVEEEA AQKNMALKKI RELESQI!EL QEDLESERAS RNKAEKQKRD LGEELEALKT ELEDVLDSTA AQQEL!SKRE QEVNILKKTL EEEA!THEAQ 1186
AALARLEDET SQKNNALKKI RELESHISDL QEDLESEKAA RNKAEKQKRD LGEELEALKT ELEDTLDTTA TQQELRAKRE QEVTVLKRAL EEETRTHEAQ 1199
AALARLDDEI AQKNNALKKI RELEGHISDL QEDLDSERAA RNKAEKQKRD LGEELEALKT ELEDTLDSTA TQQELRAKRE QEVTVLKKAL DEETRSHEAQ 1193
BW Y
IQEMRng AVEELAEQYE QTKRVKANLE KAKQTLENER !LANEVKVL LQGKGDSEHK RK!V!AQLQ QVKFNEGER VRTELADKVT KLQVELDN!T 1286
VQEMRQKHTQ AVEELTEQLE QFKRAKANLD KTKQTLEKDN ADLANEVRSL SQAKQDVEHK KKKLEVQLQD LQSKYTDGER VRTELNEKVH KLQIEVENVT 1299
VQEMRQKHAQ AVEELTEQLE QFKRAKANLD KNKQTLEKEN ADLAGELRVL GQAKQEVEHK KKKLEAQVQE LQSKCSDGER ARAELNDKVH KLONEVESVT 1293
GLLSQSDSKS SKLTKDYSAL ESQLODTQEL LQEENRQKLS LSTKLKQVED EKNSFREQLE EEEEAKHNLE KQIATLHAQV ADMKKKMEDS VGCLETA!EV 1386
SLLNEAESKN IKLTKDVATL GSQLODTQEL LQEETRQKLN VTTKLRQLED DKNSLQEQLD EEVEAKQNLE RHISTLTIQL SDSKKKLQEF TATIETMEEG 1399
GMLNEAEGKA IKLAKDVASL SSQLQDTQEL LQEETRQKLN VSTKLRQLEE ERNSLQODQLD EEMEAKQNLE RHISTLNIQL SDSKKKLQDF ASTVEALEEG 1393
Missing skip
KRKLQKDLEG LSQRHEEKVA AYDKLEKTKT |[RLQQELDDLL VDLDHQS! CNLEKK!KKI’ !QLLXEEKTI SAKYAEERDR AEAEAREK!T RALSLARALE 1486
KKKFQREIES LTQQFEEKAA SYDKLEKTKN |RLQQELDDLV VDLDNQRQLV SNLEKKQKKF DQMLAEEKNI SSKYADERDR AEAEAREKET KALSLARALE 1499
KKRFQKEIEN LTQQYEEKAA AYDKLEKTKN [RLOOELDDLV VDLDNQROLV SNLEKKQRKF DQLLAEEKNI SSKYADERDR AEAEAREKET KALSLARALE 1493
Intera?s with SH3 and converter of blocked head Interacts with ELC C-lobe
EAMEQKAELE !LNKQFRTEM EDLMSSKDD! GKSV!EILEKS K!ALEQQVEE MK!QLEELED ELQATEDAKL !L!!NL!AM! AQFE“LQG! DEQSEEKKKQ 1586
EALEAKEELE RTNKMLKAEM EDLVSSKDDV GKNVHELEKS KRTLEQQVEE MKTQLEELED ELQAAEDAKL RLEVNMQAMK SQFERDLQAR DEQNEEKRRQ 1599
EALEAKEELE RTNKMLKAEM EDLVSSKDDV GKNVHELEKS KRALETQMEE MKTQLEELED ELQATEDAKL RLEVNMQALK GQFERDLQAR DEQNEEKRRQ 1593
Bend 2 Skip 2
LVRQVREMEA ELEDERKQRS MAVXARKyLE MDLKDLEAHY DSANKNRDEA IKQL!(LQAQ MK!JXRELDD TRASREEILA QAKENEKKLK SMEAEMIQLQ 1686
LLKQLHEHET ELEDERKQRA LAAAAKKKLE VDVKDLESQV DSVNKAREEA IKQLRKLQAQ MKDYQRDLDD ARAAREEIFA TARENEKKAK NLEAELIQLQ 1699
LORQLHEYET ELEDERKQRA LAAAAKKKLE GDLKDLELQA DSAIKGREEA IKQLRKLQAQ MKDFQRELED ARASRDEIFA TAKENEKKAK SLEADLMQLQ 1693
EELAAAERAK RQAQQERDEL ADEIANSSGK GALALEEKRR LEA!IAQLEE ELEEEQGNTE LINDRLKKAN LQIDQINTDL NLERSHAQKN ENARQQLE!Q 1786
EDLAAAERAR KQADLEKEEM AEELASATSG RTSLQDDKRR LEARIAQLEE ELDEEHSNIE AMSDRMRKAV QQAEQLNNEL ATERATAQKN ENARQQLERQ 1799
EDLAAAERAR KQADLEKEEL AEELASSLSG RNALQDEKRR LEARIAQLEE ELEEEQGNME AMSDRVRKAT QQAEQLSNEL ATERSTAQKN ESARQQLERQ 1793
NKELKVKLQE MEGTVKSKYK ASITALEAKY AQLEEQLDI\l TKERQAACK! VRRT!(KLKD VLLQVDDERR NAEQYKDQAD KASTRLKQLK !QLEEAEE!A 1886
NKELRSKLQE MEGAVKSKFK STIAALEAKI ASLEEQLEQE AREKQAAAKT LRQKDKKLKD ALLQVEDEKK QAEQYKDQAE KGNLRLKQLK RQLEEAEEES 1899
NKELRSKLHE MEGAVKSKFK STIAALEAKI AQLEEQVEQE AREKQAATKS LKQKDKKLKE ILLQVEDERK MAEQYKEQAE KGNARVKQLK RQLEEAEEES 1893

Positions of Mutations

ADGAEA-KPAE| 1960 " .

Disease causing
DADFNGTKASE| 1979 Disease causing?
DGDLNG-KASE| 1972

Variant of Unknown
Significance
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