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Supplementary Fig. S1. Ened sequence comparison and analysis. Mouse Ened nucleotide sequence and the partially sequenced mouse Ened
orthologue of Xenopus laevis was translated to amino acid sequence with the Transeq software (http.//www.ebi.ac.uk/emboss/transeq/). Identical
residues are depicted in red and biochemical similarities are depicted in blue. (A) Multiple alignment ofEned amino acid sequence with predicted amino
acid sequences for mouse, human, horse, opossum and chicken using MultAlin software (http.//bioinfo.genopole-toulouse.prd.fr/multalin). The
transmembrane amino acid sequence at the N-terminal was predicted using TMpred software (http://www.ch.embnet.org), and is marked with an
open box. (B) Alignment of mouse Ened with the orthologous Xenopus laevis Ened amino acid sequence showed stretches of identical sequence
regions between the two species. (GenBank Accession Nos. Mouse: EU797522; Xenopus laevis: EU746496; Human: NP001026870.1; Horse:
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HTCPOKPGOLYNHFYCSLCAPRYCKLHSSRRPRTRRNLLLGTACALYLGFLYSQYGRGSFOHGORTORGPPHG-HOIFKYPF SEIPLOGTLAPPELQ--——-GNGSTLOPNYVYITLRSKRSKPANIRGT
HTCPDKPGOLINKF ICSLCYPRYRKLHSSRRPRTRRNLLLGTRCALYLGFLYS0VGRASLOHGORAEKGPHRS-ROTAEPSFPEIPLOGTLAPPESO-———GNGSTLOPNYVYITLRSKRSKPANIRGT
HTCPDKPGOLINHF ICSLCYPRYCKLHSSRRPRTRRHLLLGTRCAIYLGFLYSOVGRASLOHRRAAEKGPROS-ROTAEASFPEIPLOGTLAPPESO---—=GNGTTLOPNYYYITLRSKRSKPANIRGT
HTCPOKPGOLINHFYCSLCIPRYLRLHSSRRPRTRRNLLLGTACALYLGFLYSOVGHYSLOHRRAPOKGPHRN-LDARGT SFLELPLOGTLAPPESO-====GNGT TLOPNYVYITLRSKRSKPANIRGT
HTFFO0PGKIKHLLICCLCSPHHLRLHTCRRLRTRR LPOHKGGYETISSRSLODAHOTAFLGIPLDSTLSAPSFOEPSLGGNGTLYPPNYYYITLRSKRSKPANIRGT
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I I
YKPERREKYAYASARPDOEYLYRPSLIOOERARARDAEYPGYVOG-YL TKYGERPHRYLRGP GYRTRGSHLOQPRARE SHIRTYSESAPSHL SKEDTRRHRLLADSEYASILPI-SKSGTRLLYLEGSTS
YEPKRREKHAVASARPGOEALVGPSLOPOQEARREADAYAPGYANGANL YKIGERPHRLYRGP GYRAGGPOFLOPSSRESNIRTYSESAPSHL SKDDTRRARLLADSAYAGLRPYSSRSGARLLYLEGGAP
VEPKRRKKYAVASLDPGOEALVGPSIQOREAARARDAEYPGYVOGGNLAKVGERPHRLIRGP GYRGGRSDFOLPKTRESNIRTYSESAPSHL SKEDTRRARLLADGAYASYOPYFSKSRARLLYLEGTAA
VEPKRREEYALASLPORQEMHTKPSIOPHGLALARDANYPGHPHKEQYDROMGOTHRLADGP =======DLOLPRTAESNIRTYSESAPPHL SKEDTYGHRLLADSATGDIOELQSLTGARLLYLEGHPR
YEPEHREKHATFFOOLGROTHANGANGAATAPEAKKHOLDTL OHKERAYRE --~-~-RYHORPGGISGRIKAD-POPEESNIRTYSESSPSHLSKEDTLSHRALADSRIESTOKLPSOK-AYLYVFEKGPS
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GSVPGLGPSPCGLLKQPLDHSEYFAFHLDRILGLNRTLPSYSRELEF IODGRPRPITLHDSSLASASHOSHSSYKITHGT YORLLKQKCHLNGRYPRPEHDC TETHHHEMSKHALFDFLLOTYNRLDTNC
GAVLRCGPSPCGLLKQPLDHSEYFAFHLDRILGLNRTLPSYSRKAEF IODGRPCPITLHDASL SSASHOTHSSYKL THGT YOOLLKQKCHONGRYPKPESGC TETHHHEMSKHALFDFLLOTYNRLDTNC
GAEPGCGPLPCGLLKQPLOASEYFAFHLDRILGLNRTLPSYSRKSEF IODGRPCPYILHDSSLSPTSHETHSSIKL THGTYOOLLKOKCHONGRYPKPENGE TETHHHEMSKHALFDFLLOIYNRLDSNC
NINPSCGTSPCGLLEKRPLDONSEYFAFHLORILGLNRTLPSYSRKSEF IODGHPCPYILHDSSLAPTONESHSSIPLTHGAYQOLLKOKCHONGRAPKAENGL TEVHHHEMSKHALFOFLLOIYNRLDVNC
TTGTACTOGHCGIIKRPLOMSEYFAFHLDRILGLNRSLPSYSRKSEFFOAGOACPYILHDSSLSPTONNTHSSYRL THGKYQQLLKOKCHONGKYPKDEHGE TETHHHEMSKHAYF DFLLOTYNRLDRHC
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| I
CGFRPRKEDACIONGLRSNCEDQTSYTLAHITORKNDPRHLYF INNKGFFORSEDNLNFKLLEGIREFPESAYSYLKSOHLROKLLOSLFLDOYYHESQOGGROGIEKLIDVIERRARILITY IHAHGARY
CGFRPREEDACYQNGLRPKCDDQGSAAL AHT TORKHDPRHLYF IDNKGFFDRSEDNLNFELLEGTKEFPASAYSYLKSOHLROKLLOSLFLDKYYHESOGGROGIEKL IDVIEHRAKILITY INAHGYKY
CGFRPREEDACYONGLRPKCDNODAYALAHT IORKHDPRHL YF IDNKGFFDRSEDNLNFELLEGIKEFPESAYSYLKSOHLROKLLOSLFLDKYYHESOGGROGIEKL IDYIEQRAKILL TY INARHGAKY
CGFRPREEDACGLKGYRRECDNPDTVEL THIVORKHDPRHLYF IDNKGFFDRSEDNLNFELLEGIKEFPESATSILKSHHLREKLLOSLFLOKYYHESOGGROGIEKL IDYIEQRAKILL TY INAHGAKY
CGFRPLKEDSCYQQGLYLRCSDQDAYDL THIVORTHOQRHL TF IDNKGFFDRSEDNLNFKILOGINEF PESAVSYLRSQRLREKLLOSLFLDKYYHESOGGRKGIEKL IDVIERRSKILL TYINAHGAKT
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HTCPOKPGOLYNHFYCSL==~CAPRYCKLMSSRRPRTRRN=LLLGTACATYLGFLYSOYGRGSFOHGOATORGPPNGHOIFKYPFSEIPLOGTL ====~APPELOGNGS===T
VEPROLQOLLSLCRSSGENSPDRTGRGSSSSSSSLKRLYCKSFYRANGRRRPNLRRAVLLICTASALYGIVIASOVLRGS THPGKALRKAGOKYLTDASYRLAGTALEGNTFYHENRQPOGGSTSSSPYT
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| + + |
LOPHYYYITLRSKRSKPANIRGTYKPKRRKKYAYASAAPDQEYLYRPSLIOOEAARARDAEYPGYVOGYL TKYGERPHRYLRGPGYRTRGSHLOOPRARESHIRITYSESAPSHLSKEDIRRARLLADSEY
LOPNY=YITLKTKRSKPANIRGTYRPKKRRKYGAR RPGYYODTESKKDT~~LHSKYPNSQHKSQAQSH-~IRGIDGHRGGRGTHO==~=~SNIRTYSDSAPPHF TKEDISANRFLSDSRT
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ASI====1 PISKSGTRLLYLEGSTSGSYPGCGPSPCGLLKQPLOKSEYFAFHLORILGLNRTLPSYSRKLEF IODGRPRPIILHOSSLASASNDSHSSYKITHGTYORLLKOKCHLNGRYPRPEHDCTET
GHIKQNLLLFESDQTPLHKHPYPPYGS=-GDCQGACGYIKRPLDMSEYFAFHLORYLGLNRTLPSYSRSLEFYQDGQPCPYILHOPSLLPTDNKTQSSTKLKHGTYQEHLRHKCHLNGKAPKADLGCTET
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HHHEMSKHALFOFLLOTYNRLOTHCCGFRPRKEDACTONGLRSHCEDOTSYTLAHIIORKNDPRHL YF INNKGFFDRSEDNLNFKLLEGIREFPESAVSYLKSOHLROKLLOSLFLDOVYHESOGGROGT
HHQEWCKHALFDFLLOYYTRLDR
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XP001500550; Opossum: XP001366268.1, Chicken XP420382.2).
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