
 
                    10        20        30        40        50        60        70        80        90       100 

                     |         |         |         | 
 
       |         |         |         |         |         | 

HsACSL6_v1  -----------------MLTFFLVSGGSLWLFVEFVLSLLEKMQTQEILRILRLPELGDLGQF-FRSLSATTLVSMGALAAILAYWFTHRPKALQPPCNL 

HsACSL6_v2  -----------------MLTFFLVSGGSLWLFVEFVLSLLEKMQTQEILRILRLPELGDLGQF-FRSLSATTLVSMGALAAILAYWFTHRPKALQPPCNL 

HsACSL6_v3  ---------------------------------………………………MQTQEILRILRLPELGDLGQF-FRSLSATTL--------------------------- 

HsACSL1_v2  ------------------------------------------MQAHELFRYFRMPELVDFRQY-VRTLPTNTLMGFGAFAALTTFWYATRPKPLKPPCDL 

HsACSL5_v1  MDALKPPCLWRNHERGKKDRDSCGRKNSEPGSPHSLEALRDAAPSQGLNFLLLFTKMLFIFNFLFSPLPTPALICILTFGAAIFLWLITRPQPVLPLLDL 

HsACSL5_v2v3----------------------------------------------…………………………MLFIFNFLFSPLPTPALICILTFGAAIFLWLITRPQPVLPLLDL 

HsACSL3_v1v2-------------------------MNNHVSSKPSTMKLKHTINPILLYFIHFLISLYTILTYIPFYFFSESRQEKS--NRIKAKPVNSKPDSAYRSVN- 

HsACSL4_v1  --------------------------------------------------------------------------………MAKRIKAKPTSDKPGSPYRSVT- 

HsACSL4_v2  ------------------------------------MKLKLNVLTIILLPVHLLITIYSALIFIPWYFLTNAKKKNAMAKRIKAKPTSDKPGSPYRSVT- 

       110       120       130       140       150       160       170       180       190       200       210 

         |         |         |         |         |         |         |         |         |         |         | 

LMQSEEVEDSGGARRSVIGSGPQLLTHYYDDARTMYQVFRRGLSISGNGPCLGFRKPKQPYQWLSYQEVADRAEFLGSGLLQHNCKACTDQFIGVFAQNRPEWIIVELAC 

LMQSEEVEDSGGARRSVIGSGPQLLTHYYDDARTMYQVFRRGLSISGNGPCLGFRKPKQPYQWLSYQEVADRAEFLGSGLLQHNCKACTDQFIGVFAQNRPEWIIVELAC 

--------DSGGARRSVIGSGPQLLTHYYDDARTMYQVFRRGLSISGNGPCLGFRKPKQPYQWLSYQEVADRAEFLGSGLLQHNCKACTDQFIGVFAQNRPEWIIVELAC 

SMQSVEVAGSGGARRSALLDSDEPLVYFYDDVTTLYEGFQRGIQVSNNGPCLGSRKPDQPYEWLSYKQVAELSECIGSALIQKGFKTAPDQFIGIFAQNRPEWVIIEQGC 

NNQSVGIE--GGARKGVSQKNNDLTSCCFSDAKTMYEVFQRGLAVSDNGPCLGYRKPNQPYRWLSYKQVSDRAEYLGSCLLHKGYKSSPDQFVGIFAQNRPEWIISELAC 

NNQSVGIE--GGARKGVSQKNNDLTSCCFSDAKTMYEVFQRGLAVSDNGPCLGYRKPNQPYRWLSYKQVSDRAEYLGSCLLHKGYKSSPDQFVGIFAQNRPEWIISELAC 

SLDGLASVLYPGCDTLDKVFTYAKNKFKNKRLLGTREVLNEEDEVQPNGKIFKKVILGQ-YNWLSYEDVFVRAFNFGNGLQMLGQK--PKTNIAIFCETRAEWMIAAQAC 

HFDSLAVIDIPGADTLDKLFDHAVSKFGKKDSLGTREILSEENEMQPNGKVFKKLILGN-YKWMNYLEVNRRVNNFGSGLTALGLK--PKNTIAIFCETRAEWMIAAQTC 

HFDSLAVIDIPGADTLDKLFDHAVSKFGKKDSLGTREILSEENEMQPNGKVFKKLILGN-YKWMNYLEVNRRVNNFGSGLTALGLK--PKNTIAIFCETRAEWMIAAQTC 

       220       230       240       250       260       270       280       290       300       310       320 

         |         |         |         |         |         |         |         |         |         |         | 

YTYSMVVVPLYDTLGPGAIRYIINTADISTVIVDKPQKAVLLLEHVERKETPGLKLIILMDPFEEALKERGQKCGVVIKSMQAVEDCGQENHQAPVP---PQPDDLSIVC 

YTYSMVVVPLYDTLGPGAIRYIINTADISTVIVDKPQKAVLLLEHVERKETPGLKLIILMDPFEEALKERGQKCGVVIKSMQAVEDCGQENHQAPVP---PQPDDLSIVC 

YTYSMVVVPLYDTLGPGAIRYIINTADISTVIVDKPQKAVLLLEHVERKETPGLKLIILMDPFEEALKERGQKCGVVIKSMQAVEDCGQANHQAPVP---PQPDDLSIVC 

FAYSMVIVPLYDTLGNEAITYIVNKAELSLVFVDKPEKAKLLLEGVENKLIPGLKIIVVMDAYGSELVERGQRCGVEVTSMKAMEDLGRANRRKPKP---PAPEDLAVIC 

YTYSMVAVPLYDTLGPEAIVHIVNKADIAMVICDTPQKALVLIGNVEKGFTPSLKVIILMDPFDDDLKQRGEKSGIEILSLYDAENLGKEHFRKPVP---PSPEDLSVIC 

YTYSMVAVPLYDTLGPEAIVHIVNKADIAMVICDTPQKALVLIGNVEKGFTPSLKVIILMDPFDDDLKQRGEKSGIEILSLYDAENLGKEHFRKPVP---PSPEDLSVIC 

FMYNFQLVTLYATLGGPAIVHALNETEVTNIITSKELLQTKLKDIV--SLVPRLRHIITVDGKPPTWSEFPK--GIIVHTMAAVEALGAKASMENQPHSKPLPSDIAVIM 

FKYNFPLVTLYATLGKEAVVHGLNESEASYLITSVELLESKLKTAL--LDISCVKHIIYVDNKAINKAEYPE--GFEIHSMQSVEELGSNPENLGIPPSRPTPSDMAIVM 

FKYNFPLVTLYATLGKEAVVHGLNESEASYLITSVELLESKLKTAL--LDISCVKHIIYVDNKAINKAEYPE--GFEIHSMQSVEELGSNPENLGIPPSRPTPSDMAIVM 

       330       340       350       360       370       380       390       400       410       420       430 

 P-loop  |         |         |         |     Gate          |         |         |         |         |         | 

FTSGTTGNPKGAMLTHGNVVADFSGFLKVTESQWAPTCADVHISYLPLAHMFERMVQSVVYCHGGRVGFFQGDI--------RLLSDDMKALCPTIFPVVPRLLNRMYD- 

FTSGTTGNPKGAMLTHGNVVADFSGFLKVTEKVIFPRQDDVLISFLPLAHMFERVIQSVVYCHGGRVGFFQGDI--------RLLSDDMKALCPTIFPVVPRLLNRMYD- 

FTSGTTGNPKGAMLTHGNVVADFSGFLKVTE-----------------------------------------GDI--------RLLSDDMKALCPTIFPVVPRLLNRMYD- 

FTSGTTGNPKGAMVTHRNIVSDCSAFVKATENTVNPCPDDTLISFLPLAHMFERVVECVMLCHGAKIGFFQGDI--------RLLMDDLKVLQPTVFPVVPRLLNRMFD- 

FTSGTTGDPKGAMITHQNIVSNAAAFLKCVEHAYEPTPDDVAISYLPLAHMFERIVQAVVYSCGARVGFFQGDI--------RLLADDMKTLKPTLFPAVPRLLNRIYD- 

FTSGTTGDPKGAMITHQNIVSNAAAFLKCVEHAYEPTPDDVAISYLPLAHMFERIVQAVVYSCGARVGFFQGDI--------RLLADDMKTLKPTLFPAVPRLLNRIYD- 

YTSGSTGLPKGVMISHSNIIAGITG---MAERIPELGEEDVYIGYLPLAHVLELSAELVCLSHGCRIGYSSPQTLADQSKIKKGSKGDTSMLKPTLMAAVPEIMDRIYKS 

YTSGSTGRPKGVMMHHSNLIAGMTG---QCERIPGLGPKDTYIGYLPLAHVLELTAEISCFTYGCRIGYSSPLTLSDQSKIKKGSKGDCTVLKPTLMAAVPEIMDRIYKS 

YTSGSTGRPKGVMMHHSNLIAGMTG---QCERIPGLGPKDTYIGYLPLAHVLELTAEISCFTYGCRIGYSSPLTLSDQSKIKKGSKGDCTVLKPTLMAAVPEIMDRIYKS 

       440       450       460       470       480       490       500       510       520       530       540 

         |         |         |         |         |         |         |         |    A-Box|         |         | 

KIFSQAN--TPLKRWLLEFAAKRKQAEVRSGIIRNDSIWDELFFNKIQASLGGCVRMIVTGAAPASPTVLGFLRAALGCQVYEGYGQTECTAGCTFTTPGDWTSGHVGAP 

KIFSQAN--TPLKRWLLEFAAKRKQAEVRSGIIRNDSIWDELFFNKIQASLGGCVRMIVTGAAPASPTVLGFLRAALGCQVYEGYGQTECTAGCTFTTPGDWTSGHVGAP 

KIFSQAN--TPLKRWLLEFAAKRKQAEVRSGIIRNDSIWDELFFNKIQASLGGCVRMIVTGAAPASPTVLGFLRAALGCQVYEGYGQTECTAGCTFTTPGDWTSGHVGAP 

RIFGQAN--TTLKRWLLDFASKRKEAELRSGIIRNNSLWDRLIFHKVQSSLGGRVRLMVTGAAPVSATVLTFLRAALGCQFYEGYGQTECTAGCCLTMPGDWTAGHVGAP 

KVQNEAK--TPLKKFLLKLAVSSKFKELQKGIIRHDSFWDKLIFAKIQDSLGGRVRVIVTGAAPMSTSVMTFFRAAMGCQVYEAYGQTECTGGCTFTLPGDWTSGHVGVP 

KVQNEAK--TPLKKFLLKLAVSSKFKELQKGIIRHDSFWDKLIFAKIQDSLGGRVRVIVTGAAPMSTSVMTFFRAAMGCQVYEAYGQTECTGGCTFTLPGDWTSGHVGVP 

NVMNKVSEMSSFQRNLFILAYNYKMEQISKG--RNTPLCDSFVFRKVRSLLGGNIRLLLCGGAPLSATTQRFMNICFCCPVGQGYGLTESAGAGTISEVWDYNTGRVGAP 

NVMSKVQEMNYIQKTLFKIGYDYKLEQIKKG--YDAPLCNLLLFKKVKALLGGNVRMMLSGGAPLSPQTHRFMNVCFCCPIGQGYGLTESCGAGTVTEVTDYTTGRVGAP 

NVMSKVQEMNYIQKTLFKIGYDYKLEQIKKG--YDAPLCNLLLFKKVKALLGGNVRMMLSGGAPLSPQTHRFMNVCFCCPIGQGYGLTESCGAGTVTEVTDYTTGRVGAP 

       550       560       570       580       590       600       610       620       630       640       650 

         |         |         |         |         |         |        |       Linker       |         |         | 

LPCNHIKLVDVEELNYWACKG---EGEICVRGPNVFKGYLKDPDRTKE--ALDSDG--WLHTGDIGKWLPAGTLKIIDRKKHIFKLAQGEYVAPEKIENIYIRSQPVAQI 

LPCNHIKLVDVEELNYWACKG---EGEICVRGPNVFKGYLKDPDRTKE--ALDSDG--WLHTGDIGKWLPAGTLKIIDRKKHIFKLAQGEYVAPEKIENIYIRSQPVAQI 

LPCNHIKLVDVEELNYWACKG---EGEICVRGPNVFKGYLKDPDRTKE--ALDSDG--WLHTGDIGKWLPAGTLKIIDRKKHIFKLAQGEYVAPEKIENIYIRSQPVAQI 

MPCNLIKLVDVEEMNYMAAEG---EGEVCVKGPNVFQGYLKDPAKTAE--ALDKDG--WLHTGDIGKWLPNGTLKIIDRKKHIFKLAQGEYIAPEKIENIYMRSEPVAQV 

LACNYVKLEDVADMNYFTVNN---EGEVCIKGTNVFKGYLKDPEKTQE--ALDSDG--WLHTGDIGRWLPNGTLKIIDRKKNIFKLAQGEYIAPEKIENIYNRSQPVLQI 

LACNYVKLEDVADMNYFTVNN---EGEVCIKGTNVFKGYLKDPEKTQE--ALDSDG--WLHTGDIGRWLPNGTLKIIDRKKNIFKLAQGEYIAPEKIENIYNRSQPVLQI 

LVCCEIKLKNWEEGGYFNTDKPHPRGEILIGGQSVTMGYYKNEAKTKADFFEDENGQRWLCTGDIGEFEPDGCLKIIDRKKDLVKLQAGEYVSLGKVEAALKNLPLVDNI 

LICCEIKLKDWQEGGYTINDKPNPRGEIVIGGQNISMGYFKNEEKTAEDYSVDENGQRWFCTGDIGEFHPDGCLQIIDRKKDLVKLQAGEYVSLGKVEAALKNCPLIDNI 

LICCEIKLKDWQEGGYTINDKPNPRGEIVIGGQNISMGYFKNEEKTAEDYSVDENGQRWFCTGDIGEFHPDGCLQIIDRKKDLVKLQAGEYVSLGKVEAALKNCPLIDNI 

       660       670       680       690       700       710       720       730       740       750       760 

         |         |         |         |         |         |         |         |         |         |         | 

YVHGDSLKAFLVGIVVPDPEVMPSWAQKRGIEGTYADLCTNKDLKKAILEDMVRLGKESGLHSFEQVKAIHIHSDMFSVQNGLLTPTLKAKRPELREYFKKQIEELYSISM 

YVHGDSLKAFLVGIVVPDPEVMPSWAQKRGIEGTYADLCTNKDLKKAILEDMVRLGKESGLHSFEQVKAIHIHSDMFSVQNGLLTPTLKAKRPELREYFKKQIEELYSISM 

YVHGDSLKAFLVGIVVPDPEVMPSWAQKRGIEGTYADLCTNKDLKKAILEDMVRLGKESGLHSFEQVKAIHIHSDMFSVQNGLLTPTLKAKRPELREYFKKQIEELYSISM 

FVHGESLQAFLIAIVVPDVETLCSWAQKRGFEGSFEELCRNKDVKKAILEDMVRLGKDSGLKPFEQVKGITLHPELFSIDNGLLTPTMKAKRPELRNYFRSQIDDLYSTIKV 

FVHGESLRSSLVGVVVPDTDVLPSFAAKLGVKGSFEELCQNQVVREAILEDLQKIGKESGLKTFEQVKAIFLHPEPFSIENGLLTPTLKAKRGELSKYFRTQIDSLYEHIQD 

FVHGESLRSSLVGVVVPDTDVLPSFAAKLGVKGSFEELCQNQVVREAILEDLQKIGKESGLKTFEQVKAIFLHPEPFSIENGLLTPTLKAKRGELSKYFRTQIDSLYEHIQD 

CAYANSYHSYVIGFVVPNQKELTELARKKGLKGTWEELCNSCEMENEVLKVLSEAAISASLEKFEIPVKIRLSPEPWTPETGLVTDAFKLKRKELKTHYQADIERMYGRK 

CAFAKSDQSYVISFVVPNQKRLTLLAQQKGVEGTWVDICNNPAMEAEILKEIREAANAMKLERFEIPIKVRLSPEPWTPETGLVTDAFKLKRKELRNHYLKDIERMYGGK 

CAFAKSDQSYVISFVVPNQKRLTLLAQQKGVEGTWVDICNNPAMEAEILKEIREAANAMKLERFEIPIKVRLSPEPWTPETGLVTDAFKLKRKELRNHYLKDIERMYGGK 

Figure 1


