
 hTRPC6 1 MSQSPAFGPRRGSSPRGAAGAAARRNESQDYLLMDSELGEDGCPQAPLPCYGYYPCFRGSDNRLAHRRQTVLREKGRRLANRGPAYMFSDRSTSLSIEEE 100
 hTRPC3 1 -----------------------------------------------------------------------MREKGRRQAVRGPAFMFNDRGTSLTAEEE 29
 hTRPC7 1 M-------------------------------------------------------LRNSTFKNMQRRHTTLREKGRRQAIRGPAYMFNEKGTSLTPEEE 45
 dmTRP 1 ----------------------------------------------------------------MGSNTESDAEKAL--GSRLDYDLMMAEEYILSDVEK 34

 hTRPC6 101 RFLDAAEYGNIPVVRKMLEECH---SLNVNCVDYMGQNALQLAVANEHLEITELLLKKENLSRVGDALLLAISKGYVRIVEAILSHPAFAEGKRLATSPS 197
 hTRPC3 30 RFLDAAEYGNIPVVRKMLEESK---TLNVNCVDYMGQNALQLAVGNEHLEVTELLLKKENLARIGDALLLAISKGYVRIVEAILNHPGFAASKRLTLSPC 126
 hTRPC7 46 RFLDSAEYGNIPVVRKMLEESK---TLNFNCVDYMGQNALQLAVGNEHLEVTELLLKKENLARVGDALLLAISKGYVRIVEAILNHPAFAQGQRLTLSPL 142
 dmTRP 35 NFILSCERGDLPGVKKILEEYQGTDKFNINCTDPMNRSALISAIENENFDLMVILLEHN--IEVGDALLHAISEEYVEAVEELLQWEETNH--------- 123

 hTRPC6 198 QSELQQDDFYAYDEDGTRFSHDVTPIILAAHCQEYEIVHTLLRKGARIERPHDYFCKCNDCNQKQKHDSFSHSRSRINAYKGLASPAYLSLSSEDPVMTA 297
 hTRPC3 127 EQELQDDDFYAYDEDGTRFSPDITPIILAAHCQKYEVVHMLLMKGARIERPHDYFCKCGDCMEKQRHDSFSHSRSRINAYKGLASPAYLSLSSEDPVLTA 226
 hTRPC7 143 EQELRDDDFYAYDEDGTRFSHDITPIILAAHCQEYEIVHILLLKGARIERPHDYFCKCNECTEKQRKDSFSHSRSRMNAYKGLASAAYLSLSSEDPVLTA 242
 dmTRP 123 -KEGQPYSWEAVDRSKSTFTVDITPLILAAHRNNYEILKILLDRGATLPMPHDVKCGCDECVTSQMTDSLRHSQSRINAYRALSASSLIALSSRDPVLTA 222

 hTRPC6 298 LELSNELAVLANIEKEFKNDYKKLSMQCKDFVVGLLDLCRNTEEVEAILNGDVETL--QSGDHGRPNLSRLKLAIKYEVKKFVAHPNCQQQLLSIWYENL 395
 hTRPC3 227 LELSNELAKLANIEKEFKNDYRKLSMQCKDFVVGVLDLCRDSEEVEAILNGDLESAEPLEVHRHKASLSRVKLAIKYEVKKFVAHPNCQQQLLTIWYENL 326
 hTRPC7 243 LELSNELARLANIETEFKNDYRKLSMQCKDFVVGVLDLCRDTEEVEAILNGDVNFQ--VWSDHHRPSLSRIKLAIKYEVKKFVAHPNCQQQLLTMWYENL 340
 dmTRP 223 FQLSWELKRLQAMESEFRAEYTEMRQMVQDFGTSLLDHARTSMELEVMLNFNHEPSHDIWCLGQRQTLERLKLAIRYKQKTFVAHPNVQQLLAAIWYDGL 322

 hTRPC6 396 SGLRQQTMAVKFLVVLAVAIGLPFLALIYWFAPCSKMGKIMRGPFMKFVAHAASFTIFLGLLVMNAADRFE--GTKLLPNETSTDNAKQLFRMKTSCFSW 493
 hTRPC3 327 SGLREQTIAIKCLVVLVVALGLPFLAIGYWIAPCSRLGKILRSPFMKFVAHAASFIIFLGLLVFNASDRFE--GITTLPNITVTDYPKQIFRVKTTQFTW 424
 hTRPC7 341 SGLRQQSIAVKFLAVFGVSIGLPFLAIAYWIAPCSKLGRTLRSPFMKFVAHAVSFTIFLGLLVVNASDRFE--GVKTLPNETFTDYPKQIFRVKTTQFSW 438
 dmTRP 323 PGFRRKQASQQLMDVVKLGCSFPIYSLKYILAPDSEGAKFMRKPFVKFITHSCSYMFFLMLLGAASLRVVQITFELLAFPWMLTMLEDWRKHERGSLPGP 422

 hTRPC6 494 MEMLIISWVIGMIWAECKEIWTQGPKEYLFELWNMLDFGMLAIFAASFIARFMAFWHASKAQSIIDANDTLKDLTKVTLGDNVKYYNLARIKWDPSDPQI 593
 hTRPC3 425 TEMLIMVWVLGMMWSECKELWLEGPREYILQLWNVLDFGMLSIFIAAFTARFLAFLQATKAQQYVDSYVQESDLSEVTLPPEIQYFTYARDKWLPSDPQI 524
 hTRPC7 439 TEMLIMKWVLGMIWSECKEIWEEGPREYVLHLWNLLDFGMLSIFVASFTARFMAFLKATEAQLYVDQHVQDDTLHNVSLPPEVAYFTYARDKWWPSDPQI 538
 dmTRP 423 IELAIITYIMALIFEELKSLYSDGLFEYIMDLWNIVDYISNMFYVTWILCRATAWVIVHRDLWFR-----------------GIDPYFPREHWHPFDPML 505

 hTRPC6 594 ISEGLYAIAVVLSFSRIAYILPANESFGPLQISLGRTVKDIFKFMVIFIMVFVAFMIGMFNLYSYYIGAKQNEA----------------------FTTV 671
 hTRPC3 525 ISEGLYAIAVVLSFSRIAYILPANESFGPLQISLGRTVKDIFKFMVLFIMVFFAFMIGMFILYSYYLGAKVNAA----------------------FTTV 602
 hTRPC7 539 ISEGLYAIAVVLSFSRIAYILPANESFGPLQISLGRTVKDIFKFMVIFIMVFVAFMIGMFNLYSYYRGAKYNPA----------------------FTTV 616
 dmTRP 506 LSEGAFAAGMVFSYLKLVHIFSINPHLGPLQVSLGRMIIDIIKFFFIYTLVLFAFGCGLNQLLWYYAELEKNKCYHLHPDVADFDDQEKACTIWRRFSNL 605

 hTRPC6 672 EESFKTLFWAIFGLSEVKSVVINYNHKFIENIGYVLYGVYNVTMVIVLLNMLIAMINSSFQEIEDDADVEWKFARAKLWFSYFEEGRTLPVPFNLVPSPK 771
 hTRPC3 603 EESFKTLFWSIFGLSEVTSVVLKYDHKFIENIGYVLYGIYNVTMVVVLLNMLIAMINSSYQEIEDDSDVEWKFARSKLWLSYFDDGKTLPPPFSLVPSPK 702
 hTRPC7 617 EESFKTLFWSIFGLSEVISVVLKYDHKFIENIGYVLYGVYNVTMVVVLLNMLIAMINNSYQEIEEDADVEWKFARAKLWLSYFDEGRTLPAPFNLVPSPK 716
 dmTRP 606 FETSQSLFWASFGLVDLVSFDLAGIKSFTRFWALLMFGSYSVINIIVLLNMLIAMMSNSYQIISERADTEWKFARSQLWMSYFEDGGTIPPPFNLCPNMK 705

 hTRPC6 772 SLFYLLLKLKKWISELFQGHKKGFQEDAEMNKINEEKKLGILGSHEDLSKLSLDKKQVGHNKQPSIRSSEDFHLNSFNNPPRQYQKIMKRLIKRYVLQAQ 871
 hTRPC3 703 SFVYFIMRI----VNFPKCRRRRLQKDIEMGMGNSKSRLNLF-------------------TQSNSRVFESHSFNSILNQPTRYQQIMKRLIKRYVLKAQ 779
 hTRPC7 717 SFYYLIMRIKMCLIKLCKSKAKSCENDLEMGMLNSKFKKTRY--------------------QAGMRNSENLTANNTLSKPTRYQKIMKRLIKRYVLKAQ 796
 dmTRP 706 MLRKTLGRKRPSRTKSFMR-------------------------------------------------------KSMERAQTLHDKVMKLLVRRYITAEQ 750

 hTRPC6 872 IDKESDEVNEGELKEIKQDISSLRYELLEEKSQNTEDLAELIRELGEKLSMEPNQEETNR---------------------------------------- 931
 hTRPC3 780 VDKENDEVNEGELKEIKQDISSLRYELLEDKSQATEELAILIHKLSEKL----NPSMLRCE--------------------------------------- 836
 hTRPC7 797 VDRENDEVNEGELKEIKQDISSLRYELLEEKSQATGELADLIQQLSEKFGKNLNKDHLRVNKGKDI---------------------------------- 862
 dmTRP 751 RRRDDYGITEDDIIEVRQDISSLRFELLEIFTNNNWDVPDIEKKSQGVARTTKGKVMERRILKDFQIGFVENLKQEMSESESGRDIFSSLAKVIGRKKTQ 850
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Figure S4. Sequence alignment of humanTRPC6 (hTRPC6), hTRPC3, hTRPC7 and Drosophila TRP (dmTRP).
Secondary structure elements are depicted above sequences (cylinders for α helices, lines for loops and dashed lines for unmodeled residues). Conserved residues 
are highlighted in purple and highly conserved residues are in blue. The residues that are involved in BTDM binding are labeled with asterisks. The non-conserved 
extended C-terminus of Drosophila TRP channel is not shown due to limited space.


