nTRPC6 1 MSQSPAFGPRRGSSPRGAAGAAARRNESQDYLLMDSELGEDGCPQAPLPCYGYYPCFRGSDNRLAHRROTVLREKGRRLANRGPAYMFSDRSTSLSIEEE 100
BTRPC3 1 oo oo oo oo MREKGRRQAVRGPAFMFNDRGTSLTAEEE 29
hTRPC7 1 LRNSTFKNMORRHTTLREKGRRQAIRGPAYMFNEKGTSLTPEEE 45
dmTRP L o MGSNTESDAEKAL--GSRLDYDLMMAEEYILSDVEK 34

AR1 | AR2 — AR3 r—----

hTRPC6 101 RFLDAAEYGNIPVVRKMLEECH---SLNVNCVDYMGONALQLAVANEHLEITELLLKKENLSRVGDALLLAISKGYVRIVEAILSHPAFAEGKRLATSPS 197
hTRPC3 30 RFLDAAEYGNIPVVRKMLEESK---TLNVNCVDYMGONALQLAVGNEHLEVTELLLKKENLARIGDALLLATISKGYVRIVEAILNHPGFAASKRLTLSPC 126
hTRPC7 46 RFLDSAEYGNIPVVRKMLEESK---TLNFNCVDYMGONALQLAVGNEHLEVTELLLKKENLARVGDALLLAISKGYVRIVEAILNHPAFAQGQRLTLSPL 142

dmTRP 35  NEILSCERGDLPGVKKILEEYQGTDKFNINCTDPMNRSALISAIENENFDLMVILLEHN--IEVGDALLHAISEEYVEAVEELLOWEETNH-——-----— 123
_____ —  { AR4 ———(tH1 — [H2 s —( 1

hTRPC6 198 QSELQQODDFYAYDEDGTRESHDVTPIILAAHCQEYEIVHTLLRKGARIERPHDYFCKCNDCNQKOKHDSFSHSRSRINAYKGLASPAYLSLSSEDPVMTA 297
hTRPC3 127 EQELQODDDFYAYDEDGTRESPDITPIILAAHCQKYEVVHMLLMKGARIERPHDYFCKCGDCMEKQRHDSFSHSRSRINAYKGLASPAYLSLSSEDPVLTA 226
hTRPC7 143 EQELRDDDFYAYDEDGTRESHDITPIILAAHCQEYEIVHILLLKGARIERPHDYFCKCNECTEKQRKDSFSHSRSRMNAYKGLASAAYLSLSSEDPVLTA 242

dmTRP 123 -KEGQPYSWEAVDRSKSTETVDITPLILAAHRNNYEILKILLDRGATLPMPHDVKCGCDECVTSQMTDSLRHSOSRINAYRALSASSLIALSSRDPVLTA 222
( LH4 — LH5 —C"1He —-------- —( 1H7  —{1H8] LH9 —

hTRPC6 298 LELSNELAVLANIEKEFKNDYKKLSMQOCKDEVVGLLDLCRNTEEVEAILNGDVETL--QSGDHGRPNLSRLKLAIKYEVKKFVAHPNCOOOLLSIWYENL 395
hTRPC3 227 LELSNELAKLANIEKEFKNDYRKLSMQCKDEVVGVLDLCRDSEEVEAILNGDLESAEPLEVHRHKASLSRVKLAIKYEVKKEVAHPNCOOOLLTIWYENL 326
hTRPC7 243 LELSNELARLANIETEFKNDYRKLSMQCKDEVVGVLDLCRDTEEVEAILNGDVNFQ--VWSDHHRPSLSRIKLAIKYEVKKFVAHPNCOOOLLTMWYENL 340
dmTRP 223 FQLSWELKRLOAMESEFRAEYTEMROMVODEGTSLLDHARTSMELEVMLNFNHEPSHDIWCLGQROTLERLKLATRYKOKTEVAHPNVOOLLAATWYDGL 322

Pre-S1el Pre-S1 e2 Pre-S1 e3)| S1 | O

hTRPC6 396 SGLRQOOTMAVKFLVVLAVAIGLPFLALIYWFAPCSKMGKIMRGPFMKFVAHAASFTIFLGLLVMNAADRFE--GTKLLPNETSTDNAKQLFRMKTSCFSW 493
hTRPC3 327 SGLREQTIAIKCLVVLVVALGLPFLAIGYWIAPCSRLGKILRSPFMKFVAHAASFIIFLGLLVFNASDRFE--GITTLPNITVIDYPKQIFRVKTTIQFTW 424
hTRPC7 341 SGLRQQOSIAVKFLAVFGVSIGLPFLAIAYWIAPCSKLGRTLRSPFMKFVAHAVSFTIFLGLLVVNASDRFE--GVKTLPNETFTDYPKQIFRVKTTQFSW 438
dmTRP 323 PGFRRKQASQQLMDVVKLGCSFPIYSLKYILAPDSEGAKFMRKPEVKFITHSCSYMFFLMLLGAASLRVVQITFELLAFPWMLTMLEDWRKHERGSLPGP 422

( 2 —( 3 oo —0
.
hTRPC6 494 MEMLIISWVIGMIWAECKEIWTQGPKEYLFELWNMLDFGMLAIFAASFIARFMAFWHASKAQSIIDANDTLKDLTKVTLGDNVKYYNLARIKWDEBSDPQI 593
hTRPC3 425 TEMLIMVWVLGMMWSECKELWLEGPREYILQLWNVLDFGMLSIFIAAFTARFLAFLQATKAQQYVDSYVQESDLSEVTLPPEIQYFTYARDKWLPSDPQI 524
hTRPC7 439 TEMLIMKWVLGMIWSECKEIWEEGPREYVLHLWNLLDFGMLSIFVASFTARFMAFLKATEAQLYVDQHVQDDTLHNVSLPPEVAYFTYARDKWWRSDPQI 538

dmTRP 423 IELAIITYIMALIFEELKSLYSDGLFEYIMDLWNIVDYISNMFYVTWILCRATAWVIVHRDLWFR-—--————-—-—-————— GIDPYFPREHWHPFDPML 505
( S4 I S5 1 O
* * * *
hTRPC6 594 ISEGLYAIAVVLSFSRIAYILPANESFGPLOISLGRTVKDIFKEMVIFIMVEVAEMIGMEFNLYSYYIGAKONEA-————————————————————— ETTV 671
hTRPC3 525 ISEGLYAIAVVLSFSRIAYILPANESFGPLQISLGRTVKDIFKEMVLEIMVFFAEMIGMFILYSYYLGAKVNAA-
hTRPC7 539 ISEGLYAIAVVLSFSRIAYILPANESFGPLQISLGRTVKDIFKEMVIEIMVEVAEMIGMFNLYSYYRGAKYNPA-—========—=—=————————
dmTRP 506 LSEGAFAAGMVFSYLKLVHIFSINPHLGPLQVSLGRMIIDIIKEFFIYTLVLFAEGCGLNQLLWYYAELEKNKCYHLHPDVADFDDQEKACTIWRRESNL 605
TRP re-entrant
C——p1 P27 S6 I--A TRP helix r—----

*
hTRPC6 672 EESFKTLEWAIFGLSEVKSVVINYNHKFIENIGYVLYGVYNVTMVIVLLNMLIAMINSSFQOEIEDDADVEWKFARAKLWESYFEEGRTLPVPENLVPSPK 771
hTRPC3 603 EESFKTLEWSIFGLSEVTSVVLKYDHKFIENIGYVLYGIYNVTMVVVLLNMLIAMINSSYQEIEDDSDVEWKFARSKLWLSYFDDGKTLPPPESLVPSPK 702
hTRPC7 617 EESFKTLEFWSIFGLSEVISVVLKYDHKFIENIGYVLYGVYNVTMVVVLLNMLIAMINNSYQEIEEDADVEWKFARAKLWLSYFDEGRTLPAPENLVPSPK 716

dmTRP 606 FETSQSLEWASEGLVDLVSFDLAGIKSETRFWALLMEGSYSVINIIVLLNMLIAMMSNSYQIISERADTEWKFARSQLWMSYFEDGGTIPPPENLCENMK 705
-------------------------------------------------------------------------- CH1 [
hTRPC6 772 SLFYLLLKLKKWISELFQGHKKGFQEDAEMNKINEEKKLGILGSHEDLSKLSLDKKQVGHNKQPSIRSSEDFHLNSFNNPPROYOKIMKREIKRYVLOAQ 871
hTRPC3 703 SFVYFIMRI----VNFPKCRRRRLQKDIEMGMGNSKSRLNLF---—========—=————— TQSNSRVFESHSFNSILNQPTRYQQIMKRLIKRYVLKAQ 779
hTRPC7 717 SFYYLIMRIKMCLIKLCKSKAKSCENDLEMGMLNSKFKKTRY---—==========—-———— QAGMRNSENLTANNTLSKPTRYOKIMKRLIKRYVLKAQ 796
dmTRP 706 MLRKTLGRKRPSRTKSFMR = = == = == = = o o o o o o KSMERAQTLHDKVMKLLVRRYITAEQ 750
1 [oz7) R et e e e R
hTRPC6 872 IDKESDEVNEGELKEIKODISSLRYELLEEKSONTEDLAELIRELGEKLSMEPNQEETNR- === === === === — o mmm oo oo oo 931
hTRPC3 780 VDKENDEVNEGELKEIKODISSLRYELLEDKSQATEELAILIHKLSEKL----NPSMLRCE--- 836
hTRPC7 797 VDRENDEVNEGELKEIKODISSLRYELLEEKSQATGELADLIQQLSEKFGKNLNKDHLRVNKGKDI == === ====== === === — o —mmmmm oo 862
dmTRP 751 RRRDDYGITEDDIIEVRODISSLRFELLEIFTINNNWDVPDIEKKSQGVARTTKGKVMERRILKDFQIGFVENLKQEMSESESGRDIFSSLAKVIGRKKTQ 850

Figure S4. Sequence alignment of humanTRPC6 (hTRPC6), hTRPC3, hTRPC7 and Drosophila TRP (dmTRP).

Secondary structure elements are depicted above sequences (cylinders for a 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.



