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(SR 10
OCT1_consensus 1 KQA CIEL SAA PIYVGIVIELGFTRDHR- G- - - - - - - - - R 60
0OCT2_consensus 1 I KQT CIHL SAAFAP I YVGIVEELGFTPDHR-C- - - - - - - - - R 61
hSLC22A1 1 KQA CHLSAAFAPICVGIVIELGFTPDHH- G- - - - - - - - - Q 60
hSLC22A2 1 HF KQMm AL SAT PIYVGIVELGETPDHR-E- - - - - - - - - R 61
hSLC22A3 1 RRV CETGVT FLFVGVVMIELGTQRPDHYWE- - - - - - - - - RG SA AE 61
hSLC22A7 1 LRNVALBA PFIVLLPLHFLLPI ------ LPGAP NF.H 60
hSLC22A8 1 SEI SM H FLHVAIBG PILNM.NHNLLQI TAATRVHAH-8- - - - - ------- RPPHNAS 56
hSLC22A9 1M--A Q.L GHA DLWR ILQTVFESI| FAVATYLHFMLEN TA.I VHILDNDTV.DNDTGALS 68
OCT1_consensus LA AAGEA FIFIQ ------ 116
OCT2_consensus LE - GSSGEASPSQERRY EVDWNQ- - - - - - - 117
hSLC22A1 61 PAGEAFLGQERRY EVDWNQ- - - - - - - 116
hSLC22A2 62 PAGEA SPRQERRY EVDWNQ- - - - - - - 117
hSLC22A3 62 A SRGPEPPERRGR 122
hSLC22A7 61 QDVM- - - - - RE----PDGTLSSELBAFAYPQ------------- G EERQSRGELEDEP 108
hSLC22A8 57 TGPW- - - - - MG- - - - PNGKIER ---------------- DTQR- - -« ---- 90
hSLC22A9 69 QDAL- - - - - LD- - - - SNMRRPEKGREFVHPQWA- - - - - - - - - - TEDA- - - - ---- 111
OCT1_consensus 17 TPG- ADS scv SLGV 183
OCT2_consensus 118 TPG- ADS V AAV V SMS | 184
hSLC22A1 17 TPG- - ADS SCL LF SLGV! 183
hSLC22A2 118 ETPG- ANS Ssv SMS | 184
hSLC22A3 123 - VNA AlL AFTL 189
hSLC22A7 109 ATV EQKGLNRAASTFFFA VLV AVAF VAY 179
hSLC22A8 91 AME NSNKLKEMA.SI FMAGILIGGLVL RP IBTCSY 157
hSLC22A9 112 DME DSQSLTSVAKFVFMABMMVEGI LG RFVIERWCY 180
OCT1_consensus 184 LM TSMLL LVS S SGY] A LY A LVL- BSE 253
OCT2_consensus 185 [ LM TWML | LVS GWIL I G LEY A LLV- BAG 254
hSLC22A1 184 VS LM MSML L LVS SGS T . MY A LVA- BTG 253
hSLC22A2 185 LM TWML | LVS A LIG RRY A LLV- BAG 254
hSLC22A3 190 GVGVT Vv NFPV FVI VFG VIV SKQ I11-BP@& 259
hSLC22A7 180 VSTLVL LAS| ASVS.VMFAIT SALA TI IVMP EL LDV EH TVA VLSST VML- BAL 249
hSLC22A8 158 IAS SGA TFPIYMV FGISGI|TILSTV I BNV PTRMBA IMSTALGY( 227
hSLC22A9 181 VA IV@TCA LA TFLIYCSL IAAMS NTIM LA ATHRFQA- M-TLG 250
OCT1_consensus 254 L QKNGKLPPADL- - - - - - - 317
OCT2_consensus 255 F KKNGKKLPKSL- - - - - - - 318
hSLC22A1 254 L QKNGKLPPADL- - - - - - - 317
hSLC22A2 255 F KKNGKSLPASL- - - - - - - 318
hSLC22A3 260 L KCNBKYLSSNY- - - - - - - 323
hSLC22A7 250 APGI RL RPVCEDSFSQEAVS 320
hSLC22A8 228 IV.F V F| KEEGERLSLEELK 298
hSLC22A9 251 VI F HRSEGMKNARDTLTLEI LK 321
OCT1_consensus 318 KMLSLKEDSTEKLS A F L FY 387
OCT2_consensus 319 QEERKETEVGEKLN L \4 | FY 388
hSLC22A1 318 KMLSLEEDVTEKLS A K| I LY 387
hSLC22A2 319 QRLRLIEEETGKKLN L \ | [FY7 388
hSLC22A3 324 SEITVTDE- - EVSN L \ LM F1 391
hSLC22A7 321 KVAAGIHVVRRP SYL- - - F VMQTQLLFGA 387
hSLC22A8 299 LNLQKE!| SLAKAKYTA- S| Fi LMILQ!I I FGG 367
hSLC22A9 STMKKEL EAAQKKKPSLCEMLHMBIN | CKR I SL- VFELQT L FGA 391
OCT1_consensus \' 1Y s Al IMI I SQ NIT V 458
OCT2_consensus 389 N Al ITA KTTV 459
hSLC22A1 388 | 1Y S A VM | I SP NI IMCV 458
hSLC22A2 389 D Y4 AS A ASV K1 11SCL| 459
hSLC22A3 392 PG L FAA S VTA EG | A RTTVATL 462
hSLC22A7 388 PISKLLVY SVRYA TQAGT LLGTAL FGTFILLVSS MK SWSTVLAVM 458
hSLC22A8 368 K.ITI SLSYL HTTQ AALLL-G | ALT QTVRTVL VF 438
hSLC22A9 392 LANCVAPWALKYMN ASQMLLMFLLAICL Al I QEMQT.REVL TL m 462

OCT1_consensus 459 LGVMV 7l FRIEM E; TVVG VA AE 529
OCT2_consensus 460 L. LV iij Y! AS | VV AVLG KP AE 530
hSLC22A1 459 L MV il F RE| L A LG L VT VA AB 529
hSLC22A2 460 L HI il TN | KA AE 530
hSLC22A3 463 F| SL A L AA | LA S I C M 1A VIE 533
hSLC22A7 459 TEBMGLTALVGR|LEGESLA ALBDG KLTY GIA LlA TA RQAQ V|E 528
hSLC22A8 439 TEMGV SNLWT SMV § KITGE QPFI ITA LG SAA . LNQP LI8 508
hSLC22A9 463 ARAMG I NAT FAN|I AGA LA MMI.SVYSPP FF’FIS FAF] RNKPEFD EK 532
OCT1_consensus 530 NLG- RKA- - - - - P NTIYLQVQTSEL----PGT- - - 554
OCT2_consensus 531 NPH- RPR- - - - - NKEKMIYLQVLLSDI----PDN- - - 555
hSLC22A1 530 NLG- RKA- - - - - P NTIYLK TSEP---- 8SGT- - - 554
hSLC22A2 531 NMQ- RPR- - - - - KMI1YLQ KLDIl----PLN- - - 555
hSLC22A3 534 KLG- SPHSCKCGRN KT----PMSRSHL--=-------- 556
hSLC22A7 529 - - - - IK SAPTSLQEE M- - - - PMKQVQN- - - - ------ 548
hSLC22A8 509 AKKPKQEF'EV K----ASQRIPLQPHGPGLGSS 542
731 hSLC22A9 - - - ERKDPREPKQEDP- - - - RMEVTQF---------- 553

732 Supplemental Figure 1 | Multiple Sequence alignment.

46


https://doi.org/10.1101/2023.03.15.532610
http://creativecommons.org/licenses/by-nc-nd/4.0/

bioRxiv preprint doi: https://doi.org/10.1101/2023.03.15.532610; this version posted March 16, 2023. The copyright holder for this preprint
(which was not certified by peer review) is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. It is made
available under aCC-BY-NC-ND 4.0 International license.

733 Multiple sequence alignment of OCT1cs, human OCTs (SLC22A1-3), and representative human
734  OATSs (SLC22A7-9). Sequences are aligned using MAFFT>¢. E386 and D474 (numbering

735  according to hOCT1) positions are highlighted in red and 217, 244, 354, and 446 (numbering
736  according to hOCT1) in green.

737

47


https://doi.org/10.1101/2023.03.15.532610
http://creativecommons.org/licenses/by-nc-nd/4.0/



