OCT1_consensus CIHL SAAFAPIYVGIVIELGFTPDHR- G- - - - - - - - - R GVAELSQ 60
OCT2_consensus CIHL SAAFAPIYVGIVIELGFTPDHR- G- - - - - - - - - R GVAELSQ 61
hSLC22A1 CIEL SAAFAP ICVGIVIELGFTPDHH- G- - - - - - - - - Q GVAELSQ 60
hSLC22A2 ABLSATFAPIYVGIVELGFTPDHR- G- - - - - - - - - R GVAE L 61
hSLC22A3 CIETGVTIFAFLFVGVVIELGTQRDHYWE- - - - - - - - - RGP SAAAILAE 61
hSLC22A7 ABPRVLLPLHFLLPIEBLEAAVRARR- BA- - - - - - - - LPGAP NFIH 60
hSLC22A8 Gi PILNM.NHNLLQI ------------ RPPHNAS 56
hSLC22A9 S VHILDNDTV.DNDTGALS 68
OCT1_consensus AAGEAFPRQERRY EVDWNQ- - - - - - HL- - 116
OCT2_consensus SSGEASPSQERRYEVDWNQ- - - - - - HL- - 117
hSLC22A1 GL- GPAGEAFLGQE@RRY EVDWNQ- - - - - - HL- - 116
hSLC22A2 GP - PAGEAS.HQ ------ RL- - 17
hSLC22A3 A SRGP EPP ERRGR - A- - - - 122
hSLC22A7 61 QDVM- - - - - RE----PDGTLSS@LRFAYPQ------------- TILG- EERQSRGELEDEP 108
hSLC22A8 57 TGPMW- - - - - MG- - - - PNGKIER ---------------- N p-MbTaR- - - 9
hSLC22A9 69 QDAL- - - - - LD- - - - SNMRPEKEGRBFVHPQWQ- - - - - - - - - - TBDA- - - 1M
OCT1_consensus 17 ADSWKYV FQscv SLGV | KLCBLATT 183
OCT2_consensus 118 ADSWMLDLVQAAV SMS | | KLCBLVT | 184
hSLC22A1 17 ADSWK L FQSCL SLGV F KLC| GTV 183
hSLC22A2 118 AN SWM L. FQSSV SMS | | KLC TTV 184
hSLC22A3 123 VNAWM L TQAIL AFTL A IVIYELSC 189
hSLC22A7 109 ATV EQKGLNRAASTFFFA AV AF! L S] RRL VAY 179
hSLC22A8 91 AME] NSNKLKEMA.SI FMA GLVLE@DL S RP I BT CSY 157
hSLC22A9 112 DM E DSQSLTSVAKFVFMABMMVIGG | LGGH L S RFVIBRWCY 180
OCT1_consensus 184 @1 SAV S| LM DYTSML L SGYTHE I ALY AIFIEVGLV L- 253
OCT2_consensus 185 @ | NA | S| LM NYTWML | TEP LEY LY AIFISV@LLV- 254
hSLC22A1 184 BV NAV S| LM NYMSML L AGYTIHI SGS MY! AIFITVIGL VA - 253
hSLC22A2 185 @1 NAAA LM TYTWML | el RRY] FYQVAlYTVELLV- 254
hSLC22A3 190 @GVGVT VVAFABRNFPVFVI TCNV IV SKQ Vi FELG! 11- 259
hSLC22A7 180 VST LV LELASBMASY SMVMFAIT I IVMPBELEWLDVEHRTVAGVLSST GEVML- BAL 249
hSLC2248 158 I(ISLIAS SGA| FSITFPIYMV LSTV I ENVEWEPTRM AIMSTALGY F@QF - 227
hSLC22A9 181 VA I V@TCA TFLIYCSL NT IMEI AEWATHRFQA M-TLG. SGIAFMT 250

ICH4

OCT1_consensus TIEL L S@KRNTQM | KIIMD oK LPPADL- - 317
OCT2_consensus NI F I SQNKNAKAMK I | K KK KLPKSL- - 318
hSLC22A1 TIEL L SQKRNTEA | KIMD QK LPPADL- - 317
hSLC22A2 N 3 | SQNKNA EAMRII | K KK SLPASL- - 318
hSLC22A3 SiEL I TRKKGDKALQILRRIAKC YLSSNY- - - 323
hSLC22A7 CAPG I LT@GHVKEAHRY L LHCARLNBRPVCEDSFSQEAV S 320
hSLC22A8 FIV.F VLSGISSK LKW LRRVAV F KEEGERLSLEELK 298
hSLC22A9 YEV I F | INNKPEEGLKELRKABHRSEMKNARDTLTLEI LK 321
OCT1_consensus 318 KMLSLKEDSTEKLS F L 387
OCT2_consensus 319 QEERKETEVGEKLN Vi I 388
hSLC22A1 318 KMLSLEEDVTE F L 387
hSLC22A2 319 QRLRLIEEETGKKLN \ | 388
hSLC22A3 324 SEITVTDE- - EVSN \ LN 391
hSLC22A7 321 KVAAGERVVRRPSYL- - - BIllIF vMQTQLLFGA 387
hSLC22A8 209 LNLQKE | SLAKAKYTA- SBIIFH | LM LQ ! | FGG 367
hSLC22A9 322 STMKKEL EAAQKKKPSLCEMLHM &l F VFELQTLFGA 391

OCT1_consensus 388
OCT2_consensus 389
hSLC22A1 388
hSLC22A2 389
hSLC22A3 392

hSLC22A7 388

Y | YP LAV SNLVAGA M § 1 sQBEHWEN 1 TVACVERM 1 VIEmv e 458
10 YPWHRAANMVAGA I TAR I BDGLFWLKTTVACLERVG I TMAIEEMV C F 459
1AL % MSNLLAGA VM I B 1 SPBLHWLN | | IMCV@RM | MIC 458
M1 D YPWAIA SNMVAGARCHEA sV |Ie QWLK I 1 1 SCLERMG I TMA[Y|E 1 Ve 459
GALLIL ERL LPFAASNIV V| VTARBLPEG I A RTTVATL L M EIVY 462
SKLLVYLSVRYA LTQAGTLLGTAL FGTRLLVSS“KSWSTVL VMEKAFSEARMFTTAYLFTS 458
v
Vi

hSLC22A8 368 BAKIEI T ILsLsY LE@RHTTOMAALLLAGG IIALTI IL QTVRTVLAVFEKGCLSSSYFSCLFLYTS 438
hSLC22A9 392 LANCVAPWALKYMNRRASQMLLMFLLAICLIA I I[EVPQEMQTIHREVLATLELGASALANT LAFAHGN 462
(zchs O
OCT1_consensus 459 NF LGVMV SL M EMWAQ Gi LIETVVGLV MT VA EDAE 529
OCT2_consensus 460 [NF. X LV SL ASIWL E| VVIEAVLGL | LV K P! EBDAE 530
hSLC22A1 459 MFVANL@VMVESSL R ENWQ A LIFAVLGLL VT VA MKBIAE 529
hSLC22A2 460 [l|F L@VH I cssm YRETN I WL ESBLMV LGLV! LV KA EEAE 530
hSLC22A3 463 T LANF@VSLCSGL A L FREBAAVWL E| IFGILASICGGLVM 1A vDfv|§ 533
hSLC22A7 459 v LRQT@VGLTALVGR[LEESLAR- HAALEDGVWL SEBKLTY GIAIL.A TA RQAQ Qv g 528
hSLC22A8 439 lvilBaT@vGV sNLWT[RV@sSMY sB- BV | TGEMQPF BN YG I TALL ISAA LNQP ED LIE 508
hSLC22A9 463 [ | BARAMG | NAT FAN|I ABA LAB- Bvm 1 Bsvy sPp IYGUFPF I SGFAF RNK P FDIIQBEK 532
OCT1_consensus 530 NLG- BKA- - - - - PKENTIYLQWQTSEL- - - - PGT- - - 554
0OCT2_consensus 531 NPH- RPR- - - - - NKEKM1YLQMLLSDI- - - - PDN- - - 555
hSLC22A1 530 NLG- RKA- - - - - PKENT I YLKMQT SEP- - - - SGT- - - 554
hSLC22A2 531 NMQ- RPR- - - - - NKEKM1YLQMQKLDI----PLN-- - 555
hSLC22A3 534 KLG- SPHSCKCGRNKKT- - - - PMSRSHL- - - - - 556
hSLC22A7 529 - - - - RKSAPT SLQEEIM- - PMKQVQN- - - - .- 548
hSLC22A8 509 IWSL AKKPKQEPEVIEK- - - - ASQRIPLQPHGPGLGSS 542
hSLC22A9 533 N- - - ERKDPREPKQEDP- - - - RMEVTQF- - ------ - - 553

Supplemental Figure 1 | Multiple Sequence alignment.

Multiple sequence alignment of OCT1cs, human OCTs (SLC22A1-3), and representative
human OATs (SLC22A7-9). Sequences are aligned using MAFFT%’. E386 and D474
(numbering according to hOCT1) positions are highlighted in red and 217, 244, 354, and
446 (numbering according to hOCT1) in green.



