Supplementary Materials

Supplemental Figure 1

M1 ™2

£l LFASFYLLDFILALVCNTLALWLFIRDHESCTRPANYFLMELAVADLECVLVLITRLUTHF 120 Q1323204 GPR17_HIMIAN
ZE T ETLY eI AWV CFFCNCFV LY VL IETYHEKSAFOUTHINLAVAD LLCVC TLP LRV YW 24 Q97271 CLTER1 HIMAN
40 FFPIVYLITFFUCYLCHGLE IV VF LM VEES T VNV FHLNLATEDLLFISTLI FRADTYL 95 QSNETE CLTRZ:HUIM
£z TLEAVYILVFIICFLGNEVATIWMFVFHMEPWECISVTHFNLALADFLYVLTLIPALIFYYF 11z P47300 PZOY1_ HUMAN
27 LFPLLYTVLFFVGLITHGLAMRIFF-QIRSKENFITFLENTVISDLLMILTFPFEILEDA 85 [5HZ44 P2Y1Z HUMAN
35 YLPVWIYGCITIFLYVGFPGNAYY IS TY IFEMEPWES S TITHLNLACTDLLYLTSLPFLIHYYA 94 (96P&3 OXGR1_HUMAN
Z5 TLEIFYCIEFVVEVLGNT IVW Y CY IF S LENWN S SNITLFNLEVED LAFLCTLIMMLIRSTA 24 QSBHAL SUCR1_HUITAN
* - * - - - - - - -*

TM3

121 SGHHWPFGEIACRELTGFLFYLMMYARSIVFLTCISADEBFLATVHPVESLELERPLYAHLAC 180 013304 GPR17_HUMAN
a5 HEGIWLFGDFLCELSTYALYWNLYCSIFFMTAMSFFECTATIVFPVOQNINLYVTQEELARFWC 144 (9TVETL CLTR1_HUMAN
100 RCENWIFCDLACRIMETELTVNMYSSIVFLTVLEVUOFLAMVOPFRLLHVTSIDSAWILCS 153  QON37E CLTRZ _HIMIAN
113 METDWIFGLAMCELQRFIFOWVNLYGSILFLTCISAHRYSGUVYPLESLGRELEEENATICIS 172  P479200 PZRY1_ HUMAN
-1 ELGTGPLETFVCOQUTSVIFTFTMYISISFLCLITIDETQETTEPFETSNPENLLGAEILS 145 (QSHEd4 P2Y1Z_ HUIMAN
Sk SCENWIFCLFMCEFIRFEFHFNLYSSILFLTCFEIFLTCVITHPMECFETHETRCAVYAC 154  Q2ePER 0XGR1_HIMAN
=1 NG-NWITCLVLCISNETVLHANLYTSILFLTFISID DYLITEYPFREHLLOEKEFATILIE 143 (QSBHAL EUCRL1_HIMIAN
+ - - - * *
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T™M4

121 AFLTVUWAVAMAPLLWEPQTVOTHNH-TVVCLOLYREEAS -—- -~ HEALVELAVAFTFPFI 234 Q13204 GPR17_HIMIAN
145 WCIWIFVILTESEPFLMANDQFDEFEN-NTECFEPPQDNQTENEVLYLHYVELFVCFIIIFY 203 Q37E7TL CLTR1_HIMIAN
160 GIIWILIMAZSIM-LLDEGEEQNCGE-VTECLELNLYE--IAKLQTMNYIALVVCCLLIFF z1E QONE7E CLTRZ _HIMIAN
173 WLVULIVVWAISPILFYEGCTGUVRENETITCYDTTEDET-LRSTFITEMCTTVAMFCUTLY 231 P47300 PZRT1_HIMIAN
146 VUIWMAFMFLLELPNMILTNRQPRDENVEECSFLESEFG-LVWHEIVNYIC-OVIFWINFL 203 (Q5HZ44 PZY1Z HITMAN
158 AVVWIISLWAVIPHMTFLITETNRIN-REACLDLTESDE-LNTIEWYTNLILTATTFCLILY 212 Q2ePcES 0XGR1_HUMAN
144 LATTWLWTLELLPILPLINPVITDN-GTTCHDFAZSCD-IPNYNLITEMCLTLLGFLIPLF 201 QSBMAE SUCR1_HIMAN
- x * -

TMS TM6

235 TIVICYLLITRSLRQGLEVE--—--ERLETEAVIMIATVLATFLWCFVERFIVNESVYVL-—- 288 Q13304 GPR17 HUMALN
204 ITIVCYTMIILTLLEESMEE---NLEPHFFEATICHMIMUVTAAFLVEFMIWEIQRYIHLE-- 252 Q37271 CLTRl:HUHAN
Zlé TLEICYLLITRVLLEVEWPESG-LEVEHREALTTIIITLIIFFLCFLEFHTLEYVHLT-- Z7Z Q9H27E CLTRZ HUMAM
£32 LILGCYGLIVREALIYED--L-D-NSPLERERTYLVIIVLTVFAWSYIPFOVMETHNLEAR 287  P47300 PZRY1_HUMAM
Z04 IVIVCYTLITEELYRSYWRTRGVGEVPREEYNVEVFITIAVFFICFYPFHOFARIPYTL-—- 261 (Q9HZ44 P2T1Z_HUMAM
213 IWTLCYTTIIHTLTHGL--Q-T-DECLEQEARDLTILLLLAFYWVCFLIWEILEOWIRIESR Z62 QOSPel 0HXGR1_HITMAN
E0Z VWHMCFFYYEIALFLEQDNDPOW-A-TALPLEERLNLVIMAVVIFSVLFTIRCVMENUVRIASD =253 QOERAL SUCR1_HIMAN
* * * * - * - - o * -

TM7

289 --HYRSHCAZCATQRILALANDITECLTESLMGALDPIMYFFWAEEFIHALCNLLCCGERLE 34& QLlz304 GIR17_HIMAN
253 --FLENETHEPCDEVLEMOQESUVVITLELALENCCFDPLLYFFEGCNFRERLETFREHELEE 31 Q37271 CLTER1_HITMAN
273 --TWEV--GLCE--DRLHEALVITLALALAMACFHPLLYYFAGENFEDRLESALTEG--- 3E3 QOINE7E CLTRZ_HIMAN
Z88 LDFOQTP--AMCAFNDEVYATYVOWTRCLASLMECVDPILYFLACDTFRRRLERATEEASLR 345 P47200 PZEYT1_HIMAN
Z6Z —-EQTRDVFDCTAENTLFYVEESTLWLTELMACLDPFIVFFLCESFRNSLISMLECPNEA 313 Q5Hz44 PZY¥1lz_HIMAN
69 LL---3--ISCSIENQIHEAYVIVAENPLAALMTFCHLLLYUVWWSDNFQQAWVCSTVECKWEG 323 QI6PES 0XGER1_HITMAN
260  LGSWHEQ--TQCT-QWWINSFYIWVIRPLAFLMEWINPVEFYFLLGDOFEDMLMMOLEHNFES 316 (9BMAEL SUCE1_HITMAN
* - - * - -

*-. * - -*

Fig. S1. Sequence alignment of hGPR17 with phylogetically related P2Y, CysLT,
and small carboxylic acid receptors.Sequences for human GPR17, Cysl(CLTR1),
CysLT2 (CLTR2), P2Y, P2Y;; 2-oxo-glutarate receptor 1 (OXGR1), and succinate

receptor 1 (SUCR1) were aligned using Clustal V&dRited transmembrane domains are



highlighted in yellow. Positively charged residubat likely form part of the orthosteric

binding site for the aligned receptors are boxegkth



