Figure S9.

MC5R-Human
P2Y6-Human
P2Y6-Takifugu
P2Y6-Tetraodon
P2Y6-Medaka
P2Y6-Sickleback
P2Y6-Danio

MC5R-Human
P2Y6-Human
P2Y6-Takifugu
P2Y6-Tetraodon
P2Y6-Medaka
P2Y6-Sickleback
P2Y6-Danio

MC5R-Human
P2Y6-Human
P2Y6-Takifugu
P2Y6-Tetraodon
P2Y6-Medaka
P2Y6-Sickleback
P2Y6-Danio

MC5R-Human
P2Y6-Human
P2Y6-Takifugu
P2Y6-Tetraodon
P2Y6-Medaka
P2Y6-Sickleback
P2Y¥6-Danio

MC5R-Human
P2Y6-Human
P2Y6-Takifugu
P2Y6-Tetraodon
P2Y6-Medaka
P2Y6-Sickleback
P2Y¥6-Danio

MC5R-Human
P2Y6-Human
P2Y6-Takifugu
P2Y6-Tetraodon
P2Y6-Medaka
P2Y6-Sickleback
P2Y6-Danio

22
21
33
41
21
51
12

57
54
66
70
54
97
45

107
102
114
118
102
145

93

157
147
160
164
148
191
139

187
197
210
214
198
241
189

FHLHFLDLNLNATEGNL
LGPWNDTINGTWDGDE
—————————————————— FFTEGVISLTSLDFASSEPFTGPNTHNIIKGI
————————— MPGSAHLGPFLTESVISRTSLAFPSSEPFADLNNTNNNTN-
GADIFSVGNSSSVAET
LGNPLLFSRRLLAGSVHLFQTASCEWETETLISDSFPSDSFSTSAWPPET
—————————————————— LKMD-----=-=-====—=—==—==—-—---SLNVSTM

ADAFVIIHISDNV|IDEMISC IRAVAUASMOSL.LANAVYD Y QYTISF YAIRRYHHIMTA
E¥APCKLVRFISFYTNL){¢SILFLTCEEEET S HRELG LRIZPRSL-WeR

TM5 |

ILVCY)\#MAIJE

EFTCKLVRFQFYSNLHGSILFLTC————ISVQRYVGVCHPL"*H

A FLLTSYHMFLWRTHTK' IAALP

21
20
32
40
20
50
11

56
53
65
69
53
96
44

106
101
113
117
101
144

92

156
146
159
163
147
190
138

186
196
209
213
197
240
188

236
243
258
262
246
289
235



MC5R-Human
P2Y6-Human
P2Y6-Takifugu
P2Y6-Tetraodon
P2Y6-Medaka
P2Y6-Sickleback
P2Y¥6-Danio

MC5R-Human
P2Y6-Human
P2Y6-Takifugu
P2Y6-Tetraodon
P2Y6-Medaka
P2Y6-Sickleback
P2Y6-Danio

MC5R-Human
P2Y6-Human
P2Y6-Takifugu
P2Y6-Tetraodon
P2Y6-Medaka
P2Y6-Sickleback
P2Y¥6-Danio

237
244
259
263
247
290
236

282
293
309
313
297
340
286

307
343
334
338
322

311

TM6
AVT*T TV cOAFIHLIEMIISCPQ - - NLY[SSR- - -gMSH[NMYL
; AL OFLPFHVTRTL Y ) JRS LI RIC): i ANEERIIMY

ISFLPFHLTKTVYLVVRS| {4 3CIXTKNLFSVIYKSTR
ISFLPFHETKTVYMMVRSIQGMPCTTRNLFSVIYKST'

SFLPFHLTKTVY@VVRTLPHASCETRNLFSIIYKST'
ISFLPFHETKTVYLVVRTLPGAPCETRNLFSIIYKST'
AISFLPFHVTKTLYLLVRSLIZWVZCIHPRNLIFSVVYKSTR

o e e s > |

LDPILFYFTQPR

LDPILFYFTQPR
LDPILFYFTQPR
LDPILFYFTQPR

EINMCCRGFRIACSFPRRD---—————— e m 325
UTDUIOSEDVLGSSEDSRRTESTPAGSENTKDIRL 377
RFYLIAYTTLKG--—==—= == m——m—m 345
VIR VT 344
RL!LR TARGDKAPPTLKKHSTSASLYCRYEL-- 354

281
292
308
312
296
339
285

306
342
333
337
321
361
310



