™3 S, J—— T™4

T150 L155
MC4R 127 Si[ds L L 173
MC1R 122 s L LE 168
MC2R 108 s1ESLE 154
MC3R 122 sifgnLL 168
MC5R 120 Y c 166
TAAR1 101 s 1 . BE 147
A1AR 85 SILLILL 131
A2AR 82 SIESLL 128
ADRA1 174 siLsLgT 220
ADRB3 115 SITI. VDRY L 161
CB1R 194 svigs LFL IDRY 1S IBIRP 240
H1R 104 st EsVi L IDRYE 150
H2R 96 ST LNLEMI vi¥lo p 142
M1R 103 SVINLLLISFDRYESVRIRP 149
M3R 146 SVIWINLLVISEDRYES IHRP 192
FFAIR 84 G L L GRYLGPLYQ 130
CMKLR1 115 svVE[Lid 1 sHor[d1 s v[lle vivs o NEE 161
S1PR1 122 SVESLLI 11 ery 1 TM[IEEM k1 5 N[ 167
LPA1 126 svBNL L erED T vER G HRVE 171
AT2R 122 s1 el msvDRY[|s vilKIr F[s o[ 167
B2AR 111 si@TL 1.vorYE 1P Ek¥as L] 157
D3R 108 SILNL ISIDRYE‘ viZ¥le vH Y o HEREEDE 157
5-HT4 98 s 1 FL ISLDRY BccaP LV RNKM 145
AT1R 106 svE[L LSIDRY L. 1IMHPMK S R [ 152
CCRa 115 61 Fvmims i orY L 1 H . vESs IEENS 161
DOR-1 126 SIETLEMMS VDRY I 172
ETaR 163 TVLN LSVDRYE‘ |E 209
EThR 179 TVLS LS 1DRY[ Al e AN 225
GHSR1a 121 TVLT LSVERYE TN« L viBv 1 B
KOR-1 136 SIETLYMMS VDRY I KIIE 182
MOR-1 147 SIETL[TMSVDRY I K1 193
NK1R 110 si1¥ysmvpd V. EDRYN TARCOA T c) 154
NOPR 128 spFT L. MSsVvDRYV s sEap AN Al 174
OXTR 117 sply Lo RrR[EL To[NANENA T 160
PROKR1 142 s IDRY L 186
PROKR2 133 s IDRY L 177
SS1R 135 s VLSVDRYV 181
TRH-R1 103 s 1 ERY I 149
UTR2 128 s MSERYEI 173
ViaR 129 s MTEIDRY I 174
P2Y12 102 S I 1 71 DRYECERIR P 148
CB2R 111 SV 1 DRY L[ P 157

Fig. S18: Intracellular loop two (IL2) amino acids in various class A GPCRs. The structural
dimension of the MC4R IL2 is indicated above respective sequence, as well as the in the main
text discussed specific residues T150%3% (TM3) and L155"2, The alignment was visualized
using the software BioEdit (4). Background colors indicating conservation (Blossum62 matrix)
among different receptors and reflecting chemical properties of the amino acid side chains:
black - proline; blue - positively charged; cyan/green - aromatic and hydrophobic; green -
hydrophobic; red - negatively charged; gray - hydrophilic; dark red - cysteines; and magenta -
histidine.



