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N2 Bk TR 41 4 18002 FhGEE 11 45 186 52 1A(G
protein-coupled receptors, GPCRs), ‘&A1 1+ MR H K
PR 2 B E A KK —P, T4k, X T-GPCRs
(1) S A6 LR ) 2 e I, X A9 a1 1 AL AE R
IS S RPN I Tt A i N s S A I LS N (DS
T DS AR B MO, v SR g TR A e R AR 2
PARPE T, AR5 53 1) 2535 1048 i 37 J7 Al (lipidic
cubic phase) /7% T HEAT 45 i SE K, XA S 20 HEAR
IR AT AR AT AT AT fE

M20004 25 4, B 2L A2 17 GPCRsI¥] i A 45 14
FITFHGPCR(CXCRI)FINMRES ) 4 & 2%, IX £L 45 Hy
FEAE P Eclass ARR, (B o T class B, class C
Ficlass FE 5. BRI 45 21 5 %2 44 (thodopsin) 4 £ 17
TERIRBCAR SN FAh f# AT (1) GPCR &5 4 v LT AR S
TR E G XL SRS v 85 S S PR I 2 AR
N U5 Ak B 7 32 /& 4(human chemokine receptor type
4, hCXCR4)\, A Y £ B K% 52 443 (human dopamine
receptor 3, hD3R)"., A Y52l 52 441 (human histamine
receptor 1, hH,R)®. A Y5 i Ji- 52 44 (human kappa
opioid receptor, hic-OR)®.  /]n i pZi ] F 52 1A (mouse
mu opioid receptor, mu-OR)!', /N FL8MY fi] - 52 &
(mouse delta opioid receptor, m8-OR)!M, A JEAFENKAZ
A& (human nociceptin/orphanin FQ receptor, hNOP)"2,
N RO 52 8 1(human protease-activated recep-
tor 1, hPART)". A5 2 32 44 (human sphingosine
1-phosphate receptor, h\SIPR1)!™. A Y& 1 "B I it f7
JIL 2 RS IR - 52 4K 1 (human corticotropin-releasing
factor receptor type 1, hNCRF1)!, A 5B =y I B 25 52
A (human glucagon receptor, hGCGR)!''FI A JSMO
%% #&(human smoothened receptor, h\SMOR)!"; 45 & i
NI AT KA 5 K 25 52 44 1 (rat neurotensin
receptor 1, INTSRI)'™., A Ji5-F4 €4 % 52 442B(human
5-hydroxytryptamine receptor 2B, h5-HT,z)!"VFI1 A J5i5-
F2 01452 8 1B(human 5-hydroxytryptamine receptor 1B,
h5-HT )™ BEAT 25 S A5 UM AT 45 5 771 1) 32 4k
NJEB2'E LI 2 822 44 (human beta2 adrenergic recep-
tor, hB,AR) 22, K B1'E [ IR 2 BE 52 14 (turkey betal
adrenergic receptor, tp;AR)>2, A\ JFEA2 52 {4 (hu-
man alpha2 adenosine receptor, hA,\R)>26 A M2
LT A7 44 (human M2 muscarinic acetylcholine re-
ceptor, htM2mAChR)" 1 1iij K SlM3 LIt [IH B 52 1A (rat
M3 muscarinic acetylcholine receptor, rM3mAChR ),

U8 ¥ 46 R ¥ 32 RCCRS(human CCRS chemokine
receptor, hCCRS)POFN A Y54 Qi B 45 21 52 48 1 (human
metabotropic glutamate receptor 1, hmGlu,)PU45F4 - L
AR AR, I HAIEM2 LR Z 74 (human M2
muscarinic acetylcholine receptor, hM2mAChR)® 47
AR G ) S AR S R R
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By IR R A R AID294™N(E R 2R
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i) ERE 28 W) B B AR A E 245 M) AZD 1283 (ethyl 6-(4-
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P2Y &5 K B BRI A% O . B LAl N 45 K IR GPCR gk
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JHIR B WRIE L [ 23 0 % T m-ms i 7KAH BLAEH,
MM F25205', R256%%, Y259%%, L2767 F1K2807%
TE B 57 7K E A8 25 9 25 AZD 1283 11 - FE (B 1C AT
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B INRE S B R, AEP2Y 5% A4 45 # b R ik
BB R CO7 5 B 2 (EE G B A TS A
FEY R AE SN A o COTITAE A RLEIANEL
TAZDI1283 145 4%, XM /R EP2Y o521 B

L

FEAE AR C AR 4 & 4%, 5905 AZD1283 A ] 1)
BCAR. FENT Ay TR S, BATTRINR-138727(3%
P kg B IS VA DI 45 & AL B 5 AZD1283 /T
NS BT EEESR, HAIIE s %1
i K HC AR (W12MeSADPEE) 5 24 4 vidy 4 AR 3 7= (an
R-13872755) ) 4 A A B — 3K, I HEARL, & sl
WRFIX PO HEVE, RIP2Y o2 i A (H R P — T A 45
B 4SRRI BE 7 AR S RC RS, & IR b o

®)

D)
V108957
Fio6% o /N;if.-
7 = 7
155t uﬂ:gl/
b D
. [vas96#]

A P2Y AR R . P2Y &5 AZD1283 53 5 FH ik A (0 s AR L0 (O BRE IR 53 Mol (O b it AR 3 I [ B AL IR 2, o (0 b 4 6 i,
T 2L 2 R 0 1 220 Sl R S R 435 I8 2 R IR A R 3 JL; B P2Y n(ER G (0 [ KF) 32 46 55 B2 15 _E IR 2532 /K(PDB ID: 2RHI, F#(0). ¥t
1M1 52 AAPAR 1(PDB: 3VW7, ¥ W (o) LA (19 0 i 161 PR AR (0 AZD1283: 4541 {%; carazolol: #5 %¢ {f; Vorapaxar: % {f; C: P2Y 52 k45 &
AZDI1283 (L L1 (OB U8 I B A SE R (S (1T 242); D: P2Y 1 5 AZD1283 45 A (Mo o ek AR MEAN LA o Jofh e 28: 4 2000 &G IR

B A T,

A: cartoon representation of P2Y,R. P2Y5R is coloured green. AZD1283 is shown as magenta spheres. Cholesterol and lipids have yellow carbons.

The disulphide bridge is shown as lime sticks. Missing loops and membrane boundaries are indicated as black and blue dashed lines, respectively; B:
side views of P2Y ;R (green cylinders) compared with B2AR (PDB accession 2RH1, brown) and PAR1 (PDB accession 3VW7, blue). The ligands
AZD1283, carazolol and vorapaxar are shown as sticks with magenta, cyan and yellow carbons, respectively; C: key residues (green carbons) in P2Y ,R

for AZD1283 (magenta carbons) binding; D: schematic representation of interactions between P2Y ;R and AZD1283. Polar interactions are shown as

red dashed lines. Other elements are coloured as follows: oxygen: red; nitrogen: dark blue; sulphur: yellow.
Ell P2YIR2FIRESHEHFIAZDI28389 R IR E M (RIS £ STHK 3211820
Fig.1 The crystal structure of P2Y12 receptor in complex with an antagonist AZD1283 (modified from reference [32])
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