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Identification of the binding sites and selectivity of sarpogrelate,
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ABSTRACT : Rhodopsin (RH) crystal structures were used as template to build structural models
of the human serotonin-2A and -2C receptors (5S-HT(2A)R, 5S-HT(2C)R), whereas for 5-HT(2B)R,
we used our previously published three-dimensional (3D) models based on bacteriorhodopsin
(BR). Sarpogrelate, a novel 5-HT(2)R antagonist, was docked to the receptors. Molecular dynamics
(MD) simulations produced the strongest interaction for 5-HT(2A)R/sarpogrelate complex. Upon
binding, sarpogrelate constraints aromatic residues network in a stacked conﬁguratidn, preventing
activation of the receptor. These results are in good agreement with binding affinities (pKi) of
sarpogrelate for 5-HT(2) receptor family expressed in transfected cell.

WE FHSHLEZART V¥ TANTHEZYINVRT LI — Ok b S-HT,ZEHKT 7
XY= (5-HTy, 5-HTp BEUS-HT, ZEMNH T BRI BT HHEEIER. BIRE
KOWTKREA L. 97805, ORTIHEMEEZT > T L —hEUT, E F5S-HTL B
KU ZARROBEET IV E, SHTZAKICEL TR N7 F)AnRTY Uik T<
BRFTETNERHVWTETINEBEL . YIVRT L I5—bMIINSZBERBEBEETIIC
RyF T UTh 2 FEHENT 23 L —2 a3 VKK o T, SHL S8/ HIVRY
LI— MESEKIIH L TRODBWHEERNED SN, RyF I TICXOTINRIT L
I— M FBERBEDORY NV Y v VBEITHRL TZEROERMZHEIEL
T3 EWRBINTz, FAEBERIE, YRI5 —FDOS-HTL,ZBET 7 21—~

_77__



DREGBEMEDOBNZE LS HATHHOTH o .

* Niigata University of Pharmacy and Applied Life Sciences
HRENARZEEEHE |

** Hopital Lariboisiere, Paris, France

** Suntory Institute for Bioorganic Research

B2 0 AR AR

- 78 —



