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STUDIES ON THE THREE DI MENSIONAL QUANTITATI VE STRUCTURE
ACTIVITY RELATIONSHIP OF ANTAGONISTS AT THE GLYCINE SITE
OF THE N METHYI: D ASPARTATE RECEPTOR

WANG Xiao Fang, HUANG Niu, QU Ling-Bo, YANG Guang Zhong

( Institute of Materia Medica , Chinese Acade my of Medical Sciences and
Peking Union Medical College , Bei]'ing 100050 , China)

ABSTRACT': AIM To develop a 3D QSAR model and gain further insights into the common require ments
for the binding of structurally diverse antagonists at the glycine site of the NMDA receptor. METHODS AND
RESULTS Based on comparative molecular field analysis( COMFA) , a predictive pharmacophore model was
established. The correlation between the activities and structures was significant with cross-validated value
(chv) , norr cross validated value( B) and standard error of estimate( SEE) of 0.650, 0.940 and 0.330,
respectively . CONCLUSION  The obtained model successfully mimics the steric and electrostatic environment
around ligands interacting with the receptor. It would contribute to the understanding of the pharmacology of
antagonists at the glycine site of the NMDA receptor and direct designation of novel potent lead molecules .

KEY WORDS: NMDA receptor antagonists ; comparative molecular field analysis ; 3D QSAR model





