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ABSTRACT

A new series of chromone derivatives has been designed based on the
previous 3D QSAR, CoMFA and CoMSIA studies. Ten derivatives of this series
have been synthesized by one-pot cyclization reaction using DBU as a base. All
compounds at concentration 12.5 ug/mL were evaluated for their in vitro enzyme
inhibitory activity by HPLC assay using recombinant HIV-1 protease enzyme
expressed in FE.coli and anthranilyl His-Lys-Ala-Arg-Val-Leu-(p-NO;-Phe)-Glu-
Ala-Nle-Ser-NH; as substrate. The results showed that the inhibitory activity of the
synthesized compounds were in the range of 35-88 % inhibition. The three most
potent  compounds,  7-hydroxy-2-(4'-tert-butylphenyl)-3-(4"tert-butylbenzoyl)
chromone 1, 6-hydroxy-2-(3’-methoxyphenyl)chromone 7, and 6-hydroxy-2-(3'-
trifluoromethylphenyl) chromone 10, possessed ICsy values of 6.89 uM, 23.35 uM,
and 26.92 uM, respectively.

The results from this study correspond to the previous 3D QSAR,
comparative molecular field analysis (CoMFA) and comparative molecular
similarity indices analysis (CoMSIA) studies that compounds in this chromone
series with substituted phenyl and substituted benzoyl groups at position 2 and 3 of
the benzopyran nucleus, respectively showed high potency. Moreover, both meta
and para position of the phenyl and benzoyl rings should contain bulky substituents.
The hydrogen bond donor substituent(s) should be presented in ring A of the

benzopyran nucleus
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