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[1 scarching for new types of antiradical agents. o series ol coumarin
anides (14-16) and chroman amides (173 were designed and synthesized. Thar
structures were modificd by varying the chemical function ol both sides ol amade.
The seleeted nucleus inacid part was 7-hydroxycoumarin and the amine parts were
[-diphenylmethylpiperazine. tryptamine and 2-amino-6-methoxy quinoline.  Four
new  compounds were tested for antihiped peroxidation activity  in vitro using
thioharbiturie acid method. Coumarin anyides showed mmhibitory activity with 1Cs, of
1000-286 1M while chroman 17 was the most active with [Csy of 017 pMLo fx vivo
antilipid peroxidation activity in both normal mice and mice with head injuries were
nvestioated. Signiticant inhibition was not lfound in coumarin amides ¢ven at gh
dose of 200 mg/kg regardless of i vitro inhibiion. Chroman amide 17, however.
shaws signiticant inhibition in ex vive of 23.80 % at a dose 100 mg/kp. BESR spin
trapping method was performed (o investigate the scavenging ability against “Of]
vadical by using v-pheny-rert-butylnitrone (PBNY as spin trap. - All of chroman and
coumnarin amides suppressed the "OH gencration resulting in the decrease of signal

| arca of PBN/OH adduet. suggesied that both chroman and coumarin amdes were
Dantiradical,  The difference between the i vitre results (antilipid peroxidation and

FSRY and ex vivo results arised trom the poor aceessibility of coumarin amides in
brain due Lo the non-hindered hydroxy and low log P "The quantitative structure-
activily relationships (QSAR) of 13 previous compounds (1-13) were studied by
classical QOSAR and 3D-0QOSAR (Apex-30 and CoMEA) icchmiques. The derived 5
OSAR models gave predictive cross-validated ), of 0.597-0.978. The predictive
power ol the models was tesied by the lour new compounds {14-17). The predicted
values from all models were inoagreement with the experimental values 1 some

bextent, Apex-3D models vielded the best prediction; the aectivity of 17 was predicted

to be as pofent as in the experiment. The classical QSAR modcls indicated thal
antilipid peroxidation was attributed o the clectronic Con and By imo, sterie MR and
hydrophobic log P. The predicted activity of 17 from CoMIA was much lower than
the experimental value.  This deviation occurred according to the missing of
hydrophobic field i standard CoMEA study. Thus. the structure/physicochemical
propertics for good bioavailability wctivity should also be taken into consideration lor

drug desipn.




