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4389104820 : MAJOR PHARMACOLOGY
KEY WORDS: ANTICONVULSANT / N-(p-AMINOBENZOYL)-1,2,3,4-TETRAHYDRO-4-METHYLQUINOLINE

SAICHOL RODPAEWPALN: ANTICONVULSANT ACTIVITY OF N- (p- AMINOBENZOYL)-1.2,3,4- TETRAHYDRO-4-
METHYLQUINOLINE. THESIS ADVISOR: ASSOC.PROF.MAYUREE TANTISIRA.Ph.D. THESIS CO-ADVISOR:
ASSOC.PROF.BOONYONG TANTISIRA,Ph.D. 102 pp. ISBN 971-4-17-3501-4

The purpose of the present study was to investigate anticonvulsant effect of N- (p-aminobenzoyl)-1,2,3,4-tetrahydro-
4-methylquinoline(CU-17-06), a newly synthesized ameltolide analog, with regards to efficacy, lethality, and neurotoxicity. In

addition, in vivo microdialysis experiments on freely mo

' g fiats were also performed in search for the possible effects of CU-

17-06 on cortical amino acid neurotransmitters {he { i ) S a@ticonvulsant activity.

CU-17-06 and ameltolide were ables the eXReF @M@ animals exclusively in Maximal Electroshock Seizure

(MES) but not in Pentylenetetrazol (P! mhen givet 4l al route in mice. CU-17-06 was less potent than

ameltolide, exhibiting the median effé 62 mg/kasaody WeTlght (B.W.) whereas the corresponding value for

ameltolide was 1.08 mg/kg B.W. B ® Senibite jai > at least 6 hours after dosing, however, with

an increment of the ED,, values. In 3t OB s¢ ler safe as indicated by no lethality was observed

in the dose up to 1,000 mg/kg B.W. wj of 63 mg/kg B.W. The median neurotoxic dose

(TD.,) of CU-17-06 established by#Rotag gst Was 320 | B mg/kg B.W. for ameltolide. Consequently

the protective index (PI= TD,./ ED,, ) § pfsameltolide (4.16 and 9 respectively), implying

that therapeutic dose of CU-17-06 \1 \""-.' pairment than that of ameltolide. However both
d tha

of them seem to be clinically safe. In: IS foun

any significant effects on the level of cortig ol ':.ﬁ_'-'n_ e, gllitamate, glycine and GABA).

ither CU-17-06 nor ameltolide was able to exert

in conclusion, the present studies cié .‘s'.‘r":r- actird] profile of anticonvulsant activity between CU-17-06 and

its parent compound,ameltolide’ dg was anticipated to produce acceptable
- - - -

neurological unwanted effect. f LT po .jt[ arity in pharmacological screening profile

and no changes on the level of brafh a BServediafter the administration of eitherCU-17-06 or

3, & 9 dF
ameltolide, it is suggestive that fese two compounds may possess similar Mechanism underlying anticonvulsant activity

observed in experimental animals. ‘rﬂ structural modmcM of CU-17-06 ma¥ I&% to the discovery of new ameltolide

AN
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