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# # 4276571933 : PHYSIOLOGY

KEY WORD: BETA-AMYLOID PROTEIN/ VALPROYL UREA/ VALPROIC ACID /
NEUROPROTECTION / P19EC
MISS BOONRAT CHANTONG : EFFECTS OF VALPROIC ACID AND VALPROYL
UREA ON BETA AMYLOID PROTEIN-INDUCED CYTOTOXICITY IN P19
EMBRYONAL CARCINOMA CELLS. THESIS ADVISOR : ASSOC. PROF.
BOONYONG TANTISIRA, Ph.D., THESIS COADVISOR : ASSOC. PROF.
DUANGDEUN MEKSURIYEN, Ph.D., 107 pp. ISBN 974-170-565-4

B-amyloid protein (AB), was reported to be toxic on neurons in vitro and in vivo
and may play a key role in the amyloid plaque formation and the pathogenesis of
Alzheimer’s disease. Accumulating evidence suggests that valproic acid (VPA) has
neurotrophic and perhaps neuropr / ions. A derivative of VPA, valproyl urea
(VPU) has a potent antico o VPA, but less neurotoxicity. The

goal of this study was to protective potential of VPA and
VPU in a model for AB-i ' @re of neuron-like cells (NLCs)
derived from P19 embryonal garcinoma \ ssessment of neuronal injury was

made by using the tetr@zoli ction as or mitochondrial activity, as
well as by the release 2hyd ., ),»and trypan blue staining to

detect damaged plasma ith aged AB,,, concentration-
dependently and time: at a concentration of 5 uM
for 72 h significantly decgea d the cell viability determined by

trypan blue exclusion ) 7 with.. easing of LDH release. Cells
treated with VPA or VPU/a he concentrat nging from 1 pM to 100 uM

produced no morphologicalfand -
eSS

and AB,,, on NLCs, significani—pfole
concentration of 100 yM and vﬁtﬁ’a‘ﬁfo‘sp

O €

least 2 times greater.tia )
of NLCs with VPA or VQ} N@uppressed the loss of redox
activity and the membrane damage caused by AB,,, ata concentration of 5 pM with
maximal protection afte f pretreat 1t _However, po t-treatment of the cells
with either VPﬁﬁ q‘Pil @%ﬂnﬁ%ﬁeﬁ ﬁwﬁe AB-induced toxicity.
VPU, like VPA, &xhibited an impact on a cell survival mechanism that might enhance
cellular_resili d pe S.ii ity, .Int V. a effective than
VPU mig‘ht possess a novel neuroprotective activity, but lacking of neurorescuing

against amyloid-related neurotoxicity. The data might provide additional insight into the
treatment of age-related neurodegenerative disorders.

Department Physiology. Student’s signature...ﬁ@?ﬂ.@j..% 1
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