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# 4 (C745656 MAJOR 'PHARMACOLOGY

KEY WORD: N - (2-PROPYLPENTANOYL) UREA IVALPROIC ACID / HEPATOTOXICITY
WATCHARAPORN PATCHAMART : HEPATOTOXICITY OF N-{2-PROPYLPENTANOYL} UREA IN
RATS. THESIS ADVISOR ASSO PROF. PORNPEN PRAMYOTHIN, Ph.D., THESIS CCO-ADVISOR :
ASSIS. PROF. SOMLAK  POUNGSHOMPOO, DVM. 104 PP. ISBN 974 -634 888-4

N- l2-propy|pentanoyl) urea {VPU} is one derivative of valproic acid. Hepatotoxicity induced by VPU was
studied - in rats and isolated rat hepatocytes using high gingle doses Iclose to animal lethal dose of valproic acid,
700 mg kgq) of 700 and 1,400 mg kg , orally. The increase in SGOT, SGPT and micrascopic pathological findings
were used 85 the criterion for liver injury. VPU induced fat vacuolar degeneration in the peiportal and midzonal
sreas. The 1,400 mg kg ! VPU produced more etfect than 700 mg kg - . SGPT was increased, without the increase
in SGOT. After the administration of enzyme inducers, phenobarbital and clofibrate, together with VPU, the resulting

hepatotoxicity was unchanged, comparing to rats reciving VPU alons.

In isolated rat hepatocytes, VPU at 2, 3and 4 mM decressed GSH content and increased
transaminases activities without any effact on intracellular K. After exposures of hepatocytes with enzyme inhibitors,
4 - pentenoic acid and metyrapone, together with VPU for 1and 2 hours, GSH was decressed and transamninases

activities were increased with no change in intracetiular k" and lipid peroxidation.

VPU induced hepatoxicity by high dose administration with the dose related pattern. The -mechanism  of

hepatoxicity is still not clear but may involve the production of its reactive metabolites,
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M = molar

MC = Methyl celiuiose

MDA = Malondialdehyde

MEM = Minimum Essential Medium Eagle

mg = milligram

mg/kg = milligram per kilogram body weight

mi = millilitre

mM = millimolar

MES = Maximal Electroshock Seizure test

MP = Metyrapone

NABQI = N-acetyl-p-benzoguinoneimine

PAS = Periodie acid schiff

PB = Phenobarbital

pka = dissociation constant

p.0. = per 0s

PTZ = Pantylenstetrazol induced seizure test |
SEM = Standard error of the mean

SF units/mi = Sigma- Frankel units per millilitre

SGOT = Serum glutamate oxaloacetate transaminase
SGPT = Serum giutamate pyruvate transaminase
SRF = Sustained Repetitive Firing

SSADH = Succinic Seminaldehyde Dehydrogenase
TBA = Thiobarbitiric acid

TCA = Trichloroacstic acid

VPA = Valproic acid

VPU "~ = N - (2-propylpentanoyl) urea

whv = weight by volume




1% MC
4- PA

Wi

%
BSA
CF
CNS
DMSO
ER

et al,

GABA
GABA-T
GAD
GHB
GSH
HCH
H&E
i.p.

kg
LDH
LDSO

- - At « L] (]
Aetunedgganyaluazditie

= 1% Methyl cellulose

= 4 - Pentenoic acid

= degree Celsius

= beta

= delta

= gemma

= microlitre

= omega

= percent

= Bovine serum albumin

= Clofibrate

= Central Nervous System

= Dimethyl sulfoxiide

= Endoplasmic reticulum

= et alii (and other}

= gram

= Gamma aminobutyric acid
= Gamma aminobutyric acid transaminase
= Giutamic acid decarboxylase
= Gamma hydroxybutyric acid
= Reduced glutathione

= Hydrochloric acid

= Haematoxylin and eosin

= intraperitoneal

= kilogram

= Lactate dehydrogenase

= Median Lethal Dose
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