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Introduction & Aim of the Work

INTRODUCTION

Valproate (VPA) is extensively used broad spectrum
antiepileptic drug (Davis et al., '9%¢). In many cases of
epilepsy ,the duration of treatment may be long which
emphasize the importance of long term safety of the drug. it is
as well established that VPA treatment is associated with
significant weight gain and increase in serum leptin level (Luef
et al., T++ ') respect to the long treatment period, these side
effect may increase insulin resistant and metabolic risk factors
(Luef et al., 7+ 1). Furthermore, other mechanisms have been
suggested for the pathophysiology of weight gain, of these,
impairment of beta-oxidation of fatty acids and increased

insulin secretion (Deimer and Aysun, ¥+ ¢ +).

VPA is a fatty acids derivative, which competes with free
fatty acids for albumin binding, and acts as a gamma
aminobutyric acid (GABA)-ergic agonist, mechanisms which
are known to be involved in pancreatic, beta cell regulation and
insulin secretion. Therefore, it might be suspected that VPA
therapy is associated with increased glucose stimulated
pancreatic secretion and thus a higher body weight in VPA
treated patients (Luef'et al., 7+ 7).




Introduction & Aim of the Work

AIM OF THE WORK

The aim of this work is:

Y- To evaluate the possible changes in insulin secretion,

and metabolism during VPA treatment.
Y- The role of triglycerides in those changes.

¥- The role of insulin in VPA related weight gain.




Review of Literature

Epilepsy
Definition:

Epilepsy 1s a chronic disorder or group of chronic
disorders, in which the indispensable feature is recurrence of
seizures that are typically unprovoked and usually
unpredictable (Carl et al., T+ +%).

A seizure is a transient event, a symptom of disturbed
brain function. Although seizures are the cardinal manifestation

of epilepsy, not all seizures imply epilepsy (Johnston, ¥+« £).

An epileptic seizure is the result of temporary
physiologic dysfunction of the brain caused by a self limited,
abnormal, hypersynchromous electrical discharge of cortical

neurons (Carl et al., ¥+ + ).

Convulsion is a paroxysmal; time limited changes in
motor activity and\or behavior that result from abnormal

electrical activity in the brain, (Johnston Y+ + %)

Intractable seizure is defined as inadequate control of
seizure despite treatment with conventional medications
(Francois et al., ¥+ ).

Intractable seizures in children less than Y year of age are
often associated with later on mental retardation (Hutterlocher
and Hapke, 199-).




Review of Literature

Epidemiology:

Epilepsy is a common medical condition affecting +.°-)

percent of all children in industrial countries (Hauser, !9 99).

Commission on Epidemiology and prognosis
International league against Epilepsy “ILAE” (YY) found that
the incidence of epilepsy in developing countries is more than
Yeo per Voo of normal population. This high rate in
developing countries is mainly due to acute infections, parasitic

infestations and poor postnatal care (Jallon, ¥+ ).

In Egypt, EL- Khayat et al., (! %9%), studied the prevalence of
epilepsy in primary school children and reported a prevalence
rate of ¥.2/)+++ while Massoud (' 9%Y), reported even a lower

overall prevalence of Y.3/) ++ +,
Age specific incidence:

Regarding the incidence of epilepsy, which refers to the number
of new cases occurring within a given period, Hauser et al.,
(1 99r) who studied the incidence rate in the first year of life
reported an incidence reaching as high as A+ per Y+, «v
infant. The rates then decline through childhood and
adolescence reaching plateau of ¢+ /) ++.+++ person/year in the

middle age.




