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Abstract

The present study involves search for several axes. The first axis is a
clinical study of individuals (males and females aged 25-75 y) with
cardiovascular disease.

The activity of Lecithin: cholesterol acyl transferase (LCAT) and
glutathione peroxidase (GPx) was estimated, in addition to the level of
apolipoprotein Al (apoAl), apolipoprotein B100 (apoB100), total
cholesterol (TC), triglyceride (TG), high density lipoprotein-cholesterol
(HDL-C), low density lipoprotein-cholesterol (LDL-C), glutathione (GSH),
peroxy nitrate (PN), malondialdehyde (MDA), glucose and certain
elements (Zn, Cu, Mg and Co) in blood serum. The results showed that
there was a significant decrease in the activity of LCAT and GPx , and the
level of apoAl, HDL-C, GSH, Zn and Mg. on the other hand, it was shown
that there was a significant increase in the level of apoB100, TC, TG,
LDL-C, PN, Glu, Cu and Co but on unsignificant change in the level of
MDA for both male and females.

The second axis includes partial purification of LCAT from the
blood serum of a person suffering from atherosclerosis. Several techniques
were applied including ammonium sulphate precipitation, dialysis, ion
exchange chromatography and electrophoresis. It was found that LCAT has
one isoenzyme and optimum activity of 1000.2x10 unit/ml and a
molecular weight of 62 KDa. The axis also deals with characterizing of
LCAT and testing its inhibition by metophormine and losartan. It was
found that the optimum pH and temp. of the enzyme were 7 and 35°C,
respectively, and metophormin inhibits LCAT competitively but losartan
inhibits it non-competitively and the higher inhibition was 65.76% and
47.33% , respectively at dose 35 pg/ml.

The third axis deals with the separation and identification of some
natural products from the fruit of Annona muricata.L. The fatty acids were
been separated from the oil extracted from the fruit then identified by
applying capillary gas chromatography (CGC). On the other hand,
flavonoide and alkaloids were separated from the aqueous extract of the
fruit and then identified by HPLC. This axis also studies the effect of the



separated products on LCAT activity and it was found that these products
have positive effect on its activity.

The fourth axis of the present study tests the effect of the separated
natural products on LCAT —activity and on the level of certain biochemical
parameters in mice blood-serum with induced atherosclerosis which
occurred as a result of treating the animals with hydrogen peroxide for
three months.

The afflication with atherosclerosis was tested by histological study
of the tissues of the animals heart and blood vessels, as well as, the level of
LDL-C, HDL-C, apoAl , apoB100, TC, TG and Glu and the activity of
aspartate transaminase (AST) and alanine transaminase (ALT) in liver and
heart tissues. It was found that there was a significant decrease in the
LCAT activity and the level of apoAl and HDL-C but a significant
increase in the level each of TC, TG, LDL-C, Glu and apoB100.The
treatment of the animals by the products separated from
Annona muricata .L (oil, flavonoids and alkaloids) led to the level of
apoAl, HDL-C and a significant decrease in the level of apoB100, LDL-C,
TC, TG and Glu. The induction of atherosclerosis decrease the activity of
AST and ALT in both the liver and the heart tissues which then increased
significantly after animal-treatment by natural products separated from
Annona muricata.L fruit.

It was concluded that the decrease in LCAT activity may be
considered as a risk factor of officiation with cardiovascular diseases, and
the natural products of Annona muricata.L may have an effective role in
preventing or treating of the complications of this injury.
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