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This study was undertaken to determine the protective effect of propolis against the hepatotoxicity and
brain damage of chlorpyrifos (CPF) in male rats. Animals were assigned to one of four groups. The first
group was used as control. Groups 2, 3 and 4 were treated with 6.8 mg CPF /kg BW (1/20 LD50); 50 mg
propolis/kg BW; CPF (6.8 mg CPF/kg BW) plus propolis (50 mg propolis/kg BW). Rats were orally
administered their respective doses daily for 28 days. Serum transaminases, glucose, lactate
dehydrogenase, total proteins, albumin, reduced glutathione, thiobarbituric acid-reactive substances,
superoxide dismutase and catalase were assessed. Also, total lipid, cholesterol, triglyceride and LDL-c
were assayed. Oral treatment with CPF was found to elicit significant deterioration in all the tested
parameters confirming its toxicity. The injury of liver tissues after CPF-treatment was confirmed by the
histological changes. Also, CPF caused significant decrease in the activity of serum and brain
cholinesterase but increased glial fibrillary acidic protein-expression and cause some histological
changes in the brain tissues. While, oral treatment with propolis plus CPF could antagonize CPFtoxicity. These results suggest that propolis may become a promising tool for wide use in reducing the
liver and brain damage during CPF-exposure.
Key words: Chlorpyrifos, propolis, rats, lipid peroxidation, antioxidant enzymes, biochemical parameters.

INTRODUCTION
Chlorpyrifos [O, O-diethyl-O-(3, 5, 6-trichloro-2-pyridyl)
phosphorothioate] is an organophosphate (OPIs)
pesticide used to control household, public health and
stored product insects. It is effective against mushroom
flies, aphids, spider mites, caterpillars, thrips and white
flies in greenhouse, outdoor fruit and vegetable crops
(Ambali, 2009). Chloropyrifos (CPF) induces toxicity
through inhibition of acetyl cholinesterase (AChE) in
addition to multiple other mechanisms (Slotkin et al.,
2005). Pesticide chemicals can induce oxidative stress by
generating free radicals and altering antioxidant levels of

the free radical scavenging enzyme activity (Sharma et
al., 2005). Exposure to CPF can differentially modify
endogenous antioxidants like superoxide dismutase
(SOD), glutathione peroxidase (GPX) and reduced
glutathione (GSH), which can lead to the development of
oxidative stress in some tissues (Bebe and
Panemangalore, 2003). Also, it has been reported that
CPF-intoxication causes a significant decrease in the
reduced glutathione (GSH) and the activities of some
antioxidant enzymes (Goel et al., 2005).
The mammalian cells reduced the adverse effect
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of lipid peroxidation via the utilization of both enzymatic
and non-enzymatic antioxidants, which scavenge the free
radicals in the living system. To control the level of
reactive oxygen species (ROS) and to protect cells under
stress conditions, mammalian tissues contain several
enzymes that scavenge ROS such as catalase (CAT)
and glutathione-S-transferase (GST). Therefore, during
oxidative stress, an increase in the exogenous supply of
antioxidants improves the capacity of the tissue to cope
with high antioxidant demands such as propolis (Goel et
al., 2009). Propolis or bee glue is a resinous hive product
collected by honey bees from plant exudates and
contains more than 160 constituents. Historically, it has
been used for various purposes such as a medicine
(Ghisalberti, 1979). Flavonoids are thought to be
responsible for many of its biological and pharmacological activities including anticancer (Valente et al.,
2011), anti-inflammatory (Nirala and Bhadauria, 2008)
and antioxidant effects (Yousef et al., 2004a).
Flavonoids and various phenolics are the most
important pharmacologically active constituents in
propolis capable of scavenging free radicals and thereby
protecting lipids from being oxidized or destroyed during
oxidative damage (Nieva Moreno et al., 2000). Propolis
has gained popularity and used extensively in healthy
drinks and foods to improve health and prevent diseases
such as inflammation, heart disease, diabetes and even
cancer (Matsuno, 1995). The role of propolis against
CPF-induced toxicity in rats has not so far been studied.
Therefore, the present study was carried out to
investigate: 1) the alterations in biochemical parameters,
free radicals and antioxidant enzymes induced by CPF
in the serum of male rats; 2) the histological alterations
induced by CPF in the liver and brain tissues and 3) the
protective effect of propolis against the possible toxicity
caused by CPF-exposure.
MATERIALS AND METHODS
Chemicals
Chlorpyrifos (CPF) was applied as a commercial emulsified
concentrate formulation containing 48% emulsifiable concentrate
chlorpyrifos (EC) (Trade name pestban) active ingredient from
Egychem a chemicals company (El-Watania Co), Egypt. The EC
was emulsified in water just before use and orally administrated to
animals by esophageal intubation, and propolis was obtained from
Superior Nutrition and Formulation by Jarrow Formulas, Los
Angeles, USA. All other used chemicals in our experiment were of
analytical grade. The dose of chloropyrifos (CPF) was 6.8 mg CPF
/kg BW (1/20 LD50). The acute oral LD50 of CPF was 136 mg /kg
BW for rats (Suleiman et al., 2010). The dose of propolis was 50
mg/kg BW. This dose was used according to the previous study of
Newairy et al. (2009).

Experimental design
Forty male Wistar rats were obtained from the animal house,
Faculty of Medicine, Alexandria University, Egypt. The weights of
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rats were about 180 to 225 g. The local committee approved the
design of the experiments, and the protocol conforms to the
guidelines of the National Institutes of Health (NIH). Animals were
caged in groups, each of five rats, and were given feed and water
ad libitum. After one week of acclimatization, animals were divided
into four equal groups. The first group was used as control. Groups
2, 3 and 4 were orally treated with CPF (6.8 mg/kg BW), the
combination of CPF (6.8 mg/kg BW) and propolis (50 mg/kg BW)
and propolis (50 mg/kg BW), respectively. Rats were orally
administered their respective doses daily, for 28 days. Rats of each
group were euthanized at the end of treatment period. Trunk blood
samples were collected from the sacrificed animals and placed
immediately on ice. Serum samples were obtained by centrifugation
at 860 g for 20 min and stored at -60°C till measurements.
Specimens of the liver and brain were fixed immediately in 10%
buffered formalin for histological study.
Biochemical parameters
The level of glucose was determined with kits from Biosystems,
S.A. Costa Brava, 30-Barcelona (Spain). The extent of lipid
peroxidation in terms of thiobarbituric acid reactive substances
(TBARS) formation was measured according to the method of
Esterbauer and Cheeseman (1990). Tissue homogenate was mixed
with 1 ml TCA (20%), 2 ml TBA (0.67%) and heated for 1 h at
100°C. After cooling, the precipitate was removed by centrifugation.
The absorbance of the sample was measured at 535 nm using a
blank containing all the reagents except the sample. Glutathione
content (GSH) was determined using commercial glutathione
reduced kits (Biodiagnostic for diagnostic reagents: Dokki, Giza,
Egypt) according to the method of Beutler et al. (1963). The
activities of liver aspartate aminotransferase (AST; EC 2.6.1.1) and
alanine aminotransferase (ALT; EC 2.6.1.2) were assayed by the
kinetic methods of Bergmeyer et al. (1986). Determination of lactate
dehydrogenase (LDH; EC 1.1.1.27) activity was carried out using
kits from SENTINEL CH. (via principle Eugenio 5-20155 MILANITALY). The catalase enzyme (CAT; EC 1.11.1.6) converts H2O2
into water. The CAT activity was measured spectrophotometrically
at 240 nm by calculating the rate of degradation of H2O2; the
substrate of the enzyme (Xu et al., 1997).
Super oxide dismutase (SOD; EC 1.15.1.1) was assayed
according to Misra and Fridovich (1972). The assay procedure
involves the inhibition of epinephrine auto-oxidation in an alkaline
medium (pH 10.2) to adrenochrome, which is markedly inhibited by
the presence of SOD. Epinephrine was added to the assay mixture
that contains the tissue supernatant. The change in extinction
coefficient was followed at 480 nm in a Spectrophotometer. Plasma
concentrations of total lipids (TL) and cholesterol were assayed by
the method of Knight et al. (1972) and Carr et al. (1993),
respectively. High density lipoprotein (HDL) and low density
lipoprotein (LDL) were determined according to the methods of
Warnick et al. (1983) and Bergmenyer (1985), respectively. The
protein content was determined by the method of Lowry et al.
(1951) using bovine serum albumin as a standard. Acetyl
cholinesterase (AChE; EC 3.1.1.7) activity was measured according
to the method of Blawen et al. (1983).
Immunohistological examination
Brain samples were fixed in 10% neutral-buffered formalin and
embedded in the paraffin wax. Six micrometer thick sections were
cut, placed on glass slides and incubated at 37°C overnight.
Dewaxed sections were incubated with protein block for 30 min and
then incubated overnight at 4°C with the polyclonal anti-glial
fibrillary acidic protein (GFAP) antibody (1:1000). Sections were
then incubated with biotinylated antirabbit IgG antibody (1:100) and
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Table 1. The effect of CPF and/or propolis administration on the levels of glucose, total proteins and
albumin and the specific activities of AST, ALT and LDH in the serum samples of male rats.

Parameter
Glucose (mg/dL)
AST (U/L)
ALT (U/L)
LDH (U/L)
Total Proteins (g/L)
Albumin (g/L)

Control
80.86±1.40
37.05 ± 0.46
26.08 ± 0.33
737.02 ± 13.64
8.25 ± 0.16
3.75 ± 0.23

CPF
136.31± 1.26**
46.23± 1.09**
54.35± 0.81**
1153.45±21.39**
4.55± 0.18**
2.82± 0.27*

CPF + Propolis
81.10 ± 0.97
39.13 ± 0.41
29.54± 0.28**
775.37 ± 12.81
8.0 ± 0.15
3.20 ± 0.23

Propolis
78.68 ± 1.06
31.56 ± 0.45**
22.82± 0.49**
716.12 ± 15.07
8.35 ± 0.23
4.12 ± 0.24

Values are expressed as means ± SE; *significantly different at P <0.05 compared to the control
group; **, significantly different at P <0.01 compared to the control group; CPF, chlorpyrifos; AST,
aspartate transaminase; ALT, alanine transaminase; LDH, lactate dehydrogenase.

Table 2. The effect of CPF and/or propolis administration on the levels of GSH and TBARS and the specific
activities of SOD and CAT in the serum samples of male rats.

Parameter
GSH (mg/dL)
TBARS (mg/dL)
SOD (U/mL)
CAT (U/mL)

Control
30.07 ± 0.57
0.66 ± 0.13
2.021 ± 0.07
48.98 ± 1.0

CPF
16.40± 0.32**
1.36± 0.06**
1.23± 0.10**
30.42± 0.70**

CPF + Propolis
29.45 ± 0.57
0.70 ± 0.01
1.87 ± 0.12
47.71 ± 1.04

Propolis
30.97 ± 0.58
0.62 ± 0.04
3.01± 0.05**
49.12 ± 1.0

Values are expressed as means ± SE; *significantly different at P <0.05 compared to the control group;
**significantly different at P <0.01 compared to the control group; CPF, chlorpyrifos, GSH: reduced glutathione;
TBARS, thiobarbituric acid-reactive substances; SOD, superoxide dismutase; CAT: Catalase.

finally with the avidin-biotin-peroxidase reagent for 30 min at room
temperature. The peroxidase reaction was visualized with DAB.
Samples were counterstained with haematoxylin. To visualize
neurons, sections were stained with Nissl staining according to the
method of Malkiewicz et al. (2006).

Histopathology
Specimens of the liver and brain tissues were fixed immediately in
10% formalin for histological studies. Then the tissues were treated
with conventional grades of alcohol and xylol, embedded in paraffin
and sectioned at 4 to 6 µm thickness. The sections were stained
with Hematoxylin and Eosin (H and E) stain for studying the
histopathological changes (Drury and Wallington, 1980).

Statistical analysis
Data were analyzed according to Steel and Torrie (1981). Statistical
significance of the difference in values of control and treated
animals was calculated by F test at 5% significance level. Data of
the present study were statistically analyzed by using Duncan’s
Multiple Range Test (SAS, 1986).

RESULTS
The effect of CPF and/or propolis on the levels of serum
biochemical parameters is summarized in Table 1.
Results from this study shows that the oral ingestion of
CPF caused functional and structural damage of liver

tissue. This damage was indicated in part through highly
significant increases in the levels of serum transaminases
(ALT and AST). They increased from 26.08 ± 0.33 and
37.05 ± 0.46 to 54.35 ± 0.81 and 46.23 ± 1.09,
respectively as shown in Table 1. Concurrent with this
result, significant elevations in the activity of LDH from
737.02 ± 13.64 to 1153.45 ±21.39 and the level of
glucose from 80.86±1.40 to 136.31 ± 1.26, respectively
were recorded in the same group when compared to the
control one. The functional damage caused by CPFtreatment was indicated by the significant decrease in the
serum total protein (4.55 ± 0.18) and albumin (2.82 ±
0.27) concentrations compared to the control levels; 8.25
± 0.16 and 3.75 ± 0.23, respectively (Table 1). This
indicates impaired synthetic and excretory functions of
the liver, respectively. The treatment with CPF plus
propolis ameliorated the levels of the tested serum
biochemical parameters compared to the control group
as shown in Table 1.
The results of the reduced glutathione content are
represented in Table 2. It is clear that, the level of
reduced GSH in the serum (16.40 ± 0.32, P < 0.05) was
greatly depleted by CPF-treatment compared to the
control group (30.07 ± 0.57). In contrast, the level of
TBARS was greatly elevated in CPF-treated group (1.36
± 0.06, P < 0.05) compared to the control group (0.66 ±
0.13). The treatment with the CPF plus propolis could
normalize the levels of reduced GSH (29.45 ± 0.57) and

Newairy and Abdou

5235

Table 3. The changes in the serum lipids profile after oral administration of male rats with chlorpyrifos and/or propolis.

Parameters (mg/dl)
Total lipids
Total cholesterol
LDL-c
HDL-c
TG

Control
460.39 ± 0.80
109.98 ± 0.57
97.10 ± 2.28
31.42 ± 0.41
81.46 ± 0.97

CPF
561.24**±3.44
126.85**±1.57
**
125.43 ±1.25
**
20.92 ± 0.44
92.10**± 0.95

CPF +Propolis
519.13**±0.71
110.10 ± 0.47
101.05 ± 2.61
31.16 ± 0.48
82.20 ± 0.81

Propolis
395.26**±1.81
105.66*±0.81
85.92 ± 1.80
41.03**± 0.66
75.18**± 1.32

The data are presented as mean ± SE, (n = 10); *significantly different at P <0.05 compared to the control group;
**significantly different at P <0.01 compared to the control group; CPF, chlorpyrifos; LDL-c, low density lipoproteincholesterol; HDL-c, high density lipoprotein-cholesterol Lipoprotein; TG, triglycerides.

TBARS (0.70 ± 0.01) compared to the control group
(30.07 ± 0.57 and 0.66 ± 0.13, respectively). Table 2
shows also that CPF-treatment caused significant (P≤
0.05) inhibition in the specific activities of catalase (30.42
± 0.70) and super oxide dismutase (1.23 ± 0.10)
compared to the control values; 48.98 ± 1.0 and 2.021 ±
0.07, respectively. On contrast, the specific activities of
serum catalase and super oxide dismutase could be
normalized after treatment with CPF plus propolis (47.71
± 1.04 and 1.87 ± 0.12, respectively).
Table 3 shows the lipids profile of all the studied groups
in this study. The results shows that the treatment of rats
with CPF induced significant (p < 0.05) increases in the
serum total lipids from 460.39 ± 0.80 to 561.24 ±3.44,
total cholesterol from 109.98 ± 0.57 to 126.85 ±1.57,
triglycerides from 81.46 ± 0.97 to 92.10 ± 0.95 and LDL-c
from 97.10 ± 2.28 to 125.43 ±1.25 while HDL-c was
significantly decreased compared to the control group
from 31.42 ± 0.41 to 20.92 ± 0.44. On the other hand,
treatment with CPF plus propolis showed amelioration in
the levels of serum total lipids, total cholesterol,
triglycerides, LDL-c and HDL-c (519.13 ±0.71, 110.10 ±
0.47, 82.20 ± 0.81, 101.05 ± 2.61 and 31.16 ± 0.48,
respectively).
Light micrographs of the liver showed degenerated
hepatocytes, dilatation and vascular congestion in
sinusoids, cytoplasmic vacuolation and degenerated
hepatocytes with pyknotic nuclei are shown in the CPFtreated rats, compared to central vein with normal
hepatocytes architecture in the control group and
propolis-treated group. Histological changes induced
after CPF-treatments were markedly reduced in the
combination group showing moderate improvement in the
hepatic cells (Figure 1).
Furthermore, CPF-treatment caused significant (p <
0.05) decrease in the activity of serum and brain AChE
(64.80 ± 0.55 and 5.49 ± 0.10, respectively) compared to
the control group (71.22 ± 0.34 and 20.23 ± 0.42,
respectively) as shown in Table 4. On contrast, the
specific activity of AChE in the serum and brain extract
could be normalized after treatment with CPF plus
propolis (70.77 ± 0.38 and 19.74 ± 0.42, respectively).
Histopathological examination of the brain showed mild

neuronal degeneration in purkinje cells, neuronal
shrinkage and nuclear pyknosis after CPF-treatment
(Figure 2), characterizing CPF-induced neuronal necrosis
as compared to the controls. The changes observed in
GFAP immunostaining revealed longer and more numerous astrocytic processes in the brain tissues of CPFtreated group as compared to controls. Our study shows
that the astrocytic density was raised in the CPF-treated
group (Figure 3).

DISCUSSION
Chlorpyrifos
Chlorpyrifos is an extensively used organophosphorus
pesticide having many urban and agricultural crop pest
control uses. The present study is an attempt to protect
against CPF-induced toxicity by propolis-treatment in
male rats. The present data showed that the activities of
serum AST, ALT and LDH were significantly (p<0.05)
increased after CPF-treatment compared to the control
group (Table 1). This fact is a conventional indicator of
liver injury (Rao, 2006). Elevation of serum AST and ALT
indicates liver damage (Akhtar et al., 2009). This agrees
with the low ALT and AST activities in the liver extract of
rats exposed to CPF in the previous findings of Zama et
al., (2007). When the liver cell membrane is damaged,
varieties of enzymes normally located in the cytosol are
released into the blood stream. Also, the elevation in the
activity of LDH suggests an increase in lysosomal
mobilization, cell necrosis and liver damage due to
pesticide toxicity (Etim et al., 2006). Chen et al. (2000)
observed a significant rise in serum LDH activity after
carbon tetrachloride-induced hepatotoxicity.
On the other hand, Table 1 indicates that the serum
total proteins and albumin were significantly (p<0.05)
decreased in the CPF-treated rats compared to the
control group, which agrees with the report of Peeples et
al. (2009). Normally, the reduction of serum proteins and
albumin levels as shown in Table 1 indicates a liver
disease. This reduction could be attributed to the
changes in the metabolism and the synthesis of the
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Figure 1. Light micrographs of the liver of rats treated: A and B, control; C and D, chlorpyrifos-treated rats; E and F, chlorpyrifos plus
propolis-treated rats and G and H, propolis-treated group.

Table 4. The effect of CPF and/or propolis administration on the specific activity of AchE in the serum samples and brain
extracts of male rats.

Parameter
AchE- serum (1)
AchE- brain (2)

Control
71.22 ± 0.34
20.23 ± 0.42

CPF
64.80**± 0.55
5.49**± 0.10

CPF + Propolis
70.77 ± 0.38
19.74 ± 0.42

Propolis
71.35 ± 0.37
20.98 ± 0.44

Values are expressed as means ± SE; **significantly different at P < 0.01 compared to the control group; 1, U/l; 2, n
mol/min/mg protein; CPF, chlorpyrifos; AchE, acetylcholine esterase.

protein and free amino acid in the liver (Li et al., 2007).
They suggested that albumin could be used as a
biomarker of CPF-toxicity. Generation of oxidative stress

and consequent lipid peroxidation by pesticides was
reported in many species. Due to the high concentration
of polyunsaturated fatty acids in cells, lipid peroxidation is
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Figure 2. Light micrographs of cerebellar cortex in rats: Control group (A) and propolistreated rats (D) showed normal histological structure of brain with dark-staining Purkinje
cell (arrow). Chlorpyrifos-treated rats (B) showed contracted, dark-staining cell bodies
described as “degenerating” Purkinje neurons (arrow) with loss of dendrites and loss of
granules in granular layer. Chloropyrifos plus propolis-treated rats (C) revealed some
amelioration of the neuron cells.

a major outcome of the free radical-mediated injury
(Verma et al., 2007).
Results of the present study show that CPF-exposure
caused significant decreases in the activities of serum
SOD and CAT (Table 2). CPF has been shown to impair
antioxidant enzyme activities either directly or through the
induction of free radicals resulting in oxidative stress (ElBanna et al., 2009). Also, the decrease of antioxidant
enzyme activities was observed after CPF-exposure in
rats (El-Kashoury and Tag El-Din, 2010). Our results
show also that CPF-exposure to male rats caused an
increase in the lipid peroxidation, as evidenced by
elevated level of TBARS and the decreased level of GSH
(Table 2). These findings agree with the results obtained
in a previous study (Saxena and Garg, 2010). They
reported that tissue lipid peroxidation is a degradative
phenomenon as a consequence of free radical chain
production and propagation which affects mainly
polyunsaturated fatty acids. Lipid peroxidation has been
used as a measure of this xenobiotic-induced oxidative
stress, which was originally defined as the disequilibrium

between prooxidants and antioxidants in the biological
systems (Bebe and Panemangalore, 2003). Once this
imbalance appears, cellular macromolecules may be
damaged by the predominant free radicals. Lipid
peroxidation was reported to be increased after exposure
to various xenobiotics (Bebe and Panemangalore, 2003).
Thus, it is an important and necessary consequence of
oxidative stress and is involved in the pathophysiology of
the number of diseases and other natural degenerative
conditions. The role of oxygen derived species in causing
cell injury or death is increasingly recognized: superoxide
and hydroxyl radicals are involved in a large number of
degenerative changes often associated with an increase
in peroxidative process and linked to low antioxidant
concentration (Slotkin et al., 2005). Mammalian cells are
equipped with both enzymatic and non-enzymatic
antioxidant defense mechanisms to minimize the cellular
damage resulting from the interaction between cellular
constituents and ROS (Goel et al., 2009). The enzymatic
antioxidant defense mechanism contains various forms of
superoxide dismutases, catalase and glutathione peroxi-
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Figure 3. Photomicrograph showing the immunohistochemical staining of anti-glial fibrillary acidic protein
(GFAP) expression in stratum moleculare-lacunosum of the cerebellar cortex in groups of rat at the end of
experiment. Brown colour rounded cells with processes are the astrocytes. A, Control group; B, chlorpyrifos
group; C, chlorpyrifos plus propolis group; D, propolis group (GFAP, 400×).

dase. Despite of the presence of these delicate cellular
antioxidant systems, an overproduction of ROS in both
intra- and extracellular spaces often occurs upon
exposure of cells or individuals to certain chemicals (Goel
et al., 2005).
An unbalanced production of ROS in localized
compartments has been reported to play a role in the
pathogenesis of a number of clinical disorders which
illustrates the importance of antioxidant defense system
in maintaining normal cellular physiology (El-sharaky et
al., 2009). Also, Suleiman et al., (2010) have reported
that lipid peroxidation was increased and the activities of
antioxidant enzymes were decreased in rat erythrocytes
on CPF-treatment which were restored to the normal
values by vitamine C-treatment. GSH acts as reducing
agent and a vital substance in detoxification and provides
antioxidant protection in the aqueous phase of cellular
systems (El-sharaky et al., 2009); its antioxidant activity
is through the thiol group of its cysteine residue. Like

ascorbic acid, another important water soluble
antioxidant, GSH can directly reduce a number of ROS
and is oxidized to GSSG in this process. Intrahepatic
glutathione was reported to afford protection against liver
dysfunction by at least two ways: 1) as a substrate of
GPx, GSH serves to reduce large variety of hydroperoxides before they attack unsaturated lipids or convert
the formed lipid hydroperoxides to the corresponding
hydroxyl compounds and 2) as a substrate of glutathioneS-transferase, it enables the liver to detoxify foreign compounds or their metabolites and to excrete the products,
preferably into the bile.
Relatively high ratios of GSI-I/GSSG are maintained
intracellularly through the action of glutathione reductase
(GR) and NADPH dependent reaction (El-Banna et al.,
2009). Also, a similar decrease in the level of GSH and
corresponding increase in GSSG has also been reported
in different parts of brain on CPF-exposure (Suleiman et
al., 2010). The present study clearly shows that CPF-
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exposure generates oxidative stress in male rats.
Table 3 also shows that treatment of rats with CPF
induced significant (p < 0.05) increases in serum total
lipids, total cholesterol, triglycerides and LDL-c compared
to the control group. The same trend was seen with other
organophosphorus pesticide (Kalender et al., 2005).
Previous studies demonstrated increases in the concentration of serum triglycerides in the experimental animals
that were treated with different insecticides, including the
organophosphate, dichlorvos (Ranjbar et al. 2002) and
carbamate furadan (Ibrahim and El-Gamal, 2003). This
elevation of serum or plasma triglycerides has been
attributed to an inhibition of the lipase enzyme activity of
both the hepatic triglycerides and plasma lipoproteins
(Goldberg et al., 1982). Also, our study showed that oral
treatment with CPF induced significant decrease in
serum HDL-c. HDL-c is mainly synthesized in the liver
and intestinal cells. It plays an important role in
cholesterol efflux from tissues and carries it back to the
liver for removal as bile acids (Shakoori et al. 1988). It
has been established that the reduced levels of HDL-c
are associated with an increased risk for coronary artery
disease (Stain, 1987).
In addition, the elevated cholesterol level in the present
study due to CPF-treatment is consistent with the finding
of Ashgar et al. (1994), who reported that total cholesterol
was elevated in male rabbits treated by methyl parathion.
The increase in the level of serum cholesterol may be
due to an increased synthesis of cholesterol in the liver
(Enan et al., 1987). The present study is in agreement
with other investigations which reported that organophosphorus pesticide cause increases in the total cholesterol
and the total lipid levels (Adham et al., 1997). The
induced increase in serum cholesterol can be attributed
to the effect of the pesticide on the permeability of liver
cell membrane (Kalender et al., 2005). Also, the increase
in serum total cholesterol level may be attributed to the
blockage of liver bile ducts causing reduction or cessation
of its secretion to the duodenum (Aldana et al., 1998).
Also, Figure 1 demonstrates the degenerative
changes in liver after CPF-treatment comprise fatty
change, individual cell necrosis, cellular infiltration and
areas of necrosis that are suggestive of acute hepatitis.
Also, cellular infiltration and the presence of newly
forming bile ducts suggest a persistent sub acute or
chronic liver injury. The damage of the liver tissues in
CPF-treated rats in the present study could be due to
injured mitochondria (Goel et al., 2005). The present
study suggests that the administration of CPF in rats
induced pathological changes in the liver tissue.
Results of this study shows that CPF-treatment caused
significant (p < 0.05) decrease in the activity of serum
and brain AChE compared to the control group (Table 4).
This is consistent with the study of Celik and Isik (2009).
They reported that in animals intoxicated with methyl
parathione and dichlorvos at sub lethal concentrations,
AChE and butyl cholinesterase (BChE) activities are
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inhibited. They also reported that inhibition of AChE may
be a better biomarker for the assessment of neurotoxic
effects in the living.
Organophosphates toxicants generally elicit their
effects by inhibition of acetyl cholinesterase, which lead
to accumulation of the neurotransmitter acetylcholine in
synapses; in the neuromuscular junction, over stimulation
of postsynaptic cholinergic receptors leads to muscle
fasciculation and eventual paralysis (Mileson et al., 1998)
Furthermore, our study showsthat the astrocytic density
was raised in the CPF-treated group (Figure 3). One of
the proteins associated with neuronal damage is glial
fibrillary acidic protein (GFAP). GFAP is a cytoplasmic
intermediate filament protein found in astrocytes.
They maintain the structural integrity of astrocytes,
especially when these cells undergo hypertrophy and
hyperplasia in response to a non-invasive CNS injury
(Norenberg, 1994) whereby, expression of GFAP is
upregulated (Abou-Donia et al., 2004). GFAP expression
in the astrocytes was more prominent compared to the
control groups. The astrocytic density of the groups
receiving CPF was greater as compared to controls. This
may be attributed to the neuroprotective effect of
astrocytes limiting neuronal damage.
It has been suggested that the metabolites of CPF;
trichloropyridinol (TCP) exert strong toxic effects on
astrocytes, compromising their neuroprotective effects
and thus increasing the neurotoxicity of CPF (Zurich et
al., 2004). A characteristic feature of gliosis, GFAP
upregulation often occurs in response to injury in the
brain (Abou-Donia et al., 2004).
Ho et al. (2007) reported that GFAP is a sensitive and
early biomarker of neurotoxicity, it’s up-regulation
preceding anatomically perceptible damages in the brain.
Findings of Lim et al. (2011) suggest that GFAP
expression is up regulated with dermal exposure to low
dose of CPF.

Propolis
Although certain compound has been tested for the
detoxification of CPF (Suleiman et al., 2010), there are no
previous studies that carried out to evaluate the curative
effect of propolis against CPF-toxicity that cause
dysfunction of the liver and brain. Treatment with
chlorpyrifos plus propolis could normalize the serum
glucose level compared to the control group (Table 1).
This suggests that propolis can control blood glucose and
modulate the metabolism of glucose (Fuliang et al. 2005).
The present data indicated that treatment with propolis
alone decreased the activities of AST, ALT and LDH in
the serum samples (Table 1).
Also, the present data showed that the treatment with
propolis alone caused reduction in TBARS level and
increased the activities of SOD and CAT and the level of
GSH in the serum (Table 2). These data are in agreement
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with the results obtained by Jasprica et al., (2007) who
reported that propolis caused reduction in the
malondialdehyd (MDA) level and increased the activities
of the antioxidant enzymes (SOD, GPx and CAT).
Moreover, the present results show that propolis could
normalize the levels of AST, ALT and LDH in the serum
(Table 1), indicating that propolis tended to prevent the
damage and suppressed the leakage of enzymes through
cellular membranes. This result is in accordance with the
findings that propolis induced reduction of the increased
activity of AST and ALT concentrations in the plasma of
galactoseamine-treated rats (Gonzalez et al., 1994). Our
results indicate an increased TBARS levels in the serum
of CPF-treated rats, implying the increased oxidative
damage to the tissues. Propolis treatments returned the
increased TBARS levels back to the control levels (Table
2). This result is in accordance with the findings that
propolis extract induced reduction of the increased
TBARS concentrations in serum of galactoseaminetreated rats (Gonzalez et al. 1994).
In the present work, CPF caused oxidative stress and
consequently decreased the activities of the antioxidant
enzymes (SOD and CAT). After treatment of rats with
chlorpyrifos plus propolis, the activities of these
antioxidant enzymes were normalized to their control
values (Table 2). Jasprica et al. (2007) showed that
propolis and related flavonoids exercise their activity
through the scavenging of hydroxyl, superoxide free
radicals and lipid peroxides. The antioxidant activities of
propolis and its polyphenolic/flavonoid components are
related to their ability to chelate metal ions and scavenge
singlet oxygen, superoxide anions, peroxyl radicals,
hydroxyl radicals and peroxynitrite (Fonseca, 2011). Also,
other previous studies of Yousef et al. (2004a) showed
that the treatment with isoflavones as antioxidant in
combination with cypermethrin minimized its hazardous
effects.
Moreover, the results of Yousef et al. (2004a)
concluded that isoflavone dosages (2.5 or 5 mg/kg body
weight), which is more than two or four times to the
amounts consumed (40 mg) in many Eastern nations,
have beneficial effect on the level of plasma lipids and
lipoproteins in rabbits. Fuliang et al. (2005) showed that
propolis elevates GPX, SOD, GST and catalase
activities. Therefore, the flavonoids of the propolis can
increase the activities of the antioxidant enzymes and
reduce the levels of the ROS. Kanbura et al. (2009) found
decreases in the plasma and the tissues (liver, kidney
and brain) malondialdehyde (MDA) levels and
normalization in the antioxidant enzyme parameters
(SOD, CAT and GSH-Px) of animals that were
administered propolis in association with propetamphos,
in comparison to the group that was administered
propetamphos alone.
Moreover, Newairy et al. (2009) found decreased levels
of the plasma and tissue (liver, kidney and brain)
malondialdehyde and ameliorations in the antioxidant

enzymes (SOD, CAT and GSH-Px) of animals that were
administered propolis in association with aluminium
chloride, in comparison to the group that was
administered aluminium chloride alone. The primary
mechanism of the effect of propolis may involve the
scavenging of free radicals that cause lipid peroxidation.
The other mechanism may comprise the inhibiting effect
of propolis on the activity of xanthine oxidase, which is
known to cause free radicals to be generated (Harris et
al. 2000). Among other studies that demonstrate the
mechanisms responsible for the antiradical and
antioxidant activities of propolis, in a trial conducted by
Matsushige et al. (1995), propolis has been found to
exhibit antioxidant activity against 1, 1-diphenyl-2picrylhydrazyl (DPPH) and the superoxide radical by
means of xanthine/xanthine oxidase and NADH/ phenazine reactions. Also, propolis was able to induce
hepatoprotective effects on paracetamol induced liver
damage in mice (Gonzalez et al.1994). Taken together,
these findings constitute evidence that the antioxidative
properties of the propolis contribute to the prevention of
damage induced by CPF in rats.
This study shows that treatment of rats with CPF plus
propolis normalized the total lipids, cholesterol,
triglycerides and low-density lipoprotein-cholesterol (LDLc) and increased high-density lipoprotein cholesterol
(HDL-c) level compared to the control group (Table 3).
These results are in agreement with those of Fuliang et
al. (2005), who found that oral administration of propolis
significantly lowered total cholesterol, triglycerides, LDL-c
and very low-density lipoprotein cholesterol (VLDL-c) in
the serum of rats while increased the serum level of HDLc. Also, Kolankaya et al. (2002) found that propolis
significantly decreased cholesterol and triglycerides.
Some studies suggested that propolis can act in several
ways to lower plasma LDL-bound cholesterol. First,
uptake of cholesterol in the gastrointestinal tract could be
inhibited. Second, LDL-c could be eliminated from the
blood via LDL receptor and finally, the activity of
cholesterol-degrading enzymes, namely cholesterol-7hydroxylase could be increased. It has been suggested
that propolis decreased total cholesterol and LDL-c while
increased HDL-c due to absorption, degradation or
elimination of cholesterol.
Other studies also show that propolis reduced
cholesterol and increased HDL-c, indicating that it may
mobilize cholesterol from extrahepatic tissues to the liver
where it is catabolised (Fuliang et al.2005). Alves et al.
(2008) reported that the hypocholesterolemic effect of
propolis is the result of a direct effect on the liver or an
indirect effect through the thyroid hormones, since the
thyroid hormones affect reactions in almost all the
pathways of lipid metabolism. Furthermore, the specific
activity of AChE in the serum and brain extract could be
normalized after treatment with CPF plus propolis.
This study shows also that the astrocytic density was
raised in the CPF-treated group (Figure 3). El-Masry et

Newairy and Abdou

al. (2011) reported that propolis increased brain vitamin
C, vitamin E and P-SH levels in rat's brain that was
treated with propolis alone/or in combination with Pb.
They concluded that propolis has beneficial effects and
could be able to antagonize Pb-induced neurotoxicity.
The biological effects exhibited by propolis could be
related to an overall effect of the phenolic compounds
present in propolis. Caffeic acid phenethyl ester (CAPE)
is an active component of propolis and has been used in
traditional medicine to treat a number of diseases, CAPE
treatment have been shown to protect tissues from ROS
mediated oxidative stress and reduce lipid peroxidation in
ischemia and toxic injuries. The antioxidant activity of
CAPE is due to the presence of two hydroxyl groups in its
structure (Sud’ina et al., 1993).
Twelve (12) different flavonoids, pinocembrin, acacetin,
chrysin, rutin, catechin, naringenin, galangin, luteolin,
kaemferol, a pigenin, myricetin and quercetin, two
phenolic acids, cinnamic and caffeic acid are present in
propolis (El-Masry et al., 2011). Propolis contains acid
derivatives such as benzoic-4- hydroxy benzoic which
improves the digestive utilization of calcium, phosphorus
and magnesium (Haro et al., 2000). Furthermore, it has
been reported that Chinese propolis contains many
biologically active constituents expected to be useful for
improvement of the neuropathological conditions in the
injured spinal cord (Usia et al., 2002) and to protect the
brain from ischemia-reperfusion injury (Khan et al., 2007).
Therefore, CAPE is one of the most probable candidates
that may act beneficially after traumatic spinal cord injury
(Song et al., 2002). Chrysin, a flavonoid of highest
concentration in Chinese propolis, potentially represents
anti-oxidative capacity in neuronal cell death and exhibits
an anti-inflammatory effect by inhibiting iNOS mRNA and
NO production (Izuta et al., 2008).

Conclusion
CPF has adverse effects on human health. Our results
report that CPF induced oxidative damage and caused
damage to the liver and brain of the male rats while,
propolis administered in combination with chloropyrifos
minimized its hazardous effect. In addition, propolis alone
was proved to be beneficial in decreasing the levels of
free radicals and lipids and increasing the activities of the
antioxidant enzymes. Consequently, the exposure to CPF
should be reduced. Also, the intake of propolis as
supplement could be a beneﬁcial way to overcome the
toxicity of CPF-exposure.
ACKNOWLEDGEMENT
The
authors
gratefully
acknowledge
critical
Immunohistological examinations by Prof. Dr. Sheiref
Bayomy, Prof of Pathology, Faculty of Science,
Alexandria University, Egypt.

5241

REFERENCES
Abou-Donia MB, Khan WA, Suliman HB, Abdel-Rahman AA, Jensen KF
(2004). Stress and combined exposure to low doses of
pyridostigmine
bromide,
DEET,
and
ermethrin
produce
neurochemical and neuropathological alterations in cerebral cortex,
hippocampus, and cerebellum. J. Toxicol. Environ. Health 67(2):163192.
Adham KG, Khairalla A, Abu-Shabana M, Abdel-Maguid N, Abd ElMoneim A (1997). Environmental stress in Lake Maryut and
physiological response of Tilipia Zilli Gerv. J. Environ. Sci. Health
Part A. 32:2585-2598.
Akhtar N, Srivastava MK, Raizada RB (2009).
Assessment of
chlorpyrifos toxicity on certain organs in rat, Rattus norvegicus. J.
Environ. Biol. 30(6):1047-1053.
Aldana L, De Mejía EG, Craigmill A, Tsutsumi V, Armendariz-Borunda
J, Panduro A, Rincón AR (1998). Cypermethrin increases apo A-1
and apo BmRNA but not hyperlipidemia in rats. Toxicol. Lett. 95:3139.
Alves MJQF, Mesquita FF, Sakaguti M, Tardivo AC (2008).
Hypocholesterolemic effect of propolis caffeic acids. Revista
Brasileira de Plantas Medicinais. 10(1):100-105.
Ambali SF (2009). Ameliorative effects of vitamins C and E on
neurotoxicological, haematological and biochemical changes induced
by chronic chlorpyrifos in Wistar rats. PhD Dissertation. Ahmadu
Bello University, Zaria, Nigeria.
Ashgar M, Sheikh MA, Hashmi A (1994). Effects of orally fed methyl
parathion on some hematochemical parameters of rabbits. Pakistan
Vet. J. 14:34-36.
Bebe FN, Panemangalore M (2003). Exposure to low doses of
endosulfan and chlorpyrifos modifies endogenous antioxidants in
tissues of rats. J. Environ. Sci. Health Part B. 38:349-163.
Bergmenyer HU (1985). Methods of Enzymatic Analysis. 3rd ed., vol.
VIII:154-160.
Bergmeyer HU, Herder M, Red R (1986). Approved recommendation on
IFCC methods for the measurement of catalytic concentration of
enzymes. Part 3. FCC Method for alanine aminotransferase. J. Clin.
Chem. Clin. Biochem. 24:481-489.
Beutler E, Duron O, Kelly BM (1963). Improved method for the detection
of blood glutathione. J. Lab. Clin. Med. 61:882-888.
Blawen DH, Poppe WA, Trischler W (1983). The effect of subacute
doses of organophosphorus pesticide, nuvacron, on the biochemical
and cytogenetic parameters of mice and their embryos. J. Clin.
Chem. Biochem. 21:381-386.
Carr TP, Andressen CJ, Rudel LL (1993). Enzymatic determination of
triglyceride, free cholesterol and total cholesterol in tissue lipid
extracts. Clin. Biochem. 26:39-42.
Celik I, Isik I (2009). Neurotoxic effects of subacute exposure of
dichlorvos and methyl parathion at sublethal dosages in rats. Pestic.
Biochem. Physiol. 94:1-4.
Chen W, Kennedy DO, Kojma A, Matsui-Yuasa I (2000). Poly-amines
and thiols in the cytoprotective effect of L-cystein and L-methionine
on carbon tetrachloride-induced hepatotoxicity. Amino acids. 18:319327.
Drury RAB, Wallington EA (1980). Carleton’s Histological Technique.
5th ed. Oxford University Press, Oxford, New York, Toronto.
El-Banna SG, Attia AM, Hafez AM, El-Kazaz SM (2009). Effect of garlic
consumption on blood lipid and oxidant/antioxidant parameters in rat
males exposed to chlorpyrifos. Slovak J. Anim. Sci. 42(3):111 - 117.
El-Kashoury AA, Tag El-Din HA (2010). Chlorpyrifos (from different
sources):Effect on Testicular Biochemistry of Male Albino Rats. J.
Am. Sci. 6(7):252-261.
El-Masry TA, Emara AM, El-Shitany NA (2011). Possible protective
effect of propolis against lead induced neurotoxicity in animal model.
J. Evol. Biol. Res. 3(1):4-11
El-sharaky AS, Newairy AA, Kamel MA, Eweda SM (2009). Protective
effect of ginger extract against bromobenzene-induced hepatotoxicity
in male rat. Food Chem. Toxicol. 47:1584-1590.
Enan E, Berberian IG, El-fiky S, El-Masry M, Enan OH (1987). Effects of
two organophosphorus insecticides on some biochemical constituent
in the nervous system and liver of rabbits. J. Environ. Sci. Health Part
B. 22:149-170.

5242

Afr. J. Biotechnol.

Esterbauer H, Cheeseman KH (1990). Determination of aldehydic lipid
peroxidation
products:malonaldehyde
and
4-hydroxynonenal.
Methods Enzymol. 186:407-421.
Etim OE, Farombi EO, Usoh IF, Akpan EJ (2006). The protective effect
of aloe vera juice on lindane induced hepatotoxcity and genotoxicity
Pakistan. J. Pharmaceut. Sci. 19:337-340.
Fonseca YM, Marquaele-Oliveira, Vicentini FT, Furtado NAJC, Sousa
JP, Lucisano-Valim YM, Fonsecno F (2011). Evaluation of the
potential of Bazlian propolis against UV-induced oxidative stress.
Evidence-Based Complement. Alter. Med. 2011:1-8.
Fuliang HU, Hepburn HR, Xuan H, Chen M, Daya S, Radloff SE (2005).
Effects of propolis on blood glucose, blood lipid and free radicals in
rats with diabetes mellitus. Pharmacol. Res. 51(2):147-152.
Ghisalberti EL (1979). Propolis:A review. Bee World. 60:59-84.
Goel A, Danni V, Dhawan DK (2005). Protective effects of zinc on lipid
peroxidation, antioxidant enzymes and hepatic histoarchitecture in
chlorpyrifos-induced toxicity. Chem. Biol. Interact. 156:131-140.
Goel M, Eraslan G, Silici S (2009). Antioxidant effect of propolis against
exposure to propetamphos in rats. Ecotoxicol. Environ. Safety
72:900-915.
Goldberg IJ, Le NA, Paterniti JR, Ginsberg HN, Lindgren FT, Brown WV
(1982). Lipoprotein metabolism during acute inhibition of hepatic
triglyceride lipase in the Cynomolgus monkey. J. Clin. Invest. 70
(6):1184-1192.
Gonzalez R, Rernirez D, Rodriguez S (1994). Hepatoprotective effects
of propolis extract on paracetarnol induced liver damage in mice.
Phytother. Res. 8:229-232.
Haro A, Aliaga LI, Lisbona F, Barrionuevo M, Alferez M, Campos M
(2000). Beneficial effect of pollen and/or propolis on the metabolism
of iron, calcium, phosphorus and magnesium in rats with nutritional
ferropenic anemia. J. Agric. Food Chem. 48:5715-5722.
Harris SR, Panaro NJ, Thorgeirsson UP (2000). Oxidative stress
contributes to the anti-proliferative effects of flavone acetic acid on
endothelial cells. Anticancer Res. 20(4):2249-2254.
Ho G, Zhang C, Zhuo L (2007). Non-invasive fluorescent imaging of
gliosis in transgenic mice for profiling developmental neurotoxicity.
Toxicol. Appl. Pharmacol. 221(1):76-85.
Ibrahim NA, El-Gamal BA (2003). Effect of Diazinon, an
organophosphate Insecticide, on plasma Lipid Costituents in
Experimental animals. J. Biochem. Mol. Biol. 36(5):499-504.
Izuta H, Shimazawa M, Tazawa S, Araki Y, Mishima S, Hara H (2008).
“Protective effects of Chinese propolis and its component, chrysin,
against neuronal cell death via inhibition of mitochondrial apoptosis
pathway in SH-SY5Y cells.” J. Agr. Food Chem. 56(19):8944- 8953.
Jasprica D, Mornar A, Debelijak Z, Smolcic-Bubalo A, Medic- Saric M,
Mayer L, Romic Z, Bucan K, Balog T, Sobocanec S, Sverko V (2007).
In vivo study of propolis supplementation effects on antioxidative
status and red blood cells. J. Ethnopharmacol. 110:548-554.
Kalender S, Ogutcu A, Uzunhisarcikli M, Acikgoz F, Durak D, Ulusoy Y,
Kalender Y (2005). Diazinon-induced hepatotoxicity and protective
effect of vitamin E on some biochemical indices and ultrastructural
changes. Toxicology 211:197-206.
Kanbura M, Eraslan G, Silici S (2009). Antioxidant effect of propolis
against exposure to propetamphos in rats. Ecotoxicol. Environ.
Safety 72:900-915.
Khan M, Elango C, Ansari MA, Singh I, Singh AK (2007). Caffeic acid
phenethyl ester reduces neurovascular inflammation and protects rat
brain following transient focal cerebral ischemia. J. Neurochem.
102(2):365-377.
Knight JA, Anderson S, Rawle JM (1972). Chemical basis of the sulfophosphovanillin reaction estimating total serum lipids. Clin. Chem.
18:199-202.
Kolankaya D, Selmanoglu G, Sorkun K, Salih B (2002). Protective
effects of Turkish propolis on alcohol-induced serum lipid changes
and liver injury in male rats. Food Chem. 78:213-217.
Li B, Lawrence MS, Steven HH, Masson B, Lockridge O (2007). Matrixassisted laser desorption/ionization time-of-flight mass spectrometry
assay for organophosphorus toxicants bound to human albumin at
Tyr411. Anal. Biochem. 361:263-272.
Lim KL, Tay A, Nadarajah VD, Mitra NK (2011). The effect of
consequent exposure of stress and dermal application of low doses
of chlorpyrifos on the expression of glial fibrillary acidic protein in the

hippocampus of adult mice. J. Occupational Med. Toxicol. 6:4-13.
Lowry OH, Rosebrough NJ, Farr AL, Randall RJ (1951).
Proteinmeasurement with the Folin phenol reagent. J. Biol. Chem.
193:265-275.
Malkiewicz K, Koteras M, Folkesson R, Brzezinski J, Winblad B,
Szutowski M, Benedikz E (2006). Environ. Toxicol. Pharmacol. 21:5155.
Matsuno T (1995). A new clerodane diterpenoid isolated from propolis.
Zeitschrift. Für. Naturforschung. Tiel. 50C 93-97.
Matsushige K, Kusumoto IT, Yamomoto Y, Kadota S, Namba T (1995).
Quality evaluation of propolis. A comparative study on radical
scavenging effects of propolis and vespae nidus. J. Trad. Med.
12:45-53.
Mileson BE, Chambers JE, Chen WL, Dettbran W, Ehrich M (1998).
Common mechanism of toxicity:a case study of organophosphorus
pesticides. Toxicol. Sci. 41:8-20.
Misra HP, Fridovich I (1972). The role of superoxide anion in the
autoxidation of epinephrine and a simple assay for superoxide
dismutase. J. Biol. Chem. 247:3170-3175.
Newairy AA, Salama AF, Hussien HM, Yousef MI (2009). Aluminium
induced alterations in biochemical parameters and lipid peroxidation
of male rats: protective role of propolis. Food Chem. Toxicol.
47:1093-1098.
Nieva Moreno M I, Isla M I, Sampietro AR, Vattuone MA (2000).
Comparison of the free radical - scavenging activity of propolis from
several regions of Argentine. J. Ethnopharmacol. 71:109-114.
Nirala S K, Bhadauria M (2008). Propolis reverses acetaminophen
induced acute hepatorenal alterations: a biochemical and
histopathological approach. Arch. Pharmacol. Res. 31:451-461.
Norenberg M (1994). Astrocyte responses to CNS injury. J.
Neuropathol. Exp. Neurol. 53:213-220.
Peeples ES, Schopfer L M, Duysen EG, Spaulding R, Voelker T,
Thompson CM (2009). Original paper Slovak. J. Anim. Sci. 42
(3):111-117.
Ranjbar A, Pasalar P, Abdollahi M (2002). Induction of oxidative stress
and acetyl cholin esterase inhibition in organophosphorus pesticide
manufacturing workers. Hum. Exp. Toxicol. 21(4):179-182.
Rao JV (2006). Biochemical alterations in euryhaline fish, Oreochromis
mossambicus exposed to sub-lethal concentrations of an
organophosphorus insecticide, monocrotophos. Chemosphere
65(10):1814-1820.
SAS (Statistical Analysis System) (1986). SAS User’s Guide:Statistics,
Version 5, SAS Inst., Inc., Cary, NC, USA.
Saxena R, Garg P (2010). Vitamin E provides protection against in vitro
oxidative stress due to pesticide (Chlorpyrifos and Endosulfan) in
goat RBC. GERF Bull. Biosci. 1(1):1-6.
Shakoori AR, Ali SS, Saleem MA (1988). Effects of six months feeding
of cypermethrin on the blood and liver of albino rats. J. Biochem.
Toxicol. 3:59-72.
Sharma Y, Bashir S, Irshad M, Gupta SD, Dogra TD (2005). Effects of
acute dimethoate administration on antioxidant status of liver and
brain of experimental rats. Toxicol. 206:49-57.
Slotkin TA, Olivier CA, Seidler FJ (2005). Critical periods for the role of
oxidative stress in the developmental neurotoxicity of chlorpyrifos and
terbutaline, alone or in combination. Brain Res. Dev. Brain Res.
157:172-80.
Song YS, Park EH, Hur GM (2002). Caffeic acid phenethyl ester
inhibits nitric oxide synthase gene expression and enzyme activity.
Cancer Letters. 175(1):53-61.
Steel RGD, Torrie JH (1981). Principle and procedure of statistics. A
biometrical approach, second ed. Mc Gvaus-Hill Book Company,
New York, USA.
Stein EA (1987). Lipids and lipoproteins and apolipoproteins, in: N.W.
Tietz (ed.), Fundamentals of Clinical Chemistry, 3rd ed., W.B.
Saunders Company, Philadelphia, USA.
Sud’ina GF, Mirzoeva OK, Puskareva MA, Korshunova GA,Sumbatyan
NV, Varfolomeev SD (1993). Caffeic acid phenethyl ester as a
lipooxygenase inhibitor with antioxidant properties. FEBS Lett.
329:21.
Suleiman FA, Dayo OA, Mufta S, Abdul Ganiyu G, Olushola OO,
Joseph OA (2010). Chlorpyrifos-Induced Clinical, Hematological and
Biochemical Changes in Swiss Albino Mice- Mitigating effect by co-

Newairy and Abdou

administration of vitamins C and E. Life Sci. J. 7(3):37- 44.
Usia T, Banskota AH, Tezuka Y, Midorikawa K, Matsushige K, Kadota S
(2002). Constituents of Chinese propolis and their antiproliferative
activities. J. Natural Products. 65(5):673-676
Valente MJ, Baltazar AF, Henrque R, Estevinho L, Carvalho M (2011).
Biological activities of Portuguese Propolis:Protection against free
radical-induced erythrocyte damage and inhibition of human renal
cancer cell growth in vitro. Food Chem. Toxicol. 49:86-92.
Verma RS, Mehta A, Srivastava N (2007). In vivo Chlorpyrifos induced
oxidative stress:attenuation by antioxidant vitamins. Pesticide
Biochem. Physiol. 88:191-196.
Warnick GR, Benderson JM, Albers JJ (1983). Selected methods Clin.
Chem. 10:91-99.
Xu JB, Yuan XF, Lang PZ (1997). Determination of catalase activity and
catalase inhibition by ultraviolet spectrophotometry. Chin. Environ.
Chem. 16:73-76.
Yousef MI, Esmail AM, Baghdadi HH (2004a). Effect of isoflavones on
reproductive performance, testosterone levels, lipid peroxidation and
seminal plasma biochemistry of male rabbits. J. Environ. Sci. Health
part B. 39:819-833.

5234

Zama D, Meraihi Z, Tebibel S, Benayssa W, Benayache F, Benayache
S, Vlietinck AJ (2007). Chlorpyrifos-induced oxidative stress and
tissue damage in the liver, kidney, brain and fetus in pregnant
rats:The protective role of the butanolic extract of Paronychia
argentea L. Indian J. Pharmacol. 39:145-150.
Zurich MG, Honegger P, Schilter B, Costa LG, Monnet-Tschudi F
(2004). Involvement of glial cells in the neurotoxicity of parathion and
chlorpyrifos. Toxicol. Appl. Pharmacol. 201(2):97-104.

