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Abstract 
  The present study was accomplished to evaluate the efficacy of Angelica sinensis root extract and 

Origanum majorana oil on subchronic toxicity of nickel chloride (NiCl2) in albino rats by studying the 

changes in the biochemical parameters, lipid peroxidation and antioxidant status related to the liver and 

kidneys. This study was carried out on sixty male albino rats with average body weight (120 ± 10 g), 

which were divided into 6 equal groups. Gp.(1):  were kept as control on distilled water, rats in Gp. (2) 

received NiCl2 (0.75 mg/kg  BW), Gp. (3) received  A. sinensis root extract (300 mg/kg BW) and Gp. (4) 

received O. majorana oil (0.5 ml/kg BW). NiCl2 intoxicated rats in Gp. (5) and Gp. (6) were administered 

A. sinensis root extract and O. majorana oil at the same former doses, respectively. The treatments were 

daily and orally for 4 weeks. Blood and tissue samples were collected for performing the different 

experimental analysis after 4 weeks from starting the treatments. Comparing with the control group, 

results showed that NiCl2 significantly increased serum alanine aminotransferase, aspartate 

aminotransferase and alkaline phosphatase activities and serum bilirubin, triglycerides, total cholesterol, 

urea and creatinine concentrations, besides hepatic and renal malondialdehyde concentration, while serum 

total proteins, albumin and hepatic and renal glutathione, glutathione peroxidase, superoxide dismutase 

and catalase levels were significantly decreased. A. sinensis root extract and O. majorana oil has no 

adverse effects and worked on amelioration the various alterations in estimated analytes in combined 

treated groups. In conclusion, NiCl2 caused hepatic and renal injuries besides the induction of lipid 

peroxidation and reducing the antioxidant enzymes activities in these organs. Moreover, both of A. 

sinensis root extract and O. majorana oil provided significant protection against harmful effects of NiCl2 

with superiorty of A. sinensis root extract .   

Keywords: Angelica sinensis extract, Antioxidants, Nickel chloride toxicity, Origanum majorana oil.. 

Introduction 

Nickel (Ni) is a nutritionally essential 

trace element as well as one of heavy metals. 

The exposure to excess or few amount of it 

may produce toxicity or deficiency symptoms 

[1,2]. Human beings and animals expose to 

nickel mainly through food, drinking water 

and inhalation. The food is the most important 

pathway among these pathways. Nickel 

compounds can enter the food chain and may 

have a toxic effect on living organisms [3]. 

Nickel chloride (NiCl2) is a water-soluble Ni 

salt, which being more readily absorbed 

according the way in which it is consumed [4]. 

A number of studies showed various hepatic 

and renal toxicity pictures besides 

hematological adverse effects following the 

exposure to NiCl2 [5,6].     

Nowadays, there is an increasing interest 

in the using of medicinal plants globally due to 

growing recognition of natural products and 

the public direction towards the “back to 

nature” slogan, which might be safer without 

adverse effects [7]. Angelica sinensis is one of 

the important medicinal plants. Their root has 

been used for long years in traditional Far East 

medicine and is highly recommended for 
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several disease conditions. Recently, the 

biomacromolecules of the A. sinensis root  

attracted the attention for its various 

bioactivities, such as hepatoprotective, 

hematopoietic, immunomodulatory and 

antioxidant activities [8, 9, 10, 11]. 

Origanum majorana is publicly known as 

sweet marjoram. It is an aromatic medicinal 

plant. Wide extent of pharmacological activities 

including hepatoprotective, cardioprotective, 

antioxidant, anti-inflammatory and antimicrobial 

activities has been recorded for this plant and its 

oil recently in the medical field [12]. The 

purpose of the current study was to estimate the 

efficacy of A. sinensis root extract and O. 

majorana oil on NiCl2 toxicity in male albino 

rats. The evaluation was done by studying 

changes in the biochemical parameters, lipid 

peroxidation and antioxidant status related to the 

liver and kidneys. 

Materials and Methods 

Experimental animals 

Sixty male albino rats at the age of two 

months old, weighted 120 ± 10 g and in a good 

health condition were purchased from the 

Laboratory Animal Unit, Faculty of Veterinary 

Medicine, Zagazig University, Egypt. The rats 

were housed in the prepared metal cages under 

perfect hygienic conditions, given balanced feed 

with water ad-libitum and observed for 7 days 

before starting the experimental procedures. 

The protocol of this study was in 

accordance with the ethical regulations for the 

protection of animals' welfare, which followed 

by the Faculty of Veterinary Medicine, 

Zagazig University, Egypt. 

Chemical 

Nickel chloride (CAS Number: 7718-54-

9) was obtained from El-Gomhoria Company, 

Zagazig, Sharkia Governorate, Egypt. It is 

yellow-orange powder and was dissolved in 

distilled water.   

Medicinal plants 

Angelica sinensis (root) was obtained 

from Saleh el Attar Sons Company, Al-Azhar, 

Cairo, Egypt. Plant root was scientifically 

identified by the Department of 

Pharmacognosy, Faculty of Pharmacy, 

Zagazig University Zagazig, Sharkia 

Governorate, Egypt. Origanum majorana oil 

was obtained from Sekem Company, Egypt. It 

is dark yellow liquid with sweet and calming 

odor. 

Angelica sinensis processing 

Crude parts of A. sinensis dry root (600 g) 

were crushed and extracted 3 times with 95% 

(v/v) ethanol for 8 h then the supernatant was 

collected and filtered by using of filter paper, 

after that was concentrated through rotary 

evaporation in vacuum at 40°C for ethanol 

removal. The residue was lyophilized to 

remove the water. The A. sinensis extract 

(51g) was obtained and stored in a closed glass 

bottle for daily administration at 4°C. Finally, 

the extract was prepared in 100 mg/ml with 

using distilled water according to proper 

dosage [13]. 

Experimental design 

Sixty rats were divided randomly into six 

groups (n=10) as the following: 

Gp. (1): control group was kept on distilled 

water , Rats in Gp. (2) received NiCl2 daily at 

a dose of 0.75 mg/kg BW on the basis of LD50 

which equal to 105 mg/kg ( used dose equal to 

LD50/140)  as a 0.5 ml/ rat [14,15]. Gp. (3): 

received A. sinensis root extract daily (300 

mg/kg BW) [13], Gp. (4) were given O. 
majorana oil daily (0.5 ml/kg BW) [16]. NiCl2 

intoxicated rats in Gp. (5) and Gp. (6) Gp. (5) 

were administered A. sinensis root extract and 

O. majorana oil at the same former doses, 

respectively. All treatments were given orally 

by esophageal tube for 4 weeks. All rats were 

weighed weekly to adjust dose volumes and 

observed for recording of any clinical signs 

daily. 

Sampling 

Blood samples (n=10/ group) were 

collected after 4 weeks from starting the 

treatments from the retro-orbital venous plexus 

of anesthetized animals. Each sample was 

http://www.salehelattar.com/about.html
http://www.salehelattar.com/about.html
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about 2 ml and was put in a test tube (sterile, 

labelled and without anticoagulant) for serum 

separation to be used for performing the 

different biochemical tests. 

Tissue specimens: Pieces of hepatic and 

renal tissues (n=10/ group) were removed, then 

weighed (0.5 g), washed out with ice-cold saline 

to remove the blood and homogenized in cold 50 

mM phosphate buffer. Tissue homogenate was 

centrifuged for approximately 15 min at 5000 

rpm to remove the debris. Finally, the pellets 

were discarded and supernatants were collected 

for estimation of lipid peroxidation level and 

antioxidants status. 

Biochemical and antioxidant studies 

Serum was used to determine alanine 
aminotransferase (ALT) [17], aspartate 
aminotransferase (AST) and alkaline 
phosphatase (ALP) activities [18], total and 
direct bilirubin [19], total proteins [20], 
albumin [21], total cholesterol (TC) [22], 
triglycerides (TGs) [23], urea [20] and 
creatinine [24] concentrations. Furthermore, 
hepatic and renal malondialdehyde (MDA) 
[25] and glutathione (GSH) [26] 
concentrations and glutathione peroxidase 
(GPx) [27], superoxide dismutase (SOD) [28] 
and catalase (CAT) [29] activities were 
detected in the tissue samples. Indirect 
bilirubin concentration was estimated by 
subtracting value of direct bilirubin from total 
bilirubin as well as globulins concentration 
was estimated by subtracting value of albumin 
from total proteins [30]. 

Statistical analysis  

The data of this study were analyzed by 
using SPSS software. One-way of variance 
(ANOVA) is significant at P ≤ 0.05 [31]. The 
differences among the groups were calculated 
by Duncan's multiple range test. Means in the 
same column followed by different letters 
were significantly different and the highest 
value was represented by the letter (a). 

Results and Discussion  

In the present study, the rats received 

NiCl2 for 4 weeks (gp.2) showed some clinical 

signs such as dullness, weakness, lethargy, 

ataxia and salivation with no mortality. These 

clinical signs were possibly associated with 

overall subchronic toxicity of NiCl2 which is a 

one of water-soluble nickel compounds that 

have been shown to be more toxic than the less 

soluble ones. On the other hand, NiCl2 has no 

significant retention and cumulative effect in 

the body and this may be the reason for no 

mortality in the present study besides the low 

used dose rate of NiCl2 [15,32]. 

Concerning the changes in liver enzymes' 

activities and bilirubin fractions concentration,  

the rats in gp. (2) showed a significant increase 

in the hepatic enzymes activities (ALT and 

AST) in comparison with the control group 

(Table 1). The hepatic injury which occurred 

in gp. (2) may be due to that the nickel is a 

transition metal which induce formation of 

reactive oxygen species (ROS) and increase 

the level of lipid peroxidation in the cells. 

Intermediate products of lipid peroxidation 

and free radicals are capable of inducing 

deleterious effects on the cell membrane and 

releasing of liver cystol enzymes (ALT 

&AST) into the bloodstream [33,34]. The 

significant increase in serum ALP activity 

following the administration of NiCl2 in 

comparison with the control group may 

indicate the harm to one of the organs richen 

with ALP isoforms such as liver (bile 

canaliculi), kidney (proximal tubules), bone 

and intestine. Hepato-biliary disorders and 

cholestatic liver condition may be the main 

cause of the increasing activity of ALP 

enzyme in gp. (2) as it is associated with 

increase of serum ALT and AST [35,36].  The 

significant increase in the concentration of 

serum bilirubin (total, direct and indirect) 

following the administration of NiCl2 (gp.2) in 

comparison with the control group indicated 

the decreasing of the hepatic functional 

capacity, which in turn leads to decrease the 

hepatic uptake, conjugation and excretion of 

bilirubin [35]. 
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Table 1: Some serum liver enzymes and bilirubin concentrations of rats in the different groups at 4
th

 week of 

the experiment    

Indirect   

bilirubin 

(mg/dl) 

Direct 

 bilirubin 

(mg/dl) 

Total  

bilirubin 

(mg/dl) 

ALP 

(U/L) 

AST 

(U/L) 

ALT 

(U/L) 

Parameters 

Groups 

2.05
d
 

0.02 

0.41
d
 

0.02 

2.47
d
 

0.02 

57.20
d
 

1.28 

22.60
d
 

1.50 

13.80
d
 

1.06 

Gp.(1) Control 

3.63
a
 

0.14 

0.89
a
 

0.01 

4.53
a
 

0.15 

97.40
a
 

1.86 

59.60
a
 

1.32 

68.60
a
 

2.22 

Gp.(2) NiCl2 

1.87
d
 

0.08 

0.44
d
 

0.02 

2.31
d
 

0.08 

55.80
d
 

1.49 

21.60
d
 

1.96 

13.20
d
 

0.86 

Gp.(3) A. sinensis extract 

1.95
d
 

0.07 

0.43
d
 

0.01 

2.38
d
 

0.06 

52.60
d
 

1.07 

21.00
d
 

1.58 

13.00
d
 

1.22 

Gp.(4) O. majorana oil 

2.92
c
 

0.08 

0.57
c
 

0.02 

3.49
c
 

0.09 

68.40
c
 

1.77 

35.20
c
 

1.93 

41.20
c
 

2.31 

Gp.(5) NiCl2 + A. sinensis     

                   extract 

3.27
b
 

0.04 

0.74
b
 

0.02 

4.02
b
 

0.50 

87.40
b
 

2.18 

46.60
b
 

1.80 

55.60
b
 

1.63 

Gp.(6) NiCl2+ O. majorana 

oil 

Mean values ±SE with different superscripts within the same column are significantly different (p < 0.05) and the 

highest value was represented with the letter a. NiCl2: nickel chloride, ALT:Alanine aminotransferase, 

AST:Aspartate aminotransferase, ALP:Alkaline phosphatase. 
 

On the other hand, administration of A. 

sinensis root extract (gp.3) and O. majorana 

oil (gp.4) alone did not cause any alterations in 

these parameters when compared with the 

control group. This may indicate that these 

naturally occurring therapeutic agents haven‟t 

any hazardous effect on hepatic tissue and its 

function. Our results related to liver enzymes 

activities agreed with the same previously 

obtained by Lim and Kim [37] in rats 

administered A. sinensis root extract and in 

rats administered O. majorana oil [7,38]. 

However, the co-administration of A. 

sinensis root extract to NiCl2 intoxicated rats 

(gp. 5) significantly decreased serum liver 

enzymes activities and bilirubin fractions 

concentration in comparison with the NiCl2-

exposed group. These results indicated the 

ability of A. sinensis root extract to protect 

against NiCl2-induced hepatic tissue injury 

which related to the prevention of GSH 

partially depletion in the hepatic tissue as GSH 

is serving to determine the tissue susceptibility 

to oxidative damage. Also, the extract has the 

ability to attenuate the lipid peroxidation and 

scavenge free radicals induced by NiCl2 [39]. 

Meanwhile, the coadministration of O. 

majorana oil to NiCl2 intoxicated rats (gp. 6)  

has the same effect of A. sinensis root extract 

on serum liver enzymes activities and bilirubin 

(total, direct& indirect) concentration, but in a 

lower degree, which may be due to the 

possible hepatoprotection mechanisms of O. 

majorana oil, which related to its polyphenolic 

compounds and the mechanisms express in the 

forms of preventing lipid peroxidation, the free 

radical scavenging effect, and improvement of 

the antioxidant/detoxification system in liver 

[7].                   

Serum proteinogram (Table 2) in this 

study, revealed significant hypoproteinemia 

and hypoalbuminemia in the rats which 

received NiCl2  (gp.2) in comparison with the 

control group and this perhaps attributed to the 

reduction in protein synthesis by injured liver, 

increased loss by damaged kidney and/or raise 

rate of  protein catabolism by nickel element 

[40,41]. While, non-statistical significant 

change in the serum globulins concentration in 

this group may not mean the normal condition, 

but globulins level may increase under the 

impact of metal toxicity and in the same time 

the hepatic impairment may reduce production 

of some globulin fractions so the net result of 

this is non-significant change of serum 

globulins [42,43].  
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Table 2: Serum protein and lipid profiles of rats in the different groups at 4
th

 week of the experiment    

Triglycerides 

(mg/dl) 

Total cholesterol 

(mg/dl) 

Globulins 

(g/dl) 

Albumin 

(g/dl) 

Total proteins 

(g/dl) 

                Parameters     

 

Groups                           

118.40
d
 

1.96 

170.80
c
 

2.70 

2.48 

0.02 

5.22
a
 

0.06 

7.70
a
 

0.19 

Gp.(1) Control 

185.00
a 

1.41 

221.20
a
 

2.92 

2.02 

0.43 

3.07
d
 

0.03 

5.09
d 

0.03 

Gp.(2) NiCl2 

119.40
d 

2.99 

152.00
d
 

3.14 

2.43 

0.16 

5.22
a
 

0.04 

7.65
a
 

0.15 

Gp.(3) A. sinensis extract 

118.40
d 

2.40 

154.80
d
 

1.15 

2.33 

0.17 

5.26
a
 

0.10 

7.59
a
 

0.23 

Gp.(4) O. majorana oil 

139.00
c 

1.22 

170.40
c
 

2.42 

2.39 

0.10 

4.10
b
 

0.05 

6.49
b
 

0.07 

Gp.(5) NiCl2 + A. sinensis     

                   extract 

170.80
b 

1.77 

200.20
b
 

3.46 

2.30 

0.07 

3.67
c
 

0.07 

5.97
c
 

0.04 

Gp.(6) NiCl2+ O. majorana     

                      oil 

Mean values ±SE with different superscripts within the same column are significantly different (p < 0.05) and the 

highest value was represented with the letter a. No letters indicate (p > 0.05). NiCl2: nickel chloride. 

 
 

Furthermore, the administration of A. 
sinensis root extract (gp.3) and O. majorana 
oil (gp.4) did not cause any significant changes 
in the serum total proteins, albumin and 
globulins concentrations in comparison with 
the control group which mean that there is no 
negative effect on the protein synthesis and 
catabolism after using these natural 
substances. Concerning to A. sinensis root 
extract, our results which related to total 
proteins were in agreement with the same 
previously obtained by Lim and Kim [37]. 

Moreover, the administration of A. 
sinensis root extract and O. majorana oil to 
NiCl2 intoxicated rats (gps. 5 and 6), 
respectively, showed improvement in the 
values of protein profile in comparison with 
the group exposed to NiCl2 alone and this 
improvement was more obvious in gp. (5). 
This may indicate the ameliorative role of 
active substances in these natural agents on 
hepatic and renal functions as well as 
overcoming the toxic effect of NiCl2. 
Concerning to O. majorana oil with NiCl2, our 
results were in agreement with [16,38]. 

By monitoring the results of serum lipid 
profile tests in this study, significant 
hypercholesterolemia and hypertriglyceridemia 
were observed in rats of gp.(2) in comparison 
with the control group (Table 2) such results 
may be due to the hepatic injury under the 
impact of NiCl2 toxicity and consequently the 
defective excretion of cholesterol into bile 
besides the defects in the LDL-receptor which 

interfere with cholesterol uptake from the 
blood stream, as well as the  decreasing of  
hepatic lipase  activity, which breaks up the 
triglycerides and finally may lead to 
hypertriglyceridemia [44,34]. 

Moreover, rats administered A. sinensis 
root extract (gp.3) and O. majorana oil (gp.4) 
alone showed significant hypocholesterolemia 
in comparison with the control group. Such 
results may be due to the ability of A. sinensis 
root extract to promote the clearance of 
cholesterol, increase lipoprotein lipase (LPL) 
activity and decrease serum cholesterol 
concentration partially through the increase of 
uptake by LDL receptors [45]. While, the 
hypocholesterolemic effect of O. majorana oil 
could be attributed to the presence of 
isoflavones, which prevent the intestinal 
absorption of cholesterol by competition for its 
absorption sites [46]. 

On the other hand, the significant 
hypocholesterolemia and  hypotriglyceridemia  
were observed after administration of A. 
sinensis root extract and O. majorana oil to 
rats with NiCl2 toxicity in (gps. 5 and 6), 
respectively in comparison with the group 
exposed to NiCl2 alone and the modulating 
effect for natural substances appeared more 
prominently in gp.(5). These results may be 
partially due to the different hypolipidemic 
mechanisms of these natural substances as 
mentioned above as well as the role of its 
different active biological substances aiding in 
reducing the liver injury induced by NiCl2.  
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Regarding to O. majorana oil with NiCl2 , our 
results were in agreement with previous 
studies [16,38,47] that the co-administration of 
O. majorana oil with different toxic 
substances reduced the serum cholesterol 
and/or triglycerides levels in comparison with 
the intoxicated group. 

Regarding to the changes in some kidney 
function tests, NiCl2  intoxicated rats (gp. 2) 
showed a significant increase in the 

concentrations of urea and creatinine in the 
serum comparatively with the control group as 
illustrated in Table (3).These results may be 
due to the nephrotoxic effect of the nickel, as a 
result of oxidative stress and overproduction of 
free radicals that can cause renal cell death, 
and consequently disruption of glomerular 
filtration rate and a decrease in reabsorption at 
renal epithelium [48,49]. 

 

Table 3: Mean values of serum urea and creatinine of rats in the different groups at 4
th

 week of the 

experiment    

Creatinine 

(mg/dl) 

Urea 

(mg/dl) 

                                   Parameters 

Groups 

0.79
d
0.01 23.26

d
1.17 Gp.(1) Control 

1.83
a
0.03 51.92

a
1.07 Gp.(2) NiCl2 

0.80
d
0.03 23.00

d
1.18 Gp.(3) A. sinensis extract 

0.81
d
0.01 23.54

d
1.49  Gp.(4) O. majorana oil 

1.03
c
0.02 36.52

c
1.25 Gp.(5) NiCl2 + A. sinensis extract 

1.43
b
0.02 42.70

b
0.76 Gp.(6) NiCl2+ O. majorana oil 

Means± SE with different superscripts within the same column are significantly different (p < 0.05) and the highest 

value was represented with the letter a. NiCl2: nickel chloride. 

. 

On the other hand, administration of A. 
sinensis root extract (gp.3) and O. majorana 
oil (gp.4) alone did not cause any alterations in 
the aforementioned renal function parameters. 
This may indicate that there is no risk on renal 
tissue and its function from these natural 
substances and its active principles and this 
was in line with the previous findings with 
regard to A. sinensis root extract [37].  

The administration of A. sinensis root 
extract and O. majorana oil to NiCl2 
intoxicated rats (gps. 5 and 6), respectively, 
alleviated renal dysfunction by reducing the 
serum creatinine and urea levels in comparison 
with the gp.(2) and the administration of  A. 
sinensis root extract to NiCl2  intoxicated rats 
(gp.5) showed improving effect more 
prominently than the intoxicated group 
administered O. majorana (gp. 6). These may 
be related to ferulic acid, the active constituent 
of A. sinensis, which can play a renal 
protective role via its dual ability to deal with 
the formation of oxidative protein and retain 
the antioxidant enzymes expression [50]. 
However, the renal protective action of O. 
majorana oil could arise from the activities of 
its minor and major compounds which relief 
the impairment of the cellular functions via 

prevention lipid peroxidation and the 
improvement of the antioxidant status  in the 
renal system [51]. 

Concerning the results of lipid 
peroxidation in hepatic and renal tissues as 
shown in Tables (4 and 5), the rats in gp. (2) 
which received NiCl2 revealed a significant 
increase in the hepatic and renal MDA level in 
comparison with  gp.(1) and this possibly due 
to the  potential stimulation of a peroxidative 
chain reaction under the influence of the nickel 
(transitional metal). Furthermore, nickel tends 
to increase iron and copper concentrations in 
the liver and iron in the kidneys. Perhaps, 
nickel disturbs homeostatis of these two 
essential metals resulting in their interorgan 
relocation and subsequent elevation of its 
concentrations, which might be expected to 
further enhance LPO in the hepatic and renal 
tissues [52, 53]. 

In this study, the administration of A. 
sinensis root extract and O. majorana oil to 
NiCl2 intoxicated rats (gps. 5 & 6), 
respectively, decreased significantly the 
concentration of MDA in hepatic and renal 
tissues comparing with the NiCl2-exposed 
group and the ameliorative effect for A. 
sinensis (gp.5) appeared more prominently  
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than  O. majorana (gp.6). This result may be 
related to the ability of active constituents of 
herbal plants to decline the amount of 

oxidation and to react with the oxygen 
metabolites and subsequently decreasing rate 
of lipid peroxidation [54, 55]. 

 

Table 4: Levels of hepatic malondialdehyde and some antioxidant markers of rats in the different groups at 

4
th

 week of the experiment 

CAT 

g tissue)/(U 

SOD 

g tissue)/(U 

GPx  

g tissue)/(U 

GSH 

g tissue) /(mmol  

MDA 

g tissue) /( nmol  

                            Parameters 

Groups 

3.50
a
 

0.21 

6.78
a
 

0.49 

116.38
a
 

1.66 

4.32
a
 

0.21 

24.22
d 

0.76 

Gp.(1) Control 

0.84
d
 

0.02 

1.01
d 

0.02 

50.16
d 

0.82 

0.90
c
 

0.01 

65.82
a 

1.87 

Gp.(2) NiCl2 

3.49
a
 

0.17 

6.96
a
 

0.64 

117.15
a 

1.19 

4.41
a 

0.22 

22.69
d 

0.66 

Gp.(3) A. sinensis extract 

3.51
a
 

0.22 

6.65
a
 

0.15 

115.32
a 

4.86 

4.28
a 

0.13 

23.04
d 

0.89 

Gp.(4) O. majorana oil 

1.91
b
 

0.03 

4.44
b
 

0.26 

87.85
b 

3.24 

2.53
b 

0.14 

37.72
c 

1.27 

Gp.(5) NiCl2 + A. sinensis     

               extract 

1.33
c
 

0.04 

2.53
c
 

0.18 

66.71
c 

2.33 

1.31
c 

0.01 

49.21
b 

0.54 

Gp.(6) NiCl2+ O. majorana  
                  oil 

Mean values ± SE with different superscripts within the same column are significantly different (p < 0.05) and the 

highest value was represented with the letter a. MDA:  malondialdehyde, GSH: Glutathione, GPx: Glutathione 

peroxidase, SOD:Superoxide dismutase, CAT:Catalase and  NiCl2: nickel chloride. 

 

Table (5): Renal malondialdehyde level and some antioxidant markers of rats in the different groups at 4
th

 

week of the experiment 

CAT 

g tissue)/(U 

SOD 

g tissue)/(U 

GPx 

g tissue)/(U 

GSH 

g tissue) /(mmol 

MDA 

g tissue) /( nmol 

                        Parameters       

 Groups               

1.63
a
 

0.05 

4.76
a
 

0.20 

98.52
a
 

1.15 

2.92
a
 

0.06 

12.48
c 

0.24 

Gp.(1) Control 

0.57
d
 

0.01 

1.18
d 

0.05 

51.48
d 

2.97 

0.87
d
 

0.02 

47.61
a 

3.51 

Gp.(2) NiCl2 

1.70
a
 

0.01 

4.73
a
 

0.15 

97.05
a 

3.06 

2.86
a 

0.12 

12.98
c 

0.57 

Gp.(3) A. sinensis extract 

1.69
a
 

0.04 

4.98
a
 

0.03 

98.76
a 

0.62 

2.98
a 

0.01 

12.12
c 

0.42 

Gp.(4) O. majorana oil 

0.96
b
 

0.02 

3.12
b
 

0.09 

84.92
b 

2.69 

1.80
b 

0.05 

26.63
b 

2.14 

Gp.(5) NiCl2 + A. sinensis        

              extract 

0.82
c
 

0.02 

2.11
c
 

0.07 

72.08
c 

1.29 

1.07
c 

0.04 

30.71
b 

1.65 
Gp.(6) NiCl2+ O. majorana               
                  oil 

 

Mean values ± SE with different superscripts within the same column are significantly different (p < 0.05) and the 

highest value was represented with the letter a. NiCl2: nickel chloride, GSH: Glutathione, GPx:Glutathione peroxidase, 

SOD: Superoxide dismutase and CAT:Catalase . 

 

  
  

 

Evaluation of  antioxidant defense 
system in the hepatic and renal tissues in this 
study as shown in Tables (4 and 5), declared a 
significant decline in GSH concentration as 
well as GPx, SOD and CAT activities in rats 
with NiCl2 toxicity (gp.2) comparatively  with 

the control gp.(1) and this may be due to the 
inhibition or consumption of the enzymatic 
and non enzymatic antioxidants by excess 
ROS produced after exposure to Ni metal 
[56].While, the administration of A. sinensis 
root extract and O. majorana oil to NiCl2 
intoxicated rats (gps. 5 and 6), respectively 
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showed a significant increase in the previously 
mentioned antioxidants in comparison with the 
gp.(2). As well as, A. sinensis root extract 
modulates positively the values of the 
previously mentioned parameters than O. 
majorana (gp.6). This effect may be due to 
that A. sinensis root extract has the ability to 
upregulate the gene expression of 
antioxidative enzymes, and enhancing the 
activities of these enzymes [55]. Also, O. 
majorana oil contains several active principles 
which increase antioxidant activities that 
protect against NiCl2 oxidative stress [57]. 

Conclusion 

       Overall from the results of this study, it 
can be concluded that the exposure to NiCl2 
caused hepatic and renal injuries besides the 
induction of lipid peroxidation and reducing 
the antioxidant enzymes activities. 
Administration of A. sinensis root extract and 
O. majorana oil provided a significant 
protection against harmful effects induced by 
NiCl2, especially A. sinensis root extract which 
has superior ameliorating effect than O. 
majorana oil. 

Conflict of interest  

The authors have no conflict of interest to 
declare. 

 References 

[1] Bencko, V. (1983): Nickel: A review of 
its occupational and environmental 
toxicology.J  Hyg  Epidemiol   
Microbiol  Immunol, 27(2): 237-247. 

[2] Scott-Fordsmand, J.J. (1997): Toxicity 
of nickel to soil organisms in Denmark. 
In Ware, G.W.; Nigg, H.N. and 
Bevenue, A. (eds) Reviews of 
environmental contamination and 
toxicology. Vol 148. New York, USA: 
Springer. 

[3] Haber, L.; Erdreicht, L.; Diamond, G.; 
Maier, A.M.; Ratney, R.; Zhao, Q. and 
Dourson, M. (2000): Hazard 
identification and dose response of 
inhaled nickel-soluble salts. Regul  
Toxicol  Pharmacol , 31: 210-230. 

[4] Cempel, M. and Nickel, G. (2006): A 
Review of its sources and environmental 

toxicology. Pol  J  Environ  Stud, 15 (3): 
375-382. 

[5] Cempel, M. and  Janicka, K. 
(2002):Distribution of nickel, zinc, and 
copper in rat organs after oral 
administration of nickel (II) chloride. 
Biol Trace Elem Res, 90:215–26. 

[6] Dahmen-Ben Moussa, I., Bellassoued, 
K., Athmouni, K., Naifar, M., Chtourou, 
H. and Ayadi, H. et al. (2016): Protective 
effect of Dunaliella sp., lipid extract rich 
in polyunsaturated fatty acids, on hepatic 
and renal toxicity induced by nickel in 
rats. Toxicol Mech Methods, 26(3): 221–
230. 

[7] Mossa, A.H.; Refaie, A.A.; Ramadan, A. 
and Bouajila, J. (2013): Amelioration of 
prallethrin-induced oxidative stress and 
hepatotoxicity in rat by the 
administration of Origanum majorana 
essential oil. Biomed  Res Int, 2013:1-
11. 

[8] Chao, W.W. and Lin, B.F. (2011): 
Bioactivities of major constituents 
isolated from Angelica sinensis 
(Danggui). Chin  Med, 6: 29. 

[9] Jin, M.; Zhao, K.; Huang, Q.; Xu, C. and 
Shang, P. (2012): Isolation, structure and 
bioactivities of the polysaccharides from 
Angelica sinensis (Oliv.) Diels: A review. 
Carbohydr Polym, 89: 713-722. 

[10] Liu, J.; Zhang, Y.; You, R.; Zeng, F.; 
Guo, D. and Wang, K. (2012): 
Polysaccharide isolated from Angelica 
sinensis inhibits hepcidin expression in 
rats with iron deficiency anemia. J  Med  
Food,15: 923-929. 

[11] Wang, K.; Wu, J.; Xu, J.; Gu, S.; Li, Q. 
and  Cao, P.;  et al. .(2018): Correction 
of anemia in chronic kidney disease with 
Angelica sinensis polysaccharide via 
restoring EPO production and improving 
iron availability. Front  Pharmacol, 9:1-
17. 

[12] Bina, F. and Rahim, R. (2017): Sweet 
Marjoram: A Review of 
ethnopharmacology, phytochemistry, 
and biological activities. J  Evid  Based 

https://www.ncbi.nlm.nih.gov/pubmed/6224846
https://www.ncbi.nlm.nih.gov/pubmed/6224846
https://www.ncbi.nlm.nih.gov/pubmed/10854127
https://www.ncbi.nlm.nih.gov/pubmed/10854127
https://www.ncbi.nlm.nih.gov/pubmed/27001662
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3466919/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3466919/


Zag Vet J, Volume 47, Number 3, p. 306-316, September 2019                               Hashem et al.  (2019)   

314 

Complementary Altern  Med, 22(1): 
175-185. 

[13] Chang, C.W.; Chen, Y.M.; Hsu, Y.J.; 
Huang, C.C.; Wu, Y.T. and Hsu, M.C. 
(2016): Protective effects of the roots of 
Angelica sinensis on strenuous exercise-
induced sports anemia in rats. J  
Ethnopharmacol, 193: 169–178. 

[14] Weischer, C.H.; Kordel, W. and 
Hochrainer, D. (1980): Effects of NiCl2 
and NiO in Wistar rats after oral uptake 
and inhalation exposure respectively. 
Zentralbl Bakteriol Mikrobiol Hyg B., 
171: 336-351. 

[15] Lambade, P.; Joshi, D.; Patel, B.J.; Patel, 
J.G.; Raval, S.H. and Patel, J.D. (2015): 
Clinicopathological studies of 
experimentally induced nickel chloride 
in Wistar rats (Rattus norvegicus). 
Indian J  Vet  Pathol, 39(1) : 41-45. 

[16] Abu Aita, N.A. and Mohammed, F.F. 
(2014): Effect of marjoram oil on the 
clinicopathological, cytogenetic and 
histopathological alterations induced by 
sodium nitrite toxicity in rats. Glob   Vet, 
12 (5): 606-616. 

[17] Reitman, S. and Frankel, S. (1957): 
Colorimetric method for determination of 
serum transaminases activities. Am J  
Clin Path , 28:56-63. 

[18] Tietz, N.W. (1976): Fundamentals of 
clinical chemistry, 2

nd
 edition. 

Philadelphia, USA: W.B. Saunders Co. 

[19] Tietz, N.W. (1995): Clinical guide to 
laboratory tests, 3

rd
 edition. Philadelphia, 

USA: WB saunders. 

[20] Vassault, A.; Grafmeyer, D.; Naudin, C.; 
Dumont, G.; Bailly, M. and Henny, J. et 
al. (1986): de la commission validation 
de  techniques de la SFBC. Protocole de 
validation de techniques (document B). 
Ann  Biol  Clin, 44: 686-745. 

[21] Doumas, B.T. and Biggs, H.G. (1976): 
Standard methods of clinical chemistry, 
New York, USA: Academic Press. 

[22] Young, D.S. (2001): Effects of disease 
on clinical laboratory tests, 4

th
 edition. 

Washington, USA: AACC Press. 

[23] Bucolo, G. and David, H. (1973): 
Quantitative determination of serum 
triglycerides by the use of enzymes. Clin  
Chem, 19(5):476-482. 

[24] Henry, R.J. (1974): Colorimetric 
estimation of creatinine. In Henry, R. J., 
Cannon, D.C., and Winkelman, J. W. 
editors. Clinical Chemistry: Principles 
and Techniques. 2

nd
 edition. 

Hagerstown, USA: Harper and Row. 

[25] Ohkawa, H.; Ohishi, N. and Yagi, K. 
(1979): Assay for lipid peroxides in 
animal tissues by thiobarbituric acid 
reaction. Anal Biochem, 95(2): 351-358. 

[26] Beutler, E.; Duron, O. and Kelly, M.B. 
(1963): Improved method for the 
determination of blood glutathione. J  
Lab  Clin  Med,  61:882-888. 

[27] Pascual,  P.; Martinez-Lara, E.; Bárcena, 
J.A.; López-Barea, J. and Toribio, F. 
(1992): Direct assay of glutathione 
peroxidase activity using high 
performance capillary electrophoresis. J 
Chromatogr, 581:49-56. 

[28] Nishikimi, M.; Roa, N.A. and Yogi, 
(1972): The occurrence of supeoxide 
anion in the reaction of reduced 
phenazine methosulfate and molecular 
oxygen. Biochem Bioph  Res  Common, 
46: 849-854. 

[29] Aebi, H. (1984): Catalase in vitro. 
Methods Enzymol. 105: 121-126. 

[30] Coles, E.H. (1986): Veterinary clinical 
pathology, 4

th
 edition. Philadelphia, 

USA: WB Saunders Company. 

[31] Tamhane, A.C. and Dunlop, D.D. 
(2000): Statistic and data analysis from 
elementary to intermediate, USA: Upper 
Saddle River. 

[32] Das, K.K.; Das, S.N. and Dhundasi, S.A. 
(2008): Nickel, its adverse health effects 
& oxidative stress. Indian J Med  
Res,128: 412-425. 

[33] Kaneko, J.J.; Harvey, J.W. and Bruss, 
M.L. (1997): Clinical biochemistry of 
domestic animals, 5

th
 edition. San Diego, 

USA: Academic Press.  

https://www.ncbi.nlm.nih.gov/pubmed/27497636
https://www.ncbi.nlm.nih.gov/pubmed/27497636
https://www.ncbi.nlm.nih.gov/pubmed/4703655
https://www.ncbi.nlm.nih.gov/pubmed/4703655
https://www.ncbi.nlm.nih.gov/pubmed/?term=Martinez-Lara%20E%5BAuthor%5D&cauthor=true&cauthor_uid=1430007
https://www.ncbi.nlm.nih.gov/pubmed/?term=B%C3%A1rcena%20JA%5BAuthor%5D&cauthor=true&cauthor_uid=1430007
https://www.ncbi.nlm.nih.gov/pubmed/?term=B%C3%A1rcena%20JA%5BAuthor%5D&cauthor=true&cauthor_uid=1430007
https://www.ncbi.nlm.nih.gov/pubmed/?term=L%C3%B3pez-Barea%20J%5BAuthor%5D&cauthor=true&cauthor_uid=1430007
https://www.ncbi.nlm.nih.gov/pubmed/?term=Toribio%20F%5BAuthor%5D&cauthor=true&cauthor_uid=1430007


Zag Vet J, Volume 47, Number 3, p. 306-316, September 2019                               Hashem et al.  (2019)   

315 

[34] Das, K.K.; Gupta, A.D.; Dhundasi, S.A.; 
Patil, A.M.; Das, S.N. and Ambekar, 
J.G. (2006): Effect of L-ascorbic acid on 
nickel-induced alterations in serum lipid 
profiles and liver histopathology in rats. 
J  Basic  Clin  Physiol  Pharmacol, 17: 
29-44. 

[35] Thrall, M.A.; Weiser, G.; Allison, R. and 
Campbell, T. (2012): Veterinary 
hematology and clinical chemistry, 2

nd
 

edition. Ames, USA: Wiley-Blackwell. 

[36] Gupta, R.C. (2014): Biomarkers in 
toxicology, Amsterdam: Academic 
Press/ Elsevier. 

[37] Lim, D.W. and Kim, Y.T. (2014):Anti-
osteoporotic effects of Angelica sinensis 
(Oliv.) Diels extract on ovariectomized 
rats and its oral toxicity in rats. 
Nutrients, 6(10): 4362-4372. 

[38] Hassanen, N.H.M. (2012): 
Hepatoprotective effects of marjoram 
(Origanum marjorana) on oxidative 
stress against carbon-tetrachloride-
induced toxicity in rats. Egypt J of 
Nutrition and Health, 7 (1): 69-86. 

[39] Ye, Y.N.; Liu, E.S.L.; Li, Y.; So, H.L.; 
Cho, C.C.M. and Sheng, H.P. et al. 
(2001): Protective effect of 
polysaccharides-enriched fraction from 
Angelica sinensis on hepatic injury. Life 
Sci, 69: 637–646. 

[40] Robert, T.; Norbert, L.; Peter, M. and 
Zuzana, H. (2013): Changes of blood 
parameters associated with nickel 
administration in rats. Animal Welfare, 
Ethology and Housing Systems, 
9(3):604-611. 

[41] Fidelia, O., Otitoloju, A.A. and Igwo-
Ezikpe, M.N. (2014): Usefulness of liver 
and kidney function parameters as 
biomarkers of „heavy metals‟ exposure 
in a mammalian model Mus musculus. 
Afr  J  Biochem Res, 8(3):65–73. 

[42] Marks, V.; Cantor, T.H.; Mesko, D.; 
Pullmann, R. and Nosalova, G. (2002): 
Differential diagnosis by laboratory 
medicine: A quick reference for 
physicians,1

st
 edition. Germany: 

Springer-Verlag Berlin Heidelberg. 

[43] Weatherby, D. and  Ferguson,  S. (2002): 
Blood chemistry and CBC analysis: 
Clinical laboratory testing from a 
functional perspective, USA: Bear 
Mountain Publishing, Jacksonville. 

[44] Cowell, R.L. (2004): Veterinary clinical 
pathology secrets, Missouri, USA: 
Elsevier Mosby. 

[45] Jingzi, L.; Lei, Y.; Ningjun, L. and 
Haiyan, W. (2000): Astragalus 
mongholicus and Angelica sinensis 
compound alleviates nephrotic 
hyperlipidemia in rats. Chin  Med  J, 
113(4):310-314. 

[46] Rang, H.P. and Dale, M.M. (1991): 
Pharmacology, 2

nd
 edition. New York, 

USA: Churchill Livingstone. 

[47] Shelbaya, L.A.; El Mehairy, H.F. and El-
Zainy, A.R.M. (2014): Antioxidant 
activities of Marjoram (Origanum 
majoranum L.) added to frozen beef 
kofta and its therapeutic effect against 
kidney damage in rats. World Appl Sci J, 
31 (8): 1406-1414. 

[48] Amudha, K. and  Pari, L. (2011): 
Beneficial role of naringin, a flavanoid 
on nickel induced nephrotoxicity in rats. 
Chem  Biol  Interact, 193(1):57-64.  

[49] Kadi, I.E. and Dahdouh, F. (2016): 
Vitamin C pretreatment protects from 
nickel-induced acute nephrotoxicity in 
mice. Arh  Hig  Rada  Toksikol, 
67(3):210-215. 

[50] Cheng, C.;  Chang, W.;  Chang, L.; Wu, 
C.;   Lin, Y. and  Chen, J. (2012): Ferulic 
acid, an Angelica sinensis-derived 
polyphenol, slows the progression of 
membranous nephropathy in a mouse 
model. Evid Based Complementary 
Altern Med, 2012:1-12. 

[51] Refaie, A.A.; Ramadan, A. and Mossa, 
A.H. (2014): Oxidative damage and 
nephrotoxicity induced by prallethrin in 
rat and the protective effect of Origanum 
majorana essential oil. Asian Pac J  Trop  
Med, 7 (Suppl 1): S506-S513.  

[52] Misra, M.; Rodriguez, R.E. and 
Kasprazak, K.S. (1990): Nickel induced 
lipid peroxidation in the rat: correlation 

https://www.amazon.com/s/ref=dp_byline_sr_book_1?ie=UTF8&text=Dr+Dicken+Weatherby&search-alias=books&field-author=Dr+Dicken+Weatherby&sort=relevancerank
https://www.amazon.com/s/ref=dp_byline_sr_book_2?ie=UTF8&text=Dr+Scott+Ferguson&search-alias=books&field-author=Dr+Scott+Ferguson&sort=relevancerank
http://europepmc.org/search?query=JOURNAL:%22Chin+Med+J+%28Engl%29%22&page=1&restrict=All+results
https://www.hindawi.com/96153284/
https://www.hindawi.com/21014032/
https://www.hindawi.com/52052068/
https://www.hindawi.com/96482769/
https://www.hindawi.com/27123568/
https://www.hindawi.com/39280420/


Zag Vet J, Volume 47, Number 3, p. 306-316, September 2019                               Hashem et al.  (2019)   

316 

with nickel effect on antioxidant defense 
system. Toxicology, 64:1–17.  

[53] Chen, C.Y.; Huang, Y.L. and Lin, T.H. 
(1998): Lipid peroxidation in liver of 
mice administered with nickel chloride 
with special reference to trace elements 
and antioxidants. Biol  Trace Elem Res, 
61(2):193-205. 

[54] El-Ashmawy, I.M.; El-Nahas, A.F. and 
Salama, O.M. (2005): Protective effect 
of volatile oil, alcoholic and aqueous 
extracts of Origanum majorana on lead 
acetate toxicity in mice. Basic Clin  
Pharmacol  Toxicol, 97(4): 238–243. 

[55] Mo, Z.Z.; Lin, Z.X.; Su, Z.R.; Zheng, L.; 
Li, H.L. and Xie, J.H. et al. (2018): 

Angelica sinensis supercritical fluid CO2 
extract attenuates D-Galactose-induced 
liver and kidney impairment in mice by 
suppressing oxidative stress and 
inflammation. J  Med Food, 21 (9):887-
898. 

[56] Sigel, A.; Sigel, H. and Sigel,  R.K.O. 
(2007): Nickel and its surprising impact 
in nature, Volume 2. Chichester,  
England:John Wiley and Sons.  

[57] Mossa, A.T. and Nawwar, G.A. (2011): 

Free radical scavenging and 

antiacetylcholinesterase activities of 

Origanum majorana L. essential oil. 

Hum Exp Toxicol, 30(10): 1501–1513.

 الملخص العربي

التأثير الوقائي لمستخلص حشيشة الملاك وزيت البردقوش على السمية الكبدية والكلوية الناجمة عن كلوريد النيكل في 
 ر الجرذان البيضاءذكو

2حسن مدـــحسن مح سانايو1 اسماعيل حسن،هاجر طارق 1محمدعبدالعظيم هاشم  
1
 مصر -محافظة الشرقية -الزقازيق - 11511 الزقازيق جامعة - البيطري الطب كلية - الإكلينيكية الباثولوجيا قسم 

 مصر -محافظة الشرقية -الزقازيق -البحوث الزراعية  محطة -الأنتاج  قطاع 2

عيو  اىسوَيت ح وج اىَضٍْوت ىنيىسيوذ  اىبشدقوى وصيج حشيشت اىَلاك  سٍسخخيص جز هذه الدراسة لتقييم فعالية اجراءم ت
 ٍاو داث و اىوذوىُ بيشومسويذاىبيىميَي ئيوت   ح ىوت  اىوذً قي لو ثفي اىجوشراُ اىبياو م ٍوِ  ولاه دسالوت اىخ يوشاث فوي   اىْينو
حوٌ   جوم.  11±  121وزن جسوم  متوسوط بذكوور  جوشرا لوخيِ عوذدوزٓ اىذسالوت عيو   أجشيج .المتعلقة بالكبد والكلى الأمسذة
فو  اىَجَىعوت اىجوشراُ  حيقوج  المواء المقطور أعةيوج ضو بةت ٍجَىعت: الأوى  اىَجَىعتٍجَىع ث ٍخس ويت . 6 إى  هٌحقسيَ
/  ٍجوٌ  055 ( اىَولاك حشيشوت جوزس ٍسوخخيص اىث ىثوت  اىَجَىعوت )اىجسوٌ وصُ ٍوِ مجوٌ/  ٍجوٌ 0..5 (ميىسيذ اىْينو اىث ّيت 
 بنيىسيوذ اىَسوََت اىجوشراُ. )اىجسوٌ وصُ ٍوِ ٌجوٍو / م 5.0 (اىبشدقى صيج  حيقج: اىشابعت  اىَجَىعت )اىجسٌ وصُ ٍِ مجٌ
بونسس الجرعواا السوابقة  اىبشدقوى  صيوج اىَولاك حشيشوت سجزٍسخخيص  تم اعطائها  واىس دلت اىخ ٍست  اىَجَىعت ف  اىْينو

ّسووجت رجووشام اىخ يوويلاث اىخجشيبيووت أك عيْوو ث دً ويووجَححووٌ   أسووابي  1لموود   اىخجشيووك موو ُ يىٍيوو  عووِ مشيوو  اى ووٌ عيوو  اىخووىاى .
صاد ٍعْىيو  ٍوِ  ْينوواىَخخي ت بعذ أسبك أل بيك ٍِ بذم اىَع ٍلاث .ٍق سّت ٍك اىَجَىعوت اىاو بةت أرهشث اىْخو ئن أُ ميىسيوذ اى

يووشوبيِ  اىووذوىُ اىثلا،يووت   ييلووبشحيج أٍيْىحشاّسوو يشيض و اى ىلوو  حيض اىقيووىا وٍسووخىي ث اىبالأّشوو م الأيّوويِ أٍيْىحشاّس يشيض 
بيَْووو   اّخ وووي ٍعْىيووو    اىَ ىىّذي ىذويوووذ  اىنبوووذا واىنيوووىاإلوووى جانوووب تركيوووزاىنىىيسوووخشوه اىنيوووي   اىيىسيووو    اىنشيووو حيْيِ 

اىنخو ىيض  واىسوىبش امسويذ ديسوَيىحيض،  وتواثيون بيروكسويدازجلال ،نالجلوتواثيوو  ىٍيِ فوي اىسويشًيوالأىبواىبوشوحيِ اىنيوي حشميض
 الأخوتاتا تحسوين علوى وعموا لويبيت آ،و س أا ىهَو  ىوي  اىبشدقوى  حشيشت اىَولاك وصيوج جزس ٍسخخيص. واىنيىا  اىنبذا

 وميىيوت بذيوتم أضوشاس فوي حسوب  ميىسيوذ اىْينوو فو  اىخخو ً  .اىعولا  اىَشوخشك  ثفوي ٍجَىعو اىَق لوت اىخ يويلاث فوي المختلسوة
عولاوة عيو  رىول  . ث  عيو  أمسوذة اىوذوىُ واى وذ ٍوِ أّشوةت الأّضيَو ث اىَاو دة ى مسوذة فوي ووزٓ الأعاو ماىب رض فت إى  
  لاصوت جوزس ٍك ح ىق حَ يت مبيشة ضذ اىخأ،يشاث اىا سة ىـنيىسيذ اىْينو  قذٍ اىبشدقى  حشيشت اىَلاك وصيج  لاصت جزس
 . حشيشت اىَلاك
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