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Abstract
The principle goal of the present article is to investigate the potential role of the ethanolic extracts of aerial
parts of Jasonia candicans and Jasonia montana in management of oxidative stress in male rats treated
with aluminum chloride (AlCl3). Supplementation of drinking water with 0.3 g/L of aluminum chloride (AlCl3)
in a dose of 0.3 g/L for 16 weeks induced oxidative stress with significant increase in serum creatinine
level, alanine transferase (ALT), aspartate trasferase (AST) activity, malondialdehyde (MDA) and hepatic DNA
fragmentation levels. However, oral administration of the ethanolic extract of Jasonia candicans or Jasonia
montana at concentration of 150 mg/kg bw daily for 6 weeks showed significant decrease in serum creatinine
and ALT activity associated with insignificant change in serum AST acivity, MDA or DNA fragmentation level
in liver tissues compared to the negative control group. The treatment with extracts in combination with
AlCl3 also resulted in significant decrease in the all studied parameters compared to the AlCl3 treated one.
In addition, the extracts could decrease significantly the frequency of chromosomal aberrations induced in
bone marrow cells and spermatocytes of the rats treated with aluminum chloride (AlCl3). High content of
terpenes, sesquiterpenes and flavonoids in the ethanolic extracts of Jasonia candicans and Jasonia montana
may be responsible for the antioxidative and antigenotoxic action. These results clearly suggested that the
ethanolic extracts of aerial parts of Jasonia candicans or Jasonia montana may effectively ameliorate the
oxidative stress resulted from AlCl3 intoxication. Thus, these extracts may have therapeutic applications in
the management of oxidative stress related diseases.

Keywords
Genotoxicity tests, Oxidative stress, J. montana, J. candicans, AlCl3

 

Introduction
Aluminum (Al) is one of the most abundant metals
in the earth’s crust. Human exposure to Al has
been increasing over the last decades. This element
appears mainly in food products and in drinking
water derived from both natural sources and
treatment methods [1].

Oxidative stress induced damage was shown to
be one of the important mechanisms to indicate
that aluminum has an association with free radical
production [2]. Aluminum is a non-redox -active
metal which is capable of increasing the cellular
oxidative milieu by potentiating the pro-oxidant
properties of transition metals such as iron and
copper [3]. An unusual aspect of the biochemistry of
this non-redox-active metal is its pro-oxidant activity,
which might be explained by the formation of an
Al superoxide semi-reduced radical ion (AlO2 .²+)
[4]. It can be speculated that aluminum induced
oxidative damage to mitochondrial proteins may be
one of the possible mechanisms for the onset of
aluminum toxicity. It has been shown that chronic
aluminum exposure is involved in the impairment
of mitochondrial electron transport chain (ETC) and
increased production of reactive oxygen species
(ROS) [5]. The formation of excessive ROS and

reactive nitrogen species (RNS) can lead to oxidative
injury [6]

Reactive oxygen species (ROS) interact with all
biological macromolecules, including lipids, proteins,
nucleic acid s, and carbohydrates. The resulting
stress increases neuronal death, which contributes to
the neuropathology associated with several diseases
[7]. It has also been observed that acute ROS
generation can inactivate the iron sulphur centers
of ETC complexes I, II, III and aconitase resulting
in decreased mitochondrial energy production [8].
Al induced depletion of glutathione (GSH) and
reduction of activity of glutathione peroxidase (GSH-
Px), glutathione S-transferase (GST) and catalase
(CAT) [9].

The use of traditional medicine during last decade
has expanded globally and is gaining popularity. The
world health organization (WHO) reported in 2001
that the herbal medicine serve the health need of
about 80% of the world’s population , especially
for millions of people in the vast rural areas of
developing countries [10]

The genus Jasonia, of the family Asteraceae,
tribe Iinuleae, subtribeInulinea is a small genus
with about five species and mainly distributed in
the Mediterranean region [11]. Earlier work on the
chemistry of four species, J. glutinosa, J. mberosa,
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J. montana and J. candicans, revealed the presence
of several sesquiterpenes and sesquiterpene lactone
derivatives, eudesmanoicacide, eudesmanolides,
[12] together with several polymethoxylated
flavonoids and some coumarins [13]. Some species
of this genus showed antibacterial activity [12] and
some medicinal uses as an antispasmodic drug [14].

Plant sesquiterpenes are secondary metabolites
widely distributed in the higher plant Kingdom
and are known to show diverse biological
and pharmacological actions, including anti-
inflammatory activity [15]. Polyphenols exist in
many plants and are especially abundant in Jasonia
montana[16], are used as antioxidant. J. montana and
polyphenol-enriched plant extracts have no known
toxicity.

The current study was designed to investigate the
potent role of Jasonia candicans and Jasonia montana
ethanolic extract in the management of oxidative
stress in experimental animal model.

Materials and Methods
Collection of plant material
The aerial parts of Jasonia candicansand Jasonia
montana  were collected from west of Alexandria and
hilly areas from El-Arbaeen valley, Saint Catherine,
South Sinai, Egypt, respectively in November 2009.
The taxonomical features of the plants were kindly
confirmed by Prof. M. N. El-Hadidi, Prof. of plant
Taxonomy, Botany Department, Faculty of Science,
Cairo University, Cairo, Egypt. Voucher specimens
were kept in the museum of the Department of
Pharmacology, Faculty of Pharmacy, Cairo University,
Cairo, Egypt.
Preparation of extracts
Two kgs of each of Jasonia candicans and Jasonia
montana air dried plant materials were separately
grounded and were exhaustively extracted by
percolation in 70% aqueous ethanol at room
temperature. The filtrates were concentrated under
vacuum at 40ºC to yield 170 g dried extract from
Jasonia candicans and 200 g dried extract from
Jasonia montana. Stock solutions were prepared by
dissolving 60 g of each extract in 400 ml water [17].
Experimental design
Seventy seven adult male Sprague Dawley rats
(200-250 g) were enrolled in the current study. The
rats were obtained from the Animal House Colony
of the National Research Centre, Dokki, Cairo, Egypt.
The rats were housed in polypropylene cages in an
environmentally controlled clean air room with a
temperature of 24 ± 1ºC, a 12 h light/ 12 h dark cycle,
a relative humidity of 60 ± 5% and free access to
tap water and food. Rats were allowed to adapt to
these conditions for two weeks before beginning the
experimental protocol. All animals received human
care and use according to the guidelines for Animal
Experiments which were approved by the Ethical
Committee of Medical Research, National Research
Centre, Cairo, Egypt. Oxidative stress was induced
in rats by supplementing the drinking water with
aluminum chloride (AlCl3) for 16 weeks [18]. The
animals used in the current study were classified

into five groups: 1- Healthy control group (negative
control), 2- Jasonia candicans treated group in which
the animals were orally administrated with Jasonia
candicans extract in a dose of 150 mg/kg bw [19]
daily for 6 weeks, 3- Jasonia montana- treated group
in which the animals were orally administered with
Jasonia montana  extract in a dose of 150 mg/kg bw
daily for 6 weeks, 4- AlCl3 intoxicated group (positive
control). AlCl3 intoxicated group treated orally with
Jasonia candicans extract (150 mg/kg bw) daily for
6 weeks , 5- Oxidative stress induced group treated
orally with Jasonia montana  extract (150 mg/kg bw )
daily for 6 weeks.

At the end of the experimental period , the
animals were fasted overnight and subjected to
anesthesia using diethylether. The blood samples
were collected from all animals in the different
studied groups. Then, the animals were rapidly
killed and the liver tissues were dissected for DNA
fragmentation assay.
Biochemical analysis
Serum alanine transferase (ALT), aspartate
transferase (AST) and creatinine activity was
determined colourimetrically using kit purchased
from Randox Co., Egypt, according to the method of
Schmidt [20]. Serum creatinine level was determined
using kit purchased from Randox Co., Egypt,
according to the method described by [21].

DNA Fragmentation assay:The method of DNA
fragmentation was carried out according to
Perandones et al. [22]. About 0.25g of the liver
tissues was mechanically dissociated in 400 μl
hypotonic lysis buffer (10mM tris, 1mM EDTA and
0.2% triton X-100, ph 8.0). The cell lysate was
centrifuged at 12.000 Xg for 15 min. the supernatant
containing small DNA fragments was immediately
separated as well as the pellet containing large
pieces of DNA, were used for the diphenylamine
(DPA) assay. The pellet was resuspended in 400 μl
of hypotonic lysis buffer. 400μl 10% trichloroacetic
acid (TCA) was added to both the supernatant
and the resuspended pellet and incubated at room
temperature for10 min. The tubes were centrifuged
at 2000 rpm for 15 min. at 4°C. After discarding
the supernatant, the precipitate was resuspended in
400 μl 5% TCA, incubated at 80°C for 30 min. and
then allowed to cool at room temperature. After
centrifugation, one volume of the extracted DNA
was added to two volumes of colorimetric solution
(0.088 M diphenylamine (DPA), 98% V/V glacial acetic
acid, 1.5%V/V sulphoric acid and 0.5% V/V 1.6%
Acetaldehyde solution). The samples were stored at
4°C for 48h. The colorimetric reaction was quantities
spectrophotometrically at 578 nm. The percentage
of DNA fragmentation was expressed by the formula:

Lipid oxidation analysis by determination of
malondialdehyde concentration: Lipid peroxidation
was assayed by measuring the level of
malondialdehyde (MDA). Malondialdehyde forms a
1:2 adduct with thiobarbituric acid which can be
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measured by spectrophotometry. Malondialdehyde
was determined by measuring thiobarbituric reactive
species using the method of [23], in which the
thiobarbituric acid reactive substances react with
thiobarbituric acid to produce a red colored complex
having peak absorbance at 532 nm.
Cytogenetic analysis
Rats were subjected to cytogenetic analysis from
bone marrow cells using the method of Preston et al.
[24]. Briefly, rats were injected intraperitoneally (i.p)
with colchicine (0.05 mg/kg) for two and half hours
before sacrifice. Animals were sacrificed and femoral
bone marrow cells were flushed with isotonic
solution (0.9%NaCl), hypotonic solution (0.56%KCl)
was added to the cell pellet and incubated at 37
ºC for 30 minutes, the solution was fixed, slides
were prepared and stained using 10% Giemsa stain.
Fifty metaphase spread for animal were analyzed
for scoring the different types of chromosomal
aberrations.

Statistical analysis
The results were expressed as Mean± S.D of the
mean. Data were analyzed by one way analysis
of variance (ANOVA) and were performed using
the Statistical Package for the Social Sciences
(SPSS) program, version 11. The Kolmogorov-
Smirnov test (KS-test) was used to determine if two
datasets differ significantly followed by Bonferroni
test as multiple comparison method to compare
significance between groups [25]. Difference was
considered significant when P value was <0.05.

Results
The data in Table (1) represented the effect of
Jasonia candicans and Jasonia montana extracts on
serum creatinine level, ALT activity and AST activity in
AlCl3 intoxicated group as an oxidative stress model.
Administration of Jasonia candicans and Jasonia
montana extracts produced significant decrease
(p>0.05) in serum creatinine level and ALT activity in
comparison with the negative control group. While,
administration of Jasonia candicans and Jasonia
montana extracts produced insignificant decrease in
serum AST level in comparison with the negative
control group. On the other hand, AlCl3 intoxicated
group showed significant increase (p>0.05) in serum
creatinine level, ALT activity and AST activity in
comparison with the negative control group. While
the treatment of the aluminum chloride (AlCl3) group
with Jasonia candicans or Jasonia montana extracts
produced significant decrease (p>0.05) in serum
creatinine, ALT and AST in comparison with the AlCl3

intoxicated group.
The data in Table (2) represented the effect

of Jasonia candicans and Jasonia montana extracts
on serum MDA and DNA fragmentation in liver
tissues in oxidative stress model. Administration
of Jasonia candicans extract produced significant
decrease (p>0.05) in serum MDA in comparison with
the negative control group, while administration
of Jasonia candicans extract produced insignificant
decrease in DNA fragmentation in liver tissues

in comparison with the negative control group.
Administration of Jasonia montana extract produced
insignificant decrease in serum MDA or DNA
fragmentation in liver tissues in comparison with
the negative control group. On the other hand,
oxidative stress model (AlCl3 treated group) showed
significant increase (p>0.05) in serum MDA and DNA
fragmentation in liver tissues in comparison with the
negative control group. While treatment with Jasonia
candicans or Jasonia montana extracts produced
significant decrease (p>0.05) in serum MDA and DNA
fragmentation in liver tissues of AlCl3-treated rats
in comparison with the untreated positive control
group.

         Parameters

Group
Creatinine [mg%]   AST [U/l]   ALT [U/l]

Negative control     0.517±0.004 44.66±0.362 38.16±0.35

Jasonia candicans    0.471±0.002* 43.83± 0.638 36 ± 0.267*

Jasonia montana    0.466±0.003* 43.83 ± 0.44 36.5 ± 0.31*

AlCl3 intoxicated group

(positive control)    0.75± 0.010** 83 ± 0.534** 69.66±1.14**

AlCl3 +Jasonia candicans     0.696±0.011* 73.34±0.883* 60.5± 0.313*

AlCl3 + Jasonia montana
    0.703±0.009* 74.166 ±0.811* 62.66 ± 0.556*

Table 1: Effect of Jasonia candicans and Jasonia montana  extracts on
creatinine level, ALT and AST activity in male rats received AlCl3 in
drinking water. Data are expressed as Mean ± SD. Values marked with
an asterisk (*) are significantly different (P < 0.05), (**) are significantly
different (P < 0.01).

The data in Table (3) represented the effect
of Jasonia candicans and Jasonia montana extracts
on the frequency of structural and numerical
chromosomal aberrations in bone marrow cells of
the rats received AlCl3 in drinking water. The results
showed that structural chromosomal aberration
in bone marrow cells of male rats especially
gaps, breaks, fragments, endomitosis as well as
total structural aberration and polyploidy increased
significantly (high and very high significant) in the
AlCl3 treated group (group 4) compared with those in
controls (positive and negative controls) treated with
Jasonia montana or Jasonia candicans (group 1,2 and
3, respectively).

While, the treatment with Jasonia Montana and
Jasonia candicans in combination with aluminum
chloride (groups 5, 6), reduced the frequency of
all types of structural and numerical chromosomal
aberrations compared with aluminum chloride
treated group but still differ significantly compared
with those in controls.
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                     Parameters

Group
     MDA(µmol/l)       DNA fragmentation (%)

Negative control     2.11 ± 0.0349 12.16  ± 0.349

Jasonia candicans     2.0 ± 0.0267* 11.33 ± 0.244

Jasonia Montana     2.03 ± 0.0244 11.5 ± 0.163

AlCl3 intoxicated group

(positive control)    3.85 ± 0.025** 29.66 ± 0.244**

AlCl3 +Jasonia candicans     3.216 ± 0.039*  22.33 ± 0.488*

AlCl3 + Jasonia montana
    3.18 ± 0.061* 22.65 ± 0.408*

Table 2: Jasonia candicans and Jasonia montana extracts on MDA and
DNA fragmentation levels in male rats received AlCl3 in drinking water.

Data are expressed as Mean ± SD. Values marked with an asterisk (*)

are significantly different (P < 0.05), (**) are significantly different (P <
0.01).

The results of germ cells (Table 4) showed
increases of structural aberrations (chain, autosomal
univalents, and x-y univalents) and total structural
aberrations as well numerical variation (polyploidy)
in aluminum chloride treated group (group 6)
compared with control groups (groups 1, 2 and
3). However, the treatment with J. montana and
J. candicans in combination with AlCl3 reduced the
frequency of all types of structural aberrations
compared to those of control groups but the
difference still significant.

Treatment

No. of
animals

No. of
examined

cells

Structural Aberrations Numerical
aberrations

Gap Break Fragment Endomitosis
Total
aberrations

Polyploidy

Negative 
Control

5 250 0.20±0.44* 0.00±0.00 0.20±0.44* 0.40±0.54* 0.80±1.30* 0.00±0.00

Jansonia
candicans

5 250 0.40±0.54* 0.40±0.54* 0.20±0.44* 0.60±0.54* 1.40±1.67* 0.40±0.54*

Jansonia
montana

5 250 0.00±0.00 0.20±0.44* 0.20±0.44* 0.40±0.54* 0.80±1.09* 0.20±0.44*

 AlCl3
intoxicated
group
(positive
control)

5 250 6.20±0.83*** 10.50±1.14*** 15.20±0.83***
22.60±0.89***

54.4±3.20*** 4.40±0.54***

AlCl3
+Jasonia
candicans

5 250 1.20±0.44** 1.40±0.89** 1.60±0.89** 4.40±0.54** 8.60±0.54** 0.60±0.54*

AlCl3 +
Jasonia
montana

5 250 1.60±0.54** 1.40±0.54** 1.60±0.89** 9.40±1.14** 14.00±1.00** 1.20±0.44**

Table 3: Effect of Jasonia candicans and Jasonia montana extracts on
the frequency of structural and numerical chromosomal aberrations
in bone marrow cells of rats received AlCl3 in drinking water. Data

are expressed as Mean± SD. Values marked with an asterisk (*) are

significantly different (P < 0.05), (**) are significantly different (P <
0.01).

      Treatment

No. of
animals

No. of
examined

Cells

Structural aberrations

Total
aberrations

Numerical
aberrations

Chain Qutosomalunivalents
X-y
univalents

Polyploidy

Negative  Control 5 250 0.20±0.44 0.20±0.44 0.40±0.54 0.60±0.89 0.20±0.44

Jansoniacandicans 5 250 0.20±0.44 0.00±0.00 0.40±0.54 0.60±0.89 0.40±0.54*

Jansoniamontana 5 250 0.40±0.54* 0.20±0.44 0.60±0.54* 1.20±1.30* 0.60±0.54*

AlCl3intoxicated
group (positive
control)

5 250 1.40±0.54** 1.20±0.44** 9.20±0.83** 11.80±1.09** 1.00±1.00*

AlCl3 + Jasonia
candicans

5 250 0.80±0.50* 0.80±0.83* 5.00±0.70** 6.60±1.51** 1.20±1.30*

 AlCl3 + Jasonia
montana

5 250 4.40±0.54*** 8.20±0.83*** 13.80±0.83*** 26.40±1.14*** 8.60±0.54**

Table 4: Effect of Jasonia candicans and Jasonia montana extracts
on the frequency of chromosome aberrations in spermatocytes of
rats received AlCl3 in drinking water. Data are expressed as Mean ±

SD. Values marked with an asterisk (*) are significantly different (P <

0.05), (**) are significantly different (P < 0.01) and (***) are significantly
different (P < 0.01)

Discussion
The aim of the present study was to investigate
the potent role of Jasoniacandicans and Jasonia
Montana ethanolic extract in the management of
oxidative stress in experimental animal model. The
results revealed that supplementation of drinking
water with AlCl3 induced oxidative stress with
significant increase in serum creatinine level, ALT,
AST activity, MDA and DNA fragmentation levels.
However, oral administration of the ethanolic extract
of J. candicans or J. montana showed significant
decrease in serum creatinine and ALT activity
associated with insignificant change in serum AST
acivity, MDA or DNA fragmentation level compared
to the negative control group. The treatment with
extracts in combination with AlCl3 also resulted in
significant decrease in the all studied parameters
compared to the AlCl3 treated one. In addition, the
extracts could decrease significantly the frequency
of chromosomal aberrations induced in bone marrow
cells and spermatocytes of the rats treated with
aluminum chloride (AlCl3).

Aluminum accumulates mainly in bones, spleen,
liver and lungs [26]. Assessment of harmful effect
of aluminum was based on the analysis of selected
biochemical parameters. Statistically significant
increase in serum creatinine concentration in animal
receiving aluminum chloride is of interest. The
increase of serum creatinine concentration can
be a consequence of critical accumulation of
this metal in kidneys and following renal failure
development. Aluminum is excreted mainly by
kidneys [27]. Chronic exposure to aluminum also
results disruptions in mineral balance disturbances.
In the biological systems aluminum ions replace
iron and magnesium ions [28]. Also aluminum
accumulates in liver and alter cellular membrane
structures and increase the ALT and AST activity
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[29]. Aluminum reduce Fe2+ binding to ferritin,
and disturb heme synthesis [27]. Free iron ions
released from biological complexes by aluminum
can catalyze hydrogen peroxide decomposition to
hydroxyl radical- according to Fenton’s reaction. This
high hydroxyl radical reactivity is able to initiate
cellular damage, this cause the increase in hepatic
DNA fragmentation level [30].

Aluminum has been reported to induce lipid
peroxidation and to alter physiological and
biochemical characteristics of the biological systems
[31]. One possible explanation for the enhanced
lipid peroxidation is that Al facilitates iron-induced
lipid peroxidation [32], non-iron-induced lipid
peroxidation [33] and non-iron-mediated formation
of the hydroxyl radical [34]. Aluminum has the
ability to bind to the membranes, since Al catalyses
oxidative cascades for lipids much easier than
it is for proteins. Aluminum also exhibits high
affinity for phosphate groups and bind to the
phospholipids head groups through electrostatic
forces [35] which may disturb the order as well
as other dynamic parameters of the bilayer. The
consequential phospholipid rearrangement may
aid in the propagation of lipid peroxidation and
therefore increasing malondialdehyde concentration
[31].

Aluminum is considered also as one of the
contributing factors to oxidative stress, as it
generates highly reactive oxy and hydroxyl free
radicals directly [2]. The generated ROS subsequently
attack almost all cell components including
membrane lipids, producing lipid peroxidation [36].

The cytogenetic results of present study
demonstrate that alumimum chloride induced a dose
dependent significant increase in the frequencies of
total chromosomal aberrations in bone marrow cells
and spermatocytes of male rats.

Oxidative stress-induced damage was shown to
be one of the important mechanisms to indicate that
aluminum has an association with the chromosomal
aberrations induction. Increased generation of
reactive oxygen species (ROS) and lipid peroxidation
has been found to be involved in the increase the
chromosomal aberrations ratio. Aluminium is a non-
redox active metal which is capable of increasing
the cellular oxidative milieu by potentiating the
pro-oxidant properties of transition metals such as
iron and copper. It has been shown that chronic
aluminium exposure is involved in the impairment
of mitochondrial electron transport chain (ETC) and
increased production of ROS. The formation of
excessive ROS and reactive nitrogen species (RNS)
can lead to oxidative injury. Reactive oxygen species
(ROS) interact with all biological macromolecules,
including lipids, proteins, nucleic acids (DNA and
RNA), and carbohydrates.

Administration of J. candicans and J. montana
extracts showed significant decrease in the
frequencies of total chromosomal aberrations
induced in bone marrow cells and spermatocytos of
rats were treated with ALCL3.

Also the current results revealed the non-toxic
nature of J. Candicans and J.montana on normal
rate , this result is greatly supported by other
studies [37]. They reported that using oxidative
stress analysis and gene expression profile in AD-
induced rats Jasonia montanta and Jasonia candicans
were effective against Alzheimer's disease.

The above result suggests that both J. montana
and J. candicans extracts may exert antioxidant
activities high

content of flavoniods and phenolic compounds
has been deconstructed in J.montana extract [38],
as well as in J. candicans one [39], which may
be responsible for antigenotoxicity and reduce the
cytogentic effect. The chromosomal aberrations
assay provided evidence of genotoxcity of ALCl3 and
antigenotoxicity of  J. montana and J. candicans.
In conclusion:
the results clearly suggested that the ethanolic
extracts of aerial parts of Jasonia candicans or Jasonia
montana may effectively ameliorate the oxidative
stress induced by AlCl3. Thus, these extracts may
have therapeutic applications in the management of
oxidative stress related diseases.
 

References
1. Yokel RA, McNamara PJ (2001). Aluminium toxicokinetics: an

updated minireview. Pharmacol Toxicol, 88: 159-167.
2. Kumar V, Bal A, Gill KD (2009). Aluminium-induced oxidative DNA

damage recognition and cell-cycle disruption in different regions
of rat brain. Toxicology, 264: 137-144.

3. Bjertness E, Candy JM, Torvik A, Ince P, McArthur F,  et al. (1996).
Content of brain aluminum is not elevated in Alzheimer disease.
Alzheimer Dis Assoc Disord, 10: 171-174.

4. Exley, C. (2005). The Aluminium-Amyloid Cascade Hypothesis
and Alzheimer's Disease. In: Alzheimer's Disease: Cellular and
Molecular Aspects of Amyloid beta. Subcellular Biochemistry 38,
(Eds. Harris R Fahrenholz F), p 225-234..

5. Kumar V, Bal A, Gill KD (2008). Impairment of mitochondrial energy
metabolism in different regions of rat brain following chronic
exposure to aluminium. Brain Res, 1232: 94-103.

6. Halliwell B, Gutteridge JM, Cross CE (1992). Free radicals,
antioxidants, and human disease: where are we now? J Lab Clin
Med, 119: 598-620.

7. Baydas G, Reiter R, Yasar A, Tuzcu M, Ozveren F, Canatan H (2003).
Melatonin protects the central nervous system of rats against
Toluene containing thinner intoxication by reducing reactive
gliosis. Toxicol. Letters, 137, 169-174.

8. Wallace JL, Vergnolle N, Muscará MN, Asfaha S, Chapman K,  et
al. (1999). Enhanced anti-inflammatory effects of a nitric oxide-
releasing derivative of mesalamine in rats. Gastroenterology, 117:
557-566.

9. Mahieu S, Millen N, González M, Contini Mdel C, Elías MM (2005).
Alterations of the renal function and oxidative stress in renal tissue
from rats chronically treated with aluminium during the initial
phase of hepatic regeneration. J Inorg Biochem, 99: 1858-1864.

10. WHO (2000). World Health Organization. Promoting the Role
of Traditional Medicine in Health Systems: a Strategy for the
African Region 2001–2010. Harare, World Health Organization,
2000 (document reference AFR/RC50/Doc.9/R)., .

11. Anderberg A A (1995). Doellia , an overlooked genus in the
Asteraceae-Plucheae. Willdenowia, 25..

12. Ahmed AA, Mahmoud AA, Williams HJ, Scott AI, Reibenspies JH,  et
al. (1993). New sesquiterpene alpha-methylene lactones from the
Egyptian plant Jasonia candicans. J Nat Prod, 56: 1276-1280.

13. Ahmed A A, Jakupovic J F (1991). Sesqui and monoterpenes from
Jasonia montana. J. Phytochem., 29, 3656–3661..

14. Castillo A, del Valle M, Rubio-Campos J C, Fernández-Rubio R
(). Síntesishidrológica del macizo de Sierra Nevada (Granada y
Almería). Conf Intern Sierra Nevada, I: 389-413..

15. Recio MC, Giner RM, Uriburu L, Máñez S, Cerdá M,  et al. (2000). In
vivo activity of pseudoguaianolide sesquiterpene lactones in acute
and chronic inflammation. Life Sci, 66: 2509-2518.



6

16. Tawfik S S, Abbady M I, Azab, Zahran A M (2006). Anticlastogenic
and haemodynamic efficacy of flavonoid mixture challenging the
oxidative stress induced by gamma rays in male mice. Egypt J Rad
Sci Applic., 19:195–210..

17. Soliman F M, M Y Moussa, H M Abdallah, S M Othman (2009).
Cytotoxic activity of flavonoids of Jasonia montanaVahl. (Botsch)
(Astraceae) growing in Egypt. Australian Journal of Basic and
Applied Sciences, 3: 148-152.

18. Erazi H, Sansar W, Ahboucha S, Gamrani H (2010). Aluminum
affects glial system and behavior of rats. C R Biol, 333: 23-27.

19. Recio MC, Giner RM, Uriburu L, Máñez S, Cerdá M,  et al. (2000). In
vivo activity of pseudoguaianolide sesquiterpene lactones in acute
and chronic inflammation. Life Sci, 66: 2509-2518.

20. Schmidt E, Schmidt F W (1963). Determination of serum GOT and
GPT. Enzym Biol Clin, 3:1.

21. Murray RL (1984). Creatinine In: Clinical Chemistry; Theory,
Analysis and Correlation, Kaplan, L.A. and A.J. Pesce (Eds.) CV
Mosby Co, St Louis, pp: 1247-1253..

22. Perandones CE, Illera VA, Peckham D, Stunz LL, Ashman RF (1993).
Regulation of apoptosis in vitro in mature murine spleen T cells. J
Immunol, 151: 3521-3529.

23. Ruiz-Larrea MB, Leal AM, Liza M, Lacort M, de Groot H (1994).
Antioxidant effects of estradiol and 2-hydroxyestradiol on iron-
induced lipid peroxidation of rat liver microsomes. Steroids, 59:
383-388.

24. Preston RJ, San Sebastian JR, McFee AF (1987). The in vitro human
lymphocyte assay for assessing the clastogenicity of chemical
agents. Mutat Res, 189: 175-183.

25. Armitage P, Berry G. (1987). Comparison of several groups.
Statistical methods in medical research Blackwell Scientific
Publications Oxford., 186-213.

26. Afifi A (2002). Renal osteodystrophy in developing countries. Artif
Organs, 26: 767-769.

27. Graczyk A, Radomska K, Dlugaszek M (1999). Synergizm i
antagonizm między biopierwiastkami i metalami toksycznymi.
Ochrona Środowiska i Zasobów Naturalych nr 18. Instytut Ochrony
Środowiska. Warszawa, pp39-45.

28. Ward RJ, Zhang Y, Crichton RR (2001). Aluminium toxicity and iron
homeostasis. J Inorg Biochem, 87: 9-14.

29. Abreo K, Glass J (1993). Cellular, biochemical, and molecular
mechanisms of aluminium toxicity. Nephrol Dial Transplant, 8 Suppl
1: 5-11.

30. de Zwart LL, Meerman JH, Commandeur JN, Vermeulen NP (1999).
Biomarkers of free radical damage applications in experimental
animals and in humans. Free Radic Biol Med, 26: 202-226.

31. Tripathi S, Mahdi AA, Nawab A, Chander R, Hasan M,  et al.
(2009). Influence of age on aluminum induced lipid peroxidation
and neurolipofuscin in frontal cortex of rat brain: a behavioral,
biochemical and ultrastructural study. Brain Res, 1253: 107-116.

32. Sharma P, Z Ahmad Shah, A Kumar, F Islam, K P Mishra, (2007).
Role of combined administration of Tiron and glutathione against
aluminum-induced oxidative stress in rat brain. J. Trace Elem. Med.
Biol., 21: 63-70..

33. Verstraeten SV, Oteiza PI (2000). Effects of Al(3+) and related
metals on membrane phase state and hydration: correlation with
lipid oxidation. Arch Biochem Biophys, 375: 340-346.

34. Mendez-Alvarez E, Soto-Otero R, Hermida-Ameijeiras A, Lopez-
Real A.M. and Labandeira- Garcia JL (2002). Effect of aluminum
and zinc on the oxidative stress caused by 6-hydroxydopamine
autoxidation: relevance for the pathogenesis of Parkinson's
disease. Biochem Biophys Acta, 1586: 155-168..

35. Exley C (1999). A molecular mechanism of aluminium-induced
Alzheimer's disease? J Inorg Biochem, 76: 133-140.

36. El-Demerdash FM (2004). Antioxidant effect of vitamin E and
selenium on lipid peroxidation, enzyme activities and biochemical
parameters in rats exposed to aluminium. J Trace Elem Med Biol,
18: 113-121.

37. Linjawi SAA, Ahmed ES, Khalil WKB, Booles HF (2011). Potential
role of Jasonia montanta and Jasonia candicans Against alz-
Heimer's disease: assessment of oxidative stress and gene
expression changes in Ad-induced rats. Egypt J Genet Cytol, 40:
61-80..

38. Hussein MA, Abdel-Gawad SM (2010). Protective effect of Jasonia
montana against ethinylestradiol-induced cholestasis in rats. Saudi
Pharm J, 18: 27-33.

39. Hammerschmidt FJ, Clark AM, Soliman FM, el-Kashoury ES, Abd el-
Kawy MM,  et al. (1993). Chemical composition and antimicrobial
activity of essential oils of Jasonia candicans and J. montana.
Planta Med, 59: 68-70.


