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INTRODUCTION

Matricaria chamomilla L., (family Asteraceae)

ABSTRACT

Background: Chamomile essential oil (CEQ) hauls out from Matricaria chamomilla
L., is a well-known anti-oxidant. Oxidative stress induces clastogenic and
biochemical disorders after y-irradiation of animals. Materials and Methods:
Mice were divided into five groups. Control group received vehicle only.
CEO-treated group received CEO. Irradiated group received vehicle and exposed to
y-rays. Pre-treated group received CEO %h before y-rays exposure. Post-treated
group received CEO % hour after y-rays exposure. Peripheral-blood micronucleus
(PMN), bone-marrow micronucleus (BMN), frequency of chromosomal
aberrations (CAs), reduced glutathione (GSH), malondialdehyde (MDA),
superoxide dismutase (SOD), glutathione peroxidase (PGx) and
myeloperoxidase (MPOQ), lactate dehydrogenase (LDH) and tumor necrosis
factor-a (TNF-a) parameters were assessed. Results: In irradiated mice group,
PMN score, BMN occurrence and CAs were increased when compared with
control mice group. In addition, significant increases in levels of liver lipid
peroxidation (LP); expressed as MDA and TNF-a. In addition, activities of liver
MPO and LDH were found. Besides, significant decreases in content of GSH,
activities of SOD and PGx in liver tissues were recognized. CEO treatment (1.0
g/kg body weight) before- and after-irradiation ameliorated all these
biochemical indices, as well as cytogenetic alterations induced by y-rays when
compared with irradiated group, indicating that pre- or post-treatment with
CEO significantly attenuates the acute hazards caused by y-rays exposure.
Conclusion: The data suggest that CEO possesses a radioprotective potential
against y-radiation induced cytogenetic and biochemical damages in mice.

Keywords: Chamomile oil, radioprotector, cytogenetic disorder, biochemical
alteration, y-rays.

possesses anti-oxidant, anti-proliferative,
anti-inflammatory  effects and  reduces
mutagenicity in mice. It was found that, in vivo,

commonly known as chamomile is a plant used
in traditional medicine for many therapeutic
purposes (1), The CEO was found to contain 13
compounds, mainly bisabolol and its oxides,
apigenin, chamazulene, farnesene, germacrene
and other sesquiterpenes (24, Chamomile

CEO induced inhibition of genotoxicity produced
by daunorubicin (DAU) in mouse bone marrow
cells ®) and in vitro study, CEO was efficient
chemo protective agent against the damage
induced by DAU in the precursor cells of the
germinal line of mice ().
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CEO has a nephroprotective effect in kidney
ischemia/ reperfusion related to acute kidney
injury essentially through oxidative stress (6).
Until present, there are not fully effective
therapeutic agents against Acanthamoeba
strains; causative agents of a fatal encephalitis
and severe keratitis in humans and other
animals, recently Hajaji et al. () concluded that
CEO could be used as a future therapeutic agent
against Acanthamoeba infections.

Mice were used as model animals because
they have common or similar responses, at least
in part, to -irradiation to those seen in human.
The young-mouse model could be successfully
used for the integration of genotoxicity and toxic
kinetic studies in the radiation-risk assessment
process due to higher sensitivity in comparison
to adult rats . Ionizing radiation-induced
oxidative damage in all animal organs, it
produces reactive oxygen species (ROS) ) that
lead to diminish of tissue antioxidant defense
system (19 and implicates in the process of
cellular macromolecules, DNA damages, and
mutagenesis (1) hence, it is reasonable to
assume that CEO capable of scavenging free
radicals and play a significant role in modulating
these processes. However, no studies on the
chamomile's biochemical competency and
anti-mutagenic ability against radiation have
been made.

The aim of the present study was to gather
further knowledge regarding CEO to determine
its radio protector potency to reduce
biochemical disorders and/or genotoxicity, in
y-rays exposure animal model.

MATERIALS AND METHODS

Animals

Young mice (21-25 days old, weighing
15+2.5g) were obtained from the Holding
Company for Biological Products and Vaccines
(Helwan, Cairo, Egypt) and received humane
care. This study complies with National
Institutes of Health guidelines. The animals are
maintained under room temperature (25+2°C),
humidity (60+10%) and 13h light & 11h dark
cycles. Normal mouse food was supplied and fed
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to the animals ad libitum. Animals were
acclimatized to the experimental conditions
prior to CEO dosing for 3 days. The study was
approved by Central Scientific Publishing
Committee, Egyptian Atomic Energy Authority,
RF-158, 7-2016.

Chemicals and CEO treatment

Chemicals were purchased from
Sigma-Aldrich, USA. Corn oil and CEO; extracted
from the flowers of M. chamomilla, obtained
from Gritman Co., USA. The two oils maintained
at 4°C until use. Corn oil used as a vehicle. Each
CEO dose is diluted in 0.4ml of corn oil.

Experimental design

Five groups with six animals each were
organized for assay: A control group received
vehicle only. CEO-treated group received CEO
(1.0g/ kg body weight) orally, according to
Hernandez-Ceruelos et al. ©). Irradiated group
received 0.4ml of vehicle and exposed to 4Gy
y-rays (performed with 137Cs Gamma Cell-40 at
NCRRT, Nasr City, Cairo, Egypt; at a dose rate
0.422Gy/ minute). Pre-treated group received
CEO %h before y-rays exposure. Post-treated
group received CEO % hour after y-rays
exposure. Mice were Kkilled by cervical
dislocation 24 hours after treatment or
exposure.

Liver was excised immediately in cold 0.9%
NaCl, then removed and rinsed in chilled 0.15M
Tris KCI buffer, pH 7.4 to yield 10% (w/v)
homogenate.

Biochemical analysis

Reduced GSH levels were determined in liver
tissue by the methods described by Ellman (12),
which is based on the reduction of Ellman’s
reagent [5,5-dithiobis-(2-nitrobenzoic acid)] by
SH-groups to form 1mole of 2-nitro-5-
mercaptobenzoic acid/mole of SH. The
nitro-mercaptobenzoic acid has an intense
yellow color and can be determined by
spectrophotometer. The MDA level was
determined spectrophotometry in liver tissue
according to the method of Buege and Aust (13),
0.5 ml of tissue homogenate was shaken with 2.5
ml of 20% trichloroacetic acid in a centrifuge
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tube. To the mixture, 1 ml of 0.67%
thiobarbituric acid was added, shaken and
warmed for 30minutes in a boiling water bath
followed by rapid cooling. Then 4 ml of
n-butyl-alcohol was added and shaken. The
mixture was centrifuged at 800xg for 10
minutes. MDA content was determined from the
n-butyl-alcohol layer at 535nm absorbance. The
results were expressed as nmol/g tissue.
Activity of liver tissue SOD was determined
according to the method of Minami and
Yoshikawa (4. The method is based on the
generation of superoxide anions by pyrogallol
autoxidation, detection of generated superoxide
anions by nitro blue tetrazolium formazan color
development and measurement of the amount of
generated superoxide anions scavenged by SOD
(the inhibitory level of formazan color
development). The GPx activity in liver tissue
was determined according to the method of
Lawrence and Burk (15). This method is based on
measuring the oxidation of reduced
nicotinamide adenine dinucleotide phosphate
(NADPH) using hydrogen peroxide as the
substrate. A reaction mixture of 1ml contained
50mM potassium phosphate buffer (pH 7), 1 mM
EDTA, 1 mM NaNz, 0.2 mM NADPH, 1 unit/ml
oxidized glutathione reductase and 1mM GSH
was prepared. The homogenate was centrifuged
at 105,000 for 15minutes at 4 °C. 0.1 ml of the
supernatant was added to 0.8 ml of the reaction
mixture and the solution was incubated for
S5minutes at 25 2C. 0.1 ml of 0.25 mM hydrogen
peroxide solution was added to initiate the
reaction. Absorbance was measured at 340 nm
for Sminutes, and an extinction coefficient of
6.22 x 10-3 was used for calculation. The results
were expressed as mmol/minute/g tissue. The
changes in the absorbance at 340 nm were
recorded at 1-minute interval for 5 minutes.
Activity of liver tissue MPO was determined
according to Hillegas et al. (16). Tissue samples
were homogenized in 50 mM potassium
phosphate buffer (PB; pH 6.0), and centrifuged
at 42000 xg (10 minutes); pellets were
suspended in 50 mM PB containing 0.5%
hexadecyltrimethylammonium bromide. After
three freeze and thaw cycles, with sonication
between cycles, the samples were centrifuged at
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42000 xg for 10minutes. Aliquots (0.3 ml) were
added to 2.3 ml reaction mixture containing 50
mM PB, O-dianisidine and 20 mM H»0: solution.
One unit of enzyme activity was defined as the
amount of MPO present that caused a change in
absorbance measured at 460 nm for 3 minutes.
MPO activity is expressed as U/g tissue.

LDH was determined according to Bergmeyer
and Bernt 07) and TNF-a was assayed by Enzyme
Linked Immunosorbent Assay (ELISA) using the
Biosource International California kits according
to Senaldi et al. (18), as indicators of tissues
damage in serum samples.

Cytogenetic analysis
Peripheral-blood micronucleus (PMN) assay
Peripheral-blood smears were prepared
according to Holden et al. 9. Drops of blood
were collected from tail tip of mice; smears were
prepared on cleaned slides, allowed to dry at
37°C and fixed in absolute methanol for 3
minutes. After fixation, slides were stained with
acridine orange and washed twice with

phosphate buffer as described by Hayashi et al.
(20),

Bone-marrow micronucleus (BMN) assay
Bone-marrow slides were prepared as
described early (21). Femur bones were isolated
and bone marrow was homogenized with fetal
bovine serum (FBS). After centrifugation, the
supernatant was discarded and the pellet was re
-suspended with the residual FBS. From this
suspension, smears were prepared on clean
slides and fixed in absolute methanol for
3minutes (22. The slides were stained with
acridine orange as described in PMN assay. The
criteria utilized for the BMN analysis were
described by Titenko-Holland et al. (23).

Frequency of chromosomal aberrations (CAs)
The method was described by Ford and
Hamerton 29, Two hours before sacrifice, each
mouse received a single inter peritoneum
injection of 0.2ml of 1% colchicine. After the
animals were sacrificed by cervical dislocation,
one femur was dissected and the bone marrow
cells were flushed out with 2ml of 0.9% NacCl
solution and then centrifuged. The bone marrow
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suspension was washed with 0.075M KCl cold
hypotonic solution and then fixed with 1:3
(acetic acid: methanol). Chromosome
preparations were air-dried and stained with
5% Giemsa in phosphate buffer, pH 6.8. Fifty
metaphases were scored for each animal and
types of aberrations were classified in
accordance with Albertini et al. (25).

Statistical analysis

Results are given as Mean * S.E. The
statistical analysis of the data obtained was
made with the multiple comparisons and
analysis of variance (ANOVA). P<0.05 was
considered to be statistically significant.

RESULTS

Biochemical observations

Gamma-irradiation (4 Gy) induced a
significant increase in the level of MDA (171 %)
and significant decrease in GSH content (144 %)
compared to  control mouse  group.
Administration of CEO to pre- and post-treated
mouse groups exposed to y-rays resulted in
significant ameliorations in MDA levels
({25&119 %, respectively) and significant
increases in GSH contents (T61&752 %,
respectively) compared with irradiated groups
(table 1).

Table 2 showed that, y-irradiation induced
significant decreases in the activities of SOD and
GPx (125 % & 146 %) and a significant increase
in the activity of MPO (7481 %) compared to
control group. Pre-and post-treatment of
irradiated mice with CEO resulted in significant
increases (126 % & 121 %) and (167 % & 157
%) in SOD and GPx activities, respectively and a
significant decrease (134 % & 135 %) compared

to corresponding irradiated groups.

LDH activity and TNF-a level were
significantly increased (745 % & 7200 %) in an
irradiated mouse group when compared with
the control group, while this irradiation-induced
rise in serum LDH activity and TNF-a level, these
levels were decreased (118 %) & (161 %) with
pre-treatment with CEO and (117%) & (152 %)
with post- treatment (table 3).

Cytogenetic findings

Administration of CEO to CEO-treated young
mouse groups resulted in non-significant
changes in all clastogenic and biochemical
parameters. Significant increase in PMN (7269
%) was observed in the irradiated group as
compared to control animals. Pre- and
post-treated  groups showed  significant
decreases in PMN as compared to irradiated
group (152 %) & (138 %) (table 4).

Table 4 shows the inhibitory effect of
chamomile o0il on the frequency of BMN
produced by y-rays in bone marrow cells.
Clearly, high frequencies were detected in the
irradiated group (7676 %); however, the
administration of CEO either pre- or
post-exposure to Yy-rays gave rise to a
statistically significant reduction in the genotoxic
damage (148 %) and (137 %), respectively.
Appreciable difference in the BMN frequencies
was observed in pre- and post-treated groups.

The results showed a significant increase in
number of aberrant cells in the irradiated group
(T35%) but it's reduced to (127%) and (122%) in
post- and pre-treated groups, respectively
(figure 1). illustrated that CEO in both pre- and
post-treatments significantly decreased the
frequencies of all types of CAs which scored in
the irradiated group (gaps, chromosome and
chromatid breaks, chromatid exchange, and
dicentrics).

Table 1. Influence of CEO on LP and GSH contents in liver of y-irradiated young mice.

Young mouse Control CEO-treated Irradiation Pre-treated Post-treated
group (Corn oil) (1g/Kg body wt) (Corn oil+4Gy) (CEO+IRR) (IRR+CEQ)

MDA (nmol/g tissue) 2.34+21.4 2.134£22.9 4.11+36.6° 2.45+27.6° 3.11+29.5°

GSH (umol/g tissue) 0.046+0.41 0.041+0.40 0.031£0.23? 0.073+£0.37* 0.059+0.35°

IRR= irradiated. ?P< 0.05 as compared to control.
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®P< 0.05 as compared to IRR.
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Table 2. Influence of CEO on activities of SOD, GPx and MPO in liver of y-irradiated young mice.

Young mouse 2rou Control CEO-treated Irradiation Pre-treated Post-treated
J group (Corn oil) (1g/Kg body wt) (Corn oil+4Gy) (CEO+IRR) (IRR+CEO)
SOD (ug/g tissue) 3.97+43.6 3.73+41.9 4.21+£32.5% 4.12+40.8° 3.62+39.4°
GPx (mmol/g tissue) | 0.011+0.39 0.021+0.37 0.026+0.21° 0.025+0.35° 0.031+0.33"
MPO (U/g tissue) 1.58+4.7 1.73+14.1 3.14+27.3° 1.17+18.1° 1.32+17.8°

IRR= irradiated. ?P< 0.05 as compared to control. ®P< 0.05 as compared to IRR.

Table 3. Influence of CEO on LDH activity and TNF-a content in serum of y-irradiated young mice.

Young mouse 2rou Control CEO-treated Irradiation Pre-treated Post-treated
& group (Corn oil) (1g/Kg body wt) (Corn oil+4Gy) (CEO+IRR) (IRR+CEO)
LDH (U/L) 34.4+606 29.8+589 46.5+877° 28.7+711° 31.2+731°
TNF-a (pg/ml) 0.046+0.41 0.041+0.40 0.031£1.23° 0.073+£0.37* 0.059+0.35°

IRR= irradiated. ?P< 0.05 as compared to control. ®P< 0.05 as compared to IRR.

Table 4. Effect of CEO on PMN induced by y-rays in young mouse peripheral-blood and bone marrow cells in the different animal
groups.
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Young mouse Control CEO-treated Irradiation Pre-treated | Post-treated
group (Cornoil) | (1g/Kg body wt) | (Corn oil+4Gy) (CEO+IRR) (IRR+CEO)

PMN/1000 erythrocytes cell/mouse | 0.25+5.8 0.21+6.1 1.13+£21.4° 1.32+10.3° | 1.52+13.2°
BMN/1000cell/mouse 0.031+0.66( 0.039+0.69 0.365+5.12* [0.132+2.65°| 0.154+3.24°

IRR= irradiated. ?P< 0.05 as compared to control.

®P< 0.05 as compared to IRR.
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M Irradiated
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M Post-treated

Chs Brk Chd exchange Dicentric

Figure 1. Effect of CEO on chromosome aberration frequencies induced by y-rays in young mouse bone marrow cells. Chd: Chro-
matid, Chs: Chromosome, Brk: Break, *P< 0.05 as compared to control, **P< 0.05 as compared to IRR.

DISCUSSION

Chamomile has been used for centuries as a
medicinal plant to manage different inflammato-
ry diseases of the gastrointestinal tract and
certain mucosal surfaces, such as the oral cavity
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and anogenital region (26). Other studies have
demonstrated its antioxidant property (27).
Unfortunately, it is not easy to eliminate the
source of genotoxicity completely in modern
society, the identification and application of well
-known anti-mutagens is a valid complementary
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strategy for improving human health 5). Gamma
radiation induces oxidative injury in all animal
organs and biomolecules (?8) and it can induce
clastogenic or cytotoxic effects (29).

Several pathways of radioprotection have
been suggested for the mechanism of protective
action in mammalian cells against the harmful
effects of radiation. These mechanisms include
free radical scavenging that protects against ROS
generated by radiation and/or hydrogen atom
donation to facilitate direct chemical repair at
sites of DNA-damage (9. If ROS remain without
being scavenged in the biological system, they
may induce biochemical alterations such as
inflammation, lipid and protein oxidation,
DNA-damage, and certain enzyme activation or
inactivation. These observations are consistent
with the present study.

MDA is generated by oxidative attack on
circulating lipid and acts as a sensitive
biomarker of oxidative stress involved in the
pathogenesis of various diseases (U and its
formation is increased by y-irradiation 32. MDA
interacts with DNA, leading to DNA breaks, and
decomposition of cellular proteins that finally
resulting in cell death G3).

Reduced GSH is the main intracellular
antioxidant and has multiple biological
functions. It acts directly as ROS scavenger and
as a substrate for GPx to reduce Hz0, (4.
Reduced GSH is a vital determinant of cellular
radio sensitivity because it can react with a
variety of electrophilic compounds (35).

SOD, as the first-line defense against the toxic
effects of ROS, serves to convert + O into H20>
and maintains the oxidant and antioxidant
balance (3%). The depletion of GSH contents in
irradiated group may be due to the reaction of
reduced GSH with free radicals resulting in the
formation of thiol radicals that associate to
produce oxidized glutathione (GSSG). Moreover,
the availability of reduced GSH can also be
limited either by a deficiency in the synthesis,
enhanced efflux, or inefficient reduction of GSSG
G7). In the irradiated mice, the normal GSH
synthesis/repair was disrupted due to the
damage of DNA and membranes.

Significant increase in liver, reduced GSH
contents and SOD activity and decrease in the LP

Int. J. Radiat. Res., Vol. 16 No. 1, January 2018

level were observed in CEO pre- and
post-treated animals. GSH offers protection
against oxygen-derived free radical following
exposure to radiation (38). The radio protective
effects of CEO observed may be attributed to its
antioxidant  properties. = The  antioxidant
mechanisms of radioprotection and free radical
scavenging have been attributed to flavonoids
(39). In addition, phenolic compounds acting as
antioxidants may function as terminators of free
radical chains and as chelators of redox-active
ions that are capable of catalyzing lipid
peroxidation (49, so the presence of apigenin as
one of the constituents of CEO may contribute to
the reduction of MDA. Also, chamazulene may
have influenced the CEO effects as it is one of the
major components of the oil with a reducing
potential competency (1.

Liver SOD activity was remarkably increased
when mice were treated with CEO, suggesting
that CEO induces SOD activity, which is
consistent with the result of Sebai et al. #2), they
showed that chamomile elevated SOD activity in
the liver of rats given chamomile decoction
extract against alcohol-induced oxidative stress.
To recognize the mechanism of CEO in
protecting against the liver damage induced by y
-rays, parallel correlations were found between
MDA and GSH contents or SOD activity, implying
that liver damage is closely associated with LP
induced by y-rays. Hence, it could hypothesize
that the CEO-mediated radioprotection can
mainly be attributed to the elimination of
oxidative stress by means of direct scavenging
ROS and indirectly synthesizing GSH. Also, the
radio protective/ anti-oxidative effects of
various natural products have also been
reported (43),

MPO is an index of tissue neutrophil
accumulation (44, Irradiation-induced increases
in MPO activity in the early period of irradiation
in a number of exposed animal tissues 45). In our
observations, elevated MPO levels in the liver
tissues indicate that neutrophil accumulation
contributes to the irradiation-induced oxidative
injury and CEO appears to have a preventive
effect through the inhibition of neutrophil
infiltration and subsequent release of pro
inflammatory mediators.
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LDH activity and TNF-a level, as indicators of
generalized tissue damage were assayed in the
serum samples. LP can disrupt cell
compartment, which may contribute to impaired
cellular function and necrosis (4¢) and tissue
macrophages responds to any toxic-event by
secreting cytokines such as TNF-a (7). As
evidenced in the present study, y-irradiation
resulted in increased serum TNF-a, indicating
the role of this cytokine in irradiation-induced
toxicity, while depression of the TNF-a response
by CEO implicates the inhibitory effect of CEO on
the release of this pro-inflammatory cytokine.

In addition, the efficacy of CEO was evident in
the case of damage produced by a direct and an
indirect mutagen. These characteristics of the
extract, as well as its lack of toxicity, suggest that
it is applicable to extend the research in animal
models, using CEO and the whole tea in order to
verify the reported anti-genotoxicity and
determine the mechanism of action involved (“8).
Other specific constituents of CEO have hardly
been studied with respect to protective or
pharmacological effects #9. Among such
extracts, the mutagenic and carcinogenic effects
on the healthcare persons handling these herbs
need to be considered carefully (59

Mouse is generally preferred over other
animals for the evaluation of genotoxicity
employing PMN assay as a reliable method for
the assessment of clastogenic potential.
Micronucleus (MN) arises from acentric
chromosome fragments or lagging intact
chromosome which fails to fit in the daughter
nuclei during the course of nuclear division 1.
These MN cells persist for a longer duration in
the peripheral circulation of young mouse (52). In
addition, the main action of mutagenic agents on
DNA occurs through the induction of free
radicals, which in turn may produce several
types of genotoxic damage. Among these, an
increase in the rate of MN is recognized (53).
Moreover, y-rays increased the frequency of MN
dramatically and excreted cytotoxic effect of cell
proliferation (28),

Apigenin reduced the genotoxic damage,
owing to the possible prevention of metabolic
activation of y-rays or scavenging the
electrophiles nucleophiles or enhance the DNA
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repair system or DNA synthesis 4. In the
present study, CEO that contains apigenin
significantly reduced PMN in both pre- and
post-irradiated groups.

BMN is an indicator of DNA-damage. It
considered clastogenic endpoint and any
reduction in its frequency gives an indication of
the antigenotoxicity of a particular compound
(55). Elevation of the MDA content in the irradiated
animals which forms adduct with cellular DNA
6), lead to DNA-damage and subsequently
increase the PMN that evident in the present
work. M. chamomilla is therapeutically used for
abolishing oxidative stress. Since constituents of
the CEO tested in the present study, like
bisabolol and chamazulene, are antioxidants (3),
a possible explanation for the inhibitory effect of
CEO on the BMN produced by y-rays is that such
compounds trap the free radicals formed during
the mutagen biotransformation.

DNA damage is one of the major
consequences of radiation exposure onto the
biological systems (57) The significant increase in
number of CAs that observed in irradiated group
and significantly reduced in pre- and
post-treated groups contributed to CEO action.
With respect to the protective action of CEO ony
-irradiated animals, antioxidants in CEO may
provide strong nucleophilic centers, which
would enable them to react with electrophilic
carcinogens such as ROS; this process would
intercept the mutagen and consequently reduce
the oxidation on DNA (58). In addition, chamomile
tea was associated with an improved
antioxidant status in vitro that may contribute
reduced mutagenicity (9.

Chamomile, a naturally occurring flavonoid is
acting as anti-oxidant has anti-genotoxic action
(). Previous report on the anti-mutagenic
actions of chamomile extract showed that they
were due to a combination of two distinctive
mechanisms: inhibition of the cytochrome
P450-mediated mutagenic metabolite form and
interaction with metabolites in such a way to
reduce its mutagenic potential (€0 and
post-irradiation repair mechanisms depend
upon the status of endogenous antioxidant
enzymes during and after radiation period (61).

The results suggest that the antioxidant and

Int. J. Radiat. Res., Vol. 16 No. 1, January 2018
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free radical-scavenging activities of CEO
constitute a likely mechanism for its radio
protective effect. The diverse radio protective
and antioxidant activities of CEO may be
assigned to different chemical constituents.

CONCLUSION

In conclusion, we have demonstrated that
CEO induces radio protective and
anti-mutagenic Competency on the y-rays
exposed mice either pre- or post-irradiation.
The scavenging of y-rays induced free radicals
and the elevation of cellular antioxidants by CEO
in irradiated animals could be one of the main
leading mechanisms of radiation protection.
Up-regulation of enzymes like SOD might be
another mechanism of radioprotection by COE.
Reduction of LP and elevation of GSH might also
contribute to some extent for its radio protective
ability.

ACKNOWLEDGEMENTS

We are thankful to our colleges, Health
Radiation Research Department for providing
laboratory conveniences, and members of the
National Center for Radiation Research and
Technology (NCRRT), Egyptian Atomic Energy
Authority for providing the necessary irradiation
facilities. This work was done in the NCRRT,

Egypt.

Conflicts of interest: Declared none.

REFERENCES

1. Hernandez-Ceruelos A, Madrigal-Santillan E, Morales-
Gonzalez JA, Chamorro-Cevallos G, Cassani-Galindo M,
Madrigal-Bujaidar E (2010) Antigenotoxic effect of Chamo-
milla recutita (L.) Rauschert essential oil in mouse sper-
matogonial cells, and determination of its antioxidant
capacity in vitro. Int J Mol Sci, 11: 3793-3802.

2. Lim W, Park S, Bazer FW, Song G (2016) Apigenin reduces
survival of choriocarcinoma cells by inducing apoptosis via
the PI3K/AKT and ERK1/2 MAPK pathways. J Cell Physiol,

Int. J. Radiat. Res., Vol. 16 No. 1, January 2018

10.

11.

12.

13.

14.

15.

16.

17.

18.

12: 2690-2699.

Srivastava JK, Pandey M, Gupta S (2009) Chamomile, a
novel and selective COX-2 inhibitor with anti-inflammatory
activity. Life Sci, 85: 663-669.

Wei A and Shibamoto T (2010) Antioxidant/lipoxygenase
inhibitory activities and chemical compositions of selected
essential oils. J Agric Food Chem, 58: 7218-7225.
Hernandez-Ceruelos A, Madrigal-Bujaidar E, de la Cruz C
(2002) Inhibitory effect of chamomile essential oil on the
sister chromatid exchanges induced by daunorubicin and
methyl methanesulfonate in mouse bone marrow. Toxicol
Lett, 135: 103-110.

Sampaio TL, Menezes RR, da Costa MF, Meneses GC, Ar-
rieta MC, Chaves Filho AJ, et al. (2016) Nephroprotective
effects of (-)-a-bisabolol against ischemic-reperfusion
acute kidney injury. Phytomedicine, 23: 1843-1852.

Hajaji S, Sifaoui I, Lopez-Arencibia A, Reyes-Batlle M, Val-
ladares B, Pinero JE, et al. (2017) Amoebicidal activity of a-
bisabolol, the main sesquiterpene in chamomile
(Matricaria recutita L.) essential oil against the trophozoite
stage of Acanthamoeba castellani Neff. Acta Parasitol, 62:
290-295.

Vitral RW, Vitral CM, Dutra ML (2006) Callosal agenesis
and absence of primary visual cortex induced by prenatal
X rays impair navigation's strategy and learning in tasks
involving visuo-spatial working but not reference memory
in mice. Neurosci Lett, 395: 230-234.

Hua Z, Zhen-Yu W, Xin Y, Lin Y, Li-Li Z, Hai-Na B, et al.
(2014) Protective effects of sulfated derivatives of polysac-
charides extracted from Auricularia auricular on hemato-
logic injury induced by radiation. Int J Radiat Res, 12: 99—
111.

Ramachandran L and Nair CKK (2012) Radioprotection by
tempol: Studies on tissue antioxidant levels, hematopoi-
etic and gastrointestinal systems, in mice whole body ex-
posed to sub- lethal doses of gamma radiation. Int J Radiat
Res, 10: 1-10.

Mathur A and Sharma J (2013) Radioprotective role of
Punica granatum fruit rind extract: A biochemical study on
mouse testis. Int J Radiat Res, 11: 99-109.

Ellman GL (1959) Tissue sulfhydryl groups. Arch Biochem
Biophys, 82: 70-77.

Buege J and Aust S (1978) Microsomal lipid peroxidation.
Methods Enzymol, 52: 302-310.

Minami M and Yoshikawa H (1979) A simplified assay
method of superoxide dismutase activity for clinical use.
Clin Chim Acta, 92: 337-342.

Lawrence RA and Burk RF (1976) Glutathione peroxidase
activity in selenium-deficient rat liver. Biochem Biophys
Res Commun, 71: 952-958.

Hillegas LM, Griswold DE, Brickson B, Albrightson-Winslow
C (1990) Assesment of myeloperoxidase activity in whole
rat kidney. J Pharmacol Methods, 24: 285-295.

Bergmeyer HU and Bernt E (1974) UV-assay with pyruvate
and NADH, in: Bergmeyer HU (Edit), Methods of Enzymatic
Analysis. Academic Press, New York, pp. 574-579.

Senaldi G, Shaklee CL, Guo J, Martin L, Boone T, Mak TW
(1999) Protection against the mortality associated with

62


http://dx.doi.org/10.18869/acadpub.ijrr.16.1.55
https://mail.ijrr.com/article-1-2142-en.html

[ Downloaded from mail.ijrr.com on 2025-10-17 ]

[ DOI: 10.18869/acadpub.ijrr.16.1.55]

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

disease models mediated by TNF and IFN-gamma in mice
lacking IFN regulatory factor-1. J Immunol, 163: 6820
6826.

Holden HE, Majeska JB, Studwell D (1997) A direct com-
parison of mouse and rat bone marrow and blood as tar-
get tissues in the micronucleus assay. Mutat Res, 391: 87—
89.

Hayashi M, Tice RR, MacGregor JT, Anderson D, Blakey DH,
Kirsh-Volders M, et al. (1994) In vivo rodent erythrocyte
micronucleus assay. Mutat Res, 312: 293-304.

Bhunya SP and Jena GB (1996) The evaluation of clasto-
genic potential of trichloroacetic acid (TCA) in chick in vivo
test system. Mutat Res, 367: 254—-259.

Schmid W (1975) The micronucleus test. Mutat Res, 31: 9-
15.

Titenko-Holland N, Windham G, Kolachana P, Reinisch F,
Parvatham S, Osorio AM, et al. (1997) Genotoxicity of
malathion in human lymphocytes assessed using the mi-
cronucleus assay in vitro and in vivo: a study of malathion-
exposed workers. Mutat Res, 338: 85-95.

Ford CE and Hamerton JL (1956) A colchicine hypotonic
citrate squash sequence for mammalian chromosomes.
Stain Technol, 31: 247-251.

Albertini RJ, Anderson D, Douglas GR, Hagmar L, Heminiki
K, Merelo F, et al. (2000) IPCS guidelines for the monitor-
ing of genotoxic effects of carcinogens in humans. Interna-
tional Programme on Chemical Safety. Mutat Res, 463:
111-172.

Varoni EM, Lodi G, Sardella A, Carrassi A, Iriti M (2012)
Plant polyphenols and oral health: old phytochemicals for
new fields. Curr Med Chem, 19: 1706-1720.

Javadi | and Emami S (2015) The antioxidative effect
of chamomile, anthocyanoside and their combination on
bleomycin-induced pulmonary fibrosis in rat. Med
Arch, 69: 229-931.

Shakeri-Boroujeni A, Mozdarani H, Mahmmoudzadeh M,
Faeghi F (2016) Potent radioprotective effect of herbal
immunomodulator drug (IMOD) on mouse bone marrow
erythrocytes as assayed with the micronucleus test. Int J
Radiat Res, 14: 221-228.

Sharma KV and Sisodia R (2014) Radioprotective efficacy of
prunus avium fruit in mice brain with reference to in-vitro
and in-vivo studies Radioprotective efficacy of prunus
avium fruit in mice brain with reference to in-vitro and in-
vivo studies. Int J Radiat Res, 12: 21-31.

Baliga MS, Rao S (2010) Radioprotective potential of mint:
a brief review. J Cancer Res Ther, 6: 255-262.

Zhou H, Yuan Y, Qi Z, Tong Q, Zhang K (2015) Study on
changes of plasma levels of oxidative
stress biomarkers and its relation with cognition function
in patients with parkinson's disease. Zhonghua Yi Xue Za
Zhi, 95: 3357-3360.

Alkis HE, Kuzhan A, Dirier A, Tarakcioglu M, Demir E,
Saricicek E, et al. (2015) Neuroprotective effects of propo-
lis and caffeic acid phenethyl ester (CAPE) on the radiation
-injured brain tissue (Neuroprotective effects of propolis
and CAPE). Int J Radiat Res, 13: 297-303.

Mehendale S, Kilari A, Dangat K, Taralekar V, Mahadik S,

63

Tawfik et al. / Radioprotective role of chamomile oil

34,

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46

Joshi S (2008) Fatty acids, antioxidants, and oxidative
stress in pre-eclampsia. Int J Gynecol Obstet, 100: 234—
238.
Hamed RR, Saleh NS, Shokeer A, Guneidy RA, Abdel-Ghany
SS (2016) Glutathione and its related enzymes in the gon-
ad of Nile Tilapia (Oreochromis niloticus). Fish Physiol Bio-
chem, 42: 353-364.
Jayakumar S, Kunwar A, Sandur SK, Pandey BN, Chaubey
RC (2014) Differential response of DU145 and PC3 prostate
cancer cells to ionizing radiation: role of reactive oxygen
species, GSH and Nrf2 in radiosensitivity. Biochim Biophys
Acta, 1840: 485-4894.
Abdelhalim MA, Al-Ayed MS, Moussa SA (2015) The effects
of intraperitoneal administration of gold nanoparticles size
and exposure duration on oxidative and antioxidants levels
in various rat organs. Pak J Pharm Sci, 28: 705-712.
Korge P, Calmettes G, Weiss JN (2015) Increased reactive
oxygen species production during reductive stress: The
roles of mitochondrial glutathione and thioredoxin reduc-
tases. Biochim Biophys Acta, 1847: 514-25.
Singha | and Das SK (2016) Scavenging and antioxidant
properties of different grape cultivars against radiation-
induced liver damage ex vivo. Indian J Exp Biol, 54: 280—
285.
Kumar S and Tiku AB (2016) Biochemical and molecular
mechanisms of radioprotective effects of naringenin, a
phytochemical from citrus fruits. J Agric Food Chem, 64:
1676-1685.
El Quariachi el M, Tomi P, Bouyanzer A, Hammouti B,
Desjobert JM, Costa J, et al. (2011) Chemical composition
and antioxidant activity of essential oils and solvent extracts
of Ptychotis verticillata from Morocco. Food Chem Toxicol,
49: 533-536.
Costa R, Ragusa S, Russo M, Certo G, Franchina FA, Za-
notto A, et al. (2016) Phytochemical screening of Artemisia
arborescens L. by means of advanced chromatographic
techniques for identification of health-promoting com-
pounds. J Pharm Biomed Anal, 117: 499-509.
Sebai H, Jabri MA, Souli A, Hosni K, Rtibi K, Tebourbi M, et
al. (2015) Chemical composition, antioxidant properties
and hepatoprotective effects ofchamomile (Matricaria
recutita L.) decoction extract against alcohol-induced oxi-
dative stress in rat. Gen Physiol Biophys, 34: 263-275.
Sisodia R, Singh S, Mundotiya C, Meghnani E, Srivastava P
(2011) Radioprotection of Swiss albino mice by Prunus
avium with special reference to hematopoietic system. J
Environ Pathol Toxicol Oncol, 30: 55-70.
Palla AH, Igbal NT, Minhas K, Gilani AH (2016) Flaxseed
extract exhibits mucosal protective effect in acetic acid
induced colitis in mice by modulating cytokines, antioxi-
dant and antiinflammatory mechanisms. Int Immunophar-
macol, 38: 153—-166.
Ozyurt H, Ozden AS, Cevik O, Ozgen Z, Cadirci S, Elmas MA,
et al. (2014) Investigation into the role of the cholinergic
system in radiation-induced damage in the rat liver and
ileum. J Radiat Res, 55: 866—875.
. Khan A, Manna K, Das DK, Kesh SB, Sinha M, Das U, et al.
(2015) Gossypetin ameliorates radiation-induced oxida-

Int. J. Radiat. Res., Vol. 16 No. 1, January 2018


http://dx.doi.org/10.18869/acadpub.ijrr.16.1.55
https://mail.ijrr.com/article-1-2142-en.html

[ Downloaded from mail.ijrr.com on 2025-10-17 ]

[ DOI: 10.18869/acadpub.ijrr.16.1.55]

Tawfik et al. / Radioprotective role of chamomile oil

47.

48.

49.

50.

51.

52.

53.

54.

tive stress in mice liver--a molecular approach. Free Radic
Res, 49: 1173-1186.

Kang YE, Kim JM, Joung KH, Lee JH, You BR, Choi MJ, et al.
(2016) The roles of adipokines, proinflammato-
ry cytokines, and adipose tissue macrophages in obesity-
associated insulin resistance in modest obesity and early
metabolic dysfunction. PLoS One 11,; e0154003.

Cioanca O, Miron A, Aprotosoaie AC, Hancianu M, Trifan A,
Stanescu U (2009) Contributions to the comparative study
of the antioxidant potential of some extracts obtained
from chamomile flowers. Rev Med Chir Soc Med Nat lasi,
113:1274-1279.

Singh O, Khanam Z, Misra N, Srivastava MK (2011) Chamo-
mile (Matricaria chamomilla L.): An overview. Pharmacogn
Rev, 5: 82-95.

Awodele O, Amagon KI, Wannang NN, Aguiyi JC (2014)
Traditional medicine policy and regulation in Nigeria: an
index of herbal medicine safety. Curr Drug Saf, 9: 16-22.
Vikram A, Ramarao P, Jena G (2007) Prior bleeding enhanc-
es the sensitivity of peripheral blood and bone marrow mi-
cronucleus tests in rats. Mutagenesis, 22: 287—-291.
Ramirez-Munoz MP, Zuniga G, Torres-Bugarin O, Portilla E,
Garcia-Martinez D, Ramos A, et al. (1999) Evaluation of the
micronucleus test in peripheral blood erythrocytes by use
of the splenectomized model. Lab Anim Sci, 49: 418—420.
Turkez H (2011) The role of ascorbic acid on titanium diox-
ide-induced genetic damage assessed by the comet assay
and cytogenetic tests. Exp Toxicol Pathol, 63: 453—457.
Noel S, Kasinathan M, Rath SK (2006) Evaluation of apig-

Int. J. Radiat. Res., Vol. 16 No. 1, January 2018

55.

56.

57.

58.

59.

60.

61.

enin using in vitro cytochalasin blocked micronucleus as-
say. Toxicol In-vitro, 20: 1168-1172.

El Ghamrasni S, Cardoso R, Halaby MJ, Zeegers D, Harding
S, Kumareswaran R, et al. (2015) Cooperation of BIm and
Mus81 in development, fertility, genomic integrity and
cancer suppression. Oncogene, 34: 1780-1789.

Weiss JF and Landauer MR (2003) Protection against radi-
ation by antioxidants and phytochemicals. Toxicology, 189:
1-20.

Ojha H, Sharma K, Kallepalli S, Raina S, Agrawala PK (2016)
In-vitro evaluation of rutin and rutin hydrate as potential
radiation countermeasure agents. Int J Radiat Res, 14: 9—
16.

Bahorun T, Luximon-Ramma A, Crozier A, Aruoma Ol
(2004) Total phenol, flavonoid, proanthocyanidins and
vitamin C levels and antioxidant activities of Mauritian
vegetables. J Sci Food Agric, 84: 1553—-1561.

Matic  1Z, Juranic  Z, Savikin K, Zdunic G, Nadvinski
N, Godevac D (2013) Chamomile and marigold tea: chemi-
cal characterization and evaluation of anticancer activity.
Phytother Res, 27: 852-858.

Gomes-Carneiro MR, Dias DM, De-Oliveira
AC, Paumgartten FJ (2005) Evaluation of mutagenic
and antimutagenic activities of alpha-bisabolol in the Sal-
monella/microsome assay. Mutat Res, 585: 105-112.

Khan S, Adhikari JS, Rizvi MA, Chaudhury NK (2016) Radio-
protective potential of melatonin against 60Co y-ray-
induced testicular injury in male C57BL/6 mice. J Biomed
Sci, 22: 61.

64


http://dx.doi.org/10.18869/acadpub.ijrr.16.1.55
https://mail.ijrr.com/article-1-2142-en.html
http://www.tcpdf.org

