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Abstract
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Medicinal Plants Reduce Neurodegeneration and Improve Memory 
in Induced Alzheimer’s Disease in Rat Model

Alzheimer’s disease (AD) is a devastating and debilitating neurological brain disorder that has a multifactorial 
nature associated with complex pathophysiology. Thus, concerns directed to develop alternative therapies 
which possess multifaceted action for treatment of AD. This article was aimed to compare efficacy of Moringa 
olifera (MO), Ginkgo biloba (GB) and green tea (GT) extracts in managing induced Alzheimer’s disease in 
albino rat using behavioural, biochemical, and pathological alterations. Eighty five male Wistar rats weighing 
80-120g were randomly divided into five groups (17 rats for each). Control (administered with distilled wa-
ter), Alzheimer disease model (ADM, administered with AlCl3), ADM + MO (administered with AlCl3 and 
ethanolic extract of MO), ADM + GB (administered with AlCl3 and ethanolic extract of GB), and ADM + GT 
(administered with AlCl3 and ethanolic extract of and ethanolic extract of MO), ADM + GB (administered 
with AlCl3 and ethanolic extract of GB), and ADM + GT (administered with AlCl3 and ethanolic extract of 
GT). All treatments were administered daily by oral gavage and persisted for seventy consecutive days. On the 
60th day of the experiment, all memory tests were performed. Then the rats were humanely sacrificed using di-
ethyl ether anesthesia, and brain samples were collected.  Treatments with MO, GB, or GT successfully rescue 
Neuro-therapeutic abilities against AD. In addition, the used treatments restore the rats’ memory and cognitive 
performances in the Y-maze, novel objective recognition and Morris Water maze tests. In Conclusion, MO, 
GB, or GT may provide a more effective strategy to lessen neurodegeneration in AD.
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INTRODUCTION

Alzheimer’s disease (AD) is a chronic progressive neurode-
generative brain disorder which is linked with learning disabili-
ties, memory impairments and it is the most concerted reason of 
progressive dementia in aging (Kumar and Walter, 2011; Kim and 
Oh, 2012). It is recognized by precipitation of amyloid plaques 
(β-amyloid peptide (Aβ)), and neurofibrillary tangles (NFTs) for-
mation (Kumar and Walter, 2011). AD is a devastating and debili-
tating neurological brain disorder marked by enormous neuronal 
cell death, synaptic damage, deposition of extracellular amyloid 
plaques and intracellular neurofibrillary tangles. Hence, it dra-
matically influences the neurological and economic soundness of 
our society (Selkoe, 2001; Penzes and VanLeeuwen, 2011). There 
is growing number of AD patients in the USA (Alzheimer’s Asso-
ciation, 2021), 5.8 million in 2020 and will be 13.8 million by the 
mid-twenty-first century (Zhang et al., 2021). The bioavailability 
of aluminum absorption from the gastrointestinal tract depends 
on a wide variety of factors such as pH of the stomach and in-
testine, solubility of administering an aluminum form and some 
digestive, systemic and renal diseases (Długaszek et al., 2000). 

The multifactorial nature of AD is associated with complex 
pathophysiology, hence concerns directed to develop new ther-

apeutics for treatment of AD. However, recent trends focused on 
alternative medicine because herbs were found to possess mul-
tifaceted action, including antioxidant, anti-inflammatory, an-
ti-apoptotic and anti-amyloid properties which can recommend 
their use for treatment of various neurodegenerative diseases 
such as AD (Kumar et al., 2017).

Among these herbs, Moringa olifera (MO), Ginkgo biloba 
(GB) and green tea (GT) were used for managing and treating 
AD (Rezai-Zadeh et al., 2008; Kim and Oh, 2012; Patave and Une, 
2016). MO extract possesses a nootropic and antioxidant activity 
because it is rich in vitamin C and E, hence it combats oxidative 
stress and improve memory by using a higher concentration to 
treat AD (Sutalangka et al., 2013; Roy, 2014).GB leaves possess 
antioxidant activity and promote a neuroprotective effective 
against toxic beta-amyloid protein (Kim and Oh, 2012; Rasool 
et al., 2014). GT counteracts beta-amyloid impaired memory, 
including that in animals subjected to aluminum-induced neu-
rotoxicity, and prevents or ameliorates oxidative damage in the 
brain, including that developed in AD (Rezai-Zadeh et al., 2008).

Based on our knowledge, there are different studies that ex-
amine the role of Ginseng (GS) and MO in the treatment of AD 
(Rezai-Zadeh et al., 2008; Kim and Oh, 2012; Patave and Une, 
2016). However, no report compares their efficacy. Thus, we 
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aimed to compare efficacy of MO, GB and GT extracts in manag-
ing induced Alzheimer’s disease in albino rat using behavioural, 
biochemical and pathological alterations.

MATERIALS AND METHODS

Chemicals

The Aluminum chloride anhydrous (AlCl3) purchased from 
the Alpha Athero Company. Ethanolic Moringa olifera (MO) ex-
tract was prepared from dried leaves of plant, which was dried 
and ground to obtain a fine powder. The powder was extracted 
with dehydrated alcohol at room temperature for 24hrs, then the 
extract was filtered through Whatman filter paper and vacuum 
dried to obtain solid mass, which was dissolved in distilled water 
for final use (Ganguly and Guha, 2008).  

Ethanolic Ginkgo biloba (GB) extract was obtained from the 
leaves of the GB and contains 24% flavonol glycosides, 6% ter-
pene location and limited amounts of other substances, including 
proanthocyanidins and organic acid according to Ding (1999); 
Yamamoto et al. (2007). Ethanolic Green tea (GT) extract was pre-
pared from ground tea leaves (100 g) for 72 hours with 250 ml 
of 99.9% ethanol at ambient conditions. Collected extracts were 
filtered, ethanol was evaporated. The powdered ethanol extract 
was kept frozen (–18°C) until further use according to Gramza et 
al. (2005); Sofy et al. (2014).

Experimental Animals

A total of 85 male Wistar rats weighing 40-60 grams (40 days 
old) were acquired from AL-Nahda University’s laboratory house 
and then took 10 days of acclimatization. The animal home was 
kept at a temperature of 19-25°C with a relative humidity of 40-56 
percent, and the lighting system was run on a 12-hour light/dark 
cycle with natural and artificial illumination. Ad-libitum feeding 
was available twice a day with a commercially balanced diet and 
a constant supply of clean fresh water. The study followed the 
ethical guidelines of Beni-Suef University’s Institutional Animal 
Care and Use Committee (BSU-IACUC). The committee gave their 
approval to the study (018-50B).

Experimental Design

After acclimatization, rats weighing 80-120g were randomly 
divided into five groups (17 rats in each group). Control (admin-
istered with distilled water), Alzheimer disease model (ADM, ad-
ministered with AlCl3), ADM + MO (administered with AlCl3 and 
ethanolic extract of MO), ADM + GB (administered with AlCl3 and 
ethanolic extract of GB), and ADM + GT (administered with AlCl3 
and ethanolic extract of GT). All treatments were administered 
daily by oral gavage and persisted for seventy consecutive days. 

Aluminium chloride (AlCl3) was freshly made weekly in the 
Alzheimer disease model group (ADM) by dissolving the powder 
in distilled water and keeping it in a dark bottle for oral gavage. 
Rats were subjected daily to oral gavage of (AlCl3) at a dose of 
100 mg/kg b. wt for 70 consecutive days (Prakash and Kumar, 
2013; Lakshmi et al., 2015). Rats in AlCl3 + MO group were sub-
jected daily to oral gavage of the MO extract at a dose of 200 
mg/kg b. wt for 70 consecutive days (Ganguly and Guha, 2008; 
Sutalangka et al., 2013). Rats in AlCl3 + GB group were subjected 
daily to oral gavage of the GB extract at a dose of 200 mg/kg b. 
wt for 70 consecutive days (Gong et al., 2005; Chen et al., 2016). 
Rats in AlCl3 + GT group were subjected daily to oral gavage of 
the GT extract at a dose of 200 mg/kg b. wt for 70 consecutive 

days (Sofy et al., 2014; Sumathi et al., 2015).

Memory Tests 

On the 60th day of the experiment, all memory tests were per-
formed. 

Y-maze test 

Working memory in rodents was assessed using the Y-maze 
test. The test apparatus, procedures, and the calculation equation 
were all carried out in accordance with the protocol outlined by 
Rasoolijazi et al. (2007) and Baluchnejadmojarad et al. (2012).

The apparatus was made up of three dark-colored wood 
arms, each measuring 40 cm long, 30 cm high, and 15 cm wide. 
The test days were documented with a digital camera. Each rat 
was placed at the end of one arm and permitted to walk around 
freely for eight minutes, with the maze being cleaned with 70 
percent alcohol after each rat. In overlapping triplet sets, the se-
quence of arm entries was computed (i.e ABCCBAABC). The per-
centages of spontaneous alternation behaviour (SAP), alternate 
arm returns (AAR), and same arm returns (SAR) were calculated. 

Novel object recognition (NOR) 

This test was used to assess short term memory depending 
on animal preference to interact with novel object more than fa-
miliar object. Test apparatus, procedures and calculation equa-
tion performed according to the protocol described by Leger 
et al. (2013) and Lim et al. (2014). The apparatus consisted of 
a square arena 40x40 cm and with a height of 60 cm. A digital 
camera was used for recording the test days. That test consisted 
of two phases, familiarization phase where each rat placed for 10 
minutes to identify two familiar objects which were placed in the 
center of the arena. The second test phase was repeated after 
24hr where each rat exposed to one familiar object and other 
novel object for 5 minutes. The apparatus and objects wiped with 
70% alcohol after removal of rat before placing the second one. 
Exploratory behaviour was scored when the rat directing its nose 
toward the object or touching it at 2 cm or less, however sitting 
on an object is not considered an exploratory behaviour.

Morris water maze (MWM) 

The Morris water maze (MWM) is a test that evaluates spatial 
reference memory in rodents by employing distal cues to locate 
the platform. MWM is a black-painted swimming circular pool 
with a platform 10-12cm in diameter submerged beneath wa-
ter by 2cm and a diameter of 150cm and a height of 50cm. The 
water temperature in the maze is regulated between 21 and 25 
degrees Celsius (Qi et al., 2009; Chen et al., 2016). Test methods 
were carried out according to Vorhees and Williams’ (2006) pro-
tocol. The test days were documented with a digital camera. The 
test was comprised of an acquisition phase or training phase in 
which rats were placed in a starting position facing the maze dai-
ly and given 60 seconds to find the platform and stand on it for 
15-30 seconds before being directed if they couldn’t find it. The 
platform was submerged in water by 2cm for the first two days 
of training, and then milk powder was used to make the water 
opaque for the remaining two days of training. Each rat was given 
three training trials starting from three different starting points 
(from three quadrants), with the platform in the fourth quadrant 
(target quadrant, Q4). The platform is withdrawn on the final test 
day, 24 hours after the last training session (probe trial), and each 
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rat is permitted to search for the platform for 60 seconds, with 
time spent in the target quadrant calculated.

Measurements of biochemical parameters

After the end of the behavioural tests, rats were humanely 
euthanized via intraperitoneal injection of ketamine (90 mg/kg) 
and xylazine (5mg/kg) combination, brain samples were washed 
in saline and stored in a deep freezer at -80°C. Then, at the Na-
tional Organization for Drug Control and Research in Giza, Egypt, 
a brain homogenate was prepared, and following measurements 
were taken as follows:

Determination of acetylcholinesterase activity

Acetylcholinesterase activity (AchE) was measured according 
to method of Ellman et al.  (1961) and modified method by Gorun 
et al. (1978).

Estimation of oxidative stress and antioxidant

  The level of malondialdehyde (MDA) was determined us-
ing the technique of Uchiyama and Mihara (1978). The level of 
reduced glutathione (GSH) was evaluated using the Van Doorn 
et al. (1978) Method, and catalase (CAT) activity was determined 
using the method of Aebi (1984). The technique of Lowry et al.  
(1951) was used to determine total protein level.

 Determination of the monoamine Levels

The fluorometric approach established by Ciarlone (1978) 
was used to estimate the levels of dopamine (DA), norepineph-
rine (NE), and serotonin (5-HT) in the entire brain of rats.

Examination of brain pathology

Study of hippocampus histology

Rats were anesthetized with anesthetic ether and then under-
went a cardiac perfusion procedure in which 4 percent parafor-
maldehyde in 0.1 M phosphate buffer was injected into the left 
ventricle. The brains were extracted and immersed in 4% para-
formaldehyde for 48 hours. Dehydration, clearing, embedding, 
and microtomy of sagittal sections of brains were among the 
routine histological methods used. A rotary microtome was used 
to make Microtomy of 5 μm sagittal sections, which were then 
stained with hematoxylin and eosin (Gage et al., 2012; Barkur and 
Bairy, 2016). The carcasses of the rats were disposed in a sanitary 
manner at Beni- Suef University’s Faculty of Veterinary Medicine’s 

incineration unit.
Morphometric analysis 

A light microscope was used to perform morphometric analy-
sis (Olympus Pvt. Ltd., Germany). For the calculations, six sections 
from each rat were used. In the dentate gyrus, the number of 
degenerated neurons was quantified (Barkur and Bairy, 2016).

Statistical Analysis

The data obtained from the biochemical analysis of different 
groups are presented as Mean ± Standard Deviation (Mean ± 
SD). The significance of the difference between the groups was 
analyzed by one way analysis of variance (ANOVA) followed by 
Duncan test for multiple comparisons at P<0.05, using the SPSS-
PC computer software package version 20. The percentage of 
change representing the percent of variation in concentration 
with respect to control or AlCl3-treated values were also calcu-
lated:
% change = treated value – control value (or AlCl3-treated val-
ues) / control value (or AlCl3-treated values) X 100

RESULTS

Based on statistical analysis, significant (P= 0.03) decrease in 
SAP (- 15.6%) in the ADM group in comparison with the control 
group, and increased AAR in ADM group (30.1%). Treatment with 
MO, GB, and GT extracts improved memory impairment induced 
by AlCl3 by significantly (P= 0.00, 0.01, 0.01, respectively) increas-
ing SAP (32.7%, 22.5%, 19.1%, respectively) compared to ADM 
group respectively. Moreover, treatment with MO and GT sig-
nificantly (P= 0.008, 0.01, respectively) decreased AAR (- 36.7%, 
- 32.9%, respectively) in relation to ADM group as shown in (Table 
1).

Table 2 proved that recognition memory was impaired in the 
ADM group that noticed by a significant (P= 0.000) reduction in 
DS, DI and DR (-208.5%, -54.3%, -47.3%, respectively) in com-
parison with the control group. Treatment with MO, GB and GT 
extracts improved the impaired short term memory induced by 
AlCl3 by a significant (P= 0.000) increase in DS (175.6%, 210.1%, 
249.5%, respectively), DI (118.8%, 137.5%, 131.3%, respectively) 
and DR (70.8%, 90.5%, 75.8%, respectively) in relation to ADM 
group. However, treatment with GT extract significantly (P= 0.02) 
increased the DS compared to MO group.

Figure 1 demonstrated that ADM rats showed a significant 
(P= 0.0001, 0.008, 0.001) decrease in the retention latency TQ4 
(less time spent in Q4) (12.75 sec) in comparison with control, 
MO, GB and GT groups (22.92, 18.25, 20.00, 21.92 sec) respec-
tively. However, TQ4 decreased significantly (P= 0.02) in the MO 
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Parameters
Groups

Behavioural scoring in Y-maze test

SAP SAR AAR

Mean± SD % Change Mean± SD % Change Mean± SD % Change

Control 64.31±2.86a 0.44±0.14a 26.95±3.89ab

ADM (AlCl3 orally) 54.25±3.70b -15.6 0.67±0.19a 52.3 35.06±3.01a 30.1

ADM + MO 71.98±3.65a 11.9 (32.7) 0.42±0.19a - 4.5 (- 37.3) 22.19±2.54b - 17.7 (- 36.7)

ADM + GB 66.48±3.48a 3.4 (22.5) 0.58±0.19a 31.8 (- 13.4) 27.00±3.59ab 0.2 (- 23)

ADM + GT 66.56±2.98a 3.5 (19.1) 0.83±0.24a 88.6 (23.9) 23.53±3.33b - 12.7 (- 32.9)

Table 1.  Effect of the investigated medicinal plants on impaired spontaneous alternation behaviour in Y-maze induced by AlCl3.

Results are expressed as means ± standard deviation (Each value represents a mean of 12 values). a& b Superscripts in the same column, values with different letters are significant at P< 0.05. 
% changes represent a comparison between treated and control groups. (%) changes represent a comparison between treated and AlCl3-groups. 
SAP: Spontaneous Alternation Percent; SAR: Same Arm Return; AAR: Alternative Arm Return; ADM: Alzheimer Disease Model.
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group (18.25 sec) in relation to control group (22.92 sec).
The results illustrated in Table 3 showed that malondialde-

hyde level (MDA) increased significantly (P= 0.000) in ADM group 
(111.2%) in comparison with the control group. Treatment with 
MO, GB and GT significantly (P= 0.001, 0.000, 0.005, respective-
ly) decreased the elevated MDA level (- 33.5%, - 41.6%, - 27.3%, 
respectively) in relation to ADM group. However, MDA increased 
significantly (P= 0.04, 0.009, respectively) in MO and GT groups 
(40.5%, 53.4%, respectively) compared to control group.

In additions, significant difference could be detected be-
tween groups in the glutathione level, where GSH level decreased 
significantly in ADM, MO and GT groups (P= 0.000, 0.001, 0.002, 
respectively) compared to control group (- 42.5%, - 33.1%, - 
27.2%, respectively). Where, GSH level increased significantly (P= 
0.002) in GB group (46.5%) compared to ADM group. In addi-
tions, the catalase activity decreased significantly (P= 0.000) in 
the ADM group (- 50%) in relation to control group. Treatment 
with MO, GB and GT significantly (P= 0.000) increased catalase 
activity (128.6%, 100%, 85.7%, respectively) when compared to 
ADM group.

Table 4 demonstrated that dopamine level decreased signifi-
cantly (P= 0.03) in the ADM group (-30.5%) compared to control 
group. Treatment with GT significantly (P= 0.01) increased the 

dopamine level (50.9%) in relation to ADM group, also treatment 
with MO and GB increased the dopamine level (14%, 29.8%, re-
spectively) but the difference was not significant in relation to 
ADM group. Moreover, norepinephrine level increased signifi-
cantly (P= 0.01) in MO, GB and GT groups (69.2%, 68.4%, 64.7%, 
respectively) compared to ADM group. 

Serotonin level as decreased significantly (P= 0.03) in the 
ADM group (-23.7%) in comparison with the control group. Treat-
ment with GT significantly (P= 0.006) increased serotonin level 
(43.1%) compared to ADM group, also treatment with MO and 
GB increased the serotonin level (17.2%, 13.8%, respectively) but 
the difference was not significant compared to ADM group.

In additions, acetylcholinesterase activity (AchE) was de-
creased significantly (P= 0.001) in ADM rats (-24.7%) in com-
parison with the control group. Treatment with MO, GB, and GT 
extracts ameliorated the reduction in AchE activity. The enzyme 
activity was significantly (P= 0.005, 0.02, 0.000, respectively) 
increased in MO, GB and GT groups (26.3%, 19.9%, 39.8%, re-
spectively) when compared to ADM group. However, GT extract 
significantly (P= 0.002) increased the enzyme activity when com-
pared to GB group.

Figure (2) showed presence of characteristic areas of hippo-
campus particularly in the dentate gyrus. Sections from the con-

Parameters
Groups

Behavioural scoring in novel object recognition test

DS DI DR

Mean ± SD %Change Mean ± SD %Change Mean ± SD %Change

Control 9.14±1.99ad 0.70±0.04a 69.13±3.47a

ADM (AlCl3 orally) -9.92±3.37c -208.5 0.32±0.03b -54.3 36.45±3.24b -47.3

ADM + MO 7.50±1.20bd - 17.9 (175.6) 0.70±0.02a 0.0 (118.8) 62.25±3.70a - 10.0 (70.8)

ADM + GB 10.92±1.55ad 19.5 (210.1) 0.76±0.04a 7.9 (137.5) 69.44±4.21a 0.4 (90.5)

ADM + GT 14.83±2.30a 62.3 (249.5) 0.74±0.02a 5.7 (131.3) 64.08±2.73a - 7.3 (75.8)

Table 2. Effect of the investigated medicinal plants on impaired recognition in novel object recognition test induced by Alcl3.

Results are expressed as means ± standard deviation (Each value represents a mean of 12 values). a, b & c Superscripts in the same column, values with different letters are significant at P<0.05 
and similar second letter d superscript in the same column are non-significant. % changes represent a comparison between treated and control groups. (%) changes represent a comparison 
between treated and AlCl3-groups. 
DS: Difference Score; DI: Discrimination Index;  DR: Discrimination Ratio Percent (frequency);  ADM: Alzheimer Disease Model.

Parameters
Groups

Malondialdehyde (nM/mg protein) Glutathione (µM/mg protein) Catalase (IU/min/mg protein)

Mean± SD % Change Mean± SD % Change Mean± SD % Change

Control 1.16±0.22cd 42.35±3.60a 0.014±0.001a

ADM (AlCl3 orally) 2.45±0.12a 111.2 24.37±1.69b -42.5 0.007±0.001b -50

ADM + MO 1.63±0.10b 40.5 (- 33.5) 29.35±1.85bc - 33.1 (20.4) 0.016±0.001a 14.3 (128.6)

ADM + GB 1.43±0.14bd 23.3 (- 41.6) 35.71±1.56ac - 15.7 (46.5) 0.014±0.001a 0.0 (100)

ADM + GT 1.78±0.14b 53.4 (- 27.3) 30.81±2.17bc - 27.2 (26.4) 0.013±0.000a - 7.1 (85.7)

Table 3. Effect of the investigated medicinal plants on alterations of brain oxidative stress biomarkers induced by AlCl3.

Results are expressed as Means ± Standard Deviation (Each value represents a mean of 5 values). a, b & c Superscripts in the same column, values with different letters are significant at P<0.05 
and similar second letters c&dSuperscripts in the same column are non-significant. % changes represent a comparison between treated and control groups. (%) changes represent a comparison 
between treated and AlCl3-groups. 
ADM: Alzheimer Disease Model.

Parameters
Groups

Dopamine (µg/g tissue) Norepinephrine (µg/g tissue) Serotonin (µg/g tissue) Acetylcholinesterase (µMSH/min/g tissue)

Mean ± SD % Change Mean± SD % Change Mean± SD % Change Mean± SD % Change

Control 0.82±0.14a 1.96±0.34ab 0.76±0.05a 39.30±2.40ad

ADM (AlCl3 orally) 0.57±0.03b -30.5 1.33±0.18b -32.1 0.58±0.03b -23.7 29.61±1.52c -24.7

ADM + MO 0.65±0.02ab - 20.7 (14.0) 2.25±0.25a 14.8 (69.2) 0.68±0.04ab - 10.5 (17.2) 37.39±1.54ad - 4.9 (26.3)

ADM + GB 0.74±0.04ab - 9.8 (29.8) 2.24±0.19a 14.3 (68.4) 0.66±0.05ab - 13.2 (13.8) 35.51±2.01bd - 9.6 (19.9)

ADM + GT 0.86±0.07a 4.9 (50.9) 2.19±0.15a 11.7 (64.7) 0.83±0.10a 9.2 (43.1) 41.40±0.95a 5.3 (39.8)

Table 4. Effect of the investigated medicinal plants on alterations of brain monoamine and acetylcholinesterase induced by AlCl3.

Results are expressed as Means ± Standard Deviation (Each value represents a mean of 5 values). a& b superscripts in the same column, values with different letters are significant at P< 
0.05. % changes represent a comparison between treated and control groups. (%) changes represent a comparison between treated and AlCl3-groups. ADM: Alzheimer Disease Model.
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trol group showed dentate gyrus, which formed of small granule 
cells. The outward continuation of CA1 region is called subicu-
lum. The molecular layer comprises the areas in among compact 
zones, which consists of neuronal processes, including axons and 
dendrites, glial cells, and scattered nerve cells (fig 2A). Sections 
from ADM and MO groups (Figs2 B, C) was severely affected and 
showed marked disorganization associated with neuronal cell 
loss in different parts. Moderate changes could be found in GB 
and GT groups. (Figs 2D, E) in a hematoxylin and eosin stained 
hippocampus sections. In addition to positive detection of amy-
loid plaques in the hippocampus in ADM group (Figures 2F).

DISCUSSION

The findings of this investigation revealed that chronic ad-
ministration of AlCl3 caused behavioural, biochemical, and his-
topathological changes that were similar to those seen in Alzhei-
mer’s disease that expressed by impaired memory and cognition 
performances (Cao et al., 2017).

In the present study, the induction of AD using AlCl3 rat mod-
el of AD was confirmed by degeneration of dentate gyrus neu-
rons of hippocampus and presence of β- amyloid plaques (Aβ), 
assessed by histopathological examination. β- amyloid plaques, 
are intracellular neurofibrillary tangles composed predominantly 
of hyperphosphorylated tau proteins (De Strooper and Karran, 
2016). And considered the most pathological hallmark expected 
in AD. Science, hippocampus is the first and most affected area 
in AD (Cao et al., 2017), the observed histopathological lesions 
confirm the induction of AD.

   Degeneration of dentate gyrus hippocampal neurons 
and formation of β-amyloid plaques resulted from AlCl3 toxin 
caused impairments of memory performance in Y-maze testes 
and cognition performances in novel objective recognition and 
Morris Water Maze testes. These behavioural performances are 
displayed by significant reduction in SAP, and non-significant el-
evation in SAR and AAR (Table 1); significant reduction in DS, DI, 
and DR and TQ4. These data are in parallel with earlier reports 
(Iqbal et al., 2016); Xing et al., 2018). The above findings indicate 
that AlCl3 toxin is more probable mimics some of the most es-
sential markers expected in AD (Cao et al., 2017).

 On the other hand, treatment of medicinal plant (MO, GB, 
and GT) recovered the AlCl3 induced hippocampal neuronal 
damage and formation of β- amyloid plaques as well as enhance-
ment of rats’ memory and recognitive performances. These re-
sults are supported by previous studies that treatment of MO, GB, 
or GT improved memory and cognitive deficits and prevented the 
hippocampal neuronal damage in the experimentally AlCl3 rat 
model (Thenmozhi et al., 2016; Ma et al., 2020). Wang et al. (2013) 

Found that treatment with the GB leaf extract improved D-galac-
tose impaired memory in the Y - maze test in a dose dependent 
manner. Schimidt et al. (2017) Revealed that green and red tea 
supplementation increased the decreased DI in object recogni-
tion test in AD rat model, and Ma et al. (2020) reported that GT 
improved cognition in AD patients. Gumay et al. (2017) Reported 
that administration of (-) epigallocatechin-3-gallate (EGCG) to 
D-galactose dementia mice model improved their spatial memo-
ry in MWM by increasing time spent in target quadrant in probe 
trial of the test.

Our findings showed that treatment with the medicinal plants 
enhanced the impaired working memory in Y-maze test (Omoto-
so et al. 2018; Abdelghany et al. 2019) demonstrated that admin-
istration of MO increased alternation percent in a Y - maze in an 
induced memory decline in rat model. Kim et al. (2004) reported 
that administration of GT polyphenols improved the impaired 
spontaneous alternation behaviour induced by scopolamine in 
mice in a Y - maze test. 

Medicinal plant treatment ameliorated the inhibitory effect 
of AlCl3 on recognition memory. These data coincided with the 
study of Patave and Une (2016) and Mahmoud et al. (2017) Found 
that treated with ethanolic extract of MO (100, 200 and 600 mg) 
caused the rats and mice spend more time exploring novel object 
more than familiar object. Walesiuk et al. (2005) revealed that 
administration of the GB extract (EGB 761) increased time of ex-
ploration of new object and DI significantly in comparison with 
stress and cortisol treated rats. 

In our study, AlCl3 impaired spatial reference memory rates 

Fig. 1. Effect of some medicinal plants on impaired target quadrant Q4 (TQ4) 
induced by Alcl3 AD rat model. Results are expressed as means ± standard De-
viation (Each value represents a mean of 12 values).

Fig. 2. Examination of hematoxylin and eosin stained sections revealed the pres-
ence of characteristic areas of hippocampus particularly in the dentate gyrus. 
Sections from the control group showed dentate gyrus, which formed of small 
granule cells. The outward continuation of CA1 region is called subiculum. The 
molecular layer comprises the areas in among compact zones, which consists 
of neuronal processes, including axons and dendrites, glial cells, and scattered 
nerve cells (Fig. 2A). Sections from ADM and MO groups (Figs2 B, C) was 
severely affected and showed marked disorganization associated with neuronal 
cell loss in different parts. Moderate changes could be found in GB and GT 
groups. (Figs 2D, E). In addition to positive detection of amyloid plaques in the 
hippocampus in ADM group (Figures 2F).
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while, MO and GB mitigated this effect. Sutalangka et al. (2013) 
Found that administration of the MO extract (100, 200, 400 mg) 
decreased escape latency and increased retention time in MWM 
test in animal models of Age-Related Dementia. 

In additions, Xu et al. (2010) spent in the target quadrant in 
the test day in rats suffered from chronic hypoperfusion and sev-
eral essential factors have been postulated to describe the etio-
pathogenic of AD and the neurotherapeutic effects produced by 
medicinal plant (MO, GB, and GT) in the experimental rats AlCl3 
model of AD.

Oxidative stress has long been implicated in the initial and 
later stages of neuronal degeneration (Melo et al., 2011). In the 
present study, oral administration of AlCl3 caused a significant in-
crease in brain MDA compared to control rats (Table 3). This was 
consistent with other investigators (Al-Amin et al., 2016; Saied et 
al., 2019) whose reported that oral or intraperitoneal injection of 
AlCl3 induced significant increase in MDA level in various areas 
of brain. 

In in vitro and in vivo study, Ahmed et al. (2013) suggested 
that aluminum exposure caused an increase in ROS, including 
H2O2 production, which subsequently initiate the process of LPO 
in different brain regions. The brain has been highly susceptible 
to LPO in the presence of increased ROS level, due to an abun-
dance of PUFA in brain membranes and lower endogenous an-
ti-oxidative defense system (Valko et al., 2007). Overproduction 
of free radicals and the decrease in antioxidant defense potential 
in AlCl3 exposure may be a key factor to push the cell towards 
oxidative stress in the brain leading to tissue injury and dysfunc-
tion (Amjad and Umesalma, 2015).

The finding of the current study also revealed that the in-
crease in the level of MDA in AlCl3-treated rats was accompanied 
by concomitant decreases in the level of GSH and activity of CAT. 
This result is consistent with (Al-Amin et al., 2016; Saied et al., 
2019). These enzymes are closely related to direct elimination of 
ROS (Sahoo et al., 2008). Therefore, the reduction in the level 
and activity of these enzymes may be contributed to the increase 
utilization of these enzymes in scavenging and neutralizing the 
free radicals and lipid peroxides that are generated during AlCl3 
exposure (Kumar et al., 2009). Inhibition of the enzymatic activ-
ities may also contribute to Al+3-induced decline in the mRNA 
expression of endogenous antioxidants (Gonzalez et al., 2007). 

The GSH is present in all mammalian tissues (Skelly, 2008) 
and plays an important role in many biological processes of cells, 
including synthesis of proteins, DNA, and against oxidative dam-
age (Liu and Pravia, 2010). GSH can act as a non-enzymatic an-
tioxidant by direct interaction with ROS or it can be involved in 
the enzymatic detoxification reaction for ROS, as a cofactor or 
coenzyme (Selvakumar et al., 2005). Therefore, any alteration in 
its level may predispose the tissue to oxidative stress. The re-
duction in the activity of CAT may reflect the inability of cells to 
eliminate the H2O2 that may lead to accumulation of H2O2, as CAT 
is responsible for the conversion of H2O2 to H2O. This reduction 
may be attributed to enzyme inactivation caused by excess ROS 
production (Katyal et al., 1997). 

Medicinal plants with antioxidant activities have been used 
traditionally in the treatment of several diseases in different parts 
of the world (Yassin et al., 2013; Kumar et al., 2017). In the pres-
ent study, co-supplementation of MO or GB or GT extract with 
Alcl3 significantly enhanced the tissue level of antioxidants, by 
reducing MDA level compared to AlCl3-treated rats (Table 3), 
suggesting that either MO, GB, or GT modulate impaired redox 
homeostasis status and show challenging role in quenching free 
radicals, as shown in previous findings (Patave and Une, 2016; 
Kumar et al., 2017).

MO extract possesses a nootropic and antioxidant activities 
because it is rich in vitamin C and E, hence it combats oxidative 
stress and improves memory by using a higher concentration to 
treat AD (Sutalangka et al., 2013; Roy, 2014). Administration of 
aqueous extract or ethanolic extract of MO at a dose of 250 mg/
kg b. wait for two weeks increased catalase and GSH activities 
in a dose dependent manner and decreased MDA level in brain 

tissue of AD rat model by infusion of colchicine (Roy and Das, 
2013; Roy, 2014).

GB leaves possess antioxidant activity and promote a neu-
roprotective effective against toxic beta-amyl aid protein (Kim 
and Oh, 2012; Rasool et al., 2014). Bridi et al. (2001) Found that 
EGb761 extract can increase catalase activity and decrease lipid 
peroxide level in striatum, hippocampus and substantia nigra in 
rats. GB extract (EGb761) restored the decreased glutathione per-
oxidase and superoxide dismutase activity and reduced the ele-
vated MDA level in rat hippocampus after high sustained positive 
Gz (+Gz) exposure (Chen et al., 2016).

GT counteracts beta-amyloid impaired memory, including 
that in animals subjected to aluminium-induced neurotoxicity, 
and prevents or ameliorates oxidative damage in the brain, in-
cluding that developed in AD (Haque et al., 2008). Assuncão et 
al. (2011) and Schimidt et al. (2017) recorded that GT administra-
tion reduced the increased MDA level during hypoxia exposure 
and aging. In additions, Schimidt et al. (2014) reported that GT 
supplementation in ischemic rats reversed the reduction in GSH 
concentration and enhanced the catalase activity in rat prefrontal 
cortex and reduced LPO in rat prefrontal cortex and hippocam-
pus. 

In the present study, rats challenged by AlCl3 exhibited 
significant decreases in AchE activity compared to the control 
group. These results were in agreement with Kumar et al. (2009). 
However, combined treatments with GB, MO, or GT and AlCl3 in-
creased the reduction in AchE compared to Alcl3-intoxicated rats. 
Treatment with MO leaf extract ameliorated the adverse effect 
of colchicine and increased choline acetyltransferase and AchE 
activity in AD animal model (Roy, 2014). Zaki et al. (2015) Report-
ed that administration of the GB extract (100 mg) increased the 
reduced brain cholinesterase activity resulted from exposure to 
radiation or lead toxicity or combination of both. Jelenković et al. 
(2014) found that injection of the GT extract before AlCl3 in rat 
hippocampus reversed the decreased AchE activity induced by 
AlCl3 administration in the different brain areas.

The results obtained from the present study showed that 
oral administration of AlCl3 was associated with marked reduc-
tions of DA, NE, and 5-HT compared to control group (Table 4). 
These observations are consistent with the study of Cao et al. 
(2017) who reported that treatment of rats with AlCl3 resulted 
in a significant decrease in hippocampus monoaminergic neu-
rotransmitters particularly DA and NE. Furthermore, Said et al. 
(2013) revealed that administration of AlCl3 (35 mg/kg, orally) for 
4 weeks, resulted in brain tissue damage, featured by a significant 
decrease in 5-HT, DA, and NE. The authors added that, the de-
creases in monoamines content following AlCl3 exposure could 
be attributed to AlCl3-induced oxidative stress and oxidation of 
monoamines. Oxidative stress and inflammation cause deficien-
cies of many of the major neurotransmitters, 5-HT, Ach, and DA 
(Crockett et al., 2008). 

Said and Elmenofy (2015) reported that AlCl3 is a neurotox-
icant potentially affecting ionic, cholinergic, and dopaminergic 
neurotransmission in the CNS and these alterations are known 
to be associated with learning and memory abilities. AlCl3 de-
stroys the microtubules integrity of the neurons, thereby causing 
degeneration in the brain cells and this can be associated with 
a significant reduction of monoamines levels in various brain 
regions. Delgado et al. (2000) suggested that the decrease in 
monoamines content might be attributed to decreased synthesis, 
resulting from AlCl3-induced damage to the ileal mucosa and re-
duction in net ilea absorption, where a decrease in the absorption 
of L-tyrosine may diminish the production of DA and NE, while a 
decrease in absorption of tryptophan would reduce the synthesis 
of 5-HT (Martin et al., 2001).

The obtained decrease in monoamines levels in our study 
was explained by Foster (2000) who mentioned that aluminum 
neurotoxicity elevates neopterin levels in the brain of AD patients 
and at the same time induces reduction of brain neurotransmit-
ters such as DA, NE and 5-HT via depressing cerebrospinal fluid 
tetrahydrobiopterin levels which is required for the synthesis of 
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those neurotransmitters.
The decrease in the content of monoamines (DA, NE, and 

5-HT) induced by AlCl3 was significantly prevented by simulta-
neous administration of MO, GB, or GT compared to AlCl3-treat-
ed group (Table 4). Being powerful antioxidants and have high 
scavenging capacities, MO, GB and GT were able to prevent the 
changes seen with neurotransmitters under the action of AlCl3. 
As shown in our study the protective effects of MO, GB, or GT 
against learning and memory impairment could be attributed to 
their free radical scavenging activities (Iqbal et al., 2016; Schimidt 
et al., 2017).

The aforementioned results revealed that exposure to alumi-
num via the oral route, led to severe and marked histopatholog-
ical alterations in the subiculum and dentate gyrus of the hippo-
campus, that represented by neuronal degeneration in different 
regions of the hippocampus, this was similar to the previous 
recorded by the findings of Buraimoh et al. (2011) and Kamel 
and Mostafa (2013) who reported that exposure of rats to oral 
AlCl3 administration induced neurodegenerative changes in hip-
pocampus. Furthermore, Congo red staining showed a minute 
positive reaction of amyloid plaques which could be seen in the 
cerebral cortex in ADM group, this agreed with Cao et al. (2017) 
who revealed presence of amyloid plaques in AlCl3 treated rats.

Moreover, neurodegeneration induced by Alcl3 decreased 
with MO treatment at a mild degree, as well as treatment with 
GB and GT reduced the observed neurodegenerative changes at 
a moderate degree which could be supported by Jessberger et al 
(2009) who observed increased neurogenesis in the dentate gy-
rus throughout the life may contribute significantly to the learn-
ing and memory integrity, especially recognition memory and 
spatial reference memory. 

The obtained results were to some extent inconsistent with 
Alazzouni et al. (2016) who found that treatment with MO showed 
normal tissue histoarchitecture with hematoxylin and eosin stain. 
In additions, Yin et al. (2013) reported that induction of AD by 
intrahippocampal injection of beta-amyloid (Aβ25–35) induced 
degeneration and nuclear condensation in hippocampal and 
frontal cortex neurons and with bilobalide treatment neuronal 
degeneration reduced. Moreover, Ortiz-López et al. (2016) found 
a dose-dependent relation between the effects of hippocampal 
neurogenesis providing that EGCG possesses a pro-oxidant and 
pro-apoptotic at higher doses, while possessing a neuroprotec-
tive action at lower doses. In additions to that EGCG increased 
survival and decreased apoptosis of hippocampal neurons with-
out affecting cell proliferation.

CONCLUSION

 Exposure of rats to neurotoxin; Alcl3 induces AD signs, 
represented by degeneration of dentate gyrus hippocampal neu-
rons, formation of β- amyloid plaques and impairment of rats’ 
memory and cognitive performances. Treatments with MO, GB, 
or GT successfully rescue Neuro-therapeutic abilities against AD 
most likely through limitation of oxidative burden, manifested by 
the decline of MDA level and restoration of GSH level and CAT ac-
tivity, subsequently preventing reduction of monoamines. There-
fore, it is suggested that MO, GB, or GT may provide a more ef-
fective strategy to lessen neurodegeneration in AD, hence ensure 
the integrity of dentate gyrus hippocampal neurons and abolish 
the formation of β- amyloid plaques as well as restore the rats’ 
memory and cognitive performances in the Y-maze, novel objec-
tive recognition and Morris Water maze testes. Further studies 
are required to investigate different doses of testing extracts and 
for longer duration.

CONFLICT OF INTEREST

The authors declare that they have no conflict of interest.

REFERENCES

Abdelghany, A.K., Khalil, F., Azeem, N.M., El-Nahass, E.S., El-Kashlan, A.M., 
Emeash, H.H., 2019. Ginseng and Moringa olifera ameliorated 
cognitive impairements induced by aluminium chloride in albino 
rat. Adv. Anim. Vet. Sci. 7, 557-565.

Aebi, H., 1984. Catalase in vitro. Methods Enzymol. 105, 121-6.
 Ahmed, H.H., Estefan, S.F., Mohamd, E.M., Farrag, A.H., Salah, R.S., 2013. 

Does Melatonin Ameliorate Neurological Changes Associated 
with Alzheimer’s disease in Ovariectomized Rat Model?. Indian J. 
Clin. Biochem 28, 381–389.

Al-Amin, M.M., Reza, H.M., Saadi, H.M., Mahmud, W., Ibrahim, A.A., 
Alam, M.M., Kabir, N., Saifullah, A.R.M., Tropa, S.T., RuhulQuddus, 
A.H.M., 2016. Astaxanthin ameliorates aluminum chloride-in-
duced spatial memory impairment and neuronal oxidative stress 
in mice. Eur. J. Pharmacol. 15, 60-69. 

 Alazzouni, A.S., Hassan, B.N., Gabri, M. S., 2016. Ameliorative effect of 
Moringa olifera leaves extraction on Alzheimer disease in rats: A 
histological and histochemical study. Jokull J. 66, 41-53.

Alzheimer’s Association, 2021. Alzheimer’s disease facts and figures. Alz-
heimer. Dement. 17, 327–406. 10.1002/alz.12328 

Amjad, S., Umesalma, S., 2015.  Protective Effect of Centellaasiatica against 
Aluminium-Induced Neurotoxicity in Cerebral Cortex, Striatum, 
Hypothalamus and Hippocampus of Rat Brain. Mol. Biomarkers 
Diagnosis 6, 1–7.

Assuncão, M., Santos-Marques, M.J., Carvalho, F., Lukoyanov, N.V., An-
drade, J.P., 2011. Chronic green tea consumption prevents 
age-related changes in rat hippocampal formation. Neurobiol. 
Aging 32, 707-717.

Baluchnejadmojarad, T., Roghani, M., Kamran, M., Karimi, N., 2012. The 
effect of alpha-lipoic acid on learning and memory deficit in a rat 
model of temporal lobe epilepsy. Basic Clin. Neurosci. 3, 58-66.

Barkur, R.R., Bairy, L.K., 2016. Histological study on hippocampus, amyg-
dala and cerebellum following low lead exposure during prenatal 
and postnatal brain development in rats. Toxicol. Ind. Health. 32, 
1052-1063.

Bridi, R., Crossetti, F.P., Steffen, V.M., Henriques, A.T., 2001. The antioxi-
dant activity of standardized extract of Ginkgo biloba (EGb 761) in 
rats. Phytother. Res. 15, 449-451.

Buraimoh, A.A., Ojo, S.A., Hambolu, J.O., Adebisi, S., 2011. Effects of oral 
administration of aluminium chloride on the histology of the hip-
pocampus of Wistar rats. Current Research, Journal of Biological 
Sciences 3, 509-515.

Cao, Z., Wang, F., Xiu, C., Zhang, J., Li, Y., 2017. Hypericumperforatum 
extract attenuates behavioural, biochemical, and neurochemical 
abnormalities in aluminum chloride-induced Alzheimer’s disease 
rats. Biomed. Pharmacother.  91, 931-937.

Chen, L.E., Wu, F., Zhao, A., Ge, H., Zhan, H., 2016. Protection efficacy of 
the extract of Ginkgo biloba against the learning and memory 
damage of rats under repeated high sustained +Gz exposure. 
Evid Based Complement Alternat Med. 2016, Article ID 6320586.

Ciarlone, A.E., 1978. Further modification of a fluorometric method for 
analyzing brain amines. Microchem. J. 23, 9-12.

Crockett, M.J., Clark, L., Tabibnia, G., Lieberman, M.D., Robbins, T.W., 2008. 
Serotonin modulates behavioural reactions to unfairness. Science 
320, 1739.

De Strooper, B., Karran, E., 2016. The cellular phase of Alzheimer’s disease. 
Cell 164, 603-615.‏

Delgado, M.R., Nystrom, L.M., Fissell, C., Noll, D., Fiez, J.A., 2000. Tracking 
the homodynamic responses to reward and punishment in the 
striatum. Journal of Neurophysiology 84, 3072-3077.

Ding, Z., 1999. Studies on extraction and isolation of flavonoids from 
ginkgo leaves. J Food Qual. 22, 693-700.

Długaszek, M., Fiejka, M.A., Graczyk, A., Aleksandrowicz, J.Cz., Słowikows-
ka, M., 2000. Effects of various aluminium compounds given oral-
ly to mice on al tissue distribution and tissue concentrations of 
essential elements. Pharmacol. Toxicol. 86, 135-139.

Ellman, G.L., Courtney, K.D., Andres, V.Jr., Feather-stone, R.M., 1961. A new 
and rapid colorimetric determination of acetylcholinesterase ac-
tivity. Biochem. Pharmacol. 7, 88-95.

Foster, H.D., 2000. How aluminum causes Alzheimer’s disease: the impli-
cations for prevention and treatment of Foster’s multiple antago-
nist hypothesis. J. Orthomolecul. Med.15, 21-51.

Gage, G.J., Kipke, D.R., Shain, W., 2012. Whole animal perfusion fixation 
for rodents. J. Vis. Exp.  379, e3564.

Ganguly, R., Guha, D., 2008. Alteration of brain monoamines and EEG 
wave pattern in rat model of Alzheimer’s disease and protection 
by Moringa oleifera. Indian J. Med. Res. 128, 744-751.

Gong, Q.H., Wu, Q., Huang, X.N., Sun, A.S., Shi, J.S., 2005. Protective ef-
fects of Ginkgo biloba leaf extract on aluminum-induced brain 

Fatma Khalil et al. /Journal of Advanced Veterinary Research (2023) Volume 13, Issue 8, 1609-1617

1615



dysfunction in rats. Life Sci. 77, 140-148.
Gonzalez, M.A., del Lujan Alvarez, M., Pisani, G.B., Bernal, C.A., Roma, M.G., 

Carrillo, M.C., 2007.  Involvement of oxidative stress in the im-
pairment in biliary secretory function induced by intraperitoneal 
administration of aluminum to rats. Biological Trace Element Re-
search. 116, 329-348. 

Gorun, V., Proinov, I., Baltescu, V., Balaban, G., Barzu, O., 1978.  Modified 
Ellman procedure for assay of cholinesterases in crude enzymatic 
preparations. Anal. Biochem. 86, 324-326.

Gramza, A., Pawlak-Lemanska, K., Korczak, J., Wasovicz, E., Rudzinska, M., 
2005. Tea extracts as radical scavengers. Pol. J. Environ. Stud. 14, 
861-867.

Gumay, A.R., Bakri, S., Utomo, A.W., 2017. The effect of green tea leaf 
extract on spatial memory function and superoxyde dismutase 
enzyme activity in mice with d-galactose induced dementia. Sains 
Medika. 8, 8-14.

Haque, A.M., Hashimoto, M., Katakura, M., Hara, Y., Shio, O., 2008. Green 
tea catechins prevent cognitive deficits caused by Aβ1-40 in rats. 
J. Nutr. Biochem. 19, 619-626.

Iqbal, G., Iqbal, A., Mahboob, A., Farhat, S.M., Ahmed, T., 2016. Memory 
enhancing effect of Black Pepper in the AlCl3 induced neurotox-
icity mouse model is mediated through its active component 
chavicine. Curr. Pharm. Biotechnol. 17, 962-973.

Jelenković, A., Jovanović, M.D., Stevanović, I., Petronijević, N., Bokonjić, D., 
Zivković, J., Igić, R., 2014.  Influence of the Green tea leaf extract 
on neurotoxicity of aluminium chloride in rats. Phytother. Res. 
28, 82-87.

Jessberger, S., Clark, R.E., Broadbent, N.J., Clemenson, GD.Jr., Consiglio, 
A., Lie, D.C., Squire, L.R., Gage, F.H., 2009. Dentate gyrus-specific 
knockdown of adult neurogenesis impairs spatial and object rec-
ognition memory in adult rats. Learn. Mem. 16, 147-154.

Kamel, E.S., Mostafa, N., 2013.  Effect of aluminum chloride on the hippo-
campus of adult rats and the possible protective role of Nigella 
sativa: a histological and immunohistochemical study. Egyp. J. 
Histol. 36, 505-513.

Katyal, R., Desigan, B., Sodhi, C.P., Ojha, S., 1997. Oral aluminum admin-
istration and oxidative injury. Biological Trace Element Research 
57, 125-130.

Kim, H.G., Oh, M.S., 2012. Herbal medicines for the prevention and treat-
ment of Alzheimer’s disease. Curr Pharm Des. 18, 57-75.

Kim, H.K., Kim, M., Kim, S., Kim, M., Chung, J.H., 2004. Effects of Green 
tea polyphenol on cognitive and acetylcholinesterase activities. 
Biosci. Biotechnol. Biochem. 68, 1977-1979.

Kumar, A., Dogra, S., Prakash, A., 2009. Protective effect of curcumin (Cur-
cuma longa), against aluminium toxicity: Possible behavioural and 
biochemical alterations in rats. Behav Brain Res. 205, 384–390.

Kumar, A., Singh, A., Aggarwal, A., 2017. Therapeutic potentials of herbal 
drugs for Alzheimer’s disease- An overview. Indian J Exp Biol. 55, 
63-73.

Kumar, S., Walter, J., 2011.  Phosphorylation of amyloid beta (Aβ) pep-
tides-A trigger for formation of toxic aggregates in Alzheimer’s 
disease. Aging (Albany NY) 3, 803.

Lakshmi, B.V.S., Sudhakar, M., Prakash, K.S., 2015. Protective effect of se-
lenium against aluminum chloride-induced Alzheimer’s disease: 
behavioural and biochemical alterations in rats. Biol Trace Elem 
Res. 165, 67-74.

Leger, M., Quiedeville, A., Bouet, V., Haelewyn, B., Boulouard, M., 
Schumann-Bard, P., Freret, T., 2013. Object recognition test in 
mice. Nat. Protoc. 8, 2531-2537.

Lim, S., Moon, M., Oh, H., Kim, H.G., Kim, S.Y., Oh, M.S., 2014. Ginger im-
proves cognitive function via NGF-induced ERK/CREB activation 
in the hippocampus of the mouse. J. Nutr. Biochem. 25, 1058-
1065.

Liu, R., Pravia, G., 2010. Oxidative stress and glutathione in TGF-β-medi-
ated fibrogenesis. Free Radical Biology and Medicine 48, 1-15.

Lowry, O.H., Rosebrough, N.J., Farr, A.L., Randall, R.J., 1951. Protein mea-
surement with the folin phenol reagent. J. Biol. Chem. 193, 265-
275.

Ma, Y.H., Wu, J.H., Xu, W., Shen, X.N., Wang, H.F., Hou, X.H., Cao, X.P., Bi, 
Y.L., Dong, Q., Feng, L., Tan, L., Yu, J.T., 2020. Associations of Green 
Tea Consumption and Cerebrospinal Fluid Biomarkers of Alzhei-
mer’s Disease Pathology in Cognitively Intact Older Adults: The 
CABLE Study. J Alzheimers Dis. 77, 411-421.

Mahmoud, A.A., Metwally, F.M., Rashad, H. M., Ahmed, H.H., Elfiky, A.M., 
Abdalla, A.M., 2017. The potential of Moringa oleifera to induce 
cerebral leptin mRNA expression and to attenuate oxidative 
stress, cognitive and motor deficits, depression- and anxiety- like 
behaviour in experimental obese model. IJPCR. 9, 156-168

Martin, A.O., Mathieu, M-N., Chevillard, C., Guѐrineau, N.C., 2001. Gap 
junctions mediate electrical signaling and ensuing cytosolic Ca2+ 

increases between chromaffin cells in adrenal slices: a role in cat-
echolamine release. The Journal of Neuroscience 21, 5397-5405.

Melo, A., Monterio, L., Lima, R.M., de Oliveira, D.M., de Cerqueira, M.D., El-
Bachá, R.S., 2011. Oxidative stress in neurodegenerative diseases: 
mechanisms and therapeutic perspectives. Oxidative medicine 
and cellular longevity. pp.1-11.

Omotoso, G.O., Gbadamosi, I.T., Afolabi, T.T., Abdulwahab, A.B., Akinlolu, 
A. A., 2018. Ameliorative effects of Moringa on cuprizone induced 
memory decline in rat model of multiple sclerosis. Anat Cell Biol. 
51, 119-127.

Ortiz-López, L., Márquez-Valadez, B., Gómez-Sánchez, A., Silva-Lucero, 
M.d.C., Torres-Pѐrez, M., Tѐllez-Ballestoros, R.I., Ichwan, M., Mer-
az-Rios, M.A., Kempermann, G., Ramirez-Rodriguez, G.B., 2016. 
Green tea compound epigallo-cathechin-3-gallate (EGCG) in-
creases neuronal survival in adult hippocampal neurogenesis in 
vivo and in vitro. Neuroscience 13, 208-222.

Patave, T.R., Une, H.D., 2016. Effect of ethanolic extract of Moringa oleifera 
lam pods on learning and memory in streptozotocin induced di-
abetic mice. IJPT 8, 10508-10517.

Penzes, P., VanLeeuwen, J., 2011.  Impaired regulation of synaptic actin 
cytoskeleton in Alzheimer’s disease; Brain Res Rev. 67, 184–192.

Prakash, A., Kumar, A., 2013. Mitoprotective effect of Centella asiatica 
against aluminum-induced neurotoxicity in rats: possible rele-
vance to its antioxidant and anti-apoptosis mechanism. Neurol 
Sci. 34, 1403-1409.

Qi, D., Zhu, Y., Wen, L., Liu, Q., Qiao, H., 2009. Ginsenoside Rg1 restores the 
impairment of learning induced by chronic morphine administra-
tion in rats. J Psychopharmacol. 23, 74-83.

Rasool, M., Malik, A., Qureshi, M.S., Manan, A., Pushparaj, P.N., Asif, M., 
Qazi, M.H., Qazi, A.M., Kamal, M.A., Gan, S.H., Sheikh, I.A., 2014.  
Recent updates in the treatment of neurodegenerative disorders 
using natural compounds. Evid Based Complement Alternat Med. 
Article ID: 979730.

Rasoolijazi, H., Joghataie, M.T., Roghani, M., Nobakht, M., 2007. The ben-
eficial effect of (-)-Epigallocatechin-3-Gallate in an experimental 
model of Alzheimer’s disease in rat: a behavioural analysis. Iran 
Biomed J. 11, 237-243.

Rezai-Zadeh, K., Arendash, G.W., Hou, H., Fernandez, F., Jensen, M., Run-
feldt, M., Shytle, R.D., Tan, J., 2008. Green tea epigallocatechin-3-   
gallate (EGCG) reduces beta-amyloid mediated cognitive impair-
ment and modulates tau pathology in Alzheimer transgenic mice. 
Brain Res. 1214, 177-187

Roy, C., 2014. A nootropic effect of Moringa oleiferaon Ach and ChAT ac-
tivity in colchicine induced experimental rat model of Alzheimer’s 
disease: Possible involvement of antioxidants. Al Ameen J. Med. 
Sci. 7, 125-133.

Roy, C., Das, S.K., 2013.  Role of Moringa oleifera on brain electrical activ-
ity in colchicine induced experimental rat model of Alzheimer’s 
disease: possible involvement of antioxidants. Int. J. Curr. Pharm. 
Res. 5, 40-45.

 Sahoo, D.K., Roy, A., Chainy, G.B., 2008. Protective effects of vitamin E and 
curcumin on L-thyroxin-induced rat testicular oxidative stress. 
Chemico-Biological Interaction 176, 121-128.

Said, M., Elmenoufy, G.A., 2015. The possible neurotherapeutic effects of 
mesenchymal stem cells on AlCl3- induced Alzheimer’s disease 
in adult albino rats. Journal of Pharmacy and Biological Sciences 
(IOSR-JPBS) 10, 33-40.

Said, U., El-Tahawy, N., Elsayed, E., Shousha, W.G., 2013. Pomegranate 
Alleviates Oxidative Damage and Neurotransmitter Alterations 
in Rats Brain Exposed to Aluminum Chloride and/or Gamma Ra-
diation. Journal of Radiation Research and Applied Sciences 6, 
69-87. 

Saied, N.M., El-Awady, R.R., Abd-Elhafez, Z.Z., Hassan, W.A., 2019. Impact 
of Silymarin or Grape Seed Extract on Neurotoxicity Prompted 
via Aluminum Chloride in Adult Male Rats.J. Drug Res. Egypt. 40, 
55-65.  

 Schimidt, H.L., Garcia, A., Martins, A., Mello-Carpes, P.B., Carpes, F.P., 
2017. Green tea supplementation produces better neuroprotec-
tive effects than red and black tea in Alzheimer-like rat model. 
Food Res Int. 100, 442-448.

Schimidt, H.L., Vieira, A., Altermann, C., Martins, A., Sosa, P., Santos, F.W., 
Mello-carpes, P.B., Izquierdo, I., Carpes, F.P., 2014. Memory defi-
cits and oxidative stress in cerebral ischemia–reperfusion: Neuro-
protective role of physical exercise and green tea supplementa-
tion. Neurobiol Learn Mem. 114, 242-250

Selkoe, D.J., 2001. Alzheimer’s disease results from the cerebral accumu-
lation and cytotoxicity of amyloid beta-protein. J. Alzheimers Dis. 
3,75-80.

Selvakumar, E., Prahalathan, C., Mythili, Y., Varalakshmi, P., 2005. Mitiga-
tion of oxidative stress in cyclophosphamide-challenged hepatic 

Fatma Khalil et al. /Journal of Advanced Veterinary Research (2023) Volume 13, Issue 8, 1609-1617

1616



tissue by DL-α-lipoic acid. Molecular and Cellular Biochemistry 
272, 179-185.

Skelly, C., 2008. Regulation of glutathione synthesis: a review. Molecular 
Aspects of Medicine 30, 42-59.

Sofy, S.H., Kakey, E.S., Alshamaa, S.D, 2014. The Protective Role of Green 
Tae and Ginkgo biloba Extract against Aging Dysfunction Induced 
by D-Galactose in Rats. Global Journal of Biology, Agriculture & 
Health Sciences 3,97-101.

Sumathi, T., Shobana, C., Thangarajeswari, M., Usha, R., 2015. Protective 
effect of L-Theanine against aluminium induced neurotoxicity in 
cerebral cortex, hippocampus and cerebellum of rat brain- his-
topathological, and biochemical approach. Drug Chem. Toxicol. 
38, 22-31.

Sutalangka, C., Wattanathorn, J., Muchimapura, S., Thukham-mee, W., 
2013. Moringa oleifera mitigates memory impairment and neu-
rodegeneration in animal model of age-related dementia. Oxid 
Med Cell Longev. pp. 1-9.

Thenmozhi, A.J., Dhivyabharathi, M., Raja, T.R.W., Manivasagam, T., Essa, 
M.M., 2016. Tannoid principles of Emblicaofficinalis renovate 
cognitive deficits and attenuate amyloid pathologies against alu-
minum chloride induced rat model of Alzheimer’s disease. Nutr. 
Neurosci. 19, 269-278. 

Uchiyama, M., Mihara, M., 1978.  Determination of malonaldehyde pre-
cursor in tissues by thiobarbituric acid test. Anal. Biochem. 86, 
271-278.

Valko, M., Leibfritz, D., Moncol, J., Cronin, M.T.D., Mazur, M., Telser, J., 
2007. Free radicals and antioxidants in normal physiological func-
tions and human disease. Int. J. Biochem. 39, 44-84.

Van Doorn, R., Leijdekkers, Ch.M., Henderson, P.Th., 1978. Synergistic 
effects of phorone on the hepatotoxicity of bromobenzene and 
paracetamol in mice. Toxicol. 11, 225-233.

Vorhees, C.V., Williams, M.T., 2006. Morris water maze: procedures for 
assessing spatial and related forms of learning and memory. Nat. 

Protoc. 1, 848-858.
Walesiuk, A., Trofimiuk, E., Braszko, J.J., 2005. Ginkgo biloba extract dimin-

ishes stress-induced memory deficits in rats. Pharmacol. Rep. 57, 
176-187.

Wang, C.M., Liu, M.Y., Wang, F., Wei, M.J., Wang, S., Wu, C.F., Yang, J.Y., 
2013. Anti-amnesic effect of pseudoginsenoside-F11 in two 
mouse models of Alzheimer’s disease. Pharmacol. Biochem. Be-
hav. 106, 57-67

Xing, Z., He, Z., Wang, S., Yan, Y., Zhu, H., Gao, Y., Zhao, Y., Zhang, L., 2018. 
Ameliorative effects and possible molecular mechanisms of ac-
tion offibrauretine from Fibraurearecisa Pierre on D-galactose/
AlCl3-mediated Alzheimer’s disease.  RSC Adv. 8, 31646-31657.

Xu, Y., Zhang, J., Xiong, L., Zhang, L., Sun, D., Liu, H., 2010. Green tea poly-
phenols inhibit cognitive impairment induced by chronic cerebral 
hypoperfusion via modulating oxidative stress. J Nutr. Biochem. 
21, 741-748.

 Yamamoto, Y., Adachi, Y.; Fujii, Y., Kamei, C., 2007. Ginkgo biloba extract 
improves spatial memory in rats mainly but not exclusively via a 
histaminergic mechanism. Brain Res. 1129, 161-165.

Yassin, N.A.Z., El-Shenawya, S.M.A., Mahdyb, K.A., Goudad, N.A.M., Abd 
El-Fattah, H., Abdel Razik, F.H., Ibrahima, B.M.M., 2013. Effect of 
Boswelliaserrata on Alzheimer â€TM s disease induced in rats. J. 
Arab Soc. Med. Res. 8, 1–11.

Yin, Y., Ren, Y., Wu, W., Wang, Y., Cao, M., Zhu, Z., Wang, M., Li, W., 2013. 
Protective effects of bilobalide on Aβ25–35induced learning and 
memory impairments in male rats. Pharmacol. Biochem. Behav. 
106, 77-84

Zaki, H.F., Shafey, G.M., Amin, N.E., Attia, A.S., El-Ghazaly, M.A., 2015. Neu-
roprotective effects of Ginkgo biloba extract on brain damage in-
duced by γ-radiation and lead acetate. IJSRP. 5, 1-10.

Zhang, X.X., Tian, Y., Wang, Z.T., Ma, Y.H., Tan, L., Yu, J.T., 2021. The epide-
miology of Alzheimer’s disease modifiable risk factors and pre-
vention. J. Prev. Alzheimers Dis. 8, 313–321. 

Fatma Khalil et al. /Journal of Advanced Veterinary Research (2023) Volume 13, Issue 8, 1609-1617

1617


