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A53T α-Synuclein Transgenic Mouse
Models of Parkinson’s Disease
Shaosong Kuang, Lin Yang, Ziliang Rao, Zhiyong Zhong, Jinfeng Li,
Haichao Zhong, Lulu Dai, Xiaojiang Tang

ABSTRACT: Background: Parkinson’s disease (PD) is a degenerative disorder of the central nervous system mainly affecting the motor
system. Presently, there is no effective and safe drug to treat patients with PD. Ginkgo biloba extract (GBE), obtained from leaves of the
Ginkgo biloba tree, is a complex mixture of ingredients primarily containing two active components: flavonoids and terpenoids. In this
study, we investigated the effects of GBE on A53T α-synuclein transgenic mice, a PD model that has better simulated the progression of
PD patients than other models such as the 1-methyl-4-phenyl-1,2,3,6 tetrahydropyridine–induced PD model. Methods: Fifty α-synuclein
A53T transgenic mice were fed and treated with GBE, and locomotor activity was detected by pole test, forced swim test, and wire-hang
test. The expression of tyrosine hydroxylase and dopamine transporters was detected using immunohistochemistry. Superoxide dismutase
activity, glutathione peroxidase activity, and malondialdehyde expression were detected using an assay kit. Results: Our results show that
GBE treatment improved locomotor activity and that superoxide dismutase and glutathione peroxidase inhibited the expression of methane
dicarboxylic aldehyde and recovered the expression of tyrosine hydroxylase and dopamine transporters. Conclusions: The GBE treatment
improved locomotor activity and inhibited the development of PD in the A53T α-synuclein transgenic mice, which may be partly
responsible for decreased oxidative damage and maintain the normal dopamine homeostasis.

RÉSUMÉ: Effets de l’extrait de ginkgo biloba sur le modèle de souris transgénique α-synucléine A53T de la maladie de Parkinson. Contexte: La maladie
de Parkinson (MP) est unemaladie dégénérative du système nerveux central qui atteint principalement le systèmemoteur. Il n’existe pas actuellement demédicament
efficace et sûr pour traiter les patients atteints de la MP. L’extrait de ginkgo biloba (EGB), obtenu à partir des feuilles de cet arbre, est un mélange complexe
d’ingrédients contenant principalement deux composants actifs : des flavonoïdes et des terpénoïdes. Nous avons étudié les effets de l’EGB sur l’α-synucléine A53T
chez des souris transgéniques, un modèle animal de la MP, chez qui il est possible d’obtenir une meilleure simulation de la progression observée chez les patients
atteints la MP que chez d’autres modèles animaux tel le modèle de la MP induit par la 1-méthyl-4-phényl-1,2,3,6 tétrahydropyridine. Méthodologie: Cinquante
souris transgéniques α-synucléineA53T ont été nourries et traitées avec de l’EGB. Leur activité locomotrice a été évaluée par le test des pôles, le test de la nage forcée
et le test d’agrippement. L’expression de la tyrosine hydroxylase et des transporteurs de la dopamine a été détectée par immunohistochimie. L’activité de la
superoxyde dismutase, de la glutathione peroxidase et du malondialdéhyde a été détectée au moyen d’une trousse commerciale. Résultats: Nos résultats montrent
que le traitement par l’EGB a amélioré l’activité locomotrice des souris et que la superoxyde dismutase et la glutathione peroxidase inhibaient l’expression l’aldéhyde
dicarboxylique de méthane et rétablissaient l’expression de la tyrosine hydroxylase et des transporteurs de la dopamine. Conclusions: Le traitement par l’EGB a
amélioré l’activité locomotrice et a inhibé les manifestations de la maladie chez les souris transgéniques α-synucléine A53T, ce qui pourrait être responsable, du
moins en partie, de la diminution du dommage oxydatif et du maintien de l’homéostasie normale de la dopamine.
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Parkinson’s disease (PD) is a degenerative disorder of the central
nervous system mainly affecting the locomotor activity. It has a
higher incidence among the elderly, and incidence increases with
age.1 The motor symptoms of PD include resting tremor,
bradykinesia, rigidity, and postural reflex impairment.2 The typical
pathophysiological features of PD are progressive loss of dopami-
nergic neurons in the substantia nigra pars compacta (SNpc) and
subsequent accumulation of Lewy bodies in the remaining dopami-
nergic neurons.3,4 PD is caused by complicated factors, including
age,4 environment,5 genetics,6 oxidative stress,7 mitochondrial
dysfunction,8 and inflammation,9 among others.

Presently, the main therapeutic strategy for PD is drug therapy.
The most widely used medicines for PD include levodopa

(L-dopa),10,11 dopamine receptor agonists,12 catechol-O-
methyltransferase inhibitors,13 and monoamine oxidase inhibi-
tors.14 Nevertheless, drugs including -L-dopa cause serious side
effects and fail to inhibit disease progression15; therefore, more
effective and safe PD drugs are urgently needed. Previous studies
showed that traditional Chinese medicine such as salidroside
and green tea polyphenols had protective effects in a rat model
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of PD induced by 1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine
(MPTP).16,17 Similar effects were found with ginkgo biloba extract
(GBE) treatment.18 Whether GBE would have protected effects in
α-synuclein A53T transgenic mice, a mouse model of PD, and its
mechanism is remains unclear. In the present study, the effects of
GBE on the α-synuclein A53T PD model were studied.

MATERIALS AND METHODS

Animals Feed and Treatment

Fifty α-synuclein A53T transgenic mice were purchased by the
Model Animal Research Center of Nanjing University (Nanjing,
China) under laboratory animal production license number XCYK
(Su) 2010-0001. Mice were housed in an specific pathogen-free
(SPF)-grade laboratory in Guangdong Medical Laboratory Animal
Center (Guangdong, China) under experimental animal license
SYXK (Yue) 2013-0002. All experiments were approved by the
GuangdongMedical Laboratory Animal Center ethical boards. The
mice were exposed to a 10:14-hour light/dark cycle, 20% to 26%
humidity at 21 ± 2°C and had ad libitum access to food and water
for 8 months. The mice were randomly divided into five groups of
ten mice each: group 1 was treated with normal saline (normal
saline group); group 2 was treated with a high dose of GBE (60 mg/
kg, high-dose group; batch 1990813; acquired from Dr. Willmar
Schwabe); group 3 was treated with an intermediate dose of GBE
(40mg/kg, intermediate-dose group); group 4 was treated with a
low dose of GBE (40mg/kg, low-dose group); and group 5 was
treated with Madopa (75mg/kg, Madopa group; batch 1990813;
Roche Pharmaceuticals, Basel, Switzerland). After 21 days of
treatment, locomotor activity was evaluated by using a forced
swim test, a pole-climbing test, and a wire-hang test. Further, mice
were sacrificed by cervical dislocation. Brains were dissected
out and divided into two parts. One part was used to detect
superoxide dismutase (SOD), glutathione peroxidase (GSH-PX),
and malondialdehyde (MDA), and the other was used to detect
the expression of tyrosine hydroxylase (TH) and dopamine
transporters (DAT).

Spontaneous Locomotor Activity

Pole Test

A 25-mm diameter cork ball was attached a top a wooden pole
(diameter, 1 cm; height, 50 cm) with gauze to prevent slippage.
The mouse was positioned at the top of the cork ball, head up; the
time taken by the mouse to descend from the pole was measured.
This was divided into two parts: duration of descent from the cork
ball to the wooden pole and duration of descent from the pole to
the floor. Trials completed within 3 seconds were assigned
3 points; 3 to 6 seconds, 2 points; and >6 seconds, 1 point. During
a habituation period 1 day before the beginning of the testing
phase, each mouse was underwent one practice run. The pole test
was administered twice per day for 3 consecutive days (total, six
trials).

Forced Swim Test

A previously described, the forced swim test protocol was
adapted for mice using a glass cylinder (15-cm diameter) filled
with water 13-cm deep at room temperature.19 Mice were pre-
tested for 5 minutes 24 hours before the test. During the 2-minute
test period, mice that swam continuously were assigned 3 points,

those that mostly swam and occasionally floated, 2.5 points; those
that floated for >50% of the trial, 2 points; those that mostly
floated and occasionally swam, 1.5 points; and those that floated
continuously, 1 point. The forced swim test was administered
twice per day for 3 consecutive days (total, six trials).

Wire-Hang Test

The wire-hang test was conducted to assess grip strength and
endurance. First, mice were placed on the lid of a wire cage, which
was then inverted. The mice were induced to maintain a grip on
the wires, by gently vibrating the cage lid. The cage was filled
with spongy material to prevent injury from falling. Trials in
which the mouse’s two hind paws grasped the lid were assigned
3 points; those in which only one hind paw grasped, 2 points; and
those that did not grasp the lid, 1 point. The wire-hang test was
conducted twice per day over 3 consecutively days (total, six
trials).

Immunohistochemistry (IHC)

The number of neurons expressing TH in the SNpc and
those expressing DAT in the striatum were detected using IHC.
Following sacrifice, the mice’s SNpc and striatum were dissected
from the brain, transferred to 4% paraformaldehyde, and embed-
ded in paraffin. The tissue was cut into 3-μm serial sections
using a Leica microtome (RM2235; Leica Microsystems GmbH,
Wetzlar, Germany). IHC was performed according to a previously
published protocol.18 Briefly, sections were incubated in 3%
H2O2 in phosphate-buffered saline (PBS; 0.1 mol/L, pH 7.4) for
7 minutes, washed with PBS (0.1 mol/L, pH 7.4) three times, and
treated with a solution containing 1% bovine serum albumin and
0.3% Triton X-100 for 2 hours. Further, the sections were incu-
bated overnight at 4°C with rabbit anti-TH antibodies (1:750;
ab75875; Abcam, Cambridge, UK) or rabbit anti-DAT antibodies
(1:500; ab111468; Abcam). After washing twice with PBS (0.1
mol/L, pH 7.4), sections were treated for 40 minutes with
biotinylated anti-rabbit immunoglobulin G, washed three times in
0.1 mol/L PBS, and processed using streptavidin-biotinylated
horseradish peroxidase complex (Santa Cruz Biotechnology,
Dallas, TX). The reaction was visualized using DAB (DakoCy-
tomation, Carpinteria, CA) and cresyl violet counterstaining
(Sigma-Aldrich, St. Louis, MO). Images were obtained using a
microscope (BX41, Olympus Corporation, Tokyo, Japan). Mean
optical density was quantified using Image ProPlus 6.0 (Media
Cybernetics, Silver Spring, MD).

Analysis of SOD and GSH-PX Activity and MDA Expression

SOD activity, GSH-PX activity, and MDA expression were
detected using an SOD Assay Kit, GSH-PX Assay Kit, and MDA
Assay Kit, respectively (Nanjing Jiancheng Bioengineering Institute,
Jiangsu, China), according to the manufacturers’ instructions.

Statistical Analysis

Statistical analyses were performed using SPSS software
(version 19.0; IBM Corporation, Armonk, NY). The data, which
fit the normal distribution, are expressed as mean± standard
deviation. The data were analyzed using a one-way analysis of
variance followed by a post hoc LSD test. All p values <0.05
were considered significant.
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RESULTS

GBE Recovered the Locomotor Activity of α-Synuclein A53T
Transgenic Mice

The ultimate therapeutic goal of GBE treatment is to amelio-
rate the functional impairments of PD. Accordingly, we tested for
locomotor activity impairment using the pole test, forced swim
test, and wire-hang test (Figure 1). The mice in the high-dose,
intermediate-dose, low-dose, and Madopa groups showed
significantly better locomotor performance compared with the
control group (p< 0.05). GBE treatment improved locomotor
activity in A53T α-synuclein transgenic mice in a dose-dependent
manner. The therapeutic effectiveness of intermediate- and high-
dose GBE was similar with Madopa.

GBE Improved the Activity of Different Antioxidant Enzymes
in α-Synuclein A53T Transgenic Mice

The neurological damage seen in patients with PD involves
free radical synthesis and oxidative stress. To explore the effects
of GBE treatment, we determined whether it was associated with
changes in the activity of antioxidant enzymes such as SOD and
GSH-PX and in the expression of MDA. The results are shown in
Figure 2. SOD activity improved significantly in the high-dose,
intermediate-dose, low-dose, and Madopa groups compared with

the control group (p< 0.05). GBE treatment improved SOD
activity in A53T α-synuclein transgenic mice in a dose-dependent
manner. The therapeutic effectiveness of intermediate- and high-
dose GBE was similar with Madopa. GSH-PX activity showed a
trend similar to the SOD activity. In contrast, MDA expression
was significantly reduced in the high-dose, intermediate-dose,
low-dose, and Madopa groups compared with the control group
(p< 0.05). GBE treatment reduced MDA expression in
A53T α-synuclein transgenic mice by a dose-dependent manner.
The therapeutic effectiveness of intermediate- and high-dose GBE
was similar with Madopa.

GBE Recovered the Expression of TH and DAT in the A53T
α-Synuclein Transgenic Mice

In the brain of A53T α-synuclein transgenic mice, the expres-
sion of TH was detected by IHC (Figure 3). TH expression was
significantly higher in the high-dose, intermediate-dose, low-dose,
and Madopa groups than in the control group (p< 0.05). GBE
treatment enhanced TH expression in A53T α-synuclein transgenic
mice in a dose-dependent manner. The therapeutic effectiveness of
intermediate- and high-dose GBE was similar to Madopa. In the
brain of A53T α-synuclein transgenic mice, the expression of DAT
was detected by IHC (Figure 4). DAT expression was significantly
higher in the high-dose, intermediate-dose, low-dose, and Madopa

Figure 1: Scores were achieved by the pole test, forced swim test, and wire-hang test in α-synuclein A53T transgenic mice.
*p< 0.05 compared with the control group; &p< 0.05 compared with the Madopa group.

Figure 2: SOD activity, GSH-PX activity, and the expression of MDA were measured in α-synuclein A53T transgenic mice.
*p< 0.05 compared with the control group; &p< 0.05 compared with the Madopa group.
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groups compared with the control group (p < 0.05). GBE treatment
enhanced DAT expression in A53T α-synuclein transgenic mice in
a dose-dependent manner. The therapeutic effectiveness of inter-
mediate- and high-dose GBE was similar with Madopa.

DISCUSSION

Animal models of PD are mainly two types: transgenic mouse
models and chemically induced models. The chemically induced
models, such as the MPTP-induced PD model, are acute in the

course of disease progression and fail to replicate all the features of
PD. The transgenic mouse models, such as the A53T α-synuclein
transgenic mice, have the ability to replicate all of the features of
PD.20 In this study, A53T α-synuclein transgenic mice were used as
the PD model. The level of α-synuclein gradually increases in
dopaminergic neurons in humans during normal aging. In patients
with PD, α-synuclein is a major component of Lewy bodies,
which accumulate in the dopaminergic neurons and lead to PD
progression. Missense mutations of α-synuclein, including the
A53T mutant, have been causally linked to familial PD.21 A53T

Figure 3: Expression of TH in the brain of A53T α-synuclein transgenic mice. (A-E) Representative images of IHC staining of
TH in the control, low-dose, intermediate-dose, high-dose, and Madopa groups, respectively (400× ) (F) The results of TH
expression are presented as mean ± standard deviation; bars indicate TH protein expression levels. *p< 0.05 compared with
the control group, &p< 0.05, compared to Madopa group.

Figure 4: Expression of DAT in the brain of A53T α-synuclein transgenic mice. (A-E) Representative images of IHC staining
of DAT in the control, low-dose, middle-dose, high-dose, and Madopa groups, respectively (400×). (F) The results of DAT
expression are presented as mean ± standard deviation; bars indicate DAT protein expression levels. *p< 0.05 compared
with the control group, &p< 0.05 compared with the Madopa group.
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α-synuclein overexpression induces pervasive mitochondria mac-
roautophagy defects and promotes dopamine neuron degenera-
tion.19 The previous study found that locomotor activity and
dopaminergic neuron function in A53T α-synuclein transgenic mice
were impaired with aging, similar to disease progression in patients
with PD.22 A53T α-synuclein transgenic mice have better simulated
disease progression in patients with PD than other models, such as
the MPTP-induced mouse model of PD.

In the present study, we investigated the effects of GBE on
A53T α-synuclein transgenic mice. The results showed that the
GBE treatment improved locomotor activity and the activity of
SOD and GSH-PX, inhibited MDA expression, and recovered
the expression of TH and DAT. According to therapeutic
effectiveness, the groups can be ranked from low to high as
low-dose, intermediate-dose, Madopa, and high-dose groups.
GBE inhibited PD progression in α-synuclein A53T transgenic
mice by a dose-dependent manner. The therapeutic effectiveness
in the intermediate-dose, Madopa, and high-dose groups was
similar.

GBE is obtained from the leaves of the Ginkgo biloba tree and is
a complex mixture of ingredients. It mainly contains two active
compounds: flavonoids (24%) and terpenoids (6%). The relative
molecular weights of these GBEweights are low and can potentially
penetrate the blood-brain barrier; hence, GBE has a broad spectrum
of pharmacological actions in the central nervous system.23 In the
present study, GBE treatment improved locomotor activity in A53T
α-synuclein transgenic mice as measured by a pole test, forced swim
test, and wire-hang test. The results suggest that GBE is an effective
drug to treat patients with PD. These results are similar to those of
Rojas et al,18 which demonstrated that GBE protects the locomotor
activity in MTPT-induced PD in mice.

The pathomechanisms of PD remain unknown; however, the
presence of ongoing oxidative stress and the generation of reactive
oxygen species are known to play an important role in PD
development.7 During PD development, oxidative stress markers,
such as reactive oxygen species, lipid peroxidation, nitric oxide
formation, nicotinamide adenine dinucleotide phosphate-oxidase
activity, glutathione system, SOD, andMDH, have been shown to
be significantly changed compared with healthy controls.7 GSH
was reduced by up to 40%, and the activity of SOD and GSH-PX
declined.24 The GBE-active compounds, flavonoids and
terpenoids, have the ability to eliminate oxygen-free radicals and
act as antioxidants.25 Saini et al26 have demonstrated that in
streptozotocin-induced diabetic cardiomyopathy in rats, EGb 761
attenuated oxido-nitrosative stress, improved antioxidant
enzyme levels, and led to diabetic cardiac dysfunction. In aged
female rats, GBE treatment inhibited the expression of MDA and
8-oxo-2′-deoxyguaniosine, improved the expression of brain-
derived neurotrophic factor in plasma, decreased oxidative
damage, and improved cognitive functions.27 In myocardial
ischemia-reperfusion injury rabbits, GBE reduced the generation
of oxygen free radicals and increased the antioxidant capacity of
the myocardial cells.28 In the present study, we found that GBE
treatment improved SOD and GSH-PX activity, inhibited MDA
expression, and decreased oxidative damage in A53T α-synuclein
transgenic mice. The current evidence shows that GBE treatment
increased SOD and GSH-PX activity and decreased MDA
expression, reduced the generation of oxygen-free radicals, and
decreased oxidative damage shown in other PD models, similar to
the results of the present study.18

DAT is a transmembrane Na+/Cl– transporter and controls the
reuptake of extracellular dopamine into presynaptic neurons, play-
ing an important role in maintaining normal dopamine (DA)
homeostasis.29 Tyrosine hydroxylase converts L-tyrosine to L-3,
4-dihydroxyphelylalanine (L-dopa), which is the precursor for
dopamine.30 Decreased levels of DAT and TH are positively
associated with the development of PD in clinical cases.29,31 In the
present study, we found that GBE treatment improved the activity
levels of DAT and TH, which maymaintain normal DA homeostasis
and improve dopamine expression, ultimately inhibiting the deve-
lopment of PD. Such results are similar to those of Rojas et al, which
demonstrated that GBE protects in MTPT-induced PD mice.18

In conclusion, GBE treatment improved the locomotor
activity and stopped the development of PD in A53T α-synuclein
transgenic mouse model of PD by a dose-dependent manner,
suggesting that GEB is effective drug for PD treatment. The
neuroprotective effects may be partly responsible for improving
the activity of SOD and GSH-PX, inhibiting the expression of
MDA, decreasing oxidative damage, and recovering the expres-
sion of TH and DAT to maintain normal DA homeostasis.

ACKNOWLEDGMENTS AND FUNDING

SK and XT received support to complete this research from
Science and Technology Planning Project of Guangdong
Province, China (2013B060300033).

DISCLOSURES

SK, LY, ZR, ZZ, JL, HZ, LD, and XT are employees of the
Guangdong Medical Laboratory Animal Center.

STATEMENT OF AUTHORSHIP

SK and XT participated in the design of the study and drafted
the manuscript. SK and LY performed the statistical analysis. SK,
LY, ZR, ZZ, JL, HZ, and LD carried out mice feeding and treated.
SK and LD undertook all of the experiments. All authors read and
approved the final manuscript.

REFERENCES

1. Pihlstrom L, Toft M. Cumulative genetic risk and age at onset in
Parkinson’s disease. Mov Disord. 2015;30:1712-3.

2. Nussbaum RL, Ellis CE. Alzheimer’s disease and Parkinson’s
disease. N Engl J Med. 2003;348:1356-64.

3. Hirsch EC, Graybiel AM, Duyckaerts C, Javoy-Agid F. Neuronal
loss in the pedunculopontine tegmental nucleus in Parkinson
disease and in progressive supranuclear palsy. Proc Natl Acad Sci
USA. 1987;84:5976-80.

4. Ou R, Yang J, Cao B, Wei Q, Chen K, Chen X, et al. Progression of
non-motor symptoms in Parkinson’s disease among different age
populations: a two-year follow-up study. J Neurol Sci. 2016;
360:72-7.

5. Bellou V, Belbasis L, Tzoulaki I, Evangelou E, Ioannidis JP.
Environmental risk factors and Parkinson’s disease: an umbrella
review of meta-analyses. Parkinsonism Relat Disord. 2015;17:
30061-30064.

6. Lesage S, Brice A. Role of mendelian genes in “sporadic” Parkinson’s
disease. Parkinsonism Relat Disord. 2012;18:S66-70.

7. Sharma N, Nehru B. Characterization of the lipopolysaccharide
induced model of Parkinson’s disease: role of oxidative stress and
neuroinflammation. Neurochem Int. 2015;87:92-105.

8. Bolisetty S, Jaimes EA. Mitochondria and reactive oxygen
species: physiology and pathophysiology. Int J Mol Sci. 2013;14:
6306-6344.

THE CANADIAN JOURNAL OF NEUROLOGICAL SCIENCES

186

https://doi.org/10.1017/cjn.2017.268 Published online by Cambridge University Press

https://doi.org/10.1017/cjn.2017.268


9. Tian Y, Zhang Y, Zhang R, Qiao S, Fan J. Resolvin D2 recovers
neural injury by suppressing inflammatory mediators expression
in lipopolysaccharide-induced Parkinson’s disease rat model.
Biochem Biophys Res Commun. 2015;460:799-805.

10. LeWitt PA. New levodopa therapeutic strategies. Parkinsonism Relat
Disord. 2016;22:8.

11. LeWitt PA, Huff FJ, Hauser RA, Chen D, Lissin D, Zomorodi K,
et al. Double-blind study of the actively transported levodopa
prodrug XP21279 in Parkinson’s disease. Mov Disord.
2014;29:75-82.

12. Bonuccelli U, Del Dotto P, Rascol O. Role of dopamine receptor
agonists in the treatment of early Parkinson’s disease. Parkin-
sonism Relat Disord. 2009;15:S44-53.

13. Muller T, Kolf K, Ander L, Woitalla D, Muhlack S. Catechol-
O-methyltransferase inhibition improves levodopa-associated
strength increase in patients with Parkinson disease. Clin Neuro-
pharmacol. 2008;31:134-40.

14. Degli Esposti L, Piccinni C, Sangiorgi D, Nobili F, Buda S.
Prescribing pattern and resource utilization of monoamine
oxidase-B inhibitors in Parkinson treatment: comparison between
rasagiline and selegiline. Neurol Sci. 2015;16:16.

15. Jalloul N, Poree F, Viardot G, L’Hostis P, Carrault G. Detection of
Levodopa induced dyskinesia in Parkinson’s disease patients
based on activity classification. Conf Proc IEEE Eng Med Biol
Soc. 2015;7:5134-7.

16. Guo S, Yan J, Yang T, Yang X, Bezard E, Zhao B. Protective effects
of green tea polyphenols in the 6-OHDA rat model of Parkinson’s
disease through inhibition of ROS-NO pathway. Biol Psychiatry.
2007;62:1353-62.

17. Wang S, He H, Chen L, Zhang W, Zhang X, Chen J. Protective
effects of salidroside in the MPTP/MPP(+)-induced model of
Parkinson’s disease through ROS-NO-related mitochondrion
pathway. Mol Neurobiol. 2015;51:718-28.

18. Rojas P, Serrano-Garcia N, Mares-Samano JJ, Medina-Campos ON,
Pedraza-Chaverri J, Ogren SO. EGb761 protects against nigros-
triatal dopaminergic neurotoxicity in 1-methyl-4-phenyl-1,2,3,
6-tetrahydropyridine-induced Parkinsonism in mice: role of
oxidative stress. Eur J Neurosci. 2008;28:41-50.

19. Chen L, Xie Z, Turkson S, Zhuang X. A53T human alpha-synuclein
overexpression in transgenic mice induces pervasive mitochon-
dria macroautophagy defects preceding dopamine neuron degen-
eration. J Neurosci. 2015;35:890-905.

20. Dawson TM, Ko HS, Dawson VL. Genetic animal models of Par-
kinson’s disease. Neuron. 2010;66:646-61.

21. Chartier-Harlin MC, Kachergus J, Roumier C, et al. Alpha-synuclein
locus duplication as a cause of familial Parkinson’s disease.
Lancet. 2004;364:1167-9.

22. Oaks AW, Frankfurt M, Finkelstein DI, Sidhu A. Age-dependent
effects of A53T alpha-synuclein on behavior and dopaminergic
function. PLoS One. 2013;8:1.

23. DeFeudis FV, Drieu K. Ginkgo biloba extract (EGb 761) and CNS
functions: basic studies and clinical applications. Curr Drug
Targets. 2000;1:25-58.

24. Hedrich K, Winkler S, Hagenah J, et al. Recurrent LRRK2 (Park8)
mutations in early-onset Parkinson’s disease. Mov Disord.
2006;21:1506-10.

25. Yallapragada PR, Velaga MK. Effect of Ginkgo biloba extract on
lead-induced oxidative stress in different regions of rat brain.
J Environ Pathol Toxicol Oncol. 2015;34:161-73.

26. Saini AS, Taliyan R, Sharma PL. Protective effect and mechanism of
Ginkgo biloba extract-EGb 761 on STZ-induced diabetic cardio-
myopathy in rats. Pharmacogn Mag. 2014;10:172-8.

27. Belviranli M, Okudan N. The effects of Ginkgo biloba extract on
cognitive functions in aged female rats: the role of oxidative stress and
brain-derived neurotrophic factor. BehavBrainRes. 2015;278:453-61.

28. Ran K, Yang DL, Chang YT, et al. Ginkgo biloba extract post-
conditioning reduces myocardial ischemia reperfusion injury.
Genet Mol Res. 2014;13:2703-8.

29. Torres GE. The dopamine transporter proteome. J Neurochem.
2006;1:3-10.

30. Feve AP. Current status of tyrosine hydroxylase in management of
Parkinson’s disease. CNSNeurolDisordDrugTargets. 2012;11:450-5.

31. Johnson ME, Lim Y, Senthilkumaran M, Zhou XF, Bobrovskaya L.
Investigation of tyrosine hydroxylase and BDNF in a low-dose
rotenone model of Parkinson’s disease. J Chem Neuroanat.
2015;70:33-41.

LE JOURNAL CANADIEN DES SCIENCES NEUROLOGIQUES

Volume 45, No. 2 – March 2018 187

https://doi.org/10.1017/cjn.2017.268 Published online by Cambridge University Press

https://doi.org/10.1017/cjn.2017.268

	Outline placeholder
	Materials and Methods
	Animals Feed and Treatment
	Spontaneous Locomotor Activity
	Pole Test
	Forced Swim Test
	Wire-Hang Test
	Immunohistochemistry (IHC)
	Analysis of SOD and GSH-PX Activity and MDA Expression
	Statistical Analysis

	Results
	GBE Recovered the Locomotor Activity of &#x03B1;-Synuclein A53T Transgenic Mice
	GBE Improved the Activity of Different Antioxidant Enzymes in &#x03B1;-Synuclein A53T Transgenic Mice
	GBE Recovered the Expression of TH and DAT in the A53T &#x03B1;-Synuclein Transgenic Mice

	Figure 1Scores were achieved by the pole test, forced swim test, and wire-hang test in &#x03B1;-synuclein A53T transgenic mice.
	Figure 2SOD activity, GSH-PX activity, and the expression of MDA were measured in &#x03B1;-synuclein A53T transgenic mice.
	Discussion
	Figure 3Expression of TH in the brain of A53T &#x03B1;-synuclein transgenic mice.
	Figure 4Expression of DAT in the brain of A53T &#x03B1;-synuclein transgenic mice.
	Acknowledgments and Funding
	ACKNOWLEDGEMENTS


