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Modulatory Effects of Ferulic Acid
on Cadmium-Induced Brain Damage
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Abstract
Studies have shown the pharmacological relevance of phenolics like ferulic acid (FA) in promoting health. This study sought to
investigate the modulatory effects of FA on cadmium-induced brain damage in rats. Brain damage was induced in Wistar strain rats
by oral administration of cadmium (5 mg/kg body weight) for 21 days. Assays for malondialdehyde (MDA) content, acet-
ylcholinesterase (AChE), butyrylcholinesterase (BChE), monoamine oxidase (MAO), and Naþ/Kþ-ATPase activities were carried
out. The study revealed significant (P < .05) increases in the MDA content and all enzymes’ (AChE, BChE, MAO, and Naþ/Kþ-
ATPase) activity investigated following cadmium administration. However, rats administered FA (10 and 20 mg/kg body weight)
alongside cadmium significantly (P < .05) protected the brain by reversing the level of lipid peroxidation as measured by the MDA
content as well as the enzymes’ activity. This study, therefore, substantiates the neuroprotective potentials of FA especially in the
management of cadmium-induced toxicity.
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Cadmium is one of the heavy metals that contributes to serious

industrial and environmental pollution. Cadmium is nonbiode-

gradable; thus, the main source of exposure is its bioaccumula-

tion in plants grown on cadmium-polluted soil, some of which

later serve as food for humans.1 Cadmium is used in the pro-

duction of materials such as batteries, plastics, metal coatings,

and pigments, which may contaminate the soil on disposal. In

addition, occupational exposure in the course of manufacturing

these products is another source of exposure to cadmium.

Furthermore, cadmium can accumulate in several organs and

tissues and has been reported to induce damage to organs

such as testis, kidney, liver, and brain.1,2 One of the proposed

mechanisms for organ damage induced by cadmium is the

induction of free radical generation and impairment of cellular

antioxidant defense mechanisms, thus inducing oxidative

stress.3 Oxidative stress, on the other hand, can induce oxida-

tive and peroxidative damages to cellular components such

as DNA, protein, and lipid, leading to overall organ damage.

Ferulic acid (FA; Figure 1) is a natural phenolic, a derivative

of caffeic acid with wide distribution in fruits and vegetables.4

It is rapidly absorbed in the guts and does not undergo degrada-

tion by stomach acidic contents.5,6 Several findings have

reported therapeutic potentials of FA, which has been largely

linked to its antioxidant properties. Srinivasan et al7 reported

the ability of FA to prevent carbon tetrachloride–induced liver

damage in female rats by reducing plasma liver damage indices

as well as lipid and protein oxidations. Similarly, Roy et al8

reported that FA was able to restore the levels of endogenous

antioxidant enzymes (superoxide dismutase and catalase) in

pancreatic tissue of streptozotocin-induced diabetic rats.

One of the most susceptible organs to cadmium toxicity is

the brain. This is because cadmium can cross the blood-brain

barrier and promote oxidative damages1 as a result of the high

oxygen demand, high content of polyunsaturated fatty acids,

and weak endogenous antioxidant defense system of the brain.9

These ultimately lead to oxidative stress in the brain and thus

induce several neurotoxic effects that have been reported to
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Figure 1. The chemical structure of ferulic acid.
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produce symptoms such as headache, impairment in learning

and memory, and impaired peripheral nerve functions.1

Monoamine oxidase (MAO), acetylcholinesterase (AChE),

butyrylcholinesterase (BChE), and Naþ/Kþ-ATPase are unique

enzymes identified as therapeutic targets in neurodegenerative

conditions. MAO is involved in the oxidation of amine neuro-

transmitters and excessive elevation in its activity may favor

progression of depression and other neurodegenerative condi-

tions such as Alzheimer’s disease.10 Decreased brain choliner-

gic neurotransmission can lead to impairment in memory and

cognitive functions.10 AChE and BChE are enzymes of the

cholinergic system that hydrolyze acetylcholine and their mod-

ulation has been identified as possible therapeutic strategies in

the management of neurodegeneration.10 Naþ/Kþ-ATPase is

an enzyme predominant at neuronal cell membranes and func-

tions to maintain membrane potential essential for neuronal

excitability by moving (Na and K) ions across neuronal plasma

membrane.11 Consequently, impairment in the activity of Naþ/

Kþ-ATPase has been linked to neuronal damage and neurode-

generative processes in the brain.11,12

In addition, cadmium has been reported to produce diverse

modulatory effects on the cholinergic and monoaminergic neu-

ronal systems.13 On the other hand, FA has been linked to

potential neuroprotective properties partly due to their antiox-

idant effects; in an in vitro experiment, Trombino et al14

reported the ability of FA to reverse lipid peroxidation induced

in reconstituted rat brain microsome by peroxy radicals.

Therefore, in this study, we aimed to investigate the neuro-

modulatory properties of FA in cadmium-induced brain dam-

aged rats. FA (10 and 20 mg/kg body weight [bw]) were

administered over the course of 21 days, and its protective abil-

ity was investigated by assessing the level of lipid peroxidation

and its effect on Naþ/Kþ-ATPase cholinergic and monoami-

nergic enzyme activities in the rat brain tissue homogenate.

Materials and Methods

Chemical and Reagents

Chemicals such as ferulic acid, acetylthiocholine iodide, butyrylthio-

choline iodide, semicarbazide, benzylamine, adenosine triphosphate

(ATP), ouabain, ammonium molybdate, thiobarbituric acid (TBA),

dinitrophenylhydrazine (DNPH), sodium acetate, sodium dodecyl sul-

fate, phosphorus red, ascorbic acid, magnesium chloride, phosphate

buffer of different molarity, adenosine monophosphate (AMP), sodium

hydroxide, benzene, and 5,50-dithio-bis(2-nitrobenzoic acid) were pur-

chased from Sigma-Aldrich, ChemieGmH (Steinheim, Germany).

Acetic acid was procured from BDH Chemical Ltd (Poole, England).

Cadmium was sourced as cadmium chloride. Except otherwise stated,

all other chemicals and reagents were of analytical grade while water

was glass distilled. A JENWAY UV-visible spectrophotometer (Model

6305; Jenway, Barlo WORLD SCIENTIFIC, Dunmow, UK) was used

to measure absorbance throughout the experiment.

Experimental Design

Animals. Male Wistar strain rats, weighing between 150 and 160 g,

were purchased from the Central Animal House, University of Ibadan,

Ibadan, Oyo State, Nigeria. They were acclimatized for 1 week in a

stainless steel cage under controlled conditions of a 12-hour light/dark

cycle, 50% humidity, and 28�C temperature. The rats were allowed

access to food and water ad libitum. All animals were used in accor-

dance with the guidelines of the Ethical Committee on Care and Use of

Experimental Animals of The Federal University of Technology,

Akure, Ondo State, Nigeria.

Treatment Groups. The animals were divided into 7 groups of 5 ani-

mals each, and all samples (cadmium, FA, and prostigmine) were

administered orally via intubation for 21 days:

Group 1: Normal rats, administered normal saline (Basal group).

Group 2: Rats administered 5 mg/kg bw of cadmium (negative con-

trol group)

Group 3: Rats administered cadmium (5 mg/kg bw) and 2.5 mg/kg

bw of prostigmine (positive control group)

Group 4: Rats administered cadmium (5 mg/kg bw) and FA (10 mg/

kg bw)

Group 5: Rats administered cadmium (5 mg/kg bw) and FA (20 mg/

kg bw)

Group 6: Rats administered FA (10 mg/kg bw) only

Group 7: Rats administered FA (20 mg/kg bw) only

Preparation of Tissue Homogenates. The rats were dislocated at the

cervical region and the cerebral tissue (whole brain) was rapidly dis-

sected, placed in phosphate buffer (pH 7.4) on ice, and weighed. This

tissue was subsequently rinsed with the phosphate buffer (pH 7.4) and

later homogenized with the phosphate buffer, pH 7.4 (1:5 w/v), with

about 10 up and down strokes at approximately 1200 rev/min in a

Teflon-glass homogenizer. The homogenate was centrifuged for 10

minutes at 3000 g to yield a pellet that was discarded and the super-

natant was used for all assays.

Methods

Lipid Peroxidation and Thiobarbituric Acid Reactions

The lipid peroxidation assay was carried out according to the modified

method of Ohkawa et al.15 Briefly, 300 mL of the brain homogenate was

added to 300 mL of 8.1% sodium dodecyl sulfate (SDS), 500 mL of

acetic acid/HCl buffer (pH 3.4), and 500 mL of 0.6% thiobarbituric acid

(TBA). This mixture was incubated at 100�C for 1 hour, and thiobarbi-

turic acid reactive species (TBARS) produced were measured at 532 nm

using a spectrophotometer. Malondialdehyde (MDA) was used as stan-

dard and TBARS produced was reported as MDA equivalent.

Enzyme Assays

Monoamine Oxidase Activity Assay. The assay for MAO activity was

performed according to the modified method described by Turski

et al.16 In brief, the reaction mixture contained 0.025 M phosphate

buffer of pH 7, 0.0125 M semicarbazide, 10 mM benzylamine (pH

adjusted to 7), and 0.67 mg of tissue. After 30 minutes, 250 mL of

acetic acid was added and boiled for 3 minutes in a boiling water bath

followed by centrifugation. The resultant supernatant (250 mL) was

mixed with equal volume of 0.05% of 2,-DNPH and 1.25 mL of ben-

zene was added after 10 minutes of incubation at room temperature.

After separating the benzene layer, it was mixed with equal volume

of 0.1 N NaOH. The alkaline layer was decanted and heated at
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80�C for 10 minutes. The orange-yellow color that developed was

measured at 450 nm in a spectrophotometer. The enzyme’s activity

was expressed in mmol/mg protein.

Cholinesterase (AChE and BChE) Activity Assay. The AChE activity

was investigated according to the modified method of Ellman

et al.17 The AChE activity was determined in a reaction mixture con-

taining 50 mL of brain homogenate, 50 mL of 5,50-dithiobis(2-nitroben-

zoic) acid (DTNB), 1175 mL of 0.1 M phosphate-buffered solution

(pH 8.0). After incubation for 20 minutes at 25�C, 25 mL acetylthio-

choline iodide solution was added as the substrate. A total of 25 mL

of butyrylthiocholine iodide was used as a substrate to assay for BChE

activity, while all the other reagents and conditions remained the same.

The AChE and BChE activities were determined as changes in absor-

bance reading at 412 nm for 3 minutes at 25�C using a spectrophot-

ometer, and the enzyme’s activities expressed as mmol/mg protein.

Naþ,Kþ-ATPase Activity Assay. The Naþ/Kþ-ATPase activity was

performed according to the modified method described by Wyse

et al.18 The reaction mixture for Naþ,Kþ-ATPase assay contained

120 mMTris–HCl, 0.4 mM EDTA, 200 mM NaCl, 20 mM KCl, and

24 mM MgCl2 (pH 7.4), in a final volume of 200 mL. After 10 minutes

of preincubation at 37�C, the reaction was initiated by addition of

50 mL adenosine triphosphate (ATP) to a final concentration of

3.0 mM, and was incubated for 20 minutes. Controls were carried out

under the same conditions with the addition of 50 mL of 1.0 mM oua-

bain. The reaction was terminated by the addition of 50 mL of 10%
(w/v) trichloroacetic acid. The amount of inorganic phosphate (Pi)

released was quantified using a reaction mixture that contained

250 mL of ammonium molybdate (100 mM), 200 mL of reaction mix-

ture from first grid, 500 mL of distilled water, and 50 mL of ascor-

bic acid (8%). Released inorganic phosphate (Pi) was measured at

620 nm in a spectrophotometer. Specific activity of the enzyme

was expressed as nmol of Pi released per minute per mg of protein.

Statistical Analysis

The results of replicate experiments were represented as mean + stan-

dard deviation (SD). Statistical analyses were done using Statistical

Program for Social Science (SPSS) 16.0 (SPSS Inc, Chicago, IL).

One-way analysis of variance was carried out followed by Duncan’s

test for the post hoc treatment. A value of P < .05 was considered to

be statistically significant.

Results

Figure 2 shows that there was an increase in the brain MDA

content of rats administered 5 mg/kg bw of cadmium (negative

control group) when compared to rats administered normal sal-

ine (basal group) and those administered 5 mg/kg bw of cad-

mium and 2.5 mg/kg bw of prostigmine (positive control

group). However, the brain MDA level was significantly

reduced (P < .05) in rats administered cadmium (5 mg/kg

bw) with FA (10 and 20 mg/kg bw) dose dependently. Never-

theless, no significant difference (P > .05) was observed

between the brain MDA content of the basal rat group and nor-

mal rats treated with FA (10 and 20 mg/kg bw) alone.

The results of the effect of cadmium-induced brain damage

on MAO activity is shown in Figure 3. The results showed that

cadmium induced an increase in the MAO activity in rats admi-

nistered cadmium (negative control group), when compared

with the basal group (administered normal saline) and positive

control group (administered cadmium and prostigmine). How-

ever, this was significant reversed (P < .05) in rats administered

cadmium and FA (10 and 20 mg/kg bw) dose dependently,

while there was no significant (P > .05) difference between the

enzyme’s activity in the basal group and rat groups adminis-

tered FA (10 and 20 mg/kg bw) alone.

The effect of cadmium-induced brain damage on cholines-

terase activities in rats showed that there was an increase in the

AChE activity (Figure 4) of rats administered cadmium, when

compared to basal rat group and rats administered cadmium

and prostigmine. However, there was a significant reversal

(P < .05) in the AChE activity of rats administered cadmium

and FA (10 and 20 mg/kg bw). There was no significant (P >

.05) difference between the enzyme’s activity in the basal

group and rat groups treated with FA (10 mg/kg bw) alone.

Similarly, Figure 5 shows that there was an increase in the

BChE activity of rats administered cadmium when compared

to the basal group and rats administered cadmium and prostig-

mine. However this was reversed significantly (P < .05) in rat

groups administered cadmium and FA (10 and 20 mg/kg bw).

There was, in addition, no significant (P > .05) difference

between the enzyme’s activity in the basal rat group, rats admi-

nistered cadmium and 20mg/kg bw of FA, and normal rat

groups treated with FA (10 and 20 mg/kg bw) alone.

We report the effect of cadmium-induced brain damage on

Naþ/Kþ-ATPase activity in rats in Figure 6. This revealed that
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Figure 2. Effect of ferulic acid on lipid peroxidation (MDA content) in
cadmium-induced brain damage in rats.
Key—Group 1: Rats administered normal saline (basal group); Group 2:
negative control rats administered 5 mg/kg body weight (bw) of cad-
mium (Cd); Group 3: positive control rats administered Cd and pros-
tigmine (2.5 mg/kg bw); Group 4: rats administered Cd and 10 mg/kg
bw of ferulic acid; Group 5: rats administered Cd and 20 mg/kg bw
of ferulic acid; Group 6: rats administered 10 mg/kg bw of ferulic acid;
Group 7: rats administered 20 mg/kg bw of ferulic acid.
Values represent mean + standard deviation (n ¼ 5).
*No significant difference at P < .05. **No significant difference at P < .05.
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Figure 3. Effect of ferulic acid on monoamine oxidase (MAO) activity
in cadmium-induced brain damage in rats.
Key—Group 1: Rats administered normal saline (basal group); Group 2:
negative control rats administered 5 mg/kg body weight (bw) of cad-
mium (Cd); Group 3: positive control rats administered Cd and pros-
tigmine (2.5 mg/kg bw); Group 4: rats administered Cd and 10 mg/kg
bw of ferulic acid; Group 5: rats administered Cd and 20 mg/kg bw
of ferulic acid; Group 6: rats administered 10 mg/kg bw of ferulic acid;
Group 7: rats administered 20 mg/kg bw of ferulic acid.
Values represent mean + standard deviation (n ¼ 5).
*No significant difference at P < .05.
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Figure 4. Effect of ferulic acid on acetylcholinesterase (AChE) activity
in cadmium-induced brain damage in rats.
Key—Group 1: Rats administered normal saline (basal group); Group 2:
negative control rats administered 5 mg/kg body weight (bw) of cad-
mium (Cd); Group 3: positive control rats administered Cd and pros-
tigmine (2.5 mg/kg bw); Group 4: rats administered Cd and 10 mg/kg
bw of ferulic acid; Group 5: rats administered Cd and 20 mg/kg bw
of ferulic acid; Group 6: rats administered 10 mg/kg bw of ferulic acid;
Group 7: rats administered 20 mg/kg bw of ferulic acid.
Values represent mean + standard deviation (n ¼ 5).
*No significant difference at P < .05.
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Figure 5. Effect of ferulic acid on butyrylcholinesterase (BChE) activ-
ity in cadmium-induced brain damage in rats.
Key—Group 1: Rats administered normal saline (basal group); Group 2:
negative control rats administered 5 mg/kg body weight (bw) of cad-
mium (Cd); Group 3: positive control rats administered Cd and pros-
tigmine (2.5 mg/kg bw); Group 4: rats administered Cd and 10 mg/kg
bw of ferulic acid; Group 5: rats administered Cd and 20 mg/kg bw
of ferulic acid; Group 6: rats administered 10 mg/kg bw of ferulic acid;
Group 7: rats administered 20 mg/kg bw of ferulic acid.
Values represent mean + standard deviation (n ¼ 5).
*No significant difference at P < .05. **No significant difference at P < .05.
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Figure 6. Effect of ferulic acid on Naþ/Kþ-ATPase activity in
cadmium-induced brain damage in rats.
Key—Group 1: Rats administered normal saline (basal group); Group 2:
negative control rats administered 5 mg/kg body weight (bw) of cad-
mium (Cd); Group 3: positive control rats administered Cd and pros-
tigmine (2.5 mg/kg bw); Group 4: rats administered Cd and 10 mg/kg
bw of ferulic acid; Group 5: rats administered Cd and 20 mg/kg bw
of ferulic acid; Group 6: rats administered 10 mg/kg bw of ferulic acid;
Group 7: rats administered 20 mg/kg bw of ferulic acid.
Values represent mean + standard deviation (n ¼ 5).
*No significant difference at P < .05. **No significant difference at P < .05.
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cadmium induced a significant (P < .05) rise in the activity of

this enzyme in rats administered cadmium (negative control

group) when compared to the basal group rats. However, there

was significant decrease (P < .05) in the enzyme’s activity only

in rats administered cadmium and 20mg/kg bw of FA. More-

over, there was also no significant (P > .05) difference between

the enzyme’s activity in the basal group rats and normal rat

groups administered FA (10 and 20 mg/kg bw) alone.

Discussion

There is growing public and research interest in the use of

phytochemicals derived from dietary sources to combat human

diseases.19 Ferulic acid; a phytochemical commonly found in

fruits and vegetables, has been reported to exhibit a wide range

of therapeutic potentials against various diseases such as can-

cer, diabetes, and cardiovascular and neurodegenerative dis-

eases.4,19 FA is found in abundance in food sources such as

vegetables and fruits and consumption of these food sources

have been estimated to a daily intake of about 150 to 250 mg

of FA.20 It has been established that FA is not degraded by the

acidic nature of the stomach and is well absorbed into the blood

plasma in its active form.5,6

The increased MDA content in cadmium-administered rats

suggests enhanced lipid peroxidation induced by cadmium

administration. Oxidative attack on polyunsaturated fatty acids

of biological membrane may compromise their integrity and

functions.21 The damage caused by lipid peroxidation is highly

detrimental to the functioning of cells and its survival.22 How-

ever, this agrees with previous reports that cadmium induced its

cellular toxicity by indirectly stimulating reactive oxygen pro-

duction and thus stimulating oxidative stress.3 However, there

was significant reduction in the MDA content of rats treated with

cadmium and FA in a dose-dependent manner (10 and 20 mg/kg

bw). This could be as a result of the antioxidant property of FA as

previously reported; Srinivasan et al19 reported the antioxidant

property of FA and stated that it can effectively scavenge super-

oxide anion radicals and inhibit lipid peroxidation, while Trom-

bino et al14 also reported that FA inhibited peroxyl radical–

induced lipid peroxidation in reconstituted rat brain microsomes.

Excessive MAO activity has been linked to increased gener-

ation of free radicals in the brain and, consequently, neuronal

damage.23 Therefore, possible inhibition of MAO activity may

be a therapeutic target toward the management of Alzheimer’s

disease and other neurodegenerative conditions.24 The increased

MAO activity in cadmium-administered rats (negative control

group) may therefore be another indicator of impaired neuronal

functions leading to brain damage. However, the significant and

dose-dependent reduction in the MAO activity in rats adminis-

tered cadmium and FA (10 and 20 mg/kg bw) may indicate that

FA was able to inhibit the formation of hydrogen peroxide and

ammonia, which are potentially harmful products of amine

degradation, thereby acting as MAO inhibitors and exerting its

neuroprotective potentials.25

Cholinesterases (AChE and BChE) are enzymes relevant to

cognitive functions and memory, and they have been shown to

be therapeutic targets in the management of several neurode-

generative diseases, especially Alzheimer’s disease.26 There-

fore, the use AChE and BChE inhibitors to reduce the

hydrolysis of acetylcholine may be a good approach toward the

treatment and management of neurodegeneration.24 Normally,

in the healthy brain, AChE is predominant. However, on neu-

ronal damage BChE activity rises while AChE activity remains

unchanged or diminishes.27 The observed increases in both

AChE and BChE activities in cadmium-administered rats are

potential indicators of neuronal damage induced by cadmium.

Interestingly, the administration of cadmium with FA (10 and

20 mg/kg bw) led to a significant reversal in the enzymes’

activities and could further corroborate the neuroprotective

potentials of FA. It is noteworthy that administration of cad-

mium with 10kg/mg bw reduced the BChE activity to a level not

significantly different from that produced when cadmium was

administered with the standard cholinesterase inhibitor—pros-

tigmine. Similarly, rats administered cadmium with 20 mg/kg

bw of FA reduced the rise in BChE activity induced by cadmium

to the levels not significantly different from those observed in

basal rats or rats administered FA alone.

Furthermore, we observed that brain damage induced by

cadmium in this study led to the increase in the activity of

Naþ/Kþ-ATPase. This enzyme is essential for proper neuronal

function; it helps in maintaining action potential across mem-

branes and acts as a secondary active transporter.12 Therefore,

impairment in its function by overstimulation can lead to neu-

ronal damage. However, administration of FA with 20 mg/kg

bw gave a significant reversal in the increase of Naþ/Kþ-

ATPase activity induced by cadmium.

Conclusion

This study has been able to show that cadmium at a dose of 5

mg/kg body weight was able to induce brain damage in rats as

shown by elevated MDA contents as well as increased activi-

ties of Naþ/Kþ-ATPase, cholinergic, and monoaminergic

enzymes essential for proper brain functioning. However, rats

administered cadmium with FA (10 and 20 mg/kg bw) showed

a significant reduction in both MDA contents and enzymes’

(AChE, BChE, MAO, and Naþ/Kþ-ATPase) activities. This

could therefore further substantiate the possible neuroprotec-

tive potentials of FA, especially in the management of heavy

metal toxicity; nevertheless, further experimental studies and

clinical trials are recommended.

Acknowledgment

The authors would like to acknowledge Ms Omojokun Opeyemi of the

Educational Planning and Policy Unit, Department of English Studies,

University of Ibadan, Nigeria, for taking time to read through and edit

the article.

Author Contributions

SAA and GO participated actively in the design of the experiment and

provided mentorship support. OF and OO participated in the design of

the experiment, conducted the experiment, and carried out data analysis.

NP60 Journal of Evidence-Based Complementary & Alternative Medicine 21(4)



OSO participated in the design of the research, supervised the experi-

ment, and drafted the article. All authors read and approved the article

for publication.

Declaration of Conflicting Interests

The authors declared no potential conflicts of interest with respect to

the research, authorship, and/or publication of this article.

Funding

The authors received no financial support for the research, authorship,

and/or publication of this article.

Ethical Approval

The ethics regulation standards of the Helsinki Declaration of 1975 as

revised in 2000 was followed strictly in accordance with Federal Uni-

versity of Technology, Akure, institutional guidelines for laboratory

experiments and the protection of animals during experiments (Refer-

ence Number FUTA/SOS/1502).

References

1. Del-Pino J, Zeballos G, Anadon MJ, et al. Higher sensitivity to

cadmium induced cell death of basal forebrain cholinergic neu-

rons: a cholinesterase dependent mechanism. Toxicology. 2014;

325:151-159.

2. Jahan S, Zahra A, Irum U, Iftikhar N, Ullah H. Protective effects

of different antioxidants against cadmium induced oxidative dam-

age in rat testis and prostate tissues. Syst Biol Reprod Med. 2014;

60:199-205.

3. Tarasub N, Tarasub C, Ayutthaya WDN. Protective role of curcu-

min on cadmium-induced nephrotoxicity in rats. J Environ Chem

Ecotoxicol. 2011;3(2):17-24.

4. Mancuso C, Santangelo R. Ferulic acid: pharmacological and tox-

icological aspects. Food Chem Toxicol. 2014;65:185-195.

5. Poquet L, Clifford MN, Williamson G. Transport and metabolism

of ferulic acid through the colonic epithelium. Drug Metab Dis-

pos. 2008;36:190-197.

6. Zhao Z, Egashira Y, Sanada H. Ferulic acid is quickly absorbed

from rat stomach as the free form and then conjugated mainly

in liver. J Nutr. 2004;134:3083-3088.

7. Srinivasan M, Rukkumani R, Ram Sudheer A, Menon VP. Ferulic

acid, a natural protector against carbon tetrachloride-induced

toxicity. Fundam Clin Pharmacol. 2005;19:491-496.

8. Roy S, Metya SK, Sannigrahi S, Rahaman N, Ahmed F. Treat-

ment with ferulic acid to rats with streptozotocin-induced dia-

betes: effects on oxidative stress, pro-inflammatory cytokines,

and apoptosis in the pancreatic b-cell. Endocrine. 2013;44:

369-379.

9. Calabrese V, Bates TE, Stella AMG. NO synthase and NO-

dependent signal pathways in brain aging and neurodegenerative

disorders: the role of oxidant/antioxidant balance. Neurochem

Res. 2000;25:1315-1341.

10. Wuwongse S, Chang RCC, Law AC. The putative neurodegenera-

tive links between depression and Alzheimer’s disease. Progr

Neurobiol. 2010;91:362-375.

11. Candeias MF, Abreu P, Pereira A, Cruz-Morais J. Effects of stric-

tosamide on mouse brain and kidney Naþ,Kþ-ATPase and Mg2þ-

ATPase activities. J Ethnopharmacol. 2009;121:117-122.

12. Da Silva AC, Balz D, de Souza JDA, et al. Inhibition of NTPDase,

50-nucleotidase, Naþ/Kþ-ATPase and acetylcholinesterase activi-

ties by subchronic treatment with Casearia sylvestris. Phytomedi-

cine. 2006;13:509-514.

13. Moneim AEA, Bauomy AA, Diab MM, Shata MTM, Al-Olayan

EM, El-Khadragy MF. The protective effect of Physalis peruvi-

ana L. against cadmium-induced neurotoxicity in rats. Biol Trace

Elem Res. 2014;160:392-399.

14. Trombino S, Cassano R, Ferrarelli T, Barone E, Picci N, Mancuso

C. Trans-ferulic acid-based solid lipid nanoparticles and their

antioxidant effect in rat brain microsomes. Colloids Surf B Bioin-

terfaces. 2013;109:273-279.

15. Ohkawa H, Ohishi N, Yagi K. Assay for lipid peroxides in animal

tissues by thiobarbituric acid reaction. Anal Biochem. 1979;95:

351-358.

16. Turski WA, Cavalheiro EA, Schwarz M, Czuczar SJ, Kleinrok-

Turski L. Limbic seizures produced by pilocarpine rats—

behavioural, electroencephalographic and neuropathological

study. Behav Brain Res. 1983;9:315-335.

17. Ellman GL, Courtney KD, Andres V, Featherstone RM. A new

and rapid colorimetric determination of acetylcholinesterase

activity. Biochem Pharmacol. 1961;7:88-95.

18. Wyse AT, Streck EL, Barros SV, Brusque AM, Zugno AI, Wajner

M. Methylmalonate administration decreases Naþ/Kþ-ATPase

activity in cerebral cortex of rats. Neuroreport. 2000;11:2331-2334.

19. Srinivasan M, Sudheer AR, Menon VP. Ferulic acid: therapeutic

potential through its antioxidant property. J Clin Biochem Nutr.

2007;40:92-100.

20. Zhao Z, Moghadasian MH. Chemistry, natural sources, dietary

intake and pharmacokinetic properties of ferulic acid: a review.

Food Chem. 2008;109:691-702.

21. Devasagayam TPA, Boloor KK, Ramsarma T. Methods for esti-

mating lipid peroxidation: analysis of merits and demerits (mini-

review). Indian J Biochem Biophys. 2003;40:300-308.

22. Raha S, Robinson BH. Mitochondria, oxygen free radicals, dis-

ease and ageing. Trends Biochem Sci. 2000;25:502-508.

23. Thomas T. Monoamine oxidase-B inhibitors in the treatment of

Alzheimer’s disease. Neurobiol Aging. 2000;21:343-348.

24. Ademosun AO, Oboh G. Comparison of the inhibition of mono-

amine oxidase and butyrylcholinesterase activities by infusions

from green tea and some citrus peels. Int J Alzheimers Dis.

2014;2014:586407.

25. Bayır H, Kochanek PM, Kagan VE. Oxidative stress in immature

brain after traumatic brain injury. Dev Neurosci. 2006;28:420-431.

26. Youdim MB, Edmondson D, Tipton KF. The therapeutic potential

of monoamine oxidase inhibitors. Nat Rev Neurosci. 2006;7:

295-309.

27. Greig NH, Utsuki T, Yu QS, et al. A new therapeutic target in

Alzheimer’s disease treatment: attention to butyrylcholinesterase.

Curr Med Res Opin. 2001;17:159-165.

Adefegha et al NP61



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 266
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Average
  /ColorImageResolution 175
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50286
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 266
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Average
  /GrayImageResolution 175
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50286
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 900
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Average
  /MonoImageResolution 175
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50286
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (U.S. Web Coated \050SWOP\051 v2)
  /PDFXOutputConditionIdentifier (CGATS TR 001)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /ENU <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        9
        9
        9
        9
      ]
      /ConvertColors /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements true
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MarksOffset 9
      /MarksWeight 0.125000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
  /SyntheticBoldness 1.000000
>> setdistillerparams
<<
  /HWResolution [288 288]
  /PageSize [612.000 792.000]
>> setpagedevice


