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Abstract

There is much evidence to demonstrate that the presence of the metabolic syndrome 
(MetS) is associated with an increase in the incidence of pre-Alzheimer’s disease. The 
possible underlying mechanisms linking pre-Alzheimer’s disease and MetS are still 
unclear. This study summarizes and discusses the potential mechanisms involved in 
pre-Alzheimer’s disease under MetS conditions, including an increased brain oxidative 
stress, brain inflammation, brain mitochondrial dysfunction, hyper-phosphorylated tau 
protein, and amyloid beta production. This report focuses on brain mitochondrial altera-
tions in cases of pre-Alzheimer’s disease where MetS is also extant. The data from in vitro, 
in vivo, and clinical studies are included. In addition, potential interventions against pre-
Alzheimer’s disease in conjunction with MetS are summarized and discussed.

Keywords: mitochondria, brain, cognitive impairment, obesity, oxidative stress, 
inflammation

1. Introduction

1.1. Metabolic syndrome, pre-Alzheimer’s disease, and brain mitochondria

According to the consensus statement of the International Diabetes Federation, metabolic syn-

drome (MetS) is defined as abdominal obesity plus any two of four factors including raised 
triglycerides, reduced high-density lipoprotein (HDL) cholesterol, raised blood pressure, and 

elevated fasting plasma glucose [1]. The risk factors of MetS include genetic factors, physical 

inactivity, and too high a calorie intake or poor diet [2, 3]. It has been postulated that insulin 

© 2018 The Author(s). Licensee IntechOpen. This chapter is distributed under the terms of the Creative
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distribution, and reproduction in any medium, provided the original work is properly cited.



resistance is the main contributor toward MetS. Insulin resistance is a pathological condition, 

in which target tissues cannot take up glucose into the cells at the physiological insulin level. 

It is characterized by hyperinsulinemia with euglycemia. MetS is often represented by an 

obese-insulin-resistant condition. It can lead to the development of not only cardiovascular 

diseases but also stroke [4] and neurodegeneration [5]. In addition, data from clinical trials 

have indicated that hyperinsulinemia during insulin resistance is related to cognitive decline 

in elderly adults [6, 7]. MetS has been induced in several animal models to enable the inves-

tigation of the mechanisms responsible for the adverse effects of the MetS condition on cog-

nitive impairment. MetS has been induced in animal models by using high-fat/high-calorie 

diet consumption. Interestingly, previous studies have investigated the effects of long-term 
high-fat diet (HFD) consumption on metabolic and brain dysfunction [8, 9]. Those data dem-

onstrated that the consumption of a HFD for 8 weeks caused obese-insulin resistance or MetS, 

as indicated by central obesity, hyperinsulinemia, dyslipidemia, and raised blood pressure 

[8, 9]; however, cognitive impairment and brain insulin resistance were observed later at the 

end of 12 weeks of HFD consumption [8, 10]. Those findings suggest that the metabolic dis-

turbance preceded cognitive dysfunction in induced MetS

Pre-Alzheimer’s disease or mild cognitive impairment (MCI) is a condition of memory decline 

but does not significantly affect the normal function of a person’s life [11]; however, Alzheimer’s 

disease (AD) is an irreversible chronic neurodegenerative disease and it is the most common 

type of dementia [12]. The presence of neurofibrillary tangles and amyloid beta deposition 
in the brain is hallmarks of AD [12]. Recent studies have shown that the incidence of AD has 

increased in MetS subjects [13–15]. Those findings suggest that there is a possible connection 
in the pathogenesis between MetS and AD. Data from a clinical study suggest that oxidative 

stress is a key component that regulates the development of AD in MetS subjects [15]

Mitochondria are known as the major source of oxidative stress [16]. Brain mitochondrial 

dysfunction was observed in several pathological conditions, including MetS and AD [17–22]. 

That dysfunction causes increased oxidative stress [10] and leads to the activation of several 

stress kinases [19]. Subsequently, a raised oxidative stress impaired brain insulin receptor 

function [23], inhibited insulin-degrading enzymes and increased beta-secretase activity [23, 

24], resulting in increased hyperphosphorylated tau and amyloid beta deposition in the brain 

[19]. Therefore, brain mitochondrial dysfunction could be an important feature in AD patho-

genesis in the MetS condition. Furthermore, the elevation of oxidative stress caused the imbal-

ance of brain mitochondrial dynamics [25]. Mitochondrial dynamics are a key process for the 

maintenance of cell life and death through the balancing of mitochondrial fission and fusion 
[26]. In the physiological status of the brain, mitochondrial dynamics enables mitochondria 

to recruit subcellular components, exchange substrates between mitochondria, and control 

mitochondrial shape [26]. Recently, it has been proposed that brain mitochondrial dynamic 

imbalance is another mechanism that is involved in the brain pathogenesis of MetS and AD 

[27, 28]. Examples from the recent research are as follows: (1) several studies have reported 

that levels of Dynamin-related protein 1 (Drp1) and mitochondrial fission 1 (Fis1), markers 
of mitochondrial fission, were increased in the brains of MetS and AD animals [29, 30], lead-

ing to neuronal apoptosis [29]; (2) mitochondrial fusion protein levels were decreased in the 

brains of both MetS and AD animals [29, 30]. Therefore, a mitochondrial dynamic imbalance 

may play an important role in cognitive dysfunction in MetS and AD [26, 30]
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2. The implications of metabolic syndrome on brain mitochondria 

and its association with the development of AD: in vivo studies and 

clinical studies

2.1. MetS condition from a high-fat diet-induced obese-insulin-resistant model

Obese-insulin resistance is characterized by body weight gain and peripheral insulin insen-

sitivity [20–22, 31–34]. These characteristics are similar to those seen in the MetS condition in 

humans. In addition to peripheral insulin resistance, brain insulin resistance has also been 

reported in the obese condition in rats [20–22, 31, 34]. A diet containing 60% E from fat is consid-

ered to be a high-fat diet (HFD), and it has been widely used to induce obese-insulin resistance 

in rodents [20–22, 31–33]. In some studies, it has been found that HFD consumption increased 

plasma cholesterol and free fatty acid levels [20–22, 31, 32, 34]. However, the plasma glucose 

level was not increased, but hyperinsulinemia was observed following HFD consumption even 

after long-term consumption of a HFD (12 months), indicating a pre-diabetic state [20, 31–34].

HFD consumption between 16 weeks and 12 months caused brain mitochondrial damage, 

including an increased mitochondrial ROS production [20–22, 31, 34], a reduced mitochon-

drial membrane potential [19, 31, 34–36], and an impaired mitochondrial morphology as 

indicated by an increased mitochondrial swelling [20–22, 31, 33]. Furthermore, HFD reduced 

adenosine triphosphate (ATP) production [34]. Although several studies suggested that HFD 

caused brain mitochondrial dysfunction, Jorgensen et al. reported that HFD did not impair 

brain mitochondrial function even when the rats were given a HFD for 12 months. Therefore, 

the effects of a HFD on brain mitochondrial function still need to be elucidated.

There are several studies which have shown that brain mitochondrial damage could impair 

cognitive function and synaptic plasticity [20–22, 31, 33, 34]. Various cognitive tests have been 

used such as the Morris water maze (MWM), novel object recognition (NOR), novel object 

smelling (NOS), and Y-maze test. The MWM and Y-maze are tests for hippocampal-dependent 

learning process, including the acquisition of spatial memory and long-term spatial memory 

[36]. NOR and NOS are used to assess non-force driving and spontaneous memory [35, 37].

Rats and mice fed on a HFD for 16–20 weeks had an increased time to reach the platform and 

a decreased time in the target quadrant and crossing target number, compared with normal 

diet (ND)-fed animals, when cognitive function was assessed using the MWM [20–22, 31, 34]. 

Furthermore, recognition index was decreased in HFD-fed mice, compared to ND-fed mice 

[34]. Mice fed on a HFD for 12 months did not indicate an impaired discrimination index fol-

lowing the NOS test, but there were decreased percentage correction alterations in the Y-maze 

test [33]. These accumulative data suggested that the consumption of a HFD caused obese-insu-

lin resistance, brain mitochondrial dysfunction, and synaptic dysplasticity, possibly leading to 

cognitive dysfunction. However, no study has demonstrated brain mitochondrial dysfunction 

with elevated AD markers such as Aβ levels and hyperphosphorylated tau in HFD-fed animals. 
This suggests that obese-insulin resistance can lead to the development of brain mitochondrial 

dysfunction and cognitive impairment or MCI or pre-AD without AD symptoms. Data regard-

ing the effects of HFD-induced obese-insulin resistance on brain mitochondria and its associa-

tion with the development of AD are shown in Table 1 and are summarized in Figure 1.
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Study model Major findings Refs

Animal/diet/duration Metabolic parameters Mitochondrial 

parameters

Cognitive function AD 

marker

Interpretation

Wistar rats/HFD (60% 

E fat) or ND (20% E 

fat)/16 weeks

• ↑ BW, insulin, HOMA, 

cholesterol

• ↔Glucose

• ↓Peripheral insulin 

sensitivity

• ↓Brain insulin signaling

• ↑ ROS

• ↓ MMP

 ○ ↑Swelling

MWM

• ↑Time to reach platform

• ↓Time in target quadrant

Synaptic plasticity

• ↓LTP

N/A HFD-induced obese-insulin 

resistance leads to synaptic 

dysplasticity and brain 

mitochondrial dysfunction and 

finally results in cognitive decline.

[20–22, 

31]

C57BL/6 mice/HFD or 

ND/20 weeks

• ↑BW, insulin, HOMA, 

FA, cholesterol

• ↓Peripheral insulin 

sensitivity

• ↓Brain insulin signaling

• ↑ROS

• ↓MMP

• ↓ATP

NOR

• ↓Recognition index

MWM

• ↓Time in target quadrant

• ↓Crossing target number

N/A HFD-induced obese-insulin 

resistance leads to brain 

mitochondrial dysfunction and 

cognitive dysfunction.

[34]

C57BL/6 mice/HFD (60% 

E fat) or ND (12% E 

fat)/12 months

• ↑ BW, insulin

• ↔Glucose

• ↑Swelling 

(elongated 

mitochondria)

NOS

• ↔Discrimination index

Y-maze test

• ↓% Correct alterations

Synaptic plasticity

• ↓Synaptic density

N/A HFD-induced obese-insulin 

resistance leads to synaptic 

dysplasticity, brain mitochondrial 

dysfunction and cognitive 

dysfunction.

[47]

Wistar rats/HFD (60% 

E fat) or ND (13% E 

fat)/12 months

• ↑BW, insulin, HOMA, 

FA

• ↔Glucose

• ↔ State 3, 4 

respiration

• ↔ RCR

N/A N/A HFD-induced obese-insulin 

resistance does not impair brain 

mitochondrial function.

[32]

Abbreviations: BW, body weight; HOMA, homeostasis model assessment; HFD, high-fat diet; ND, normal diet; ROS, reactive oxygen species; MMP, mitochondrial 

membrane potential; RCR, respiratory control ratio; MWM, Morris water maze; LTP, long-term potentiation; NOR, novel object recognition; NOS, novel smell recognition; 

N/A, not assessed.

Table 1. Implications of obese-insulin resistance on brain mitochondria and its association with the development of Alzheimer’s disease.
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2.2. Type 2 diabetes mellitus model

Type 2 diabetes mellitus (T2DM) is diagnosed when hyperglycemia is observed along with 

insulin resistance [38–41]. In order to create a T2DM animal model, a combination of a HFD 

with low-dose streptozotocin, and a high-calorie diet were used [38–41]. Both regimens 

caused hyperglycemia in rodents [38–41]. Similar to obese-insulin-resistant models, T2DM 

animals are also found to develop brain mitochondrial damage [38–41].

Beside the effects of T2DM on oxidative stress and mitochondrial membrane depolarization, 
nuclear respiratory factor 2 (NRF2) levels were reduced in the brains of T2DM mice [38]. 

NRF2 acts as an antioxidant and detoxifying enzyme and helps to reduce oxidative stress in 

mitochondria [42]. Therefore, a decreased level of NRF2 directly impairs the brain mitochon-

drial redox system, which leads to the reduction of brain mitochondrial antioxidant capacity. 

In addition, a previous study showed a decrease in brain mitochondrial numbers in T2DM 

mice [41]. The possible explanation may be due to a decrease in NRF2 in the brain of T2DM 

mice, in which NRF2 regulates brain mitochondrial biogenesis [43]. These data indicate that 

T2DM caused brain mitochondrial damage and brain mitochondrial dysfunction, resulting in 

an increased brain oxidative stress.

Consistent with the findings from obese-insulin-resistant animals, T2DM animals also devel-
oped brain mitochondrial dysfunction with cognitive impairment, quantified using the 
MWM test, as indicated by an increased escape latency and time in target quadrant and a 

decreased crossing target number [39, 41]. Also, T2DM rats had decreased percentage cor-

rection alterations and total distance, when the abilities of these animals were investigated 

using the Y-maze test [39]. T2DM also affected brain synaptic plasticity proteins, as indicated 
by reducing postsynaptic density protein 95 (PSD95) and synaptosomal-associated protein 25 

(SNAP25) levels [38]. However, T2DM did not affect synaptophysin protein levels [38].

Figure 1. The effects of insulin resistance and T2DM on brain mitochondria and their association with the development 
of Alzheimer’s disease in non-AD and AD models.
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In the T2DM model, brain mitochondrial markers were evaluated along with the changes in 

AD markers. It is interesting that T2DM rats developed AD signs, specifically that the levels 
of AD markers, including Aβ42 and hyperphosphorylated tau, were significantly increased in 
T2DM rats, when compared with non-T2DM rats [39, 41]. In addition, acetylcholine esterase 

enzyme activity was increased, and ACh levels were decreased in the brains of T2DM mice 

[39]. These data suggested that T2DM rats had impaired brain mitochondrial dysfunction 

and synaptic plasticity, leading to cognitive dysfunction and showed increased AD mark-

ers. Interestingly, those findings indicated that AD was developing in the T2DM condition. 
Contrary to the findings from animal studies, when Loo et al. investigated the effect of T2DM 
on mitochondrial function in human mononuclear cells, their data showed that T2DM did 

Study model Major findings Refs

Animal/diet/

duration

Metabolic 

parameters

Mitochondrial 

parameters

Cognitive function AD 

marker

Interpretation

SD rats/HFD 

(60% E fat) + STZ 

(30 mg/kg, i.p.) 

or ND + citrate 

buffer/11 weeks

• ↑BW, insu-

lin, glucose

• ↓Peripheral 

insulin 

sensitivity

• ↓Brain 

insulin 

signaling

• ↓Mito 

number

• ↑ROS

• ↓MMP

MWM

• ↑Escape latency

• ↓Crossing target 

number

• ↑Aβ42 T2DM causes brain 

mitochondrial 

dysfunction, 

increases levels 

of AD markers, 

and cognitive 

dysfunction.

[41]

C57BL/6 mice/

HFD (60% E fat) 

or ND (10% E 

fat)/10 weeks

• ↑Glucose • ↑ROS

• ↓MMP

• ↓ATP

MWM

• ↑Escape latency

• ↓Time in target 

quadrant

Y-maze test

• ↓% Correct 

alterations

• ↓Total distance

• ↑pTau/

Tau

• ↑AChE 

activity

• ↓ACh

T2DM causes brain 

mitochondrial 

dysfunction, 

increases levels 

of AD marker, 

and cognitive 

dysfunction.

[39]

Wild-type mice/

sucrose(20%) 

solution or control

(water)/7 months

• ↑BW, insu-

lin, HbA1c

• ↓RCR

• ↓MMP

• ↓ATP

• ↓NRF2

Synaptic plasticity

• ↓PSD95

SNAP25

• ↔Synaptophysin

N/A T2DM causes 

mitochondrial 

dysfunction and 

impairs synaptic 

plasticity.

[38]

T2DM patients 

compared to 

healthy controls

N/A • ↔ROS

• ↔MMP

• ↔ATP

N/A N/A T2DM is not 

associated with 

mitochondrial 

dysfunction.

[40]

Abbreviations: BW, body weight; STZ, streptozotocin; T2DM, type 2 diabetes mellitus; HFD, high-fat diet; ND, normal 

diet; ROS, reactive oxygen species; MMP, mitochondrial membrane potential; Ach, acetylcholine; AChE, acetylcholine 

esterase; ATP, adenosine triphosphate; RCR, respiratory control ratio; NRF, nuclear respiratory factor; MWM, Morris 

water maze; N/A, not assessed.

Table 2. Implications of type 2 diabetes mellitus (T2DM) on brain mitochondria and its association with the development 

of Alzheimer’s disease.
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not affect mitochondrial function [40]. Their findings showed that T2DM affected regional 
mitochondria, but not systemic mitochondria. Data regarding the effects of T2DM on brain 
mitochondria and its association with the development of AD are shown in Table 2 and are 

summarized in Figure 1.

3. The implications of high-calorie diet consumption on brain 

mitochondrial function and brain function in an AD model: in vivo 

studies

Two AD animal models, including 3xTg AD mice and APPswe/PS1dE9 mice, have been used to 

investigate the implications of high-calorie diet consumption on brain mitochondrial function 

Study model Major findings Refs

Animal/diet/

duration

Metabolic 

parameters

Mitochondrial 

parameters

Cognitive function AD marker Interpretation

3xTgAD 

mice/HFD 

(60% E fat) or 

ND (12% E 

fat)/12 months

- ↑ BW

- ↔ Glucose, 

insulin

• ↔Mito 

number

• ↔Mito 

morphology

NOR

• ↔Discrimination 

index

Y-maze test

• ↔ % Correct 

alterations

Synaptic plasticity

• ↔ Synaptic 

number

• ↔Aβ42 Obesity did not alter 

brain mitochondria 

and AD markers AD 

model.

[33]

APPswe/PS1 

dE9 mice/HFD 

(45% E fat) or 

ND/12 weeks

• ↑BW

• ↔Brain 

insulin 

signaling

• ↓PGC1α

• ↔NRF1,2

• TFAM

N/A • ↑APP

• ↓ADAM10

• ↓IDE

• ↔BACE1

• ↑Cortical 

soluble 

Aβ40, 

Aβ42 

insoluble 

Aβ42

Obesity increased 

AD markers, but 

did not alter brain 

mitochondrial 

biogenesis in AD 

model.

[17]

APPswe/PS1 

dE9 mice/HFD 

(45% E fat) or 

ND/24 weeks

• ↑BW, 

insulin, 

glucose

• ↓Peripheral 

insulin 

sensitivity

• ↓Brain 

insulin 

signaling

• ↓PGC-1α

• ↓NRF1,2

NOR

• ↓Discrimination 

index

• ↔APP

p-Tau/Tau

• ↓IDE

• ↑Cortical 

insoluble 

Aβ42

Obesity increased 

AD markers, 

impaired brain 

mitochondria 

biogenesis, and 

cognitive function in 

AD model.

[18]
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and brain function. 3xTg AD mice cells with the mutations Thy-1.2-driven APP-Swedish and tau 

P301L were co-injected into a homozygous PS1M146V knock-in background. This type of AD 

mice had parenchymal plaque by 6 months of age combined with tau pathology by 12 months 

of age [44]. In APPswe/PS1dE9 mice, APP/PS1 animals co-express a Swedish (K594 M/N595 L) 

mutation of a chimeric mouse/human APP (Mo/HuAPP695swe), together with the human exon-

9-deleted variant of PS1 (PS1-dE9), which leads to an increase in human Aβ peptide secretion in 
the brain of APPswe/PS1dE9 mice [17, 18].

There is only one study that has compared the brain mitochondrial function between T2DM 

and AD animal models. The investigators reported that both T2DM and AD mice had similar 

degrees of brain mitochondrial dysfunction, decreased synaptic plasticity proteins levels, and 

raised AD markers [38]. Those findings indicated that AD pathology was developed in T2DM 
animals, with an involvement of brain mitochondrial dysfunction.

The provision of a HFD to AD mice resulted in a different outcome depending on a genetic 
background of the AD mice. In 3xTg AD mice, the provision of a HFD led to increased body 

weight, but did not alter plasma glucose and insulin levels, compared to 3xTg AD mice given 

an ND [33]. In addition, the brain mitochondrial number and brain mitochondrial morphol-

ogy, as well as cognitive function and AD markers were not affected by the HFD [33]. The data 

from this study suggested that T2DM did not alter brain mitochondria, cognitive function, 

or AD markers in 3xTgAD mice. By contrast, the consumption of a HFD led to a markedly 

decreased brain mitochondrial biogenesis and aggravated cognitive impairment in APPswe/

PS1dE9 mice [17, 18]. Furthermore, a HFD aggravated AD pathogenesis in APPswe/PS1dE9 

mice, as indicated by increased cortical soluble and insoluble Aβ, and decreased insulin-
degrading enzymes [17, 18]. Data regarding the effects of consumption of a high-calorie diet 
on brain mitochondrial function and brain function in the AD model are shown in Table 3 and 

are summarized in Figure 1.

Study model Major findings Refs

Animal/diet/

duration

Metabolic 

parameters

Mitochondrial 

parameters

Cognitive function AD marker Interpretation

Sucrose (20% 

sucrose) 

fed mice or 

3xTgAD mice 

fed with ND

N/A • ↔RCR

• ↔MMP

• ↔ATP

• ↔NRF2

Synaptic plasticity

• ↔PSD95, 

synaptophysin, 

SNAP25

N/A T2DM and AD 

mice exhibited 

similar phenotypes 

as regards brain 

synaptic plasticity 

and brain 

mitochondrial 

function.

[38]

Abbreviations: AD, Alzheimer’s disease; HFD, high-fat diet; ND, normal diet; BW, body weight; PGC, peroxisome 

proliferator-activated receptor gamma; NRF, nuclear respiratory factor; TFAM, mitochondrial transcription factor 

A; RCR, respiratory control ratio; MMP, mitochondrial membrane potential; ATP, adenosine triphosphate; PSD, 

postsynaptic density protein; SNAP, synaptosomal-associated protein; NOR, novel object recognition; N/A, not assessed.

Table 3. Implications of high-calorie diet consumption on brain mitochondria and brain function in an Alzheimer’s 

disease model.
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4. Therapeutic approaches on rats with the MetS condition specific 
to brain mitochondrial dysfunction and its association with the 

development of AD

Several studies have used various interventions on brain mitochondria and described their 

associations with the development of pre-AD. In this report, we have separated these interven-

tions into three categories: (1) antidiabetic drugs, (2) traditional medicine, and (3) other drugs.

4.1. Antidiabetic drugs

Several studies have demonstrated the beneficial effects of antidiabetic drugs on insulin sensi-
tivity and brain mitochondrial function [21, 31, 45]. Our previous study found that the sodium 

glucose cotransporter 2 (SGLT2) inhibitor, which is a new antidiabetic drug, could decrease 

metabolic disturbance, brain mitochondrial ROS production, brain mitochondrial membrane 

potential change, brain mitochondrial swelling, synaptic dysplasticity and cognitive decline 

in HFD-fed rats [21]. In addition, the incretin-based drugs such as sitagliptin and vildagliptin, 

dipeptidyl peptidase-4 (DPP-4) inhibitors, also had beneficial effects on the improvement of 
insulin sensitivity, brain mitochondrial function and cognitive function in HFD-fed rats [21, 

31, 45]. Another incretin-based drug, liraglutide, a glucagon-like peptide-1 (GLP-1) agonist, 

also improved insulin sensitivity and decreased brain mitochondrial swelling [45]. All of 

these findings indicated that the antidiabetic drugs could reduce peripheral and brain insulin 
resistance, leading to improvement in cognitive function and synaptic plasticity and were 

associated with improved brain mitochondrial function. However, there is still lack of evi-

dence showing the effects of antidiabetic drugs on AD markers. Data pertinent to the effect of 
antidiabetic drugs on brain mitochondrial dysfunction and their association with the devel-

opment of pre-AD in the MetS condition are shown in Table 4.

4.2. Traditional medicine

Several studies have shown the beneficial effects of traditional medicine on brain mito-

chondrial function in HFD-fed, T2DM and AD rat models [20, 34, 39, 41]. Naringin, a citrus 

flavonoid, can improve insulin sensitivity and decrease brain mitochondrial ROS produc-

tion, brain mitochondrial membrane potential change, brain mitochondrial ATP produc-

tion, and cognitive decline in HFD-fed mice [34]. Furthermore, our previous studies found 

that garlic extract reduced peripheral and brain insulin resistance, brain mitochondrial 

ROS production, brain mitochondrial membrane potential change, and brain mitochon-

drial swelling, leading to improved cognitive function in HFD-fed rats [20]. The ZiBuPiYin 

recipe (ZBPYR), a traditional Chinese medicine, reduced brain mitochondrial ROS pro-

duction, increased brain mitochondrial membrane potential change, increased brain mito-

chondrial number, and decreased cortical insoluble Aβ42, leading to improved cognitive 
function in T2DM mice [41]. Dendropanax morbifera (Araliaceae), a herbal medicine in Asia, 

improved peripheral and brain insulin sensitivity, decreased brain mitochondrial ROS 
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production, increased brain mitochondrial membrane potential change, and increased 

brain mitochondrial ATP production, leading to a decrease in cognitive decline in HFD-fed 

mice [39]. All of these traditional medicines contain flavonoid and phenolic compounds 
which have antioxidant properties, and it is thought that these properties may play an 

important role in the improvement of insulin sensitivity and brain mitochondrial function, 

leading to improved cognitive function. Data regarding the effect of traditional medicine 
on brain mitochondrial dysfunction and its association with a delay in the development of 

pre-AD in association with MetS are shown in Table 5.

Study model Major findings Refs

Animal/

interventions/

duration

Metabolic 

parameters

Mitochondrial 

parameters

Cognitive 

function

AD 

marker

Interpretation

HFD-fed rats/

SGLT2 inhibitor 

(1 mg/kg) or 

vehicle/4 weeks

• ↓BW

• ↑Peripheral 

insulin 

sensitivity

• ↑Brain 

insulin 

signaling

• ↓ROS

• ↑MMP

• ↓Swelling

MWM

• ↓Time 

to reach 

platform

• ↑Time 

in target 

quadrant

Synaptic 

plasticity

• ↑LTP

N/A SGLT2 inhibitor reduced 

peripheral and brain insulin 

resistance, improved brain 

mitochondrial function, and 

improved cognitive function 

and synaptic plasticity in 

obese-insulin-resistant rats.

[21]

HFD-fed rats/

vildagliptin 

(3 mg/kg) or 

vehicle/3 weeks

• ↔ BW

• ↓Insulin 

HOMA

• ↓ROS

• ↑MMP

• ↓Swelling

MWM

• ↓Time 

to reach 

platform

• ↑Time 

in target 

quadrant

N/A DPP-4 inhibitor reduced 

peripheral and brain insulin 

resistance, improved brain 

mitochondrial function, and 

improved cognitive function 

in obese-insulin-resistant rats.

[31]

HFD-fed rats/

sitagliptin 

(30 mg/kg) or 

vehicle/3–4 weeks

• ↔ BW

• ↓Insulin 

HOMA

• ↓ROS

• ↑MMP

• ↓Swelling

MWM

- ↓ Time 

to reach 

platform

- ↑ Time 

in target 

quadrant

N/A DPP-4 inhibitor reduced 

peripheral and brain insulin 

resistance, improved brain 

mitochondrial function, and 

improved cognitive function 

in obese-insulin-resistant rats.

[31, 45]

HFD-fed rats/

liraglutide 

(0.6 mg/kg) or 

vehicle/3 weeks

• ↔ BW

• ↓Peripheral 

insulin 

sensitivity

• ↓Swelling N/A N/A Liraglutide reduced 

peripheral resistance 

and improved brain 

mitochondrial function in 

obese-insulin-resistant rats.

[45]

Abbreviations: HFD, high-fat diet; ND, normal diet; DPP-4, dipeptidyl peptidase 4; SGLT2, sodium glucose transporter 

2; BW, body weight; ROS, reactive oxygen species; MMP, mitochondrial membrane potential; MWM, Morris water 

maze; NA, not assessed.

Table 4. Potential effects of antidiabetic drugs on brain mitochondria and their association with the development of 
Alzheimer’s disease.
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Study model Major findings Refs

Animal/

interventions/

duration

Metabolic 

parameters

Mitochondrial 

parameters

Cognitive 

function

AD marker Interpretation

HFD-fed rats/

naringin 

(100 mg/kg) or 

vehicle/20 weeks

• ↓BW

• ↑Peripheral 

insulin 

sensitivity

• ↑ Brain insulin 

signaling

• ↓ROS

• ↑MMP

• ↑ATP

NOR

• ↑Recognition 

index

MWM

• ↑Time in tar-

get quadrant

• ↑Crossing 

target number

N/A Naringin reduced 

peripheral and 

brain insulin 

resistance, 

improved brain 

mitochondrial 

function, and 

improved cognitive 

function in obese-

insulin-resistant 

rats.

[34]

HFD-fed 

rats/garlic 

extract (200, 

500 mg/kg) or 

vehicle/3 weeks

- ↔ BW

• ↑Peripheral 

insulin 

sensitivity

• ↑ Brain insulin 

signaling

• ↓ROS

• ↑MMP

• ↓Swelling

MWM

• ↓Time to 

reach platform

• ↑Time in tar-

get quadrant

N/A Garlic extract 

reduced peripheral 

and brain insulin 

resistance, 

improved brain 

mitochondrial 

function, and 

improved cognitive 

function in obese-

insulin-resistant 

rats.

[20]

HFD-fed 

rats/Dendropanax 

morbifera (20 and 

50 mg/kg) or 

vehicle/10 weeks

• ↑Peripheral 

insulin 

sensitivity

• ↓ROS

• ↑MMP

• ↑ATP

MWM

• ↑Time in tar-

get quadrant

Y-maze

• ↑Alternation 

behavior

• ↑Total 

distance

N/A Dendropanax 

morbifera reduced 

peripheral and 

brain insulin 

resistance, 

improved brain 

mitochondrial 

function, and 

improved cognitive 

function in obese-

insulin-resistant 

rats.

[41]

HFD-fed mice 

+ low-dose 

STZ/Chinese 

medicine ZiBu 

PiYin recipe or 

vehicle

• ↔ BW

• Peripheral 

insulin 

sensitivity

• ↓ROS

• ↑MMP

• ↑Mito 

number

MWM

• ↑Time in tar-

get quadrant

• ↑Crossing 

target number

• ↓Cortical 

insoluble 

Aβ42

Although Chinese 

medicine did not 

improve peripheral 

insulin resistance, 

it improved brain 

mitochondrial 

function, improved 

cognitive function, 

and reduced AD 

marker in T2DM 

rats.

[39]

Abbreviations: HFD, high-fat diet; ND, normal diet; BW, body weight; ROS, reactive oxygen species; MMP, mitochondrial 

membrane potential; NOR, novel object recognition; MWM, Morris water maze; NA, not assessed.

Table 5. Potential effects of traditional medicine on brain mitochondria and its association with the development of 
Alzheimer’s disease.
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4.3. Other drugs

The other therapies such as fibroblast growth factor 21 (FGF21), hydroxytyrosol 2-(3,4-di-
hydroxyphenyl)-ethanol, and mitochondrial fission inhibitors also had beneficial effects on 
brain mitochondrial function in HFD-fed, T2DM and AD models. Our previous study found 

that an endocrine hormone, FGF21, decreased metabolic disturbance, brain mitochondrial 

ROS production, brain mitochondrial membrane potential change, brain mitochondrial 

swelling, synaptic dysplasticity, and cognitive decline in rats with MetS induced by the con-

sumption of a HFD [22]. Hydroxytyrosol 2-(3,4-di-hydroxyphenyl)-ethanol, a major anti-

oxidant phenol in olive oil, ameliorated mitochondrial dysfunction, reduced mitochondrial 

carbonyl protein, and enhanced superoxide dismutase 2 expression in AD mice. However, 

this drug did not affect Aβ accumulation in these AD mice [46]. The mitochondrial fission 
inhibitor, mdivi-1, improved synaptic plasticity and was associated with improving brain 

Study model Major findings Refs

Animal/interventions/

duration

Metabolic 

parameters

Mitochondrial 

parameters

Cognitive 

function

AD 

marker

Interpretation

HFD-fed rats/FGF21 

(0.1 mg/kg) or 

vehicle/20 weeks

• ↓ BW

• ↑Peripheral 

insulin 

sensitivity

• ↑ Brain insulin 

signaling

• ↓ ROS

• ↑ MMP

• ↓ Swelling

MWM

• ↓ Time 

to reach 

platform

• ↑ Time 

in target 

quadrant

Synaptic 

plasticity

• ↑ LTP

N/A FGF21 reduced 

peripheral and 

brain insulin 

resistance, 

improved brain 

mitochondrial 

function and 

cognitive 

function in obese-

insulin-resistant 

rats.

[22]

APP/PS1 mice/

hydroxytyrosol 

(50 mg/kg) or 

vehicle/8 weeks

N/A • ↑OXPHOS 

I, IV

• ↑ PGC1-α

N/A ↔ Aβ 

levels

Hydroxytyrosol 

improved 

mitochondrial 

function and 

increased 

mitochondrial 

biogenesis in 

T2DM mice.

[46]

db/db mice/mdivi-1 

(50 mg/kg) or 

vehicle/2 weeks

N/A • ↑Mito density

• ↑OXPHOSI

• ↑ ATP

Synaptic 

plasticity

• ↑ LTP

N/A Mitochondrial 

fission inhibitor 
improved brain 

mitochondrial 

function and 

brain synaptic 

plasticity in 

T2DM mice.

[30]

Abbreviations: HFD, high-fat diet; ND, normal diet; BW, body weight; ROS, reactive oxygen species; MMP, mitochondrial 

membrane potential; OXPHOS, oxidative phosphorylation; PGC, peroxisome proliferator activated receptor gamma; 

ATP, adenosine triphosphate; LTP, long-term potentiation; N/A, not assessed.

Table 6. Potential interventions on brain mitochondria and their association with the development of Alzheimer’s disease.

Alzheimer's Disease - The 21st Century Challenge70



mitochondrial function and biogenesis via increasing mitochondrial density, OXPHOS I, and 

ATP production in T2DM mice [30]. All of these findings indicated that the SGLT2 inhibitor, 
vildagliptin, liraglutide, FGF21, naringin, garlic extract, and D. morbifera improved not only 

peripheral insulin sensitivity but also brain insulin sensitivity, brain mitochondrial function, 

and cognitive function. Hydroxytyrosol, Mdivi-1, and ZiBuPiYin improved brain mitochon-

drial function and cognitive function. However, only ZiBuPiYin reduced levels of AD mark-

ers, possibly resulting in improved cognitive function.

Data regarding the effect of other drugs on brain mitochondrial dysfunction and the associa-

tion of this dysfunction with the development of pre-AD in the MetS condition are shown in 

Table 6. The summarized therapeutic approaches on brain mitochondria and their association 

with the development of AD are shown in Figure 2.

In addition, previous studies showed that acetylcholine (Ach) levels of AD brain were lower 

than that of healthy brain [6, 12]. Therefore, acetylcholinesterase inhibitors (AChEs) are com-

monly used for the symptomatic treatment of AD patients. Previous in vivo study and clini-

cal study demonstrated that AChEIs have an effect on mitochondrial function (REFs). For 
example, (1) Donepezil (AChEI) attenuated brain mitochondrial dysfunction by reducing 
calcium-induced brain mitochondrial swelling and reduced mitochondrial Aβ40 and Aβ42 
accumulation in AD mice, leading to improved cognitive function in AD mice [47]. (2) A 

clinical study by Casademont et al. showed that rivastigmin, AChEI, enhanced mitochon-

drial electron transport chain function as indicated by increased complex I and complex III 

of mitochondrial oxidation and increased enzymatic activities of complexes II, III, and IV 

Figure 2. Summarized therapeutic approaches on brain mitochondria and their association with the development of 

Alzheimer’s disease. Abbreviations: SGLT2, sodium-glucose transporter 2; PI3K, phosphoinositide 3 kinase; Akt, protein 

kinase B; FGF 21, fibroblast growth factor 21.
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in the lymphocytes from AD patients [48]. (3) By contrast, tacrine, AChEI, impaired brain 

mitochondrial respiratory complex I, IV, and V activities in XX model [49]. Therefore, further 

studies are required to provide more evidence to support the effects of AChE inhibitor on 
brain mitochondrial function in AD patients as well as in the metabolic syndrome subjects. 

Those findings of AChEIs on brain mitochondrial function and their association with the 
development of Alzheimer’s disease are summarized in Table 7.

5. Clinical implications

The presence of MetS is associated with an increase in the incidence of pre-AD. The possible 

underlying mechanisms involved in the association of pre-AD in MetS are still unclear. From 

this study, we concluded that mitochondrial dysfunction could be an important feature of AD 

pathogenesis in MetS. In addition, the findings indicate that the intervention which improved 
brain mitochondrial function led to improved cognitive function. These findings provide 

Study model Major findings Refs

Models/

interventions/

duration

Metabolic 

parameters

Mitochondrial 

parameters

Cognitive function AD 

marker

Interpretation

APP/PS1 (APPswe/

PS1dE9)/Donepezil (1 

mg/kg) or vehicle/2 

months

N/A • ↓Ca2+ induced 

mitochondrial 

swelling

T maze

• ↑%Accuracy

Elevated plus maze

• ↑Entry number 

into open arm

• ↑Time in open 

arm

- ↓ Mito Aβ 

40,42

Donepezil 

attenuated 

brain 

mitochondrial 

swelling, 

reduced 

brain Aβ 

accumulation, 

and improved 

cognitive 

function in AD 

mice.

[47]

AD patients/

rivastigmin (6–12 mg/

day)/6 months

N/A • ↑Oxidation of 

complex I and III

• ↑Enzymatic activi-

ties of complex II, 

III and IV

• ↔Mitochondrial 

content

N/A N/A Rivastigmin 

enhanced 

mitochondrial 

electron 

transport chain 

function in AD 

patients.

[48]

Wistar rats/tacrine (15 

mg/kg)/8 h

N/A • ↓ Complex I, IV, V 

activity

N/A • ↓AChE Tacrine 

impaired brain 

mitochondrial 

function in 

rats.

[49]

Abbreviations: AChE, acetylcholinesterase; APP, amyloid beta precursor; AD, Alzheimer’s disease; Ca2+, calcium; Aβ, 
amyloid beta; N/A, not assessed.

Table 7. The effects of acetylcholine esterase inhibitors (AChEIs), the standard drugs for AD treatment, on brain 
mitochondrial function and their association with the development of Alzheimer’s disease.
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information regarding the role of mitochondria in the underlying mechanisms of pre-AD in 

MetS and offer important insights for future research on interventions that aim to improve the 
quality of life in MetS patients with AD.

6. Conclusion

In this study, the accumulated data led to the conclusion that although cognitive decline and 

brain mitochondrial dysfunction were observed in obese-insulin-resistant rats, AD was not 

developed during the pre-diabetic state. In addition, markers indicating the presence of AD 

were observed in T2DM subjects. Treatment with antidiabetic drugs, traditional medicine, 

FGF21, and mitochondrial fission inhibitors effectively improved brain mitochondrial func-

tion and cognitive function in rats with induced MetS.

Acknowledgements

This work was supported by Thailand Research Fund Grants TRF-Senior Research Scholar 

RTA6080003(SCC), MRG5980198 (WP), and TRG6080005 (NA), an NSTDA Research Chair 

Grant from the National Science and Technology Development Agency Thailand (NC), and a 

Chiang Mai University Center of Excellence Award (NC).

Declaration of interest

The authors declare that there are no conflicts of interest.

Author details

Nattayaporn Apaijai1,2, Wasana Pratchayasakul1,2,3, Nipon Chattipakorn1,2,3 and  

Siriporn C. Chattipakorn1,2,4*

*Address all correspondence to: scchattipakorn@gmail.com

1 Neurophysiology Unit, Faculty of Medicine, Cardiac Electrophysiology Research and 

Training Center, Chiang Mai University, Chiang Mai, Thailand

2 Center of Excellence in Cardiac Electrophysiology Research, Faculty of Medicine, Chiang 

Mai University, Chiang Mai, Thailand

3 Cardiac Electrophysiology Unit, Department of Physiology, Faculty of Medicine, Chiang 

Mai University, Chiang Mai, Thailand

4 Department of Oral Biology and Diagnostic Sciences, Faculty of Dentistry, Chiang Mai 

University, Chiang Mai, Thailand

Mitochondrial Link Between Metabolic Syndrome and Pre-Alzheimer’s Disease
http://dx.doi.org/10.5772/intechopen.75306

73



References

[1] Alberti KG, Zimmet P, Shaw J. Metabolic syndrome—A new world-wide definition. 
A consensus statement from the International Diabetes Federation. Diabetic Medicine. 

2006;23:469-480

[2] Kaur J. A comprehensive review on metabolic syndrome. Cardiology Research and 

Practice. 2014;2014:943162

[3] Bastard JP, Maachi M, Lagathu C, Kim MJ, Caron M, Vidal H, Capeau J, Feve B. Recent 

advances in the relationship between obesity, inflammation, and insulin resistance. 
European Cytokine Network. 2006;17:4-12

[4] Arenillas JF, Moro MA, Davalos A. The metabolic syndrome and stroke: Potential treat-

ment approaches. Stroke. 2007;38:2196-2203

[5] Motamedi S, Karimi I, Jafari F. The interrelationship of metabolic syndrome and neuro-

degenerative diseases with focus on brain-derived neurotrophic factor (BDNF): Kill two 

birds with one stone. Metabolic Brain Disease. 2017;32:651-665

[6] Burns JM, Honea RA, Vidoni ED, Hutfles LJ, Brooks WM, Swerdlow RH. Insulin is dif-
ferentially related to cognitive decline and atrophy in Alzheimer’s disease and aging. 

Biochimica et Biophysica Acta. 2012;1822:333-339

[7] Young SE, Mainous AG, Carnemolla M. Hyperinsulinemia and cognitive decline in a 

middle-aged cohort. Diabetes Care. 2006;29:2688-2693

[8] Pratchayasakul W, Kerdphoo S, Petsophonsakul P, Pongchaidecha A, Chattipakorn N, 
Chattipakorn SC. Effects of high-fat diet on insulin receptor function in rat hippocampus 
and the level of neuronal corticosterone. Life Sciences. 2011;88:619-627

[9] Apaijai N, Pintana H, Chattipakorn SC, Chattipakorn N. Cardioprotective effects of met-
formin and vildagliptin in adult rats with insulin resistance induced by a high-fat diet. 

Endocrinology. 2012;153:3878-3885

[10] Pintana H, Pratchayasakul W, Sa-nguanmoo P, Pongkan W, Tawinvisan R, Chattipakorn 
N, Chattipakorn SC. Testosterone deprivation has neither additive nor synergistic effects 
with obesity on the cognitive impairment in orchiectomized and/or obese male rats. 

Metabolism. 2016;65:54-67

[11] The Memory Health Center. Pre-Alzheimer’s Disease. In https://www.memoryhealth-

center.com/research/pre-alzheimers-evaluation; 2017

[12] Murphy MP, LeVine H. Alzheimer’s disease and the amyloid-beta peptide. Journal of 

Alzheimer’s Disease. 2010;19:311-323

[13] Raffaitin C, Gin H, Empana JP, Helmer C, Berr C, Tzourio C, Portet F, Dartigues JF, 
Alperovitch A, Barberger-Gateau P. Metabolic syndrome and risk for incident Alzheimer’s 

disease or vascular dementia: The Three-City study. Diabetes Care. 2009;32:169-174

Alzheimer's Disease - The 21st Century Challenge74



[14] Razay G, Vreugdenhil A, Wilcock G. The metabolic syndrome and Alzheimer disease. 

Archives of Neurology. 2007;64:93-96

[15] Rojas-Gutierrez E, Munoz-Arenas G, Trevino S, Espinosa B, Chavez R, Rojas K, Flores G, 

Diaz A, Guevara J. Alzheimer’s disease and metabolic syndrome: A link from oxidative 

stress and inflammation to neurodegeneration. Synapse. 2017; in press

[16] Ott M, Gogvadze V, Orrenius S, Zhivotovsky B. Mitochondria, oxidative stress and cell 
death. Apoptosis. 2007;12:913-922

[17] Ettcheto M, Petrov D, Pedros I, Alva N, Carbonell T, Beas-Zarate C, Pallas M, Auladell 
C, Folch J, Camins A. Evaluation of neuropathological effects of a high-fat diet in a pres-

ymptomatic Alzheimer’s disease stage in APP/PS1 mice. Journal of Alzheimer’s Disease. 

2016;54:233-251

[18] Petrov D, Pedros I, Artiach G, Sureda FX, Barroso E, Pallas M, Casadesus G, Beas-Zarate 

C, Carro E, Ferrer I, Vazquez-Carrera M, Folch J, Camins A. High-fat diet-induced dereg-

ulation of hippocampal insulin signaling and mitochondrial homeostasis deficiences 
contribute to Alzheimer disease pathology in rodents. Biochimica et Biphysica Acta. 

2015;1852:1687-7699

[19] Pintana H, Apaijai N, Kerdphoo S, Pratchayasakul W, Sripetchwandee J, Suntornsaratoon 

P, Charoenphandhu N, Chattipakorn N, Chattipakorn SC. Hyperglycemia induced the 
Alzheimer’s proteins and promoted loss of synaptic proteins in advanced-age female 

Goto-Kakizaki (GK) rats. Neuroscience Letters. 2017;655:41-45

[20] Pintana H, Sripetchwandee J, Supakul L, Apaijai N, Chattipakorn N, Chattipakorn S. 
Garlic extract attenuates brain mitochondrial dysfunction and cognitive deficit in obese-
insulin resistant rats. Applied Physiology, Nutrition, and Metabolism. 2014;39:1373-1379

[21] Sa-Nguanmoo P, Tanajak P, Kerdphoo S, Jaiwongkam T, Pratchayasakul W, Chattipakorn 
N, Chattipakorn SC. SGLT2-inhibitor and DPP-4 inhibitor improve brain function via 
attenuating mitochondrial dysfunction, insulin resistance, inflammation, and apoptosis 
in HFD-induced obese rats. Toxicology and Applied Pharmacology. 2017;333:43-50

[22] Sa-Nguanmoo P, Tanajak P, Kerdphoo S, Satjaritanun P, Wang X, Liang G, Li X, Jiang 

C, Pratchayasakul W, Chattipakorn N, Chattipakorn SC. FGF21 improves cognition by 
restored synaptic plasticity, dendritic spine density, brain mitochondrial function and 

cell apoptosis in obese-insulin resistant male rats. Hormones and Behavior. 2016;85:86-95

[23] Bedse G, Di Domenico F, Serviddio G, Cassano T. Aberrant insulin signaling in Alz-

heimer’s disease: Current knowledge. Frontiers in Neuroscience. 2015;9:204

[24] Qiu WQ, Walsh DM, Ye Z, Vekrellis K, Zhang J, Podlisny MB, Rosner MR, Safavi A, 

Hersh LB, Selkoe DJ. Insulin-degrading enzyme regulates extracellular levels of amyloid 

beta-protein by degradation. The Journal of Biological Chemistry. 1998;273:32730-32738

[25] Wang X, Wang W, Li L, Perry G, Lee HG, Zhu X. Oxidative stress and mitochondrial 

dysfunction in Alzheimer’s disease. Biochimica et Biophysica Acta. 2014;1842:1240-1247

Mitochondrial Link Between Metabolic Syndrome and Pre-Alzheimer’s Disease
http://dx.doi.org/10.5772/intechopen.75306

75



[26] Chen H, Chan DC. Mitochondrial dynamics—fusion, fission, movement, and mitoph-

agy—in neurodegenerative diseases. Human Molecular Genetics. 2009;18:R169-R176

[27] Zhu X, Perry G, Smith MA, Wang X. Abnormal mitochondrial dynamics in the pathogen-

esis of Alzheimer’s disease. Journal of Alzheimer’s Disease. 2013;33(Suppl 1):S253-S262

[28] Rovira-Llopis S, Banuls C, Diaz-Morales N, Hernandez-Mijares A, Rocha M, Victor 

VM. Mitochondrial dynamics in type 2 diabetes: Pathophysiological implications. Redox 

Biology. 2017;11:637-645

[29] Wang X, Su B, Lee HG, Li X, Perry G, Smith MA, Zhu X. Impaired balance of mito-

chondrial fission and fusion in Alzheimer’s disease. The Journal of Neuroscience. 
2009;29:9090-9103

[30] Huang S, Wang Y, Gan X, Fang D, Zhong C, Wu L, Hu G, Sosunov AA, McKhann GM, 

Yu H, Yan SS. Drp1-mediated mitochondrial abnormalities link to synaptic injury in 

diabetes model. Diabetes. 2015;64:1728-1742

[31] Pintana H, Apaijai N, Chattipakorn N, Chattipakorn SC. DPP-4 inhibitors improve 
cognition and brain mitochondrial function of insulin-resistant rats. The Journal of 

Endocrinology. 2013;218:1-11

[32] Jorgensen T, Grunnet N, Quistorff B. One-year high fat diet affects muscle-but not brain 
mitochondria. Journal of Cerebral Blood Flow & Metabolism. 2015;35:943-950

[33] Martins IV, Rivers-Auty J, Allan SM, Lawrence CB. Mitochondrial abnormalities and 

synaptic loss underlie memory deficits seen in mouse models of obesity and Alzheimer’s 
disease. Journal of Alzheimer’s Disease. 2017;55:915-932

[34] Wang D, Yan J, Chen J, Wu W, Zhu X, Wang Y. Naringin improves neuronal insulin 

signaling, brain mitochondrial function, and cognitive function in high-fat diet-induced 

obese mice. Cellular and Molecular Neurobiology. 2015;35:1061-1071

[35] Arbuckle EP, Smith GD, Gomez MC, Lugo JN. Testing for odor discrimination and 

habituation in mice. Journal of Visualized Experiments. 2015;99:e52615

[36] Vorhees CV, Williams MT. Morris water maze: Procedures for assessing spatial and 

related forms of learning and memory. Nature Protocols. 2006;1:848-858

[37] Huang T, Hsueh Y. Novel object recognition for studying memory in mice. Bio-Protocol. 

2014;4:e1249

[38] Carvalho C, Santos MS, Oliveira CR, Moreira PI. Alzheimer’s disease and type 2 diabetes-

related alterations in brain mitochondria, autophagy and synaptic markers. Biochimica 

et Biophysica Acta. 2015;1852:1665-1675

[39] Kim JM, Park SK, Guo TJ, Kang JY, Ha JS, Lee d S, Lee U, Heo HJ. Anti-amnesic effect of 
Dendropanax morbifera via JNK signaling pathway on cognitive dysfunction in high-fat 

diet-induced diabetic mice. Behavioural Brain Research. 2016;312:39-54

Alzheimer's Disease - The 21st Century Challenge76



[40] Loo JH, Trejaut JA, Yen JC, Chen ZS, Ng WM, Huang CY, Hsu KN, Hung KH, Hsiao Y, 

Wei YH, Lin M. Mitochondrial DNA association study of type 2 diabetes with or without 

ischemic stroke in Taiwan. BMC Research Notes. 2014;7:223

[41] Sun Z, Zhan L, Liang L, Sui H, Zheng L, Sun X, Xie W. ZiBu PiYin recipe prevents 

diabetes-associated cognitive decline in rats: Possible involvement of ameliorating mito-

chondrial dysfunction, insulin resistance pathway and histopathological changes. BMC 

Complementary and Alternative Medicine. 2016;16:200

[42] Ma Q. Role of nrf2 in oxidative stress and toxicity. Annual Review of Pharmacology and 

Toxicology. 2013;55:401-426

[43] Holmstrom KM, Kostov RV, Dinkova-Kostova AT. The multifaceted role of Nrf2 in mito-

chondrial function. Current Opinion in Toxicology. 2016;1:80-91

[44] Elder GA, Gama Sosa MA, De Gasperi R. Transgenic mouse models of Alzheimer’s dis-

ease. Mount Sinai Journal of Medicine. 2010;77:69-81

[45] Marques-Neto SR, Castiglione RC, Pontes A, Oliveira DF, Ferraz EB, Nascimento 

JH, Bouskela E. Effects of incretin-based therapies on neuro-cardiovascular dynamic 
changes induced by high fat diet in rats. PLoS One. 2016;11:e0148402

[46] Peng Y, Hou C, Yang Z, Li C, Jia L, Liu J, Tang Y, Shi L, Li Y, Long J, Liu J. Hydroxytyrosol 

mildly improve cognitive function independent of APP processing in APP/PS1 mice. 

Molecular Nutrition & Food Research. 2016;60:2331-2342

[47] Ye CY, Lei Y, Tang XC, Zhang HY. Donepezil attenuates Aβ-associated mitochon-

drial dysfunction and reduces mitochondrial Aβ accumulation in vivo and in vitro. 
Neuropharmacology. 2015;95:29-36

[48] Casademont J, Miró O, Rodriguez-Santiago B, Viedma P, Blesa R, Cardellach F. Cholin-

esterase inhibitor rivastigmine enhance the mitochondrial electron transport chain in 

lymphocytes of patients with Alzheimer’s disease. Journal of the Neurological Sciences. 

2003;206:23-26

[49] Melo T, Videira RA, André S, Maciel E, Francisco CS, Oliveira-Campos AM, Rodrigues 

LM, Domingues MR, Peixoto F, Manuel Oliveira M. Tacrine and its analogues impair 

mitochondrial function and bioenergetics: A lipidomic analysis in rat brain. Journal of 

Neurochemistry. 2012;120:998-1013

Mitochondrial Link Between Metabolic Syndrome and Pre-Alzheimer’s Disease
http://dx.doi.org/10.5772/intechopen.75306

77




