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Abstract: Recent epidemiological studies have suggested that Diabetes and Alzheimer’s — the epidemic of modern world share several
pathophysiological mechanisms. Insulin is not just a peripheral hormone but has a significant role in signalling pathways regulating
several processes. Altered insulin levels in case of diabetes accelerate the rate of aging like symptoms and affects cognition. AD is
nowadays referred to as type 3 diabetes as loss in insulin activity affects synapse plasticity by reducing neurotransmitter concentrations.
Diabetic patients are at an increased risk of developing AD. This review provides a brief outline on some of the putative links such as
mitochondrial dysfunction and oxidative stress and the resulting inflammation, formation of amyloid peptides and advanced glycation
end products and altered insulin signalling. The molecular basis of the intersecting segments of the two diseases is still underway of
research. Currently the anti- diabetic therapies have opened up a new area of pharmacotherapy for treatment of AD.
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1. Introduction

The prevalence of Diabetes has increased paralleling over the
years with the country’s rapid economic development in the
past several decades and has taken the place of modern
epidemic resulting directly from westernization. The
International Diabetes Federation anticipates that diabetes
afflicted people in South East Asia will reach 82 million
mark by 2025 with India contributing to its maximum [1].
The continuous rise of diabetes affected people in India have
proven to be a major health problem and leading to
simultaneous increase in cost of health care associated
problems proving a major economic. Diabetes is basically
categorized into 3 types- Diabetes Insipid us, Renal Diabetes
and Diabetes Mellitus (DM). DM is further divided into type
1DM (T1DM) and type 2 DM (T2DM) on the basis of their
dependency on insulin.

Diabetes is a chronic metabolic disorder characterized by
increased glucose levels and associated with accelerated
aging, increasing a person’s susceptibility to degenerative
conditions. The complications associated with the disease can
be broadly classified into microvascular (heart attack, stroke,
peripheral ~ vascular  diseases) and  microvascular
complications (neuropathy, nephropathy and retinopathy) [2]
— [4]. The major problem of concern for the people suffering
from the disease and also their family members is that recent
studies have found that diabetes has a significant role to play
in dementia- a condition wherein there is loss in cognitive
function which means the loss of the ability to think,
remember, or reason, as well as behavioural abilities, to such
an extent that it interferes with a person’s daily life and
activities [5] - [7].

2. DM and Nervous System

In diabetic patients, the concentration of glucose and insulin
is on a constant changing trend affecting the peripheral and
central nervous systems (CNS), either directly or indirectly
[8]. The blood brain barrier is an important contributor to the
changes in the CNS. Diabetes causes a change in both the
barrier and the transport function of the micro vessels.
Obesity — a problem in diabetes increases the lipid fluidity
and composition, and alters the neurotransmitter activity in
the cerebral micro vessels, notably the [ adrenergic
neurotransmission. [9]. Persistent dyslipidemia as a result of
hyperglycemia and associated problems has an important role
to play in cerebral dysfunction [10]. Neurodegenerative
effect in diabetes is a cumulative effect of microangiopathy,
hyperlipidaemia and other risk factors leading to increased
inflammation, oxidative stress, Advanced Glycation End
(AGE) products, decreased neuronal repair and neurogenesis
[11]. Defective insulin signaling pathways arising due to
fluctuations in the body glucose level also affects the CNS.
About 60—70% of diabetics also exhibit mild to severe forms
of nervous system damage [12].

3. DM and Dementia

Recent studies have stated that insulin resistance,
hyperinsulinemia and hyperglycaemia - the hallmarks of
T2DM can lead cognitive problems. Epidemiological studies
state that the risk of developing dementia is almost doubled
in T2DM patients. Diabetes is not just associated with
Vascular Dementia (VAD) but also other forms including
Alzheimer’s and Parkinson’s disease. Cognitive deficits
include memory impairment and at least one of the other
parallel problems in verbal memory, mental flexibility,
information processing speed and disturbances in executive
functioning. [5], [12]-[14]. Chronic hyperglycaemic
conditions impair the blood flow to the brain,
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neurotransmitter function and nutrient delivery to the brain. It
also leads to cardiovascular events, transient ischemic
attacks, and strokes. This has a major effect on the
hippocampus and the temporal lobes which has a role to play
in the declarative memory. The brain requires energy for its
various activities and glucose acts as the primary substrate.
Since the neuronal cells are unable to synthesize and store
glucose, the brain receives its share from the systemic
circulation and subsequent transport through the Blood Brain
Barrier (BBB). Elevated levels of insulin and blood glucose
create a pro- oxidative environment. The glucose reacts with
oxygen generating Reactive Oxygen Species (ROS).
Oxidative stress is known to cause neuronal death. It has
been observed that blood glucose concentration of 8—10
mmol/l is optimal for improved memory. [12] - [19]. Obesity
— a major problem arising from hyperlipidaemia also
contributes to the cognitive decline. Apart from increasing
the inflammation, oxidative stress and brain atrophy, the
adipose tissue secretes a protein known as adipocytokine or
adipokine which crosses the blood brain barrier and plays a
role in learning and memory. When diabetes sets in, the cells
synthesizing the protein become resistant to the insulin signal
and hence decreased production affecting cognition [5].
Furthermore hyperglycaemia is accompanied by increased
AGE production thereby accumulating amyloid and
triggering tau formation [5], [18] - [20]. Alzheimer’s is the
most common cause of dementia characterized by the
presence of neurofibrillary tangles and f amyloid plaques in
the brain. VAD is the second most common form of dementia
resulting from cerebrovascular disease or cardiovascular
pathology [20]-[22].

4. Type 3 Diabetes

Dementia is a big problem affecting the quality of life. The
number of people with Alzheimer’s is predicted to triple in
the next few decades. AD accounts for 60-80% of the cases
related to dementia. Studies have shown that insulin
resistance arising due to various factors is a major factor
which robs the memory of a person [12], [24]. Diabetes and
AD share several common pathophysiologies and hence AD
has now also been referred to as type 3 diabetes or Brain
diabetes. Increased sugar consumption sets your brain on fire.
This is because it leads to onset of diabesity which causes
inflammation leading to further insulin imbalance and
obesity. This enhances the release of inflammatory cytokines
such as TNF- a and IL-6 which produces systemic
inflammation thereby damaging the brain and worsening the
condition. The neuropathology of AD is characterized by the
presence of senile plaques, neurofibrillary tangles and loss of
basal cholinergic neurons [24] - [27]. Several factors arising
in diabetes have been linked to accelerate cognitive
impairment and onset of AD. The linking factors include-
hyperglycaemia resulting in increased formation of advanced
glycation end products (AGEs), mitochondrial dysfunction
and oxidative stress, inflammation, diacylglycerol activation
of protein kinase C and, increased glucose shunting in the
hexosamine pathway[25], [28]-[30], defective insulin
signalling and decrease in the insulin degrading enzymes
[28], [31]-[32].

5. Connections between DM and AD
5.1 Obesity and Metabolic Syndrome

Metabolic syndrome refers to a cluster of inter related
metabolic risk factors such as diabetes, obesity, hypertension,
insulin resistance and dyslipidaemia. Obesity and metabolic
syndrome are important contributing factors to T2DM and
also have been involved in cognitive decline. Studies have
postulated that the occurrence of AD increases by 36% for
every 1% increase in BMI (Body Mass Index) [12], [22].
Defective leptin signalling has a common pathway leading to
obesity and also increases the risk of AD. Leptin- a kind of
adipocytokine secreted by the adipocytes is a best known
hormone marker for obesity. Higher circulating levels of
leptin decreases the risk of developing dementia whereas low
levels have been linked to neurodegenerative diseases such as
AD. Studies carried out display that diabetic patients show a
decrease in leptin production. This may be due to altered
distribution of fat in the adipose tissue involved in leptin
secretion. Patients with high HbAlc levels (around 8.5%)
have also reported low leptin levels [34], [35]. Leptin
receptors are expressed in the hippocampus — area dealing
with learning and memory. Leptin is known to affect the
production of AP plaques by inhibiting the first enzyme
known as B-secretase in the formation of AP peptide from
Amyloid-B precursor protein (ABPP). Leptin also increases
the levels of IDE by activating the Akt pathway, thereby
augmenting to clearance of the AP plaques. Leptin also
increases synaptogenesis which aids in better cognition.
Expression of Mn- superoxide dismutase and anti apoptotic
protein Bcl- XL is up regulated by leptin, thereby preventing
oxidative stress and neuronal cell death [34]-[38].

5.2 Acetylcholine- the cholinergic hypothesis

The cholinergic hypothesis suggests a link between
hyperglycaemia, insulin resistance and inadequate production
of Acetylcholine (ACh). ACh is synthesized by Choline
Acetyltranferase (ChAT). Research carried out at the Brown
Medical School demonstrates that some level of ChAT is
expressed in insulin and Insulin like Growth Factor-1 (IGF-1)
receptor positive cortical neurons. The expression of ChAT
increases with increase in insulin and IGF-1 stimulation. The
co- localization of ChAT in insulin or IGF-1 receptor is
found to reduce in AD. Thus insulin resistance and supra
optimal levels of insulin contribute to decrease in the level of
acetylcholine. [12], [39], [40]. Acetylcholine also has a major
role to play in the function of insulin secreting pancreatic 3
cells. It stimulates insulin secretion by increasing the
cytoplasmic free Ca®” concentration via inositol phosphate
production. It also enhances the exocytosis of Ca’' in the B
cells via protein kinase C [41]. These evidences thus predict
that AD represents a type of neuro - endocrine disorder that
resembles a form of DM- Type 3.

5.3 Glucose metabolism
Alzheimer’s is coupled with abnormalities in glucose

metabolism. Brain has the highest rate of glucose
consumption. The energy generated by oxidation of glucose

Volume 3 Issue 9, September 2014

www.ijsr.net
Licensed Under Creative Commons Attribution CC BY

Paper ID: OCT1413

2239




International Journal of Science and Research (IJSR)
ISSN (Online): 2319-7064
Impact Factor (2012): 3.358

maintains the ionic balance associated with synaptic
transmissions [42, 43]. Significant reductions in cerebral
glucose metabolism have been observed in DM and also the
energy generated in the form of ATP showed a drastic
decline. The cause of this decrease is related to diversion of
the oxidation substrate from glucose to others such as amino
acids thus minimizing the energy [19], [42], [43]. Recent
studies have proposed that tau in human brain is also
modified by O-Glc N-Acylation in addition to
phosphorylation and that the former negatively regulates the
latter [44]. Studies carried out by Planel et. al. showed that
tau hyperphosphorylation was due to hypothermia which is
due to altered glucose metabolism. The study also
demonstrated that low temperature rapidly inhibited brain
phosphatases [45], [46]. Protein phosphatase 2A (PP2A) is a
major serine threonine phosphatase in the mammalian brain.
Tau proteins present in the axon under normal healthy
condition promote polymerization of the tubulin and
stabilization of the microtubule. It is involved in
dephosphorylation of the paired helical filaments thereby
preventing the formation of neurofibrillary tangles and helps
restores the activity of the tau protein in microtubule
formation. Thus hypothermia mediated inhibition of PP2A
induces AD like neuropathology [46, 47].

5.4 Apolipoprotein

Diabetes is characterized not only by hyperglycaemia and
hyperinsulinemia but also dyslipidaemia. APOE is a major
gene to be associated with lipid metabolism and brain
physiology [12], [20]. Human apoE is a polymorphic gene
with 3 isoforms namely - apoE2, apoE3 and apoE4. These
isoforms differ by a single gene substitution involving
cysteine — arginine replacement at positions 112 and 158.
This gene product plays a key role in cholesterol transport in
brain and therefore is essential in synapse plasticity [48]. It is
also known to cope up with oxidative stress and reduces
inflammation. Inheritance of the E4 allelic variant along with
diabetes increases the risk of dementia with cognitive
impairment. The E4 allele has a far reduced ability to clear
off the neuronal damage and moreover stabilizes the f -
amyloid plaques and accumulates a more stable insoluble
amyloid. The AGE binding ability of the E4 variant is
comparatively greater. Recent studies have illustrated that the
IDE (endopeptidase degrading cerebral AB) concentration in
the hippocampus [49], [50].

insulin

5.5 Insulin resistant brain state: Defective

signalling

Insulin — a two chain peptidal hormone has been known to be
involved in the glucose metabolism since ancient times.
Insulin is not just a peripheral hormone but also plays
significant role in the CNS. Studies have found out that the
concentration of insulin in brain is 10 times higher than that
in the plasma. Most of the insulin present in the brain is
derived from the pancreatic B cells and transported to the
brain via the blood brain barrier [12], [51]-[53]. Denovo
synthesis of insulin by the pyramidal neurons has also been
proposed as a source of insulin in the CNS [25], [53]. Within
the brain the insulin binds to insulin receptor widely
distributed in the CNS, thereby activating the downstream

secondary messengers and signal transduction pathways.
Insulin has a key importance in maintaining the synaptic
plasticity by enhancing the gamma- amino butyric acid
(GABA) receptor mediated transmission of signals (by
increasing the associated Ca>" channels). It also modulates
the excitatory and the inhibitory activity of the receptors such
as glutamate and the GABA thereby activating the shc/
Mitogen Activated Protein (MAP) kinase and the
Phosphatidylinositol 3 Kinase/ Protein Kinase C (PI3K/PKC)
pathways which is involved in the consolidation and
recollection of new memories [54] - [58]. Recent evidences
suggest that dementia is not just related to the formation of
amyloid plaques but loss of synapse is a major problem. AD
brains exhibit a varied form of defective insulin signalling
and decreased response to insulin — a state known as insulin
resistant brain state [59]-[63]. Under normal condition, IR
activation recruits and phosphorylates IR- substrates (IRS).
The phosphorylation takes place at either tyrosine or serine
residues. Phosphorylation at the former stimulates the major
pathway involved in the metabolic and cognitive functions
whereas inhibitory effects are seen in the latter case. Hence a
balance is required to be maintained between serine and
tyrosine phosphorylation. In T2D, the stress kinase c- Jun
NH, terminal kinase gets activated and phosphorylates the
IRS at the serine residues thereby inactivating the insulin
signalling pathway and leading to peripheral insulin
resistance. The formation of AP plaques in AD triggers the
removal of IRs from the hippocampus neuronal zone and
thereby reduced PTK activity and insulin resistant brain state
[64]. The insulin signalling pathway also interferes with the
leptin signalling pathway as mentioned earlier. When the
cholesterol intake increases, the p amyloid oxidises it to 78
hydroxy cholesterol — a type of oxysterol which is highly
toxic and potent inhibitor of PKC signal transduction
pathway which is essential for all phases of learning
including memory, consolidation and reconsolidation.
Oxidised cholesterol acts as second messenger and inhibits
insulin dependent signalling pathways thus affecting
synaptogenesis and thereby cognition impairment [55], [65],
[66].

5.6 Amyloid and tau

Many of the age related degenerative disorders such as AD,
Parkinson’s, Huntington’s and T2DM are characterised by
the formation and accumulation of amyloid plaques. The
amyloid fibrils arise as a consequence of protein misfolding
which may occur due to mitochondrial dysfunction or due to
the formation of ROS. Since many of the degenerative
disorders share a common structural and a common pathway
of fibril synthesis, researchers predicted that there might be
some common factor by which these fibrils pose toxic. Many
of the amyloid arises from cytosolic proteins while many
arise from extracellular or secretory proteins. Plasma
membrane is the only structural element exposed to both the
types. It has been postulated that there fibrils increase the
membrane permeability and alter the Ca®" ion concentration.
Destabilization of the Ca®" ion concentration renders the
neurons more vulnerable to metabolic insults. This is because
the AP plaques enhance Ca’" uptake by stimulating the
excitatory amino acids and calcium ionophore [33], [67],
[68]. A concomitant increase in the intracellular calcium
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levels directly affects a number of pathways including
generation of ROS, alters insulin signalling and induces
mitochondrial stress. Since many of the protein folding stages
require ATP, a decrease in the ATP production as a result of
mitochondrial dysfunction may trigger the upstream
pathways [33]. The AP plaques also interact with the insulin
signalling pathways and activate a key enzyme in the
formation of the neurofibrillary tangles. The enzyme
glycogen synthase kinase -3 (GSK-3) catalyses the formation
of glycogen is found to increase in case of T2DM and AD as
a result of dysregulation of the PI3K pathway [12], [33],
[69].

5.7 Insulin degrading enzyme: link between insulin and
amyloid degradation

IDE also known as insulysin is a highly conserved Zn**
endopeptidase contributing towards regulating peripheral
insulin levels and the amyloid plaques in case of
Alzheimer’s. The expression of IDE is under the control of
insulin signalling in the peripheral tissues. During onset of
diabetic conditions, the body offers a lower response to
insulin — a state known as insulin resistance. This results in
lower IDE concentration and slow turnover rate. As IDE
contributes significantly to decomposition of amylin in the
pancreatic [ cells and AP plaques in the CNS, reduced levels
of IDE leads to progression of both diabetes and AD [70]-
[72]. Castafio et al. proposed that under conditions wherein
hydrolysis is unfavourable, the IDE traps the peptide
monomers inside its cavity thereby preventing the formation
of amyloid polymers. These complexes are then routed to the
lysosomes and the proteosomes wherein they are degraded
and flushed out of the cell via exosomal pathway. Therefore
IDE dysfunction leads to increased amylin concentration
damaging the pancreatic cells and leading to the state of
insulin resistance. Also altered cerebral IDE interferes with
insulin signalling and accumulation of the AP plaques [72].

5.8 Advanced glycation end (AGE) products

Hyperglycaemia and resulting oxidative stress are the main
factors leading to the formation of AGE in the cerebral
region thereby leading to brain damage. AGE comprise of a
heterogeneous group of molecules indentifies as the end
products of Maillard reaction in 1912 [12], [39]. These are
formed when reducing sugars react with the amino group of
proteins leading to an irreversible, cross linked and unstable
compound. The accumulation of these products in the cells is
a normal phenomenon, but in case of DM it is highly
exacerbated. AGE accumulates within the cell due to
presence of phosphates and reactive sugars and auto
oxidation of glucose. Extracellular accumulation is mainly
due to the oxidation of the glycated proteins [12], [73]. AGE
is known to interfere with the signal transduction pathways
leading to increased production of free radicals. This creates
oxidative stress and cell damage and increase in membrane
rigidity [74]. Oxidative stress again enhances AGE formation
creating a viscous cycle. Mice with diabetic condition
expressed a higher number of receptor for AGE in the
neuronal and glial cell further complicating the disease. AGE
causes increased glycation of proteins and hence has been
accepted an active participant in the formation of AB plaques

and neurofibrillary tangles [73], [74].

5.9 Neurodegeneration, Mitochondrial

and Oxidative Stress

Dysfunction,

Mitochondria play a major role in energy metabolism and
hence known as the power house of the cell. Within here
maximum numbers of free radicals are produced in the form
of reactive oxygen species, super oxide, hydrogen peroxide,
and hydroxyl radical. Brain tissue consumes high amount of
oxygen, therefore brain tissue is highly sensitive to oxidative
stress since it has low activity of scavenging the free radical.
Improper functioning of mitochondria affects the central
nervous systems. Phosphorylated tau protein play a role in
scavenging the free radical which helps protect the early
pathogenesis in Alzheimer’s patients. Loss of function by
triggering receptor expressed in myeloid cells 2 (TREM)
enhances the oxidative stress in central nervous system. [45],
[75]. Blood containing protein ceruloplasmin and ferritin also
binds the free metal ion and scavenging the metal ions
induces free radical. Recent studies predict the mechanism of
endoplasmic reticulum stress induced neuronal cell death,
which is related to the AD. Generation of oxidative stress
affects the blood brain barrier and tight junction protein
expression. P.F. Schuck et al. showed that trans- glutaconic
acid is toxic to brain cells in vitro causing alterations in cell
ion balance and probably neurotransmission, as well as
oxidative stress in rat cerebral cortex. Mitochondrial K-ATP
channel also control the microglial activity ceases AD
progression. [12], [45], [76].

5.10 Inflammation

Inflammation is a key feature of diabetes and AD and plays a
major role in the pathogenesis of both disorders.
Inflammation is also part of body’s defense mechanism
against different types of injury, wound and cell rupture and
microorganism infected cell damage. Similar types of
inflammatory processes occur in the brain and in peripheral
tissues. Presence of different inflammatory markers in the
AD brain elevates levels of cytokines/chemokines and
gliosis. In type 2 diabetes, increase blood concentration of
inflammatory mediators such as tumor necrosis factor - o
(TNF-a), interleukin-6 (IL-6) and IL-1p are also involved in
AD [12], [77]. Tt increases the neuronal insulin resistance as
well as damaging the muscle, liver, pancreatic [ cells,
because of infiltration/activation of macrophage in adipose
tissue and causing peripheral insulin resistance. Inflammation
also underlies by hypothalamic dysfunction in obesity. The
hypothalamus is also called as master gland which secretes
maximum number of hormone. Type 2 diabetic followed
obesity activates different type of cytokine mediated pathway
and affect the proper functioning of hypothalamus. Aging is
most common important risk factor for AD. Its increases the
proinflammatory cytokines and markers such as IL-1p, IL-6,
C-reactive protein, which changes biochemical pathway
leading to neuronal dysfunction. Recent studies say that T2D
affect the blood brain barrier permeability. Postmortem
analyses of diabetic AD brains containing IL-6 levels are
high as compared to non diabetic AD brains. Adipose tissue
and adipose resident macrophage also participate in a cross
talk between the periphery and CNS, adipose tissue react
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with proinflammatory cytokines, adipokines, and chemokines
which leads to increase the level of TNF-o, IL-1B, IL-6
production and cross the blood brain barrier. Neuronal cell
containing  spingolipids, namely ceramide causes
inflammation and it is associated with T2D. Ceramide
changes the lipid raft environment and generating the
antibody and disrupting the neuronal insulin signaling [22],
[64].

6. Anti Diabetes Therapies as Anti -

Alzheimer’s Therapy

As DM and AD are molecularly associated disease,
controlling on the hyperglycaemic conditions may help in to
decrease the progression rate of the AD. Also clinical trials
have also been conducted to test the currently approved anti
diabetic for the treatment of AD. Some of the drugs tested
against AD have been summarized below:

Dipeptidyl peptidase IV inhibitors: DPP-4 such as
Sitagliptin or vildagliptin has been shown to prevent
mitochondrial dysfunction in the hippocampus area and helps
in improving memory. It is also associated with decreased
oxidative stress, reduced nitrosative stress and inflammation
in the brain and restoring the insulin signalling. This acts as a
cumulative effect in reducing the AP deposits [78].

Metformin: It is the most widely used biguanide for the
treatment of diabetes. It reduces hyperglycaemic conditions
by suppressing hepatic gluconeogenesis and controls blood
insulin levels. It also increases the sensitivity of the liver and
the muscle cells to insulin via AMP mediated pathway.
Besides its anti- hyperglycaemic role it has also been proved
to be neuroprotective by decreasing the insulin receptor
phosphorylation and increasing neuronal survival [12], [78].

Intranasal insulin: Administration of insulin through
intranasal route rapidly delivers insulin to the brain via
olfactory and trigeminal perivascular channels and improves
insulin signalling. Clinical trials conducted showed improved
cognition on insulin delivery as it protects against insulin
resistance induced by amyloid peptides [12], [78].

Thiazolidinediones: These are a class of compounds having
insulin  secretagogue  property, decreases  hepatic
gluconeogenesis, improve glycaemic control, promote
cholesterol homeostasis, neuronal Ca®’ homeostasis in
hippocampus and reduce cerebral inflammation through
inhibition of IL-6 and tumour necrosis factor.
Thiazolidinediones such as rosiglitazone and pioglitazone
work by stimulating peroxisome proliferator activated
receptor gamma (PPARSs). Clinical trials have proved this
drug to be anti-amyloidogenic and anti-inflammatory
reducing oxidative stress and improving cognition [12], [78].

Certain other drugs such as Sulphonylureas and Glucagon
like peptide-1 receptor agonists improves cognition by
interacting with ATP-sensitive potassium (Karp) channels in
the pancreas stimulating insulin secretion and activating
cAMP in the brain thereby inducing neurogenesisin the
brain respectively. Combination therapies of insulin and oral

anti- diabetics showed a drastic decline in the cognition
impairment [78].

7. Conclusion

Diabetes and AD initially known to be independent disorders
have recently found several common linking factors at
molecular level. The two disease have now become epidemic
sharing several pathophysiological mechanisms. Increased
hyperglycaemic condition and insulin resistant brain state are
the major contributing factors to both DM and AD. AD is
referred to as Type 3 diabetes since insulin resistant state and
fluctuating levels of plasma insulin are create conducive
conditions for AD progression as insulin play a key role in
neuronal signalling. Improper metabolism as in case of
Diabetes exacerbates several complications such as oxidative
stress, mitochondrial dysfunction, AGE production and
inflammation initiating a viscous cycle of disorders. As AD
and diabetes share several common mechanisms, clinical
trials are taken in to slow down the progression of AD using
anti- diabetic therapies. This opens up a new era in the field
of AD treatment.

References

[1] Lesley Jo Weaver, K. M. Venkat Narayan.
“Reconsidering the history of type 2 diabetes in India:
Emerging or re-emerging disease?” Natl Med J India;
21: pp. 288-291, 2008.

[2] Michael J. Fowler, MD. “Microvascular and
Macrovascular Complications of Diabetes. Clinical
Diabetes”, 6(2), pp. 77-82, 2008.

[3] Karunakaran Vithian. “Microvascular complications:
pathophysiology and management”. Clinical Medicine,
10(5): pp. 505-509, 2010.

[4] Edward W. Gregg and Arleen Brown. “Cognitive and
Physical Disabilities and Aging-Related Complications
of Diabetes”. Clinical Diabetes. 21(3), pp. 113- 118,
2003.

[5] Rachel Whitmer. “Alzheimer’s, dementia and diabetes —
where are the connections?” Clinical care, 53(1), pp.
19-22, 2008.

[6] Michael and Eric. “Dementia” (including Alzheimer
disease), www.uptodate.com, 2014.

[7] “The Dementias-Hope through Research”. National
Institute of Health. 2014.

[8] P J Watkins, P K Thomas. “Diabetes mellitus and the
nervous system”. Journal of Neurology, Neurosurgery
and Psychiatry, 65, pp. 620-632, 2014.

[9] Mooradian AD. “Central nervous system complications
of diabetes mellitus- a perspective from the blood-brain
barrier”. Brain Res Brain Res Rev, 23(3), pp. 210-8,
1997.

[10] Elizabeth R. Seaquist. “The Final Frontier: How Does
Diabetes Affect the Brain?” Diabetes, 59, pp. 4-5, 2010.

[11] Rajeev Kumar, Jeffrey C. L. Looi and Beverley
Raphael. “Type 2 diabetes mellitus, cognition and brain
in aging: A brief review”. Indian J Psychiatry, 5(1): pp.
S35-S38, 2009.

[12] Kawser Akter, Emily A. Lanza, Stephen A. Martin,
Natalie Myronyuk, Melanie Rua & Robert B. Raffa.

Volume 3 Issue 9, September 2014
www.ijsr.net

Paper ID: OCT1413

Licensed Under Creative Commons Attribution CC BY

2242




International Journal of Science and Research (IJSR)
ISSN (Online): 2319-7064
Impact Factor (2012): 3.358

“Diabetes mellitus and Alzheimer’s disease: shared
pathology and treatment?” British Journal of Clinical
Pharmacology, 71:3, pp. 365-376, 2011.

[13] E van den Berg, R P C Kessels, E H F de Haan, et al.
“Mild impairments in cognition in patients with type 2
diabetes mellitus: the use of the concepts MCI and
CIND”. J Neurol Neurosurg Psychiatry 76, pp. 1466-
1467. 2005.

[14] Carol E. Greenwood, Randall J. Kaplan, Stacey
Hebblethwaite, David J.A. Jenkins. “Carbohydrate-
Induced Memory Impairment in Adults with Type 2
Diabetes”. Diabetes Care, 26(7), pp. 1961- 1966, 2003.

[15] Richardson JTE: “Cognitive function in diabetes
mellitus. Neurosci Biobehav Rev, 14, pp. 385-388,
1990.

[16] Strachan MWJ, Deary 1J, Ewing FME, Friere BM, “Is
type II diabetes associated with an increased risk of
cognitive dysfunction?” Diabetes Care, 20, pp.438—445,
1997.

[17] Stewart R, Liolitsa D: “Type 2 Diabetes Mellitus,
Cognitive Impairment and Dementia”. DiabetMed 16,
pp- 93-112, 1999.

[18] T.M. Vijayakumar, G.B.N. Sirisha, M.D. Farzana
Begam and M.D. Dhanaraju. ‘“Mechanism Linking
Cognitive Impairment and Diabetes mellitus. European
Journal of Applied Sciences 4 (1), pp. 01-05, 2012.

[19] Donna L Korol and Paul E Gold. “Glucose, memory,
and aging. Am J Clin Nutr, 67(7), pp. 64S-718, 1998.

[20] Rita Peila,Beatriz L. Rodriguez, and Lenore J. Launer.
“Type 2 Diabetes, APOE Gene, and the Risk for
Dementia and Related Pathologies”. Diabetes 51, pp.
12561262, 2002.

[21] “Connecting Alzheimer’s, Cardiovascular Disease,
Parkinson’s disease, and Type 2 Diabetes”. Life
Extension News TM, 7(3),2004

[22] Weili Xu. “Diabetes Mellitus and the Risk of Dementia.
2008.

[23] Cole AR, Astell A, Green C, Sutherland C. “Molecular
connexions between dementia and diabetes”. Neurosci
Biobehav Rev, 31(7): pp. 1046-1063, 2007.

[24] “Diabetes & Alzheimer’s The Truth about “Type 3
Diabetes” and How You Can Avoid It”.

[25] Ana I. Duarte, Paula [.Moreira and Catarina R. Oliveira.
“Insulin in Central Nervous System: More than Just a
Peripheral Hormone”. Journal of Aging Research, pp.
1-21,2012.

[26] Stuart Wolpert. “Alzheimer’s, Parkinson’s, Type II
Diabetes Are Similar at the Molecular Level”, UCLA
and International Scientists Report, 2007.

[27] “Alzheimer's, Parkinson's and diabetes
Unfolding amyloidSecrets”, January 22, 2011.

[28] Peacock, M.J.,, A.R. Folsom, D.S. Knopman, T.H.
Mosley, D.C. Goff and M. Scklo, “Dietary antioxidant
intake and cognitive performance in middle aged
adults”. Public Health Nutrition. 3, pp. 337-343, 2000.

[29] Abimbola Akomolafe, “Diabetes Mellitus and Risk of
Developing Alzheimer Disease”. Arch Neurol., 63, pp.
1551-1555, 2006.

[30] Munch G, Schinzel R, Loske C, Wong A, Durany N, Li
JJ, Vlassara H, Smith MA, Perry G, Riederer P:
“Alzheimer’s disease-synergistic effects of glucose
deficit, oxidative stress and advanced glycation

mellitus:

endproducts”. J Neural Transm 105, pp. 439-461,
1998.

[31] Weili Xu, Chengxuan Qiu, Margaret Gatz, Nancy L.
Pedersen, Boo Johansson, and Laura Fratiglioni. “Mid-
and Late-Life Diabetes in Relation to the Risk of
Dementia”. Diabetes, 58, pp. 71-77, 2009.

[32] C. L Leibson, W. A. Rocca, V. A. Hanson, R. Cha, E.
Kokmen, P. C. O'Brien, and P. J. Palumbo. “Risk of
Dementia among Persons with Diabetes Mellitus: A
Population-based Cohort Study”. American Journal of
Epidemiology. 145(4), pp. 301-308, 1997.

[33] Charles G. Glabe. “Common mechanisms of amyloid
oligomer pathogenesis in degenerative disease”.
Neurobiology of Aging, 27, pp. 570-575, 2006.

[34] Mohammed Abu Sayeed, Abul Kalam Azad Khan.
“Leptin Is Reduced in Lean Subjects With Type 2
Diabetes in Bangladesh”. Diabetes Care, 26( 2), pp.
547, 2003.

[35] Mehmet Akif Buyukbese, CA, Ali Cetinkaya, Ramazan
Kocabas, Aytekin Guven and Mehmet Tarakcioglu.
“Leptin levels in obese women with and without type 2
diabetes Mellitus”. Mediators of Inflammation, 13(5/6),
pp- 321-325. 2004.

[36] Sweeney G. Leptin Signalling”. Cell Siganl, 14(8), pp.
655-663, 2002.

[37] Ronghua Yang and Lili A. Barouch. “Leptin Signaling
and Obesity: Cardiovascular Consequencesv. Circ Res.,
101, pp. 545-559, 2007.

[38] Gurdeep Marwarha, Othman Ghribi. “Leptin signaling
and Alzheimer’s disecase”. Am J Neurodegener Dis;
1(3), pp. 245-265, 2012.

[39] Kroner Z. The relationship between Alzheimer’s disease
and diabetes: type 3 diabetes?” Altern Med Rev; 14, pp.
373-379, 2009.

[40] Rivera EJ, Goldin A, Fulmer N, et al. “Insulin and
insulin-like growth factor expression and function
deteriorate with progression of Alzheimer’s disease:
link to brain reductions in acetylcholine”. J Alzheimer’s
Dis; 8, pp. 247-268, 2005.

[41] Rayner Rodriguez-Diaz, Robin Dando. “Alpha cells
secrete acetylcholine as a non-neuronal paracrine signal
priming beta cell function in humans”. Nature
Medicine. 17(7), pp- 888-893, 2011.

[42] David Schubert. “Glucose metabolism and Alzheimer's
disease”. Ageing Research Reviews, 4(2), pp. 240-—
257,2005.

[43] Hoyer S. “Abnormalities of glucose metabolism in
Alzheimer's disease”. Ann N'Y Acad Sci.; pp. 640:53-8,
1991.

[44] Cheng-Xin Gong, Fei Liu, Inge Grundke-Igbal and
Khalid Igbal. “Impaired brain glucose metabolism leads
to Alzheimer neurofibrillary degeneration through a
decrease in tau O-GlcNAcylation”. Journal of
Alzheimer's disease.9 (1), pp. 1-12, 2006.

[45] Timothy D. Buff. “The Relationship of Alzheimer’s
disease and Diabetes Mellitus: Is neurodegeneration
linked to insulin abnormalities?” pp, 1-17.

[46] Emmanuel Planel. “Alterations in Glucose Metabolism
Induce Hypothermia Leading to Tau
Hyperphosphorylation through Differential Inhibition of
Kinase and Phosphatase Activities: Implications for

Volume 3 Issue 9, September 2014
www.ijsr.net

Paper ID: OCT1413

Licensed Under Creative Commons Attribution CC BY

2243




International Journal of Science and Research (IJSR)
ISSN (Online): 2319-7064
Impact Factor (2012): 3.358

Alzheimer’s disease”. The Journal of Neuroscience,
24(10), pp. 24012411, 2004.

[47] Rong Liu, Qing Tian. “Protein phosphatase 2A, a key
player in Alzheimer’s disease”. Frontiers of Medicine in
China. March, 3(1), pp. 8-12, 2009.

[48] Troy T Rohn. “Is apolipoprotein E4 an important risk
factor for vascular dementia?” Int J Clin Exp Pathol;
7(7), pp.- 3504-3511, 2014.

[49] Christodoulos  Monastiriotis,  Nikolaos  Papanas,
Stavroula Veletza, Efstratios Maltezos. “APOE gene
polymorphisms and diabetic peripheral neuropathy”.
Arch Med Sci 4, pp. 583-588, 2012.

[50] Philip B. Gorelick. “Risk Factors for Vascular Dementia
and Alzheimer Disease”. Stroke. 35, pp. 2620-2622,
2004.

[51] Jana Havrankova, Jesse Roth & Michael J. Brownstein..
“Concentrations of Insulin and of Insulin Receptors in
the Brain are Independent of Peripheral Insulin Levels”.
J. Clin. Invest. 64, pp. 636-642, 1979.

[52] Plum L, Schubert M, Briining JC. “The role of insulin
receptor signaling in the brain”. Trends Endocrinol
Metab.; 16(2), pp. 59-65, 2005.

[53] Inés Sebastido, Emanuel Candeias, Maria S. Santos,
Catarina R. de Oliveira, Paula I. Moreira and Ana I.
Duarte. “Insulin as a bridge between type 2 diabetes and
Alzheimer disease — how anti-diabetics could be a
solution for dementia”. Frontiers in Endocrinology,
5(110), pp. 1-13, 2014.

[54] Jana Havrankova, Jesse Roth & Michael Brownstein.
“Insulin receptors are widely distributed in the central
nervous system of the rat. Nature 272, pp. 827 - 829,
1978.

[55] Nelson TJ, Alkon DL. “Insulin and cholesterol
pathways in neuronal function, memory and
neurodegeneration”. Biochem Soc Trans.; 33(5), pp.
1033-1036, 2005.

[56] Van der Heide LP, Ramakers GM, Smidt MP. “Insulin
signaling in the central nervous system: learning to
survive”. Prog Neurobiol., 79(4), pp. 205-21, 2006.

[57] Correia SC , Santos RX, Carvalho C, Cardoso S,
Candeias E, Santos MS, Oliveira CR, Moreira PI
“Insulin ~ signaling,  glucose  metabolism  and
mitochondria: major players in Alzheimer's disease and
diabetes interrelation”. Brain Res., 1441, pp. 64-78,
2012.

[58] Zhao WQ, Alkon DL. “Role of insulin and insulin
receptor in learning and memory”. Mol Cell
Endocrinol.; 177(1-2), pp. 125-134, 2001.

[59] Steen E, Terry BM, Rivera EJ, et al. “Impaired insulin
and insulin-like growth factor expression and signaling
mechanisms in Alzheimer’s disease—is this type 3
diabetes? ” J Alzheimers Dis; 7: 63—-80, 2005.

[60] Talbot K, Wang HY, Kazi H,pp. et al. “Demonstrated
brain insulin resistance in Alzheimer’s disease patients
is associated with IGF-1 resistance, IRS-1
dysregulation, and cognitive decline”. J Clin Invest; pp.
122:1316-1338, 2012.

[61] Moreira PI. “Alzheimer's disease and diabetes: an
integrative view of the role of mitochondria, oxidative
stress, and insulin”. J Alzheimers Dis.; 30 Suppl 2: pp.
S199-215, 2012.

[62] Moreira PI, Duarte Al, Santos MS, Rego AC, Oliveira
CR. “An integrative view of the role of oxidative stress,
mitochondria and insulin in Alzheimer's disease”. J
Alzheimers Dis.; 16(4), pp. 741-61, 2009.

[63] Kuljis RO, Salkovi¢-Petrisi¢c M. “Dementia, diabetes,
Alzheimer's disease, and insulin resistance in the brain:
progress, dilemmas, new opportunities, and a
hypothesis to tackle intersecting epidemics”. J
Alzheimers Dis. 25(1), pp. 29-41, 2011.

[64] Fernanda G. De Felice and Sergio T. Ferreira.
“Inflammation, Defective Insulin Signaling, and
Mitochondrial Dysfunction as Common Molecular
Denominators Connecting Type 2 Diabetes to
Alzheimer Disease”. Diabetes. 63,pp. 2262- 2272,
2014.

[65] Candeias E, Duarte AI, Carvalho C, Correia SC,
Cardoso S, Santos RX, Placido Al, Perry G, Moreira
PI. “The impairment of insulin signaling in Alzheimer's
disease”. IUBMB Life. 64(12), pp. 951-7, 2012.

[66] Nelson TJ, Sun MK, Hongpaisan J, Alkon DL.
“Insulin, PKC signaling pathways and synaptic
remodeling during memory storage and neuronal
repair”. Eur J Pharmacol.; 585(1), pp. 76-87, 2008.

[67] Mattson MP. “Calcium and neuronal injury in
Alzheimer’s disease. Contributions of _-amyloid
precursor protein mis-metabolism, free radicals, and
metabolic compromise”. Ann NY Acad Sci; 747, pp.
50-76, 1994.

[68] Mattson MP, Cheng B, Davis D, Bryant K, Lieberburg
I, Rydel RE. “B -Amyloid peptides destabilize calcium
homeostasis and render human cortical neurons
vulnerable to excitotoxicity”. J Neurosci; 12, pp. 376—
89, 1992.

[69] Zhong-Sen Qu, Liang Li, Xiao-Jiang Sun, Yu-Wu Zhao,
Jin Zhang, Zhi Geng, Jian-Liang Fu, and Qing-Guo
Ren. “Glycogen Synthase Kinase-3 Regulates
Production of Amyloid- [ Peptides and Tau
Phosphorylation in Diabetic Rat Brain”. The Scientific
World Journal, pp. 1-8, 2014,

[70] Qiu WQ, Folstein MF. “Insulin, insulin-degrading
enzyme and amyloid-beta peptide in Alzheimer's
disease: review and hypothesis”. Neurobiol Aging. ;
27(2) pp. 190-198, 2006.

[71] Fernandez-Gamba, M.C. Leal, L. Morelli and E.M.
Castaflo, “Insulin-Degrading Enzyme: Structure-
Function Relationship and its Possible Roles in Health
and Disease”. Current Pharmaceutical Design, 15, pp.
3644-3655, 2009.

[72] Bennett RG, Hamel FG, Duckworth WC. “An insulin-
degrading enzyme inhibitor decreases amylin
degradation, increases amylininduced cytotoxicity, and
increases amyloid formation in insulinoma cell
cultures”. Diabetes; 52, pp. 2315-20, 2003.

[73] Sims-Robinson et al. “How does diabetes accelerate
Alzheimer disease pathology?” Nat Rev Neurol.; 6(10),
pp- 551-559, 2010.

[74] Munch G, Schinzel R, Loske C,Wong A, Durany N, Li
JJ, Vlassara H, Smith MA, Perry G, Riederer P.
“Alzheimer’s disease — synergistic effects of glucose
deficit, oxidative stress and advanced glycation
endproducts”. J Neural Transm; 105, pp. 439-461,
1998.

Volume 3 Issue 9, September 2014
www.ijsr.net

Paper ID: OCT1413

Licensed Under Creative Commons Attribution CC BY

2244




International Journal of Science and Research (IJSR)
ISSN (Online): 2319-7064
Impact Factor (2012): 3.358

[75] Emilio L. Streck, Grzegorz A. Czapski, and Cleide
Gongalves da Silva. “Neurodegeneration, Mitochondrial
Dysfunction, and Oxidative Stress”. Oxidative
Medicine and Cellular Longevity, pp. 1-2, 2013.

[76] M.A. Smith et al. “Oxidative stress in Alzheimer's
disecase”. Biochimica et Biophysica Acta 1502, pp.
139-144, 2000.

[77] Hotamisligil GS. “Inflammatory pathways and insulin
action”. Int J Obes Relat Metab Disord., 27 Suppl 3, pp.
S53-5,2003.

[78] Kannayiram Alagiakrishnan. “Antidiabetic Drugs and
Their Potential Role in Treating Mild Cognitive
Impairment and Alzheimer’s Disease”. Discov Med.;
16(90), pp. 277-86, 2013.

Author Profile

Dr. S. S. Bandyopadhyay, M.Sc Biochemistry,
PhD Human Biology. Presently associated with
PG Department of Biochemistry, Biotechnology,
Molecular Biotechnology and Genetic Engineering as
visiting lecturer. Has profound knowledge in food
adoptability, anthropometric, mitochondrial genetics, plant
products, its use in disease treatment and has several papers
published in Indian and foreign journals.

[ ™% | Ms. Hiral Mistry, M.Sc in Biotechnology from
R.G.B.C, R.T.M. Nagpur University. Presently looking
forward to pursue PhD from an esteemed institute.

Mr. Rudra Prasad Dutta, M.Sc in Biochemistry
(Nagpur University). Presently he is a PhD scholar at
Department of Biochemistry, (R.T.M. Nagpur
University).

Volume 3 Issue 9, September 2014

www.ijsr.net
Licensed Under Creative Commons Attribution CC BY

Paper ID: OCT1413

2245





