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Alzheimer ‘s disease (AD), the most widespread type
of dementia, 1s a progressive neurodegenerative
disease caused by an accumulation of AS plaque
deposits in the brains. Despite its high prevalence,
the cause of AD is unknown, explaining the lack of
effective medication for its treatment. Statins drugs
1s typical cholesterol-lowering drugs, is used to
control blood cholesterol and prevention of
cardiovascular diseases, 1n particular often used in
the treatment of type II diabetes. Because
epidemiological studies have indicated that type II
diabetes and AD has considerable relevance, so
history is that statins may also have effects against
AD, but the detailed molecular mechanism switch
current 1s not very clear. Therefore, in this study,
we used mevastatin as the object of study. In vitro
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approach aims to explore the history of statins may
be anti-molecular mechanisms of AD. Preliminary
results showed that laboratory cultured neural cells
by adding mevastatin, the ability to have a
significant activation of AMPK, which was induced
AMPK activity against AS for the mevastatin
neuroprotective effect of protein is required The. In
addition, the beta-amyloid caused by the Tau protein
phosphorylation has also significantly inhibited by
mevastatin treatments. Our preliminary results showed
that the treatments of mevastatin could attenuate the
A B-induced neurotoxicity by enhancing autophagy
degradation pathway. Furthermore, we showed that the
autophagy degradation pathway may through attenuating
AKT activity and stimulating downstream LC3-II level
potentially. In summary, we hypothesized that
mevastatin may be through enhancing the activity of
AMPK to achieve against the toxicity of beta-amyloid
protein, and further inhibit the phosphorylation of
Tau had to reach its neuroprotective effect.

Alzheimer ‘s disease, Tau hyperphosphorylation, S -
amyloid, Mevastatin, AMP-activated protein kinase
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Abstract

Alzheimer's disease (AD), the most widespread type of dementia, is a progressive
neurodegenerative disease caused by an accumulation of AP plaque deposits in the brains. Despite its
high prevalence, the cause of AD is unknown, explaining the lack of effective medication for its
treatment. Statins drugs is typical cholesterol-lowering drugs, is used to control blood cholesterol and
prevention of cardiovascular diseases, in particular often used in the treatment of type 11 diabetes.
Because epidemiological studies have indicated that type Il diabetes and AD has considerable
relevance, so history is that statins may also have effects against AD, but the detailed molecular
mechanism switch current is not very clear. Therefore, in this study, we used mevastatin as the object
of study. In vitro approach aims to explore the history of statins may be anti-molecular mechanisms of
AD. Preliminary results showed that laboratory cultured neural cells by adding mevastatin, the ability
to have a significant activation of AMPK, which was induced AMPK activity against A for the
mevastatin neuroprotective effect of protein is required The. In addition, the beta-amyloid caused by
the Tau protein phosphorylation has also significantly inhibited by mevastatin treatments. Our
preliminary results showed that the treatments of mevastatin could attenuate the Ap-induced
neurotoxicity by enhancing autophagy degradation pathway. Furthermore, we showed that the
autophagy degradation pathway may through attenuating AKT activity and stimulating downstream
LC3-I1 level potentially. In summary, we hypothesized that mevastatin may be through enhancing the
activity of AMPK to achieve against the toxicity of beta-amyloid protein, and further inhibit the

phosphorylation of Tau had to reach its neuroprotective effect.

Key words: Alzheimer's disease, Tau hyperphosphorylation, 3-amyloid, Mevastatin, AMP-activated

protein kinase.
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Yours sincerely,

FENS Forum 2012 Abstract Team on behalf of the Scientific Programme Committee
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Amyloid B interferes with assembly of tubulin by an antizyme dependent pathway in
neuronal cells
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Taichung, Taiwan.

Microtubule instability is observed in several neurodegenerative diseases, including
Alzheimer's disease (AD). Studies have shown that amyloid B (AB) deposition is
associated with AD pathogenesis by initiating signaling pathways leading to neuronal
apoptosis, but the mechanisms by which neurodegenerative insults impact
cytoskeleton stability are poorly understood. Our previous studies have provided
substantial evidence that the treatment of A showed an increase expression of
antizyme (AZ), a negative regulator of ornithine decarboxylase (ODC) enzyme
activity and polyamine transportation. However, immunofluorescence analysis
revealed that upon AP exposure cells display cytoskeleton abnormalities in an
AZ-associated manner. Herein we show that Ap peptides induced an increase in AZ
levels and localized to tubulin directly, which was interfered with assembly of tubulin
and related with decreases in microtubule stability. Moreover, we also found that A
alters microtubule networks by decreasing tubulin acetylation which may affect
trafficking in neurons. As a result of microtubule disruption, alterations in tau
hyperphosphorylation and altered cellular distribution of ODC were also found. In
conclusion, our study strengthens the hypothesis that AB-induced neurotoxicity and
provides a potential mechanism which reveals an early role of AZ in cytoskeleton
abnormalities. These findings may allow us to get new insights into the intracellular
regulation of AZ and tau interactions on microtubule stability in AD.
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