2016 2017

The mechanism of the prevention for dementia, focusing exercise therapy
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Alzheimer®s disease is the principal disease causin? dementia, and has not
been completely cured. So it"s so important to avoid the development and delay the onset of AD. The
association between AD and life style disease is widely reported. We consider that the improvement
of lifestyle can be suppress the pathogenesis of AD. Especially, we focus on exercise-related
molecule X. We analysis of the effect of molecule X for AB level, the most major cause in the AD
pathology, furthermore we will reveal that by using intervention experiments using AD model mice.



et al.
2013
AD
AD
B AB

20

30 AB

AB  AD
AB
AD
AD

Kivipelto M et al. Lancet
Neurol 2017, Maesako M et a. Journal of
Biological Chemistry 2012, SchlosserCovell
GE et a. Neurologist 2015

Wrann CD et dl.
Cell Metabolism 2013

(ZILINAR—FEDYRYER)

(GEEPB7IO0—F)
WRIVBERAOF S FEFERICEET D
- FRHITRIEL CREFASERY AN

B
R IFRBHECBESLL

(Deborah EB Lancet Neurol. 2011)

(EPR7IO—F)
RARGETREER

IR EESTIH I RFED
- PRIREREISAEERY

AB

1n vivo

——

PN I - Sk

FNDC5/TIrisinh' S5 BRSYB. LE
BAT

ARMRTEENZS )
or 1,
A TR T
i RENNEE,
BAERROER

AB APP

C V5
APP770 APP695



AB

ELISA

18: Vs

1

Noemal .
jnput fabbitigG; HA

- -

APP

HA

wild type

APP 4GS

APP

“.

r=i36
)
b= Light ghialn

* Long exposure

|- -

~=Light chain

— 2f}
==L ight chain

wild type

APP

X

AB  ELISA
AP
APP
APP B
a
Y
B
APP C
C99
Y
AP o
C
C83 Y
AP

Hardy J, Selkoe DJ et al. Science
2002

C99
C83

X

AP

1.4 4
1.2 9

0.8 1
0.6 1
0.4 4
0.2 1

ratio of
Apazian

Ap4Z

1 -
0.8 A
0.6 1
0.4 1
0.2 A

sAPPR

sAFPPa



APP X

1)

APP C 2013

2) Kivipelto M, Mangialasche F, Ngandu T:
Can lifestyle changes prevent cognitive
impairment?  Lancet  Neurol 2017,
16:338-339.

3) Maesako M, Uemura K, Kubota M,
Kuzuya A, Sasaki K, Hayashida N,
Asada-Utsugi M, Watanabe K, Uemura M,
Kihara T, et al: Exercise is more effective
than diet control in preventing high fat
diet-induced beta-amyloid deposition and
memory deficit in amyloid precursor
protein transgenic mice. J Biol Chem 2012,
287:23024-23033.

4) Schlosser Covell GE, Hoffman-Snyder
CR, Wellik KE, Woodruff BK, Geda YE,
Caselli RJ, Demaerschalk BM, Wingerchuk
DM: Physical activity level and futurerisk
of mild cognitive impairment or dementia:

preliminary a critically appraised topic. Neurologist
2015, 19:89-91.

5) Wrann CD, White JP, Salogiannnis J,
Laznik-Bogoslavski D, Wu J, Ma D, Lin JD,
Greenberg ME, Spiegelman BM: Exercise

(FREn3ER) induces hippocampal BDNF through a
AEOREE PGC-lalpha/FNDC5  pathway. Cell
et & metabolism 2013, 18:649-659.
BoEEHOBR | L """ 6) Hardy J, Selkoe DJ: The amyloid
| fuaeeouns hypothesis of Alzheimer's disease: progress
o e and problems on the road to therapeutics.
S ST Science 2002, 297:353-356.

BATEROLR
ABBRIEL | SAEEROER

ABDELEESEZBT,
BROEEROLRLES E2BATES |

Y
1

Masakazu Miyamoto, Akira Kuzuya,




Yasuha Noda, Kengo Uemura, Megumi
Asada-Utsugi, Yoshiyasu Fukusumi,
Hiroshi Kawachi, Shinji Ito, Ryosuke
Takahashi, Ayae Kinoshita.

SV2B can regulate BACE1 localization
in the hippocampus. Journal of the

Neurological Sciences 2017

2
Masakazu Miyamoto, Akira Kuzuya, Yasuha

Noda, Kengo Uemura, Megumi

Asada-Utsugi, Shinji Ito, Yoshiyasu

Fukusumi, Hiroshi Kawachi, Ryousuke

Takahashi, Ayae Kinoshita

SV2B can regulate BACE1l localization
59

BACEI1
40 2017
39 2016
P1-322 Yasuha Noda, Akira Kuzuya,
Masato  Maesako, Yoshitaka  Tashiro,
Megumi Asada, Masakazu Miyamoto,
Hirofumi  Yamashita, Kengo Uemura,

Ryosuke Takahashi, Ayae Kinoshita et al.
The effect of fibronectin type 3
domain-containing protein 5 (FNDC5) for
the pathogenesis of alzheimer's disease

Masakazu Miyamoto, Akira Kuzuya, Yasuha

Noda, Kengo Uemura, Megumi
Asada-Utsugi,  Shinji  Ito,  Yoshiyasu
Fukusumi, Hiroshi Kawachi, Ryousuke

Takahashi, Ayae Kinoshita

A search for novel interacting proteins to
modulate synaptic BACEI activity.

Society for Neuroscience (San Diego USA)
2016

A search for novel interacting proteins to
modulate synaptic BACE1 activity.

57
2016

A search for novel interacting proteins to
modulate synaptic BACE1 activity.

39 2016
2
2017
30-32 2016
o 0
o 0
€))

NODA, Yasuha

&)



®)

4



