in cultured cortical neurons. Mol
Neurodegener, 6: 47, 2011.

S
1) Michikawa M.

Isoform-dependent
apolipoprotein E and Alzheimer disease
Invited speaker, the department seminar

functions of

at Mayo Clinic

June 8, 2011, Jacksonville, FL, USA

2) Michikawa M.

Isoform-dependent and -independent
functions of apolipoprotein E and
Alzheimer disease The International
Conference
Gerontology, July 9, 2011, Busan, Korea.
3) Michikawa M., Hosono T, Mouri A,
Nishitsuji K, Nakamura T, Jung C.G.,
Kontani M., Tokuda H, Kawashima H,
Kiso Y, Nabeshima T.

Arachidonic acid diet prevents memory
impairment and brain Abeta deposition

of Korean Society for

in Tg2576 mice.
Symposium: PUFA and its derivatives-

brain, neuroprotective agents for
senescence, ISN-ESN, Athens, Greece,
Aug 30, 2011.

4) Michikawa M.

ApoE dependent and independent
Abeta clearance pathways in the brain.
Mount Sinai University, School of
Medicine, January 6, 2012, New York,
NY, USA '

5) Zou K, Liu J, Watanabe A, Liu S,
Tanabe C, Maeda T, Oba R, Michikawa
M, Komano H. Two active domains of
ACE are essential for
Abetad3-converting activity. ISN-ESN,
Athens, Greece, Aug 31, 2011.

6) B Tk
T NA = —JR5FRieR b NIER

FHERERE BT %9 5 R A AR B BA R
Eﬁ@w%ﬁi&%ﬁ%i@%&ﬂﬂ
RE YURVU L THERE L BER
i, BEJ7) 201146 A 17 B, ER
7) Liu JJ, Liu S, Watanabe A,
Tanabe C,,Maeda T, Michikawa
M, Zou K, Komano H.
Abeta43-converting activity
requires two active domains of
ACE

HAZFERRE 201149 A
23 B, A&

8) B W
Isoform-dependent functions
of apolipoprotein E in
cholesterol transport and
Alzheimer disease.
BARELZESRE YAV Y

v ”Cholesterol in brain

diseases" 2011 4 9 A 23 H.
g i

9) EFE.FELBY MEME,
“E‘Jl . EAERIE. AR
B Vv 2 F Uy FEERICHE
DOIMBEBERIEE Y X
EEMIZBIT D 5D47 T ¥ Ui
MEHILFEORBA L HME T 5
HARAE{FESERE 20119 A
23 B, H#

10) HELBY, EFE. #5H
£, B, A REE Ty
NAT—/ET NV~ T AT
BT Do FUrmg

JVatI )7 roEE
R AT '
BHAAZ{LESKSE 2011 F 9
A 23 BH. HEH

11) #EJUEK

T NA 7 — IR FROESR R E

EREEBEELT

81 9 ERACEEHRMEN B



TH23FE11H268 s
12) FELBY ., EFE, MEE.
1E)E. AFHEER
T I NA = —IRE TN~ 7 AR5
By bHEs~ ) vy 7 xaryRad
T R EENESH DR AEAT
HARAESS, FR23F11A1
1H, BX
13) REHZ AR Ex RE, BEE,
MR, LT A, BETFRE. KL
OBgER. WIBL. WME
B TR A RE ORI R IE M
FREERE., MLER LV ApoEEEF%
ROEE HARBMEFS., FL2 34F

11H11H, EX
14) WNBRE, YUz, 8HHE,
i8)11#%_The renin-angiotensin system
modulates APP and ApoE metabolism.
AABMEFS, FH23F11A1
1A, R
15) EHAR . BRI B3k, ) IHME,
mEPE. EBE
2 UBREREBICEEE B IIETEFO
fEMT BARRAEFER, T2 311
A11H, BR

H. %FHGE
2L



R4S BRI R E w B & FRANEN R ST 7EF )
() R EE
A B EA T FIRB OB L4 ZROFIEEIC L DIGFRIE DB
RS EE: EHRE RRREREREERTZER

WRER

A BIIHIBEES /%7 APP KV, BRIy 7 VE—BIZX2UIMESZTESE - WS
D, ZDABELEVAT JMINTHOES X7 TH U | MREIEERE & /Mak Rz
KRELSEEEPZTHZLPAMONTNDS, BFEFEITIINETIZ, BEILVI—ERRAT 4
vaEYL 1Y VEE (SIP) AR, v EZLEZ—ERET I MUBIROEEL S THZ L%
B ST Ln, —F. BT AV AL = —ROEEIZOWTIERERA LN STV
WA, D GWAS f#HTIZ K ¥V . BIN1, PICALM, CD2AP 72 &/NfalgkBEE Sy &m0
SNP BT YA ~—RFIEY A7 LT 2 Z L AR S 4L, BIE A B =X b LMRaPe/h
JaEE R OERIRB S N, T72b b FEHEEARE S L OVINEEDOERER A B E
EICEEEE L, OWTEITAY N, v —R{RBEICED D &\ 5 o FEBIEE Sz,
F I TEFRICRBOTIE, B2 U —BEEEHIET 2 2 O ERERERE R I UVNE
Wt RICED D FREMRIT L. TOEEEHIET 2B FLamEER T & T #H
BT YA <= —JRIgREDOHREZ BT,

A. HHEEEE] -
ARG ENC IV TIE, FRIRBIEER  @OGWAS T & 0 AD OBIEFRIMERET
R OVNEEIERICER L ABEAEZBR  LREINIEEBEFD 5 B BINI (Bridging
HICRLE T 2 BIFIEN S F OFE L E55F  integrator 1) 3 X T PICALM
WEMD AT V—=2 T %175, AEEIL  (Phosphatidylinositol binding clathrin
BfRigiz, 1) SIPREHRIKICL D AB  assembly protein) DFBEEH A  EAR
HIEREARE D5 FHOEAEA & invivo IR ZOFEZ L —BREH - BELICEXD
AIELSROMIT. 2) GWAS LV EE BRBIZOVWTRELL,
Eh7-IEME AD OBEFMEREF O
FEREAREA. 0 2 RICOW TR ZED T,  (WEE~OEK)
AHFFRICIT DM EBRIZ OV TR SRR
B. WF5E5 A DEFHA: b B EEORHICAI-
DSIP KRERRICEET 2 &Y T LaDEE  CTITOEEOBECLERE LT
DOYEM R ZRETT 2 LRIFRIC A BEAICE
BEE 2 28 GPCROREL B L.
RNAI WL LD AT U —=v T &ITo T,




C. HroetsER

DOBEI VE—EEEHEZESTH(LEY
SKI II, ABC294640, THI O RTEEH BRI AT
ThrIVARV 2= <0 R AT OEEEE
L Lz, F72 Z3vE TIZ Notch B 242
HLaN0 ABEELZETIELEE Y B
LE—BEV2L—F—L LT, SIPEZR
K7 =R b HERERIT VX =2 N TH
% FIY720 ZRE LTV s, FEEobE
BE%E B2 KRP-203 & AR D A B EEA#NH]
ZhEER LTz, —HEAIIC FYT720 ORER 5y
F & LTSIPL ZBFEREZ LN TND A,
SIP1D )/ v 7 XU T ABEEIIKRERE
BEEZIpinole, & ZTIXERBYIZ SIP %
VAV RET B ERRESNTWVHEHE
GPCR ® RNAi 7477 U —%FH\TABRB
FEAEIZH B BB L FTY720 12X 285
ME~DOEL BB Lz, FOE, GPR6,
GPR12, EDG3 D/ v 7 X 72X Y
FTY720 IZ L % A BEABIRB Kb,

@GWAS T & 0 M3E M AD BEFIZIBUNT
BIN1 3 & O} PICALM E& T BICfFET
% SNP BEEFMEREF L LTRES I
Tro EBICH VR EEa— RTDHHEET
IE7 Do Tn 2 B IS O SNP IR E
WCEERE % T D ARES R S v,

# ZTBIN1.PICAIM @/ v 7 X0 K
WEIFEHICLY ABELECEELZEZDN
BN OWTHE L& Z A, BINID ./ »
2 HE T COEERNABELAEZFEIC
EREEREZEDDL, BEI LV —EENR
PIESEAHZENALNERST, TD
B2 BACE OEHENEF L TNDHI LD
Bohntiol, —F, PICALM®/ v 7
X0k AB4A2 EALEREZFEREICIEIT S

T, WITEERBRICL > TABREER
BRERTHZ BN E 2o, A A
— OV TN . PICALM ORBREIT v
BV —EOMBENTELOEEZREL
TWAHIZERHLNERST,

D. B

DFTY720. KRP-203 23& $1Z GSM & LT
HEEL-Z &b, SIPZREEZMN LY
TF VRN ABEAZHIFHL TV Z
EMRE ST, FDER R & LT, GPR6,
GPR12, EDG3 DWW iE z bilz,
Wb A —T 7 VERETHY . Z DR
B T RROBRGFILEWORRBIIT
T NA = —IRTEIR R DR B FH
BN S B,

@BIN1 X7 VE—FDOREESL,
PICALM ity B2 L% —FDRELEE
B ELICESTABEELV LY
FEHLTWB Z R E N, B
BIN1 iZ Phosphoinositide & DfE& Y, &
7= PICALM X PI(4,5)P & OfEE MR ZF DO
BELOBEIZONTHMLN TS, 5%
o OIRENRH#EZE DT, BINL®
PICALM 055 FHA& I BEE S 5 40 F 138
HAISRIER L 7R D RN E 2 b,

FTY720. KRP-203 [3FTHR T LY A < —
TRIRERE L I B HREMED B D, FE 72 GPR6,
GPR12. EDG3 B&E 5 FI3IaEERREICE
T AERAIRIEN ST Th D,



@GWAS f##r X v B &h 7~ BIN1,
PICALM iZ£NZFNnB. yEI L EZ—F
DRBFACREEZE(LZITEL LI o T

ABEAVVERRE, OWTET VYN

A= —HRBECEEL TV 5,

F. fERERIEHR

U

G. BHFRxR

1 =14

1)

2)

3)

A SCFER

Takasugi N, Sasaki T, Suzuki K,
Osawa S, Isshiki H, Hori Y, Shimada
N, Higo T, Yokoshima S, Fukuyama T,
Lee VMY, Trojanowski JQ, Tomita T%,
Iwatsubo T: BACEL activity is
modulated by cell-associated
sphingosine-1-phosphate in neurons. J
Neurosci 31:6850-6857, 2011

Miyashita H, Maruyama Y, Isshiki H,
Osawa S, Ogura T, Mio K, Sato C,
Tomita T*, Iwatsubo T: Three

dimensional structure of signal

peptide peptidase. ] Biol Chem
286:26188-26197, 2011

Ohki Y, Higo T, Uemura K, Shimada
N, Osawa S, Funamoto S, Thara Y,
Berezovska O, Yokoshfma S,
Fukuyama T, Tomita T* Iwatsubo T:

-Phenylpiperidine-type y-secretase

modulators target the transmembrane
domain 1 of presenilin 1. EMBO J
30(23):4815-24, 2011

4) -

5)

Yonemura Y, Futai E, Yagishita S, Suo
S, Tomita T, Iwatsubo T, Ishiura S:
Comparison of presenilin 1 and |
presenilin 2 y-secretase activities using
a yeast reconstitution system. | Biol
Chem 52:44569-44575

Hayashi I, Takatori S, Urano Y,

Miyake Y, Takagi J,
Sakata-Yanagimoto M, Iwanari H,
Osawa S, Morohashi Y, Li T, Wong PC,
Chiba S, Kodama T, Hamakubo T,
Tomita T*, Iwatsubo T: Neutralization
of the y-secretase activity by
monoclonal antibody against
extracellular domain of nicastrin.
Oncogene doi: 10.1038/onc.2011.265 in

press.

2. ERFER
<yEH >

D

2)

Tomoki Sasaki, Nobumasa Takasugi,
Satoko Osawa, Taisuke Tomita,
Takeshi Iwatsubo: Functional analysis
of a novel domain modulating
y-secretase-mediated cleavage within
amyloid precursor protein. Gordon
Research Conference on Regulated
Proteolysis of Cell Surface Proteins.
July 10-15. 2011, Davidson College,
Davidson, NC

Shizuka Takagi, Taisuke Tomita,

Takeshi Iwatsubo: The monoclonal

antibody targeting the



3)

4)

5)

juxtamembrane region of TMD1 of
Presenilin 1 decreases the y-secretase
activity. Gordon Research Conference
on Regulated Proteolysis of Cell
Surface Proteins. July 10-15. 2011,
Davidson College, Davidson, NC

Taisuke Tomita, Shizuka Takagi,
Takeshi Iwatsubo: The a-helical
structure of the hydrophilic loop1 of
presenilin 1 contributes to the

formation of the substrate binding site.

Gordon Research Conference on
Regulated Proteolysis of Cell Surface
Proteins. July 10-15. 2011, Davidson
College, Davidson, NC

Taisuke Tomita, Nobumasa Takasugi,
Tomoki Sasaki, Satoko Osawa,
Satoshi Yokoshima, Tohru Fukuyama,

Virginia Lee, John Trojanowski,
Takeshi Iwatsubo: BACE1 activity is
modulated by cell-associated
sphingosine-1-phosphate. The

Alzheimer's Association International

" Conference on Alzheimer's Disease

(ICAD) 2011, July 16-21, 2011, Paris,

France

Taisuke Tomita: Notch-Notch ligand

interactions modulate the levels of

synaptic vesicle proteins in neurons.
The Notch Meeting. October 2-6, 2011,

Athens, Greece

6) Kunimichi Suzuki, Yukari Hayashi,

7)

8)

1y

Soichiro Nakahara, Ryuta Koyama,

Norio Matsuki, Taisuke Tomita,

Takeshi Iwatsubo: Proteolytic
processing of neuroligin 1 modulates
its spinogenic function. Neuroscience
2011. November 12-16, 2011,
Washington DC

Aya Tominaga, Shizuka Takagi,
Taisuke Tomita, Takeshi Iwatsubo:

Structural analysis of transmembrane
domain 4 of Presenilin 1, a catalytic
subunit of y-secretase. Neuroscience
2011. November 12-16, 2011,
Washington DC

Yuichi Morohashi, Kunihiko Kanatsu,
Taisuke Tomita, Takeshi Iwatsubo:
PICALM impacts the production and
secretion of A 3 42 in cultured cells.

Neuroscience 2011. November 12-16,
2011, Washington DC

<EHN>

Sho Takatori, Ikuo Hayashi, Takeshi
Kawamura, Tatsuhiko Kodama, Takao
Hamakubo, Takeshi Iwatsubo,

Taisuke Tomita: y-Secretase interacting

tetraspanin protein CD81 is involved
in the internalization of the y-secretase
and its substrates to the endocytic
compartment. 2011 £ 6 4 28 H~7 H
1R ZB30EMNEI 77V R AR
FAFTIVALIREEWZMIEER A



2)

3)

4)

5)

6)

MERGTE . R AL

Kunihiko Kanatsu, Yuichi Morchashi,
Taisuke Tomita, Takeshi Iwatsubo:
The role of phosphatidylinositol
binding clathrin assembly protein
(PICALM) in the metabolism of
amyloid precursor protein. 2011 £ 6 A
28H~7A1H %30 ERNEI 77V
VAR EEIEZ AT ITREIRE Y
[MIAEE R A | AR, A ALIR

KA., IEEEN., BHEMBA, RIRETF.
BILE. B, EHRE. SRy
I E—FEET 2l —F—GSM-1 DT
0A R F R BT ER St AR O AT
20114E11 A 11 B-13 H #30E HAE

RAEFEFNES

TR, —BEN, ERE—. EEHR
i R Notch @ y 2712 —E 4]
W2 4815 XPR1 OBSRERENT 20114
11 A 11 B-13 B %30 E HARBAE
FRFMES R

—@EEN, IWWTHER, BIEEZ. FHiakE
—. EBFRE, ABEE: Identification
and functional analysis of a genetic
regulator for y-secretase substrate
trafficking. 20114511 A 11 B-13 A £
30 Bl AARBMEFSFNES RN

VIRBIESE ., B8R, PN T AT 70
FAIuT  EER. &ILE. EHRE,
AR B MEERRE Ve T ==
AIFY =Ny I H—BEV al—

7)

8)

9

S —DIERERN S FDRIE 2011 4E 11
H11 B-13 H #$30[E BARREIES
2FMES B

RERZ, BN, RIFEE, R
— ZHREV. ERRE. SR
Functional analysis of sft-4 in the C.
elegans Notch pathway. 2011411 A 11
B-13 8 Z530[E HAFBAVEFSFM
ES°

Hayato Isshiki, Yuta Yamashita,
Tomoyuki Ishiwata, Yuichi Morohashi,
Taisuke Tomita, Takeshi Iwatsubo:
Identification and functional analysis

of a genetic regulator for the
trafficking of y-secretase substrate.
20114611 A 1415 A 6 EIAA
Notch #F5E& B H

Kunihiko Kanatsu, Yuichi Morohashi,
Taisuke Tomita, Takeshi Iwatsubo :
PICALM regulates the endocytosis of
y-secretase. 2011 411 A 14-15 H %6
[5] B 4% Notch #f%t< EFH

10) Koji Takeo, Shun Tanimura, Ivan

Krasimirov Zahariev, Satoshi
Yokoshima, Tohru Fukuyama,
Taisuke Tomita, Takeshi Iwatsubo:

Molecular target of
phenylimidazole-type y-secretase
modulators. 20114 11 A 14-15 B 56
[ B #< Notch %t EFH



11) Tomoyuki Ishiwata, Hayato Isshiki,
Tomoki Kuwahara, Yuichi Morohashi,
Shohei Mitani, Taisuke Tomita,
Takeshi Iwatsubo: Functional analysis
of sft-4 in the C. elegans Notch
pathway. 2011 4211 A 14-15 H %6
[E] H A Notch #ff%i& BFH

H. 0 EEHEOD - BRI
L



AR R BB & (RAEA BN A s eE)
(i) e E
ABSr A
[CpAl 730
LR FNR R A T & —

MREE

INET, ABHEEREX TV FA VU BIMND ABEFEEBEZHRETHZ &, £/, N
BIZEES RS T4 2 DREBURTHRIRET VY A <~ —DRRIZEFES T 5 AT REM:
RoBZLERLCE, X7V F4 ik, NROERE S L7 BEThHY . MIE
BTSN DRI U VEBMEY A M BB, KTV T4 L MR E REICKT
U VBB ERRL A, 6BBDEY O MEKIZ X B U VEMEN 2 A ]
9% Z &, F7z, protein phosphatase-la (PPla)iz & 5 it U ER{LIC X o CTRTENEE
THEZEERWE L, X7V ITA D) VEBMEEIET AL, HAWIE, BLY
BLERETDHZ LIE. X7V IV OMBRER/ELZENESELZLIE-T, A
BLAAEETIRAZENHFEND, HRBRXTF R RREFUEFRTI T4
VOMERBEEEMEELZLICL s THRND AB L LEETERS, Vv bR
ZF N, PPla OIEHEEHIET A REENRH DD T, 5%, TOREBRFL, TDA
H=RLEZRALNCT D, 2L 2TV~ P ARAFZF U OIERABIIBRBEONIREZ &
D EIND,

A. BFEEM . TR, BERY VBBV A A5 HER

AHFZETIL. AD ORIEICIRLS BET 5 AP
DRI IT B HIE DR F
R-Z B/ T EEV AT L EFE L,
ZOBEBEHLMNITS, SbiT, L
WHAE AD EF NV~ 7 A2 ERT 5, =
AUT L 0. N ABLLEFIEET A Z &I
roT, TAYNA T —FmDOTEEIREIC
EHTAZEEBERNET S,

B. B3k

V= FAZF U LR OERERT DR
EHEF (BDNF, NT-3, NT-4) DOVERIHRET
[ZOWT, 7Y T4 > ORREERD
UUVBLIZER L, BT 5, *7 VT4

BB, FRLEFEIZHOWT, U VB b7 F
FEROTUEZER L, U S BRLE L &R

L ET D, Eie, BIERY VBEEMAL (B

VERE - AVAI=UVERE) 2T 7= VICE
VLI EREEERT L LIZE-oT. Y
VERE - LY VERLOER B L NZT B,
wAHRBENYEF ATV TIE, APP 238
FIRBFTTICABR ZBRELAT 8%
BISLL, Y~ NAZFUZRIEYT AT
KRB~ R ERET 5,

(TR ERE ~DEFE)
ABFIEIL. YR OBEEBE S DKER
ZIFTIT o 72, BICEMERRIZ OV T



iR 0 EEIRR 72 5 N B EED
FERICHl> TITWER OB IEICHEE L
77

C. BFoukER

iR ERF (BDNF, NT-3, NT-4) 3, =
BEEEAEZT LT, MIRRBRIZ/HET D
2PV IA TV DEERD SR, RTY
T4 T OMBRERERIZIL S DOBIERN Y
VERLEAL B TFEET B, ZOBRIC, NEK
nb6EEEDEY B VB E T,
Z oV UER{kiE. MEK FEA] U0126 12 &
STl ENTZ, XTIV TA DY
{RITpE - T, MBSt D AB L~V ER L,
Zhh U126 12 & » THfl s e, b
MREERICEET 25 SOBEN D V8

L2 7 T = CBHB LI A 6 FRE

BtV vy EERLESSICOR, MK
EOXTY T4 REMLE, 72, 25
BEBOAVA=VEBBRTHEXT VT
A OBFEBEBER L, KT, Y
CERLEERIZ OV TERIZ AW TRET L
72 & Z A tautomycin 23 6 LD U DL Y
ML EBREICIEI L, DT, Y Vv
Fe{LELSE PPla & % OiEME LA MBI 3
BIne, VUBEL-ARES L, R
US4 v OffaRERELENSE, 5§
#H D A B D XE T, BET VT
W, HEAE AD 5L~ T A EERK
BHT, Vv bAZTFUZEEREB~T X
HLEAFRETLTEY, BE. Zhbox
BHZiToTWBHEZATHD,

D. &8
ABSEEEER T Y T A L OFIRE N 2
AN BNWT,.6EERDOE Y 5 MEK I

Lo TY VEBBbxi., PPlalz ko THLY v
BlbahdEBExohd, VrBBicLo
T, HIIEEEORT Y T4 BB L.

FORR, BEHFOABRER LZEEZ
bz, BT, Y VEMLERET B &,

MEREOR TV FAUBEML, £D
FER, BEHFOABRE AL LZEEL LR
5o VY NAZTFUZEEE PPladdi i v
Doy T LTV ENWIMERHDZ 2 b,
V< FNAZF U OVERILPPla 2T 5 F

BEMEREZLND, '

E. #&

ABRREER I TV T A4 R T OMRE
BEIRICBITA2EREREOEY DY VEE
L LY VEREIZ & - CHIBER E B ENH
Mo, ZNbDY T T MRERZHIE
TAHZEIILED, MAND AB L)L B
ra—d 52 L BHELFREMR B 5,
Fio, U~ FARE T URRBIEELR AR
77 Z—EPPla{EEE Iy 7L TND
EWVWIHBERHBDT, Vv NAEZF U
BARY T XA TRENRT IR NbES
REROFERME 2D EHFIND, ZTOR
WZOWTIZ AD EF v A L V< hAX
FURRERBYUVRAEREIEZLDOD
FHANZ L > T, BONTRETHA I,

F. bRt
2 Lo

G. BFERE
1. FCHEE

1. Saito, T., Suemoto, T., Brouwers, N.,
Sleegers, K., Funamoto, S., Mihira, M.,
Matsuba, Y., Yamada, K., Nilsson, P,
Takano, J., Nishimura, M., Iwata, N., Van
Broeckhoven, C., Thara, Y., Saido, T.C.



(2011) Potent amyloidogenicity and
pathogenicity of AP43. Nat. Neurosci.,14,
1023-1032.

. Takano, J., Mihira, N., Fujioka, R., Hosoki,
E., Chishti, A.H., Saido, T.C. (2011) Vital
role of the calpain-calpastatin system for
placental integrity-dependent embryonic
survival. Mol. Cell Biol., 31, 4097-4106.

. Asai, M., Yagishita, S., Iwata, N., Saido,
T.C., Ishiura, S., Maruyama, K. (2011) An
alternative metabolic pathway of amyloid
precursor protein C-terminal fragments via
cathepsin B in a human neuroglioma
model. FASEB J., 25, 3720-3730.

. Yahata, N., Asai, M., Kitaoka, 8S.,
Takahashi, K., Asaka, I, Hioki, H.,,
Kaneko, T., Maruyama, K., Saido, T.C.,
Nakahata T, Asada T, Yamanaka S, Iwata
N, Inoue H. (2011) Anti-AB drug
screening platform using human iPS
cell-derived neurons for the treatment of
Alzheimer’s disease. PLoS One., 6,
e25788.

.Ryu, M., Yasuda, M., Shi, D., Shanab,
A.Y., Watanabe, R., Himori, N., Omodaka,
K., Yokoyama, Y., Takano, J., Saido, T.,
Nakazawa T. (2011) Critical role of
calpain in axonal damage-induced retinal
ganglion cell death. J. Neurosci. Res., in
press.

. Higuchi, M., Iwata, N., Matsuba, Y.,
Takario, J., Suemoto, T., Maeda, J., Ji, B.,
Ono, M., Staufenbiel, M., Suhara, T.,
Saido T.C. (2011)  Mechanistic
involvement of the calpain-calpastatin
system in Alzheimer neuropathology.
FASEB J., in press.

<EHN>

1. FEEREE. 73/ RREFALFI2
RET NI NA = —FK. FBEIENFIEE
HEFHEREDEE Y, XA, B, 2011,
7

2. Saido, T.C. Catabolism and anabolism in

amyloid [ peptide. AACL-Nagasaki
Symposium: Japan-Korea Joint Conference
on Brain Aging and Neurodegeneration:
Molecular  Perspective and Regional
Bridging, Nagasaki, Japan, 2011, 11.

H. 0895 EERE D HHFE - B R

2L,

2. BERER

<N >

1.Saido, T.C. Effect of Neprilysin deficiency
on deposition of pyroglutamyl amyloid B
peptide and apolipoprotein E in ATT-Tg
mice. 10" International Conference on
Alzheimer’s and Parkinson’s Disease
(AD/PD 2011), Barcelona, Spain 2011, 3.

2.8Saido, T.C. Metabolism of amyloid  peptide
and pathogenesis of Alzheimer’s disease. The
5" Annual Meeting of Korean Society for
Neurodegenerative Diseases-A New
Perspective on Neurodegenerative Disease.
Seoul, Korea, 2011, 10.




BB EVEEMES GRAER RS EE)
T A = —TADORKENTIBRER I 278 (A REE

ZUDREREZEIRTAH LWMRET VOREE

WRSHEE  BRINBRAY
WFsE E B, ERE Y, AKER?
VR E SR G WA=
? FEHRF RN RERBETLFEFENEMBIED—X

WMREE
TINAw—FAD)ZIL LD LT 2F UNERT IEMEBROBEMTEHES ZHAML, &
IEFEAREL AV T SH-SYSY MilaNICBATAIEREB I 2olz, Y7 AI FEEALTE
EMIZE N UERBELEET TR, BEZVORE, ERIIBEINLRP TR L, ¥
v SRR BE R E S A LS R, ATS8, AT100 Bt & v nEENBIEI L, f
ETEMERIREMEE Y VER(LZ U DRy ROEMNRRD bitl, BEMIEME S OB E T
TIEAY FBEBHERR2NZ 0D, L BEMN IR ICEENDIBRELZ N — e
o THIFBNOER Z URNEEZ L L TERBLE LD LEZ BNLD,

AR ER

& 0E ) VL EBERT S EEMRET
NMIBERESNTWER, U VBLDE., &,
2 ERF AL, S BITEERORESCTEMES
T OREEIT. EED AD BEMCERETLHFY
DHDEFARENCRZ->TVD, Frxid, A
BN TR L L2 vk MY UBFRIFEH
HIRAPNICE AT S LWV )< FH LWFEIZE
b HEREEMERNICBNTCLZ DU UER
b, BEIRZDZLZ2RE L, SFEIXZ
DFEEEDICRESE, AD 28 0EMRA
BEMIERCERTIAE 2 v E2HERIC
AT HEREToT, TORER. BEMER
DLFDS, BA SN EEMENIC BV THERR
CRRETHE N UICEBEELERBZ L, B8
U VUERE. REETABRSENBE ST

B.#f5E 5L
AD BESIRAN (EEED S VITHEIDZ 1%

Sarkosyl, 0.8M NaCl % & To#E &R TR L.
1 % Sarkosyl {ZREMEZ T HEHOZRM L7,
% 57z Sarkosyl NEMEEI D %2 U ERRRETK
ZTCHEER, DEDOY VEEREIRICITAB L.
BERAEICLY, BRI {LSE, -1
SIS E, TOAD XUV — &, B L
Jarverr g ulizfrFa—FL,
RBEENTOZ VDEE, HEORLER T,
*7- AD 2 — K% SH-SY5Y iz, HAHW\idk
F4 U ¥— MU EBRIRE T SEEMEIC

BEFEAREZHWCEAL, MlaNTOX
v OEEER I, — FIRINE 2 AREEE
fTo72tk, MlZEIR L, 50mM Tris-HCL, 1%
Triton X-100, 1% Sarkosyl % &t eiEE#E TIE

WHE L L, BoN T ENENDOHES Z BRI
B 7=, PVDF BICES%, Hi¥ vHik (T46,
HT?)., #iV VE{bLZ vHiiE(pS396) % v T A
LT vy METTEITSTZ,



(B E ~ DL )

TR TOBLGFRIFEIZEMEFTOBEMEES
(BRI EYEOFEASICED L HEE
ZHRH U TERZ 5, ERBHITHE > TT-
oo FETo, Bl D ORBHFRRIC OV TIEE
BT OMERERICHF ZRH L TAR
D1, EBRIEEHNIHE > TITo 72,

C.HFouiE R
1.AD # 71— RIZ X 2RBENDO X Ve
Y o e MU S0 5D 1 ED
AD Z UL — REEML, 37EICHEBL T, #
UDBELZBE L, TO/RRE, ADF VT —
REWEMLESDIZBWT, 2~3 BEND, &
LSFRRIRIC Z T DN RROA A TIRD IR D
2 B AL, F D—ERIL Sarkosyl RIEMEE R L7z,
—F. Y= FREHEMLEZVWEOTIZ, 2O LD
RESIBE I N7, AD V—RIZLD
2 DEEEIT, v — F% 10007C 3 5B L
FEAICHLAEDONT-Z D, X UDEE
REEAOL D TREIIBZEETHDLZ L
DRI,

2. BEEMAN~D AD v — FOEA

SH-SYSY Mgl 79 A REEAL, b b
3BRET, HDBWITAR FUERBELTH, BD
MR E U DEERTR. ERIIBE SR,
TR L, RIS (LY U v — RREET
AL AW CHIIENE AT S &, Triton &~
YVEMESZ U ASEEIN L, — Sarkosyl RIS S U 23
BEENS, ADBEPLRABLEZF VI —F
PEEEMANIZEA LA, FUEREL
TWRWHIE T, ImIML7ZAD # U — K&
Bbons bR ERHINEETTHo T
W, b NF U ERFERTDMENICEA LTRER,
Triton, Sarkosyl REHE S ¥ DML ST,
F 7 REEMEF 713 pS396 DV EREHUEIC B IS
MER LT,

E. B2

SE, s Y, BEMBRORES v E
REEMRNICEAT ST T VOBEDTR
BEMERE N, MRENICRIRT X URES
B (—F) KEOICEEELEREZ TV
RATCINETOFIVEEET NV EITREE
Y, ELFHROETVENZ D, RETIVIE
FKTENIE, ADZ X UH LT AEMEREBED X
UOREDEL EBHRTHET TR, 20E
FBAN=ALDOEZ FERANIIEZDHD
Lied, 12, BEMBEORE S U EMIEN
ICEAT BHEFMCONTIE, 3BREZ T L 4R #
UOWFEREBETAHETHRETLIRE, &b
WZEL OREEITHOIMLERD D, £/, ThE
TREENICBIT2 X VOBELEET %)
EPREN TV LIRS FLEME. V—F2E
AT AT VICRA L. — NEEE
2 U OEEICKT 2R E . MBREOFEMEIC
DVWTOPRERITILERD D, TN
HE TR, RERELFLETD
1500 BELEWTA T FZV—% R J—=
Y7L, FROZ UEBRMELEMERERT 5,

F. &5

RBREET L, METT BT, EF4R ¥
. AD A B U7z Sarkosyl R HEE 5 & B
T35k, 4R ¥ UVOEBEDRENBESL
7o

F. s
Bz L

G. FFsEsRR
1. FCHER
1. Tsuji H, et al (2012) Epitope mapping of antibodies
against TDP-43 and detection of protease-resistant
fragments of pathological TDP-43 in amyotrophic
and frontotemporal lobar

lateral  sclerosis

degeneration. Biochem Biophys Res Commun 417:



116-121. HANFAEOBASRE (FEZET)
LERFEUS 2L

Foulds PG, et al (2011) Phosphorylated QERFERGE 2L

alpha-synuclein can be detected in blood plasma and 3. FOM 2L

is potentially a useful biomarker for Parkinson's

disease. FASEB J 25: 4127-37.

Foulds PG, et al (2012) Post mortem cerebrospinal
fluid a~synuclein levels are raised in multiple system
atrophy and distinguish this from the other
a-synucleinopathies, Parkinson's disease and
Dementia Vwith Lewy bodies. Neurobiol Dis
45:188-95.

Hasegawa M, et al (2011) Molecular Dissection of
TDP-43 Proteinopathies. J Mol Neurosci 45:480-485

Nonaka T and 3k Hasegawa M (2011) In vitro
recapitulation of aberrant protein inclusions in
neurodegenerative diseases, New cellular models of
neurodegenerative diseases. Commun & Integ Biol 4,

501-502.

Meyerowitz J, et al (2011) C-Jun N-terminal kinase
controls TDP-43 accumulation in stress granules

induced by oxidative stress. Mol Neurodegener 6:57.

Habuchi C, et al (2011) Clinicopathological study of
diffuse neurofibrillary tangles with calcification.
With special reference to TDP-43 proteinopathy and
alpha-synucleinopathy. J Neurol Sci 301, 77-85.

2. FRRER

1. Hasegawa M : Molecular pathology of TDP-43
proteinopathies. 3rd World Congress of Asian
Psychiatry 2011, Melbourne [2011. 8. 2]



INLARREDOHTICET 6 —&



V. HFRAROFITICET 6 —8ER

REZRA BXHA Bv Mezk s 4T e .2 OB
— e
Nishitsuji K, Lipoprotein J. Biol. 286: 2011
Hosono T, lipase isanovel | Chem 6393-640
Uchimura K, AB-binding 1
Michikawa M. protein that
promotes
glycosaminoglyca
n- dependent
cellular uptake of
ABin astrocytes.
Nishitsuji K, Apolipoprotein E | J. Biol. 286(20): | 2011
Hosono T, regulates the Chem 17536-17
Nakamura T, Bu G, | integrity of tight 542
Michikawa M. junctions in an
isoform-depende
nt manner in an
in vitro
blood-brain-barri
er model.
Yasuno F, Association Am.J.
Tanimukai S, Sasaki | between Geriat.
M, Hidaka S, cognitive Psychiat
Ikejima C, function and (in press)
Yamashita F, plasma lipids of
Kodama C, the elderly after
Mizukami K, controlling for
Michikawa M apolipoprotein E
AsadaT. genotype. ,
Takamura A, The dissociation | J. 6: 2011
Kawarabayashi T, of A from Neurosci. 815-821,
Yokoseki T, Shibata | lipoprotein in Res '
M, cerebrospinal
Morishima-Kawashi | fluid from
ma M, Saito Y, Alzheimer’s
Murayama S, Thara | disease




Y, Abe K, Shoji M, accelerates Ap42
Michikawa M assembly.
Matsubara E.
Akatsu H, Ogawa Higher activity of | J. Neurol. 300: 2011;
N, Kanesaka T, Hori | peripheral blood | Sci 67-73.
A, Yamamoto T, angiotensin-conv
Matsukawa N, erting enzyme is
Michikawa M. associated with
later-onset of
Alzheimer's
disease.
Marutani T, Maeda | ER-stress-inducib | Biochim. 1810: 2011
T, Tanabe C, Zou K, | le Herp, Biophys. 790-8
Araki W, Kokame K, | facilitates the Acta
Michikawa M degradation f
Komano H. immature
nicastrin.
Hosono-Fukao T, RB4CD12 epitope | J. 89: 2011
Ohtake-Niimi S, expression and Neurosci. '| 1840-8
Nishitsuji K, heparan sulfate Res
Hossain M, van disaccharide
Kuppevelt TH, composition in
Michikawa M brain vasculature.
Uchimura K.
Jung C-G, Uhm Beta-amyloid Mol 6:47 2011
K-O, MiuraY, increases the Neurodeg
Hosono T, Horike H, | expression level ener
Khanna KK, of ATBF1
Michikawa M. responsible for
death in cultured
cortical neurons.
Takasugi N, Sasaki | BACE1 activity is | J Neurosci | 31 6850-685 | 2011
T, Suzuki K, Osawa | modulated by 7
S, Isshiki H, Hori Y, | cell-associated




Shimada N, Higo T,

sphingosine-1-ph

Yokoshima S, osphate in
Fukuyama T, Lee neurons.
VMY, Trojanowski
J1Q, Tomita T*,
Iwatsubo T
Miyashita H, Three ] Biol Chem | 286 26188-26 | 2011
Maruyama Y, Isshiki | dimensional 197
H, Osawa S, Ogura | structure of signal
T, Mio K, Sato C, peptide
Tomita T*, Iwatsubo | peptidase.
Ohki Y, Higo T, Phenylpiperidine | EMBO | 30 4815-482 | 2011
Uemura K, Shimada | -type o-secretase 4
N, Osawa S, modulators target
Funamoto S, Thara the
Y, Berezovska O, transmembrane
Yokoshima S, domain 1 of
Fukuyama T, Tomita | presenilin 1.
T*, Iwatsubo T
Yonemura Y, Futai Comparison of J Biol Chem | 52 44569-44 | 2011
E, Yagishita S, Suo S, | presenilin 1 and 575
Tomita T, Iwatsubo | presenilin 2
T, Ishiura S e-secretase
activities using a
yeast
reconstitution
system.
Hayashi I, Takatori Neutralization of | Oncogene In press | 2011
S, Urano Y, Miyake the e-secretase
Y, Takagi J, activity by
Sakata-Yanagimoto | monoclonal
M, Iwanari H, antibody against
Osawa S, Morohashi | extracellular
Y, Li T, Wong PC, domain of
Chiba S, Kodama T, | nicastrin.
Hamakubo T,
Tomita T*, Iwatsubo
T
Saito, T., Suemoto, Potent Nat. 14 1023-103 | 2011
T., Brouwers, N., amyloidogenicity | Neurosci. 2
Sleegers, K., and pathogenicity
Funamoto, S., of Ae43.




Mihira, M.,
Matsuba, Y.,
Yamada, K., Nilsson,
P, Takano, J.,
Nishimura, M.,
Iwata, N., Van
Broeckhoven, C,,
Thara, Y., Saido, T.C.

Takano, J., Mihira, Vital role of the Mol. Cell 31 4097-410 | 2011
N., Fujioka, R., calpain-calpastati | Biol. 6
Hosoki, E., Chishti, | n system for
A.H.,, Saido, T.C. placental
integrity-depende
nt embryonic
survival.
Asai, M., Yagishita, | An alternative FASEB]. 25 3720-373 | 2011
S., Iwata, N., Saido metabolic 0
T.C. Ishiura, S., pathway of
Maruyama, K. amyloid
precursor protein
C-terminal
fragments via
cathepsin Bin a
human
neuroglioma
model
Yahata, N., Asai, M., | Anti-Ae drug PL0S One 6 25788 2011
Kitaoka, S., screening
Takahashi, K., platform using
Asaka, I, Hioki, H., | human iPS
Kaneko, T., cell-derived
Maruyama, K., neurons for the
Saido, T.C. treatment of
Nakahata T, Asada | Alzheimer’s
T, Yamanaka S, disease
Iwata N, Inoue H.
Sato, K., Minegishi, | Calpastatin, an . 117 505-515 2011
S., Takano, J., endogenous Neurochem.
Plattner, F., Saito, T., | calpain-inhibitor
Asada, A., protein, regulates

Kawahara, H., -

the cleavage of

Iwata, N., Saido, the Cdk5
T.C., Hisanaga, S-I. | activator p35 to
p25




Higuchi, M., Iwata, | Mechanistic FASEB ] in press 2011
N., Matsuba, Y., involvement of
Takano, J., Suemoto, | the
T., Maeda, J., Ji, B., calpain-calpastati
Ono, M,, n system in
Staufenbiel, M., Alzheimer
Suhara, T., Saido neuropathology.
1.C
Tsuji H, Nonaka T, | Epitope mapping ‘Biochem | 417
Yamashita M, of antib(;'c]%)ile;s43 giophys 2012
against TDP- es 116-121.
Suzukake M, aid detection of | Commun
Kametani E | protease-resistant
Akiyama H, Mann | fragments of
DM, Tamaoka A and | Pathological
Hasegawa M TDP-43in )
amyotrophic
lateral sclerosis
and
frontotemporal
lobar
degeneration.
IguchiY, Katsuno Oxidative stress Neurobiol In press. | 2012
M, Takagi S, induced by Dis.
Ishigaki S, Niwa JI, glutathione
Hasegawa M, | depletion
Tanaka F, Sobue G | reproduces
pathological
modifications of
TDP-43 linked to
TDP-43
proteinopathies. ,
Foulds PG, Mitchell | Phosphorylated FASEB J 25 4127-37 | 2011
JD, Parker A, Tumer alpha-synuclein
R, Green G, Diggle can be detected in
P, Hasegawa M,
Taylor M, Mann blood plasma and
DM, and Allsop D is potentially a
useful biomarker
for  Parkinson's
disease.
Foulds PG, Yokota Post mortem Neurobiol | 45 188-95 2011
O, Thurston A, cerebrospinal Dis




