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(AP EMEDN B D EHER L 7o, & DG & a5
DIk X A ) I —TEkE LET 51k
EYDAT V== T AT o 2R DT a—
IVERE & o AL A Ham i A S iz, SR
EIX A7 a— A ExFobaWnx s AR E
T2 IOV AT A Uik AT
DX VBRI X v ERER ERET S
ZEBHL N E RS, ZOIWEMEER Y U
BT D~ T AET IIE G T 5 & iast
OH LITEN R OSENEE SN, &5,
IHNETHEIN TS FIDP-17 ¥ TR D%
EVRRICO VTN & 25, 2 TOERKTH
BICFEADR X U A Y T —BEBNHERK L Tz,
Loz &ﬁ%>%ﬁﬁ&?ﬁ)j7—ﬂfﬁ
BRI EELTOX UERERTH D &
72

Somatodendrite ~DX U AtEME L T A X
v DEEE]

PRENEA RS O RIS E LTH LD ¥
7D somatodendrlte SNDOERBEENZONTH T
mRNA 12V EH L CFsE 28D 72, ¥ 7 mRNA |Z
somatodendrite Ty T AR LRI THDH T IV
Z 2 PR RSP BDNF & [RIREIZ mRNA S & # v X
78 Staufen <° FMR1 72 & & AR mRNP Z 2Rk L
TWB, 7V I TR £ 0 RETEIRR S &M
L& o x0T 2 ERE
somatodendrite TR 5, Z DOHFE, GSK-3b %
FIRFIZIGME L SN TR Y | U VL ¥ U OEREN
somatodendrite THER I, ZDZ kﬁ\%
& 7D somatodendrite Z3Af XA EEIEENIC
T%Eéﬂé:kﬁ%éhkoikﬁﬁ\%ﬂ
APP FI v AV xz=w 7~ RZEBWNTHIEE
MR OITHEN AL &4, B R MCLIZEBW T Hi
FEARETEEI N S TR Y | MRE T Eh )
BREMDOFRKTH D Z &R ST,

3% T 7 AT B WD TS kS L CHRIER
WRLTBY T TRAZ N7 L LTILND
BEZRZ LTSI ENEZBNEZ, ZHET
277 KO = 7 A TR T 7 AESIESIHE S
HILEERELTBY . XU FTRIBITS
EHMEICE G T 221570 7 L% 2
VBRI D AMPA 2R D 1 BB E 1T T,
ZOREF, T H I UEERIPRIC X o T AMPA 2%
ROBENHEE T KT D08 X R &N
SO ABDHE ST 7 ZATOD AMPA 52
BIROBENNHESND Z ENHEL NIRRT,
INBOZ EIXRTFEEIZH 6T o 7ok
FEENC LAY REHRTOZ DR R L&
ZAEDLELZELETYF T RICBITELE DK
timMiQWQWDQﬁ%ﬁﬂ@ﬁ%%ﬂTé
ERRE S UCTIER LIS Z E 3R s v,

<HENEE-EE>
AL 6 FEEEDT A V7 4 — LIS UEEIR
TITBERENZ Y b S TnWb, 6 B EOT A
T —ALDHH 3R, AR-F TIZONTHEEIDE
WS Z DOBFSE TR IR FT A2 BV T B 2T
72572, 3R, AR-Z UDNT U ADKEEITD
FRENER BB R M TON TN D, X 7D
VERALITIR R TS IR < 8 e U Rl )N il
RIFGIE L WUNELTECEE THDLZ AR L
oo LML, @EIe & v U b2 BT D HE
A5 BOMETH 5, 2 E THUNE L EIZE
HFBEEZONTEREAUNRFTRHE N
I7EHELTRERO KA F—v R ZE 5
52 EEMOENIT LTz, FRIZEIESE LTV 54
BAMPTIXZ 710 X » TZREKZ B SEiliE
s SR AT 70 o TV D AJREME AN e X
ND, ZOMBHIIEO 2 /N R R R AREEEICY
VIR X T OERENDIRRK B E L TO
PRk & U AU I~ — TRk~ &R D RTREME D
BB AEBENDDRIZOWNWTE LTI 2 ED
LVEND D,

<EFLHARREK>

1.Kubo et al.(2019) J Neurosci.
2.Furusawa et al.(2019) J.Biol. Chem.
3.Ishigaki et al.(2017)Cell Rep.
4.Kobayashi et al.(2017) EBio Medicine
5.Soeda et al.(2016) Nat Commun.
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W92 1 B : 2014 4EEED S 2018 4R
TR 5 : 26117005

WrgeEEL  ERINRA
HEERFIEE 4 - AT

<WHEDOEH>

BUNRTBEEIT L > TAE U R 7 o
VBNV F RROMEE (sREVE, JRIRE) & 15
U, EFB K Ry 8 % B RIS (25, HEH
THZEICEY RENEITT DB ZNER S
TWb, BFFEIL, TAY N, <—dH{, L E—/h
IRBUERFNE | AT SAIE A MEAE & W o 7o EEERER
FEDIRIN E 72D X T a v X7 LA L TDP-43,
BTV A IFDORREERD PP 7Y Ao
W, UFOHEBIZOWTHEHNZIT Y, DEBED
BT BT T 2 SR & X 7 B A ik
JREL, AL Z NIRRT L. EOREED
A, FERZHONCT D, 2) BRBRE.
fol, BT L RS U ORI 2 X7 BN IE
W 2 Ry e B AN BT D A = K A
EHLCT D, )TV AR D B
VAU DR YD 55 THEZ RN T 5, 4) 1E
W2 R N2 R A
b3 % D23 2 RS ORE, FHhZ1T O,
5) BEME R EEWEET D2 LI K DR
FERRHR O E BT,

<HEDHE>

V& U DRFEIRE 2L B (X 7 F/RF—) 1%,
2 DEBGEBRIRE /MR BIZ L » TR
D, BRBLEZETH DL, EAFEHICIE 3
UE—RFGBR)¥ VU & 4 U E— FAR)¥ U DT 52
BT H T VY A ~—J:AD, T 3R ¥ UnE
T2y Z7HPick), £ 4R ¥ UNERT D
J75(CBD, PSP, intron 28 %0 FTDP-17T 72 &) 5
Hb, AWFZETIE AD, Pick, CBD, PSP, X
O T > b 10 ZREIFTDP-17T)D
ICERT 2R L N T Ut X v
AL, AT LT, T ORSR, R
WAL T R D EICREA e N Y T U
WU RNRE—vERL, VA VHRICBT D
Proteinase K it/ N> KER U XL 9z, £D4EAL
FHREICAERATH D Z ERENTE, ZOEWIX
2 U ORI S (EEMEE) EEBICBERL TN
LN REEHOERE»DL LRI
(Taniguichi-Watanabe et al, 2016),

2) TDP-43 £ % 1 5 fIFEME ALS FBE M2 o v
a v VAEYE TDP-43 k8 L, =& 0HTIc
£ B 2 v R ICERIRNT 24T, ) VBB,
2 v % F VACERLL. UIWTEAL 72 & 2B B 22 L 7z,
ZDRNEER NS AN, v oh A= &
DFFEDIEFRIC X 2 UM 25 & - T 5 AJREM:
K <L EREE, B ICUIBT L o3 WEAL 25 Y)W
TN TH - T 2 AJREMED IR TR X 7z,

D BT DOBACHME L RIRIE S N7 B OARTERE A

3) F7- TDP-43 DFEEIC L R fHEZ [FE L. %
DT DELR T F FARBEEEER A L, BE
L 724 L 13 IE 5 B TDP-43 % B Alic 284 2
P VFEERBET AL LT LT,

4) X—F vV VIHPD), Lt —/NMERBIEEAVIE
(DLB). % R EMIAEMSA) D HRRZE M D JF K &
boavRX7LA4 VICBL T, DLB & MSA &
MIcERBRT 2 REMas X7 L4 v S )+
B ICOWTHET L7z, % DMEE, MSA OF
V7 Fed A PCERTIEREN o X7
LA VIiE, LE—/MERE L CERBT 2 RER o
PXILAVEDLELLLEBOT Y A VY —
FittEs B35 2 & 2 a7 v AR
~ 7 A~DFERIC X > TR L7, 7-MdE
T ER~ Y RICEEER G E R TiR/ANEIC
DWTHREL T2, 726K a v X 7 LA v HRHE.
MSA DEFR o > X7 L4 ViicownwT, ¥
DX 9 BB E T IEATEE L TE 3 2 MET L.
BRI 4 v L RO ULER (134°C, 20 23 DAL
M, 250 1%SDS LladbEd—F 271
— 7)) EEANEE LIc L ETH B T L B
LI LTz, (Tarutani et al, 2016, 2018)

5) av X7 L4 VIEREOEREET L E LT,
PR~ —ty POKICa ¥ X7 L4 Vg
TS 2 RBAEFEML 72, Z OREE, Bk 3
sHEWIERIICHBED O3, MREE, B,
Bk, RIMEE 7 &I, L7 B ) VIEE a
VX IV A VIREDTR R I N, S L EE
T3 TH B3R 0 A b iR & vz, RifFgEiE
BHEMa s X7 L4 v OERA TH G % 4
PEX 82 2 & AL IEEEICERRT 5 2 LR
W2 X 7= (Shimozawa et al, 2017).

6) 7V F VIFOZE TR, RENR T ) 4 VK
D MMI & V2 (MV2) 3B 59 % & r DL T
BEFTNICEPETEZEZEHL =, 72,
VV2(MV2) 7'V A v, 2 F v 129Met/Met D
o e MCERE L 256, I D Tk
D LN RN ARTZ & ZFEHL 72, %
T, MM2C (&) & MM2T (FRIEEY) o 7Y
v, e bIPP ZEETEALEZ, v 4V
< RTER L I\ 2 & ZEEBH L 72 (Takeuchi et
al, 2016, Kobayashi et al, 2015, 2018, 2019) .

<HRDEE - BE>

Bz I PRI A PE B O B E I HETE T 5 RH
Bz 7B, BER, AL L. B — MiE
[CEDBMERE 2 & 0 | Z N B RIETR T
X L THRWIREIMEZ A LT\ D, ZoME 25| H
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L C, MR BRI B 7 2R B O BE I B B
WA ARSI N Y Y UM E R R
AT AT o TG SR BB T LT X IR 22 N
VRN = RENTE, T X, T A
JEIZF1T B Proteinase K fittE/N 0 KER U X 912,
R TLICERTHZ R BORENRER Y
LRI EATRE TH D Z L aRd, £, fﬁf&
DL O, T2 b B BEA R BRI
STHRRY | ZOE DR @%%é&ﬁ%ﬁ@
2O E LT LTS D &%TW¢5 b
U 73 iR RE R 00 BE SR AT O B T I
FEERRATIZ, TED 7 7 A4 A EM T L D fH ﬂ‘”é?
T O LRI O JR PRSI I KR E KRB, 2
NWETIZT YA ~w—Hl &7 Pick Jill & 7,
S BT YESMEMEIMIE(CTE) R & 7 DR 1E ) iR
ﬁwh%h%hiﬁéﬁ%%%%kofwézk
DR STV 5

F-, AU, av XV LA, TDP43 O =
YEF U RN E U RTERNRTF RS Eo TR
HEL D UWTRE RN SR D B B & o 8 7 A
JElZE AT 5 s, B ORI BEFE S 57 VITiE
{E%Eﬁz/ﬁv TALFEL B HETHY  BE
BZ L VIEVREZ BT 5 Z ERFHRETH D,
HMROLAITEB ., $WoLA by AL WO HE
MR CHREM DR & 7 BT WIR A % F
ﬁ?é:kﬁf%éo:®%?wmﬁﬁ&yﬂﬂ

BHEEERAT 8B THE~YT A 8L Te

SEABpY By \IUE— REEHTHI &
L&V, BEOHERMZ ATy L, LVHE

T OB CREMIITVIFEK % 5] & i
TFTIENTED, FDO-H PET u—7 0
FEVEIGHMI O CTHH & B 2 b b, TR,
2 < OB WERERENOL I RET
VAR U IRRIESCZ M 2 I35 &
NI TETCWND,

TV A RO LT H % < ORUE, R
N, REMRT VA UHO MML & VV2
(MV2) 28 55 b b OEIERE T VK
Yed B Z EONGEH &SN, 2, VV2(MV2) T Y
F UM, 3 R 129Met/Met D& Mo
JEGe LT 5 CID TR Eznfocu@‘%fﬁ
WA d 2 L wRE S vz, AT, MM2C (
B L MM2T (FURED) o7V A v, b 1\
B PP ZEEFEALZ ) v 7 A~ RTRK
PelpnWZ EaiEH N, oA
PRNP ZRIDERLARTICE Z b LTz X D
YbEMETHL L ERLTWES,

<ELGHRER>

1) Taniguchi-Watanabe S, et al. Biochemical classification
of tauopathies by immunoblot, protein sequence and mass
spectrometric  analyses of sarkosyl-insoluble and
trypsin-resistant tau. Acta Neuropathol 131: 267-80, 2016.

2) Tarutani A, et al. The Effect of Fragmented Pathogenic
a-Synuclein Seeds on Prion-like Propagation. J. Biol.
Chem. in press.

3) Shimozawa A, Ono M, Takahara D, Tarutani A, Imura S,
Masuda-Suzukake M, Higuchi M, Yanai K, Hisanaga SI,

Hasegawa M. Propagation of pathological a-synuclein in
marmoset brain. Acta Neuropathol Commun 5: 12,2017.
4) Tarutani, A, Arai T Murayama, S., Hisanaga, S.I,
Hasegawa, M. Potent prion-like behaviors of pathogenic
a-synuclein and evaluation of inactivation methods. Acta
Neuropathol Commun 6: 29, 2018.

5) Kobayashi A, Parchi P, Yamada M, Brown P, Saverioni
D, Matsuura Y, Takeuchi A, Mohri S, Kitamoto T.
Transmission properties of atypical Creutzfeldt-Jakob
disease: a clue to disease etiology? J Virol 89:3939-46,
2015.

6) Takeuchi A, Kobayashi A, Parchi P, Yamada M, Morita
M, Uno S, Kitamoto T. Distinctive properties of
plaque-type dura mater graft-associated Creutzfeldt-Jakob
disease in cell-protein misfolding cyclic amplification. Lab
Invest 96:581-7, 2016.

7) Kobayashi A, Kitamoto T, Mizusawa H.
Creutzfeldt-Jakob Handb  Clin
153:207-218, 2018.

8) Kobayashi A, Matsuura Y, Takeuchi A, Yamada M,
Miyoshi I, Mohri S, Kitamoto T. A domain responsible for
spontaneous conversion of bank vole prion protein.
Brain Pathol 29: 155-163, 2019.
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Conversion-prone PrP molecule
Ki-bank vole provides a good tool

Tg-Bank vole, overexpression, shows for human Prion transmission

Spongiform changes.
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Dura-grafted sCID in Europe

Ki-129Met/Met Ki-129val/Val
S
a -
i€ administration
MML 100% 100%
w2 100% 100%
e el 1P administration
MM1 0% 37%
w2 57% 94%

MM1
= vap
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ion was not transmitted effectivelv via

IP route. These results may exol
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W 52 @R 4

T 22 #] B : ERK 26 AREE~ AR 30 AR
WFER 5« 26117006
R A e N i
HHERFIEE 4 - R A

<HEDEHI>

TR PERRRR S MR BRI, RFE D & L/ T
EDHREL AT MIERML ISR ESND. Z
NODFRR L /2D Z R 7 8L, # L 9
JTtEZ b ol Z VR EA~EEE LERT S,
Z ORI, X R EORN, B
RS BAEORIL, FEA LRI EY HIES
U, FEAIE mRNA IZX Y, 70T o
Sy FEREAR &, RIS~ DOHEHIBEREIZ 0 HilE S
5. ETBITRRREMS, AT T7A4 0 7Lk
RIZL VRSN, BiX, ZOEL, 5O
W & TR S, RN R RO EAE~DF] & 4
RIS LEZD. ZOXUNRIED, BH, B
SRMEDOTEFIZH D DIE, RNA OE L E O
BHETHD. LnL, Z0 RNA #lflow s X,
HLAVIBREHEIA o TH D,

Fex 1L, ALS (FhZEME PRI {LAE) 12 C TDP-
43 Bfs AR %5 L 72 (Yokoseki et al. Ann
Neurol, 2008). /1% C TDP—43 A3t FHEiEB)#H
FRARAEL TREN/IMERIZJRTE L, ALS B3 TIIEEN
IMEDRSD T 5 Z L ERWE L
Hum Mol Genet, 2013) . #PN/IMEDJEA 1T FUS 28
HALS JEfICTH#HE S 72 (Yamazaki et al. Cell
Rep. 2012). BEN/IMKIZA T T A 32 7B
% U snRNA ORRECEEE L, BEARMEEE R
BTHLEMMEMEMIETSH, BEHA/NME, U
snRNA D) % 588 % (Zhang et al. Cell. 2008).
Fx tH ALS (2T UsnRNA D2, (Ishihara et al.
Hum Mol Genet 2013), mRNA DA ST A 7
HH A faH5 L7- (Shigaetal. PLoS One.2012). &
5|2 TDP-43 OHH D mRNA it LicH X v
/X G RO PR L A N R 7E O B A R
L7z. T BHOHEEIL ALS (2T TDP-43 mRNA
IR DNFETH L 2RmBT 5. o2k

(Ishihara et al.

B OBLN D b A IR AE OB & £ OPEERNE

725 RNA SRR OfHEIC X 20WENRH D &
I A ST

—77, WDS, IlslZ k5 5B 2 R0 B OER
(ZHESS A & LT, & OHERRIERE O ReikE &
AT 23 8 5. T DOHEBREERE I I IR ME SR R A
G320, TOFEMIZDLN> TRV,
CARASIL 135 YL AR M B AR O i/ /8 ©
& ¥ . HTRA1 (high-temperature requirement A serine
peptidase 1) OFERETERIC L W RIET D, AJET
%, WRUMESR RO RE 2B LD, RIRETIE
HtrA1 knockout (KO)~ &7 A Z VT, Z D fsfs/ Iy
TEER RBEE QIR BT 2 a5, 2ok 9L,
FEAE & HEBR DT 7> & ZALVE R AP R PR B A I
5.
<HAEDOEE>

%9 RNA fR#HZ OV TiE, ALS OFNEH
B Td 5 TDP-43 mRNA OfCHHERS & it L
7z. TDP-43 |Lk# 7z B CalEiggtE 2 A4 2
2, ZOMMAEFEMICIA L. EBIC, b
N HE AT EER R T, E&M insitu
hybridization #:(ZC TDP-43 mRNA OHIfEAN
fEE Mt Lc. ZOfER, ALS TiX, TDP-43
HIFANE AR E B LD D0, Z O X9 eilaT
%, B CIHEIEED & 5032, TDP-43 28,
BEAERREL o TWBZ EERLEEL DFED,
XA MEZHERFT D 72O O TUEMES I, /)

TARDBP mutations break down the robustness of TDP-43
autoregulation through the binding of ALS-related RNA

binding proteins

PORNPAYAZBT o
12345 € D ATC A2 or pAd
ol 111 ]

alternative intron 6 intron 7

PORNPAYAZBT
12345 O ATC A2 or pAd
ol 111 ]

alternative intron 6 intron 7

alternative splicing \ alternative splicing \

12345 5 ATC A2 or pAd 123456 ATC A2 or pAd
=Nl

AN -~ ~Hi

abnormal splicing

intron retention
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7 RHPR BB I BB RO THESI TH D &\ D
—HNR SN WICARREIZEBIT DK% in
Vivo [IZTCYNRET 7200, TorFrr A4y I
Z JVy, TDP-43 O H Ol il B 0@ R a2 7
TA V7 EAEL, TDP-43 DB O TLEM %
FIH ULNTEMED TDP-43 O3 HL & B X w7 5%
BETNVEER L2 ZOETT /LT, TDP-43
DM, WAk, FhEEBRH OB & b
b L7z,

S HlZ, TDP-43 OEGMEHICEHL, = I —
3 %47\, TDP-43 D RNA, X /37 &
1L, Z< OEEC L TERETH LY, EE
PE, SFRCEED D KT OB LIS T
HHZLERL, TDP-43JFRe4 5] &L = 475 &
WCHEBEDTLEMERN S H Z & 2R LT3,

WAZHEM SR DUV TIE, HTRAT OB
REPGNE LY. X5, HTRAL K~ T
A DR . AIE OB IMEBR IR E T imihu st
~ b U 7 2D EHMEIRFEDE Z > TNWDHZ & &
KLz, SHIZZO~ b 7 AOERENINE Y
BTV T, BRREFEZIERITZLAERL
T2 biast~< b Y 7 2 ZNENC &0 mAE I
wiE Lo THDDND ., /N AE S OJ RELZ LA
fasb~ R U 7 R &8 G OFIERE N EET
HHZEERLI,
<HEDEE- - EBE>

THD OFERIT, TDP-43 23, B/ BRI
DDA L TN D TURZRERG N, HLHFED
BRI D MEIEDIRIEIZH D vy D | BRI
EMEFHED P L— FA 72, JREDRIEIZH D
ZEARRLTWD, B MEOERIZH D b
L— RA 7 & LTOMEEINEE W D o FHEIE,
MFEME ALS DIFREDEERIZ & D72RN 5.

AAFFENTC, SRBBEER 7 D v AT LR
72 RNA HIEEERS & SLLS S it /e 72, Zh
MBI B O IR £ 2 BiE$ 5 L CTHie
THHTAHD L L HIZ, RNA iz & —47 > k
& LT IR EIE DBFIZ IR N 5.

F A CR% LK BT T AAEROF] AR

Z3O0bIT 5. I, BIEFICHEE MR RN
RThD. Tk, MFBEHEREEOREIEL IO
TRIFIEBRR DT D DOET WVITEKIE TH 5. 51T,
EDOHEMO~ T A HIER & T 2 BZFDOHBL
BAEWMISE L Z ERERER T L THDH. kX
PRRRZEMER B D EE R K7 Th 503, AIiE% H
WIUE, @~ 7 AR CREFAEITEE 2 Bl S
HIHBET LVOFERETREE S 5. HEIT,
ZOfEEN:, REMEICH D, ik, BET
A % N R T2 208 % 3 Tokk & 70 /e~ D 3t F 73
BoLled., 6T, KFEOIRIZELY, N
L7 TDP-43 b S &5 Z L b AR & B 2 b,
ZAVIARIEIZ R 2 B A 22 VR T IR O BRI
BND. ERIC, BNEICBE L X, A%,
fast~ RV 7 A% X7 E ORI X HIREE
DEIFE 2D TV ATEME 2R LTz,
<EFLHERER>

1 Koyama, A. et al. Increased cytoplasmic
TARDBP mRNA in affected spinal motor neurons
in ALS caused by abnormal autoregulation of
TDP-43. Nucleic Acids Res 44, 5820-5836,
(2016).

2 Sugai, A. et al. Non-genetically modified models
exhibit TARDBP mRNA increase due to
perturbed TDP-43 autoregulation. Neurobiol Dis
130, 104534, (2019).

3 Sugai, A. et al. Robustness and Vulnerability of
the Autoregulatory System That Maintains
Nuclear TDP-43 Levels: A Trade-off Hypothesis
for ALS Pathology Based on in Silico Data. Front
Neurosci 12, 28, (2018).

4 Uemura, M. et al. HTRA1 Mutations Identified in
Symptomatic Carriers Have the Property of
Interfering the Trimer-Dependent Activation
Cascade. Front Neurol 10, 693, (2019).

5 Nozaki, H. et al. Distinct molecular mechanisms
of HTRA1 mutants in manifesting heterozygotes
with CARASIL. Neurology 86, 1964-1974,
(2016).
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WeER S 26117007
e FRE L - M
HHERFICE 4 - MR

<tHEDBH>

TSR EREEE (WHO) oHEFHTIX, R OFRAE
BEITB L Z 3560 T AL S, ZOIRESCH
#EEAEOIEEa A MIEMICH 60 kM & Sh
%, R 72 @ LI RO B BTN LT <
BY, 2050 FIZIT 1TEAEZZEET S ETFHEIN
TW5, ZORAREOARIE, AFEDE R LT
DIk EHEZED 1 SEEZ D,

PHVE & 55 & 3 DR MR B D% < 1, KIS
BWTH X7 ERAREOEBEREE K\, B
AR LTERE XY ORI BICL o CHIEREIE
N5, ZOXH7% s "7 EE ) IZERT
DR MR B OTRIIE 2 B 3 5 LT AP
o D M Jy ORI IRIEIZ B D A T = X b % fif
T 5 Z ENELOHRETH D,

ZIVE T, RS MR BB DR REMR IR K ORI BH %
FHME LT A RBERET L~ 7 ABREH S
NTE, 2O~ T R L, BHERPFFIEER &
LTIES WS, Wi T 0 RAZRE LT
X7, TO—FHT, v7 AL b b TITHEHRER
B 2EENHEVICKEL B hORRELZ T
FICHBTERNW ELREKFICHLNZENT
T, T, v U A TIIATEICR A RESE O fRHT
WCBWTHZITDHIINKRELETVELTE
EIEEVEER, T ik, S IRINEERE DN AT
KGR L 7 DR VER B IR IS B T A AR E R 7
RIED 1> Th b,

AW CiE, (1) &K IPS HilEEHW\W-E
T, M EFESTH Z LT EEIIELN
WEEARANDAE X MM % in vitro 2B W
THBETHZENARETH D720 AR B
DWFFRIZEB N Tl TENZY — LV THD LEE
2D, FFE, Tox OWFGET IV — T TIXFEEME R —
XUV UIRRT I NA IR/ & o TR
PR EEE O iPS MRz R, MR~ S
"B LETEORELZHI L. BEAT=XLD
—uE A SN L CE Tz, AR CIE, REED
— DT D FIEMERTEAAEARGRENE  (FTDP-17)
BE NS 1PS ML A BT L AR~ & 3 kT
52 L TEDORERIERT Z T 5 2 & 2
BB,

(2) WREEOBEICHZ BRI, Xve b
WCIEWERBEICB T 28T AREEND,
Fxld MIOREHETHDL~—FE Y MZBW
T, M OBE B HIRZ B Lie, Z Ol
ZBRfE L AR X O A EEEBLT S N T AT
=y Iv—F%Ey FERRBL. F U RNF—%
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WSt Uiz, TOFEEZHWD Z & T, MEOEN
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DOWRIX TN AT L > TOIr &N =W T
DT ENPBEMNIR T,

F o, YL X D BRI B . AR
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FHE L LESTFLNANSEKRL~LETO
FEME RIEMEE A = X AR E BIE LT
b, BlZIX, 7TV oA ~—JF, BiEEHEEEE A,
JiE, b B —/MARTRIZRAE 72 & AR A MERIGRAE ©
X, FNENB T I e A N, TDP-43, # 7 FUS,
-VRXIT VLA UIREDE N TENENL, E
PRFERE 2 J8 0 U BSRE 1 & OFER &2 JoW iR
S L. 2 OFFEMES RIS ERE LI D
Z L ISIMIREE & 3 % D MR RIS O Rk fE A X 7o

EEZDBNTND, ZO—@EOJF TR 2N

FHE I D MR EMEDRAR 5+ 5 Tl e
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53 - Ml - IR VAV DS AT T o
—TFNRRDEND,
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R & LT IR RIERRE DN ED LIV TE 2R, £ 0
T EAENRKBUTKERD > TS, KiTIZ72-> T,
TNINAT—HDE ) —DDREBR ThH D1
SR HRAEZ AL O FEZARER Sy Th 5 % U EE D
FLWVIREIEOEN E L CTHEEZED 8T T
VONERL G3F L~V OBEREREAT D3 FERRAY I 8
HIVTUV D, FRRIBRAEZ AL DK PN S5 AT & ARk i
EOTNLFHAREI T2 Z &b X U B EM %
T DLWV EWIC/R Y D0 DA, #lk
DARKITNVEIZH LT > TWAR, — T,
% < OMRRZE MG B TR, FrE IR O EZE (L)
e & & & b E IR T 2 BN
il U7 F e UCHRET 2, Z08IRIT, £
BERAOT ) A U HRERRIC X DIREIERZE
W o 17U Ak & L CHmiRakr s o
TU )5 (Frost and Diamond 2010 Nature Rev), % 7
BERIEHFICB W T O REEE Y VE R DR
BRI E L TWD EWVWIMRE I TH
D, Txbbe MERY Y (P30IL) 2HBLT L~
U AETMIEBNWT, BIbZ UEAN YT A
Wa N LU GEBO =2 —a 58 L NEED

BUERBEANTERET 2 ZLEPILNILE

(de Calignon et al. 2012 Neuron) , & HIZF % 1,
A DERAS A=V TERZRE L, Z T AR
F—=D~ T AETNEBIOT VYA ~—HiE
EWICBIT D2 oA HALICK YL 7Z

(Maruyama et al. 2013 Neuron) , 4 OWF5E 7 v
— 7 Tlk. U PET A A—Y 7 JEHE MRI,
~ v 7 v ¥ MRI(Perez et al. 2013 Mol
Neurodegen). J5# MRI(Sahara et al. 2013 Neurobiol
Aging)a # U A NF—< U AETVIZHEM LT
FER e RO Z Lo R BRT THERA A —
DT R Lin 2 X ERAEET VDR
Bl R ORI TR E T L7, AWFZERE T,
Mg X7 BEAOER A T = X 5O &R
- AREVEIR B OTREE BEY & LT, AR A 2
— v T & B U 72 iR iR EEAT R O B3 & B
Bl

BARAITIE, RIS 31T 2 Ik B 2 rT b
THEH R E T e —T ORI EHEL, ¥
YRy ERALDZW - TRETHI A FTRE L T D A A
— VTN F =N RRE AT o T, ET, H
PRI BEAGITAE O M RE DR T &2 WAL D
A A=V T HN R LT, — 5T, ARBN
PN BEINBIRITE S R B DREREZ D N
B AR EATME O I RIS T 2 2 5B €
7 /L rTgd510 mouse (Santacruz et al. 2005)% >
TOWZ ™7 B OREERE & OIS Ok
e DR H SN DR F2REL, ¥
R BEEAC BRI L O D 1R FEH O BR & IT &AL
THZ e AME LT,
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Tgd510 v TV ADINTET—FNA A=V T
W K D IRHERHAM: Z 4L E T rTgd510 ~ 7 A D%
5 S I 4 5(MRI), ['CIPBB3 |2 & %5 # &7 PET
(R e oWiEREgIE) 4 A—T 07 ik
JE % FF i 9= % TSPO(18 kDa Translocator
protein)-PET A A — > 7 %3 L, ERICET
LR EELT E OF M A 1T/ 7=, # U PET &
TSPO-PET & DB ZFH~5 Z & T, # VIREI
MEIG U CHRRRAE D EHT M AH 20 & 7
STz, £72. PET T — 4 N ¥ UJKZ, TSPO & H
R A I L CTWASZ EFFIFHT 5720
FEA% N DI BRFEHT A2 4TV PET & OFHBIBISR % 7
R ZAH MPIZZNSDERA A= 7R
FREG AL TS Z L EREIED -
(Ishikawa et al. 2018 J. Alzheimer’s Disease), F 7.
BEMEI /7l V) T7~—h—D—>2>ThdH
P2Y 12 Z AR D F B E D EFH D rTga510 ~ 7 A
TWAOT DL wEX1EDT- BlDX T A/ F—
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Y URAETIICEWNWTH X UIHEKRFNIC
P2Y12 ZHBOBONRRO b b 2 v
AR L 2 7 m 7Y T OIEMAL N EEICER L T
WD ZEMHLMNE o T, L EDORERESEI
L CHRRIEZAZENE LIS A~ —H—DH
RINS%—EBERT A2 LS5 (Sahara
etal. 2018 JAD),

b hREE RIS E U[VCIPBB3-PET A A —V
7 TG BEAH BAMITJE - AC O 5 O R ZEmf PR SR A
BSE « /X — % 2 VR AE FROAVE 8 & (Kii
ALS/PDC), # U BIn R N2T9K & H 9 2 Kk
PERTEEEERIERENIE , MEATMEEZ LVRREL, BHERS:
BIC LD BREMEELZ ZNEhxtg e L
[''CIPBB3-PET t |k EfIRIFSE 2 F2hiid 5 iafe THE
B A FH O 7o R BR RO MEAT 2 T4 T . PBB3
DFEGPER PR FRICHR I SN D & TR
L —%95Z & &G L7 (Shinotoh et al.
2019 Neurology; lkeda et al. 2019 Movement
Disorder; Endo et al. 2019 Movement Disorder),
PBB3 Y v FORSEREDFAD : PBB3 D& U
JRAN RS DB 2 RET 2 BT, 2 /D
~ 7 AET /L (fTgd510 ¥ 7 A, PSI9 v 7 ) &
b NERRAN A2 IV Cin vitro & in vivo IZBIT A E
BIENT 24T o 72, TORER, WTho~ U AE
T ZEWT D in vitro & in vivo ([Z351F 5 PBB3
AR A BRI b, S HI2, v U
ZET V& M TIRSE O G BN 2 e
BINT, Thbb, ~ U AET LOFETN R
& LCoFHMERHER STz, AT, PBB3 X
MAO-A/MAO-B FLEHNIC X 2B AENRD 5
o7 Z &2 6 MAO (X PBB3 @ off-target
E 7R D ATHEME MR T & 3RER & HU7Z (NI et al.
2018 J. Nuclear Medicine),

# 9 PET U A v A EALARYT : 2017 £4E5<[E D
e TN —7X 0TIy ong ~—JFt sk 2 o
BEEEIRD 7 T A AEBAIC L D0 TAESEENT T —
2 33T S FUT= (Fitzpatrick et al. 2017 Nature), &
M7ptiET — 2 % b L2 ¥ UMM L ToO PBB3
B BB AL &2 YRR 9% H YT Molecular Docking
Simulation Z{772 572, ZORER, Z UHHED =
7 fH 4k (349-351RVQ . 364-369PGGGNK .
351-353QSK)IZ B v — M HRMEIC KT L CHREIZHE
G925 ATHEME D FLH S 4172 (Goedert et al. 2018
Frontiers in Neurology)s

X EEEERRMIEE T LV OMENT  JEE, X UR
IR CRizs 8 S 727200 TiTfa
BEERTER A FHE T e, T4, b L7
U EREEARE X BRI B AT D 2 & T il
WTOX UEERZFETE L LALLM
Mol RWFSLHETITMAIZ, ¥ UEEKRDN
yeast-prion BRIZHES L T < flifakk =/ L, &
DOMIAN Z 7 EEEAR D PBB {LA#) CTIE S5
Z L AR LT AHBRORE 2 O CHRREE R A 72
N VA siEIdl o T ORIEZ B Lo A
AN—=T" N RT v I AT ) == TV AT A
ZREEE L7 (Matsumoto et al. 2018 LJMS),
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Feifr e O TR Rk 2 M. TE 70 2 & DV ik
KORETH D, ¥ VEABERREE XY VH
RETRONDMRFMEO LN ATRE & 22 o 72
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T % Z NSNS,

Establishment of diagnostic imaging platform and possible intervention
Volumetric MRI Tau-PET TSPO-PET
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1. T/D//\4’<7~F(AD)%%®%%75)%/J
nTns, %ﬁ@AD@%Ew@E%ﬁ@%
X 0AT o =Dl PLAMEICEN AR A A —
/7&ﬁﬂ%%f%é]ﬁTi 2 fiFRE O E &
PETIEN DEESRA A= TR THh 508,
UC CEREE 20 43) <0 BF (G5 110 49) &
ST EBEREEERT L 2 L, Z D EREORLE
WA 7a bhe R EORBGHRNVLETH D
_klmTﬁﬁ% mmﬁm:&&k@@mﬁ%
PET D=2 ]
$TCT!i\°%P:(¥%ﬁ¥6H§%)E%ébWiIBI
CEBE 13 BFE) 72 & R O W 7
IS K <. SPECT mifhisx & PET figx® 10
PEITTI,MT;@%ﬁ% (T R
&2 2 ATREIC 3 5, AT Ti PET |2 H
TSN T- SPECT A A — 0 ZIEIT kR
L7207 I8uA4 FADB IO UK SPECT H
7'a—7 ORRFE ATV, ORI ALK X
W UOHEREETHZ LIZL->T, ADD
SN2, SR A AR SEBRA R IR ICH I35 =
LEEMET S,

<HEDHRE>
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i 2 DM LAY Z %G - G L . 4/tbmk
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WP CoREMEZFMLEZ E A,
['*T|BIP-NHMe (5D % 7 PET A A—Y
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7M. @, @TI LTP BV R OB ENEE S
Tz, QPS IZ Xk ViFEsn=zhi s AB40/42
. VUMb Z v S T E R AN ERE D,
MoCA-J fEE 7 =2 AT —FREMA & IZITA B
IEARBE 23R 72,

B[R —ER & %t5: & LC PIB-PET R %17
W, T InA REEEFME L& 2 A, PIBEE

D RRAVEIZ BT D KRB FIEMERR O A 1 = X L OFfR] & 7= 7p R WHER R~ D

: BT+, Amanda Tiksnadi, (JUERVE. FEASHEIL, ) —

RECIX PIB FaMERE & He~ TR ERAHRR A, BRETE
THERT IvnA FILEEZRD, 20 OMHEKT
1T AB40/42 L E A ERIEMEZRO T, IHIZ
PS IZEVFBEINT-HREIIAEELRAHEE
7= (Figure),
PLEORERDNS . QPS 12 X 5 AIH MRl & 2850k
fE. B A B40/42 tr, PIB-PET &\ o7- AB %
B L U ays S B EMEDN R b7z,

Fig. Negative correlation between PIB-PET
and QPS—induced LTP-1like synaptic plasticity.

<HREDE=E - BEE>

QPS |2 X 2 KA R e E iy oo [ SR L & L AD O
B MO RIERMZW O N, F~—I—L LT
ST LoD d 2 B4, PIB-PET Fidr & (2 B
MDD OENT=Z L, IMSIC L DT 7 RafE
DFRFL DI 12 72 5B AE R A2 W DN A A~ —F
— & L ORHTE D AMREMES RIB S, BERED
TR & 72 o 77 B 1413 F OB 2 FEMRAY I M iE
T 5D G FEEFEZRFENICT7 A —3 5
HEWTEOBFZEIC B SE T2V EE 2 TV 5,

<ELEHRRER>

Murakami T et al. The motor network reduces
multisensory illusory perception. J Neurosci 2018; 38:
9679-9688.

Laakso I, Murakami T et al. Where and what TMS
activates: Experiments and modeling. Brain Stimul
2018; 11: 166-174.

Nakamura K, Murakami T et al. Variability in
Response to Quadripulse Stimulation of the Motor
Cortex. Brain Stimul 2016; 9: 859-866.

Kadowaki S, Murakami T et al. Influence of phasic
muscle contraction upon the quadripulse stimulation
(QPS) aftereffects. Clin Neurophysiol 2016; 127:
1568-1573.

Murakami T et al. Left dorsal speech stream
components and their contribution to phonological
processing. J Neurosci 2015; 35: 1411-1422.
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<WHEDEH>

T Y oA < —9 (AD) Tix, Blb¥ v R0 &
NEET D 2 & TR RISk FE DS E = | FREVE I
B D, FOBFIFPHER & U 2o iEkEE
Ffo, Z2MRLIBIC I3RS 2N B e B 2 B - 9728,
Z OBUIFRE A OMFERFEITFE L < oo T
WRUN, ZAUEL T AV E T OVEE AR R T B A
BET DITITEEMAR SN TW=4TH D, AHF
Fe T, AN ETITHEY. L7z in vivo ##
HbA A= T wE I Ao —H
XY BB E T T DRI AD £ T L~ T A
BIOTRAAR—=F ¥ LU T U7 4 (VR) “ X
T L7p E OS2 v BEEERIRICE Y
SN VR BB T CITE T 2 EBET LD~ T A
DOUEFSARREEIIRTES 4 | $00> H BLUAL T 1 ML o fg
B RE-CHRI 1000 B OMIRE & RIBEIC — e vy
LA A= 7 TBIET 5, ABFSEIL, VR 7B
BHEE AT H AD B/~ 7 A O EMUNAK LS
BT, B MR AE, MELE 7 ED
FEAE  EFE D DHSBER A RE & Vo TR & AR
fbL. FOIRMEOET 2RI+ 5,

<HEDHRE>

7 FEEREHRE (APP) A iBFEZ5E X%
FTUIIBT 2 A FAB) OEMAE AU Dk AL
AD 5 L~ A (AppW T | Saito et al., 2014)
OWESE CAl SRRk s L o e P—
B HHE G-CaMP7 & JR L HE DsRed2 % 3%
HIDHh 7oAV 2=y I~ AE{ER LT, AD
~ 7 ADWERE CAl OGS Z  ABSBEICETE L
TW5b 4 7 ik —HOFLEREENRSHS 7 » A
B C_NTFA A=V T LT, FhgkH. v 7 AT
BAMREE TIC[EE S A, VR EAARKNIC 3 »FioF
B EaREL, vV RATZOND 1 DZEiET
% & B (K) 235 5 3 D M RE A 1T - 72,
VR EAREE 2 BRFET D 4 » HE D AD ~ 7 A DS
CA1 2> 5349 650 fEl O D% B % FIRFIZ /LT
7=, F7-. CAl FEHIR D F5HJ& ¥ ABIEDEHE
P73 G-CaMP7 & DsRed2 Dt Y12 350 T HEYL
BTEEIn, bl L bITERLELEINL T,
TG LD | BEEEMIT, ABEIZRITEL TV
DT ENGoTm, FEl ATEATIC LY . BET
fFihzEa— LTV AEFMaoskT, = e
=T RALIRIEEN o7, L L AD <Y
ANT r HnCe b & 4 » Al Citgk Lz —
DA A= 7 A CIEEN T 2 M O £5 03 i)
L7z LU, 747 AWRIZD &EF3 6 DI
DU IBRENEE 2 R TR LB SN D X H Tk

277,

D T NA =R ORUNELEE AT KD e R O g B

<HEDEZE - BEE>

4 NAEO AD =7 ATIL, EANRD O
DI HE D B3 B TR E) 2 R R
BN Z LiE, APP ZBBIFE T A 06k
D AD = 7 AT O AR FEAT AR e 28 FL 5 15 )
g ) BiG (Figure, top) &1L 5,
OIZ, 77 Hlwlc7e 5 & mRENEE 2 R /ifa o
B, BIXOGEAIROBIIED LizZ &Enb,
FERRD AD BB TIE, ABEHEE., M OO RIKT
BEOWEE CAl ORI OIS EY 38D L L
PEE &g &k 2 Al REMENE 2 b (Figure,
bottom), fit> T, FERDEHFITITVVIREL RS
APP 23ERPEEL L 22 WKL AD £ 7 L~ 7 R
WL & & B ISR OEEN N B L ABERED
BEEMMNEINL TV Z ERNbhotz, L EDRE
s, Fax AL LEBAICK LT, Y
W2 K DREE IR R A M L L TR D
Y= LTHERAEEEDbNS,

<EGHEER>

Mizuta K, Fujita T, Yamagata H, Kumamoto E.
Bisphenol A inhibits compound action potentials in the
frog sciatic nerve in a manner independent of estrogen
receptors. Biochem Biophys Rep 10:145-151 (2017)

AD mice with overexpressing APP

A LA A
A) —
A p oA

Abnormal neuronal activity

A
AQAA
A Y

Deposition of Pathogenic proteins
Neuronal dysfunctions

AD mice without overexpressing APP

AAAAA_> AAQ]AA
A LA T|A A

Figure. Model of relationship between neuronal
breakdown process and AB in AD mice with (top)
and without (bottom) overexpressing APP.
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R—=F 2V 95 (PD) 7 CITARE SN DR
PO FINFEIH & 15T BEE bz 22 A L
7o 21 HAIZB W TR EERETH 5,
PR MR BBV TIE, BBBRY A N LA ER A
NVAR TaTrT7 V—AEE A— 77 V&
HEORNA RGBS 72 B ORWIE DB 5 6 >
7> TWD, ICHBD LT, b OFZER R
DEFRBIE~DIEHITEL & L THEATE ST,
B ORISR BRHERIEICRE STV 5,
— 5, TN D OFEBIZEBWT, REEEE Y v
X7 DI A SRR LI AR ISR A & YRR &
BB AEME- Wb B 7 A RG-S B A
F. BTV KOV RS ARG 72 & &2 v
TR K VBN > TE TS, T A
IR IR A MR RE 2 S - B 8 - T i e X
A LE LT, ERBESY—Fy P LTHS
BTHY., ZOHEFIZH D501 AT =X LDfRH
IR L 725 T D, AL CITB AN - s
PR MER BBIC IS 1T B B & VX U [a ik HL
GOBERITH DL TEEOFMEH 6 ET 5
FrBRET, 612, FBSGEHEIET A5 —
A OFEZRIT L0 H LWEMER B OEITIHIE
BRI D2 LK AE LT 5,
<HEDOHRE>
AWV T, Bexld (1) MiaEs &
a X7 A v (aS) B LD (11) aS il
REHRICE T 2 2 S HICE S LT, B— DT
X, =y RY—A45F DVAJCIS B FAERIZ L 5
F i PD (PARK21) D5y 1-JRAE & fRAlE L 7=, [FIFSE
\ZC. b k N855S ZEEAM DNAJCI3FEHL.L a 7 1
AT b aS Bia ARSI LT, #
ARZEMEAS AR S D & RITHMN aS BfEZ AL 5
T EMEER LT, & DICEEEMNR A VY, AR
B DNAJCI3 3 L W = R — ANIZ aS DR
WEBERDOLZ & B RY—2A4/)
PAINT L RY —LOWENEEISLZ &%
HONC LT, b9 — D0 E LT, aS flifafH
RIED A B = X LMD -, ZOH T R/83
VRTFUAR—EZ-DAT D= RY A h—T AN
AL aS OFMIENE D IASMEHET H Z & 255
L7, E5IT, RE LT-RHEL aS MM BERE & A]
BB T HE AR Z W B~ 7 X
BT NVEER L, JATEER CRMEL aS MaPER
ALEDRENHER SN T U o OIRED
BRGFEEZED TN D,

<HEDE=E - BEE>

7V A ARGERIE, PD EBEIKICIS T D Lewy HREED
topographic progression & bimERHiEA M2 H
T35, —J. 7V AR &R R B OB
JEIRMEIT A B — ROWEL R R Y — D8

D RS R SRR ST U 7 AR A MR SR D ETT T BTRIR B 5

TRERRIZODRH D, EER, 57 - MijgLr~L

THTHEMRERES Ry & T Y I Dz

ENCIIME R L < % ORREMES 37 D4

{EEERIRRE  mRAEEIC L > T OGBS N R

L AREE R ST 5, s, EREhokE

RNEL ST B\ - WU - 3 RS 2 KRS

RIS 2 Z LA BOERICHZ5 2 5 TR

ARETH D, & DARTEVES /R 7 BT o3 -

I = G fRDA T = R L E T 5 & b, AR

FHER & LT- AR S — X & BRSR L - AW JE i

L IBEIZRVMAIRY R b D LW R D, ARFFED

ORELITZAHRIZ, PD 21X U &3 D2k

PR DOEITINHNTAWRBATE ~D 72 23 2 HE R 3%

BROZEMTHEIND,

<ELEHRFER>

1. Yoshida S, Hasegawa T, Suzuki M. et al,
Parkinson’s disease-linked DNAJCI3 mutation
aggravates alpha-synuclein-induced neurotoxicity
through perturbation of endosomal trafficking.
Hum Mol Genet 27, 2018: 823-836.

2. Hasegawa T, Yoshida S, Sugeno N, et al,
Dnal/Hsp40 family and Parkinson’s disease.
Front Neurosci 11, 2018: 743.

3. Willén K, Edgar JR, Hasegawa T, et al., AP
accumulation causes MVB enlargement and is
modelled by dominant negative VPS4A. Mol
Neurodeg 12,2017: 61.

4. Hasegawa T, Sugeno N, Kikuchi A, ef al.,
Membrane Trafficking Illuminates a Path to
Parkinson's Disease. Tohoku J Exp Med 242,
2017: 63-76.

5. Oshima R, Hasegawa T, Tamai K, et al., ESCRT-0
dysfunction compromises autophagic degradation
of protein aggregates and facilitates ER stress-
mediated neurodegeneration via apoptotic and
necroptotic pathways. Sci Rep 6, 2016: 24997.
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<HEDEH>

CADASTL (cerebral autosomal dominant
arteriopathy with subcortical infarcts and
leukoencephalopathy) I RKIMEE DIFZE 2 L9
BAAMER/NLER CTH Y 30 A DO EEE
FEAEIZHEE Y | 50 kLA CHEITIE O RRENE % %8
SET %, 1996 4E, CADASIL O JRKE {5 T-75 Notch3
BT ThdZ R E SN, B STER
RVBIRIEIT R D7y » TUh7Z2 U, CADASIL %Y Notch3
BERICIDREIERIEA D= A LF, I AU A
BERIZ KL DEMH ://\°7 ERENBIEERTH D
EEZBNTWD %ﬁﬁﬁ@%m%fi?%
&5%%<%éhfwé:Kﬁ EfERA D=0 121%
mw&@mmﬁm%MﬂﬁﬁﬁT%%%t ?
AF=A L CADASIL £ R & ORREMIT 5
VENHDH, 2 C. 1.EBT 77492 2® 1n
vivo FRIEMIE T T NV E AW TMbT. 2. ZkiZ
HA a2 R EFIEOR S E’ﬁﬁ‘élﬂ?n\
3. MMM B PO in vitro 558 RDMEST &
Notch3CADASIL ZEHE 27 L /R BIEA H =X LD
R 21T > T2,

<HFEDRE>

L.HRxIZ. 797 1> /n@%ggiﬂﬁﬁmkj}uﬁ“#
FENCE 2 DEEEFD -0, HEREEIC X
é@ﬁ%x%%%%bt,?ﬁﬁﬂ@%i i
foe il b g LT, MR Z U E T &
VBRI TENZ R L7z, 156 Ao b [FlEk
O 2R L7223, 7T Al ofa & i UCREE
BEAMET LTV, &6 E&?&H@&T
[ ﬁ%¢®*”%ﬁ®%%ﬂ i TIL
<. *ﬂfﬁﬁéﬂtoﬁ%% iz, 15 » A
Wmﬁiﬂﬂ ¢’A”%ﬁ@%M%Téﬁ
Mol L7’:7§>o“€ PeEGLIREGEET 2 N T

Sy BT D zib%ﬁﬂ_%%mf%@\
I S FHEEEEZ RN TE A2 2H LM
I L7, X 51T, CADASIL @ in vivo BT /L & L
T, Notch3 C680S ZEERY T T 7 4 v = &l
Lt#%:%éﬂkw§LTM§iﬂ&b$ﬁk
HERTOREBEEZ T ZEDRPALNERD
%ﬁj£MMMLﬁ%%TWEﬁéT EMED RIS
ST,

2. AVAVUBIOAS R URERTEEY S
FARE (11S) 1, v a v¥a v = b
HECHEEICRFINTEY, iz, kE, R
TEEME, BLONE 28T S £ & F R 4B
REZFHEI T 228, 11S O LRk 5 Ref
A ZE R ROBEENL, T%&ﬁﬂﬁéﬂfwé Fx
1. vavTa el LT, RBELN
4/2)/?$ﬁ%&%%wwﬁ@ﬂ\:ﬁ7
—¥ g Lo TEFMIT ﬁménfkb 1S
DFEMRAFNE DAL DIINES I FE 5 FLiE R E %

: CADASIL 4 Notch3 # > 77 "B D #Ak & Bt F O fRHA

A I R N B
3. JEEGMIREIX, PNEGHE & RER A LG5 2
LT K0 B AE | B S 1A JE B AL oD —
MThd, LrL, ZOHEEMIIHLIPDLT,
Jibd J &1 B2 el D> B RE A ME BT IS B - 2 3L © s
ICENTELT, in vitro )& AT L
EENTWD, Fx L, HHEMIAO~—T—D%
B i A B R RE & FF > & NI JE MR S5
P4 & ARFEACMBaRR 2 48052 L 7=, 2 Offaik i
33 EECHETE L, 37 TN~ T 5,
5T, Fex i, Notch U v REEEHIME & Notchs
AR FEBLANE O S B R & vy CADASIL Y
Notch3 S & L X7 EDOREE AT LTz, €D
F% U v RAEAFHEME Notchd Mgk K A A
VORIEY Y Y — A@f@f&@ MMMLM
NotchS ’7?5:5 VN BT ER AR b b LT
fRAEZTFIT< W T c‘:73>’\73>o71(l)
<ﬁ%®%%-§¥>
vavvauynx BT7I77 4 v va EEME
BRIFANA AN—Ty MEZCEDRET LV TH D, K
5T TR L 72 e iR kA ME%%CMMH:E
T V%, CADASIL Ji BERCINIGIZ X 2 FRHAIE D U
~ORIFEFRIZAHTH D k%z oY (NN E LI
MRS D,
<EEHRRRER>
Mizoguchi T, Kawakami K, Itoh M. Genesis. 2016
Sep;54(9):483-9.
Liu L, Wada H, Matsubara N, Hozumi K, Itoh M. J
Cell Biochem. 2017 Apr;118(4):785-796.
Tanabe K, Itoh M, Tonoki A. Cell Rep. 2017 Feb
14;18(7):1598-1605.
Yang P, Kajiwara R, Tonoki A, Itoh M. Neurosci Res.
2018 May;130:1-7.
Umehara K, Sun Y, Hiura S, Hamada K, Itoh M,
Kitamura K, Oshima M, Iwama A, Saito K, Anzai N,
Chiba K, Akita H, Furihata T. Mol Neurobiol. 2018
Jul;55(7):5993-6006.
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CADASIL Hetero
ey,

CADASIL mutant Notch3

/’\
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ER

CADASIL Homo
X y

Fig. (A) CADASIL Notch3 mutant protein
accumulation model, (B) Brain mass reduction in
CADASIL zebrafish model
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<WHEDOEH>

2 7 OB IE L. (1) % U ORI ~D 53
(2) Mifast 2 7 OV iAAH 3) WY AENTH
VAR ETDHE T OFEED I LD ET
THEVIMBE NI TND—TF, Z Dk
AN ANIRERHTH D, AW TIEX U
DA W FE B L, & D0 7B 27 L
THUOMIBMEEOETFEH NI H L
wEHEEL LT,

<HAEDHRE>
FPEFICBEET D seed ¥ U ORI LN
L IEHE R R 2 T ORI W E D oy 1%
WEEIAONIT H7201Z, exosome ([ZHH L7,
Mmoo EsE E3E D exosome % AL A HIH
L. ELISA &KUY WB (LW NEED ¥ o %44k
LN HENT LTz, € OFE R exosome [H431ZE £
D5 T ORETEMIEI 2 7 E L E L TED T
D72 < | exosome FHEAKAFAI AR IR SN K2 — D
FRDWRETHD Z ERHLNIT o7z

F ARSI S T2 A T 1T 20kDa DWE
A& 9 60-70kDa D /<~ —FIL LT, Wi
ENDHZ & MRS E I AT T
FELTWVDZ ERH BN - I, MRS O |k
FAZ X0 W HEAT U TN Z 7 O ) g
fIERNAET D Z & BB LT,

AR BIE 24D seed & 7 D/ IHEREMEIR I 1
EFICHMENDE /) ~v—RIL T L seed ¥ V%
XA L CTHIHT 2 EBRANLETH D,

= ZCAMFE TR MISMCAEAE T D IER 2
~—Hl % 7 % ELISA C. fMifafzf % £ U 5 seed
Z 71X seeding assay THtHT 562 & & L7z,
Seeding assay & L CiL CFP, YFP NZ L 4Lt
A L7 RD 238U, BERIERUKAFAYIC FRET
&4 U % H v biosensor fiflda VW5 Z &2 Lz,
P301S AR AR & 7 Z i FIFE B4 5 HEK293
i d B WITHIREE R ARk L, Z D) v
—hRKAAL > RD) BBV arefr b
VORI ENOIERR LT R AT H LT
U EEIRZ TR T DAl AR L (BREICB T 5
FF—fge Lz, NP —flaotisE L%
biosensor FfEIZHIM L7 & Z A, FRET 4T,
2 Ofa RS MIEsAEE N L TAEL D Z
ENHEN D BTz, TR B ALY UHURIC
& o T immunodepletion 3% & | seeding JiE 23
DU F T DEFEITTUR LRGSR 7 U — 7 ¥
T FICL o TAELTVWSZ ERNEZONT
(K, FBEBRENZ &2, Bi¥ vHiRoRR D
FTHLU Vb 7 PR PHF-1 12X > T seeding
TEMENRE S, Z U OMIEREEER Y gk ¥

TIWZELH-TELTWAS 150- -
e ENTL, — ”

)T R —flifn ok —
¥EDD exosome FHL 32 4004
Bt L. biosensor I
wintze s,

seeding TEMEDSRH S 4L,
immunodepeletion T 58
EIZIFHEFTE 2o
7 seeding {& M D —HBIZL, :
exosome 78 & O S s ?}g{*

ivity

(No antibody=100)
(3]
o
1

% Seeding act

MBI S T IR N
DE I LTRSS @
LB AL E XD

i,

<HMEDEE- - RE>

KRN K> CIER 72E / ~—E 7O FER
LYW A J1 = R AT exosome F A L TZAREE TIE 7R
W EDRE ST, Mfast o Z xS O YA
FCHLY Vb SN TS Z & EX T D5
ZILET D Z EDRM BTV D AR BRI
EV . WHAT L CH OB Y V(LA EL 5
ZEBHEA LT, ALY Rk & X T DR
REBREZHOLNIL T ZENEELEZD
L5, F7- biosensor A UV 7z seeding assay
WL DB BB W T B D seed B H T
ORI N AIREIZ /e 72 2 & T, # 7 O#lia
MEIEICITD 2 &b ZFEH DO /R AT = A BN F
FT 52 EIURB I, FLZ VHIRIZ L - TR
FEINDBREIE, U B Z DI Ko TETTY
HEBZOLND T, iR FEETE 0
exosome (Z &L > THEULBABHEOTFELRERIN
72 Seed ! tau D exosome FEIRAERYH U 7255k
FRBIIRTEAATH D  SBALNI LTV
HRH 5D,

<ELEMHERR>

1) Kaoru Yamada*. In Vivo Microdialysis of Brain
Interstitial Fluid for the Determination of
Extracellular Tau Levels. Methods in Molecular
biology 2017 1523:285-296

2) Kaoru Yamada, Tirth K. Patel, Katja Hochgrife,
Thomas E. Mahan, Hong Jiang, Floy R. Stewart,
Eva-Maria Mandelkow and David M. Holtzman*.
Analysis of in vivo turnover of tau in a mouse model
of tauopathy. Molecular Neurodegener 2015, Oct
26;10:55.
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%< OMREMRB TS F Bt R
WA N BRI B UGl A R
T5Z EWRREDJRIK & 722 D, UTAE, ATEAIEAZE
BMRECE M ALS OJFREE OO EDE L
T VCP ANEE S, VCPERIZL VA — T 7
VN LT X RN B RN &R S
D FER, MR AMEIRBEZRIET D EE52x 5N T
W5, EERIZ, VCPERAEHT 5 ALS B Tl
X T2 L TDP-43 D % o R 7 BRI
WER I N TWD, ilE ., VCP IZAMiBLIA 1 & #ainy
B X | JRRME DS B IHBLIR - & OFE AT B
2 RAANTEL AHI DD MR MR IR
D ABIKF OBENIIA S L fe o Ty, £
72 ALS TH.HND & v R BEERDORY 2
FFALE NI BIZE LT A Y 2 X TF 8
OFNIH SN E 2o TR, R Y LB FF 84
T VUM L OYN KA F A =007
R RENL TR TF UREEDHY K LES
THIETERINDEN, A 2 EFF U HoMA
Ik > THEBEN B D720 BIDMEITITEETH
%, & 2T, AHFFETIE, VCP HBIIK 1 p47 & 5
WA NI EBEROR Y X F ORI
HEH L. 1) pd7 REDMRRZMERE B OREE 29
HMEIM, 2) BE 2R EBEKRTRON
DRV 2EXTF AL XTI EPATRIDORY
EXF U TH D0 EII BN L, AR AR 8
TRIED LY LD X o I st 2 Hi &
T 5,

<WHEDORE>

VCP ZBRRIZEVFFEIND ¥ 8T BEHE
BORY 2% F G D7D, VCP AR 5K
BN SR Y B F oA K U g
H 7 B F AR AEL 21T 78 > 72, M
WARY 2% F 42U+ % OTULIN |X VCP
EERRFFEMEORY 2 % F U #EICITHEL 5
2oty —H7. 48 AR U o v % F 88 A Tl
4% Otubain-1 & 63 BURY v F A QT
9% AMSH CTHLFE4 % &, VCP #FEMEDORY =
EXRFUENEA LI Enh . VCP FHiEED
R BEEIRIZIT 48 L 63 BIDOAR ) o
XF AL H ORI EREFENTND Z LR
iz,

VCP H#fiBhIK 1 p47 AP TR B JRAE I BY
H3 2 0 atd 2 72012 iR sE B p47 &
faF KA~ 7 ADOVER Z R T- 08 WIFIWNICEG

FRE~ T ABELENTE o1, £ T,

BN 2 7o pda7 FEEBLINHI 23 7=, SH-
SYSY M@z 3N TINTENE p47 O3B Z B9~ 5
LRV X TFALE NI ENERETH L
D ONEIRoTz, Flo, pd7 BIEMHNZ LV A4
— K77 V=== —LC3 & p62 NEML TV

12015424 A 1 H~201743 H 31 H

D MR VEIR BRI IS 1T D VCP iBhIR 1 pdT OFSBEREAT

T EDD, pATIEA— T 7 V=N L X
PRGBS L TWA Z AR SR
Too —J7. WIENE p47 BIHNIL T 07 7 Y — A
KT 72 2 X T BRI B % B 2 72 o
7oo S HIT, VCP 2 BARGRHFEELIC L 0 i o s 7
DENH S D T2, pd7 FEELINHINZ & 0 [FEE O
GNEZ D0 E T T2, 22 hr— L L g
L C NTEMEpAT D 7 7 X7 2 K D SH-SYSY
AR OEEFE I INE] S vfz, LLEDORER I D pa7
WA= 7 7 V=T kB F Ry R % A
L. VCP & AR MR B ~DFREEIZRE 55
B A REMEDS RIB X T,

Ubiquitinated ,QN/
proteins -

VCP mutations @
Absence of p47 @ :

Accumulation of
polyubiquitinated proteins l
[ X
=Y

Autophagic
degradation

<HREDEZE - EE>

W DD ZE MR FBIZ BV T VCP DR
PIFEDOFE E LTRESNTWAD H DD, VCP
NEDXHTHEZ R BEOERZIH LT
WD DDA B E 725 TR, FRZS MR R IC
BT 2 VCP #iBIA T DO&EIHH S 0272,
LD OIRFIERRICER LD EE X LD,
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HTLV-1 Tax Induces Formation of the Active
Mactomolecular IKK Complex by Generating Lys63-
and Metl-Linked Hybrid Polyubiquitin chains.
Shibata Y, Tokunaga F, Goto E, Komatsu G, Gohda
J, Saeki Y, Tanaka K, Sawasaki T, Inoue S, Oshiumi
H, Seya T, Nakano H, Tanaka Y, Iwai K and Inoue J.
PLoS Pathog. 13:¢1006162. (2017)
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FERNED 5 2 & R R aIBIc K VB M
L7z,

SRR 28 AR HECIE ., SRR 27 AEEEIC B | X 5 X LTP %%
BUZFR LT AMPA &N AR A A~ —I2 &
STEDL ) BERFE NSRS DHDMNn
ERFZE LT, BARRICIT, MEBARRHIIRIC AR A
U A< —%#E L=1%IC LTP #FERMZ Nz .
NS E AN CTE Y 7 ) A XL ElE
223 iFRE T AMPA ZF KT 7 2= bk GluAl

CAB A Y AV —IT kD T AR RE A VIR R O fiE B

FIEGUA2 2T A TA A=V T LT, LTP
MRS . HOCEERE L 72 GluAl OFEES I L
o T=—7 . GluA2 OFERE I T00Mn L7-, *
72, GluAl O VA F— 3 BRI S
HZEBHOMNI LT, LEORERX Y, AR F
Jd~—% LTP HICEL T, 7 2=v Mk
FEHNC AMPA ZRKOBOBEMELESTH Z &
NIRE X Tz,
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RN U 7= VB AR AAE Tk, AMPA Z AR
GluAl-3 57 % 4 BIETHESh TEY .,
GluAl &~ —., GlAl/GluA2 ~TF 1~ —,
GluA2/GluA3 ~T E<—RNEH L TW\5 EE X
b TWD, DD, L EOWERRE £ &
5 & LTP ZEEFIZB W TEIZ GluAl FE~—
DTF VA F—T AR, AB AV I~v—ilL»o
THEIND LRI, 22k, LTP ¥
BLOWMEI A = LO—mnl e 7 v
VoA =R D RMHRERRIA A HE AT,

7. ZOHIWIZ AMPA ZREEKDOT L R4
h— 3 R BB AT 28 T BN LT,
Stk ZoEERAWTZX YA =2 R ET
TR RY A b=V Z2~OFHIERHHS
MZTED EHFEEIND,

<EQGHRER>

OFfifsmE  HPEL

[T T A a5 DG & AR
MEEDFFMEZFIH LT > F 7 ABEREFE F D ) fE
A A=D T ARBEEMFERTEL R Y Y
L2016, =k, 2016 410 H

@7@3C  Shumpei Fujii, Hiromitsu Tanaka, Tomoo
Hirano

“Detection and characterization of individual
endocytosis of AMPA-type glutamate receptor around
postsynaptic membrane”, Genes to Cells, 22, 583-590,
2017

e - ® .ABoligomers

s A'dn ¢ a @ @ 4 GluA1 homomer
i e Kw“0; v
Q:’ > t‘f’\% ‘0 GluA1/2 heteromer
LTP induction
% P éxz m GIuA2/3 heteromer

Fig. A hypothetical scheme of AP-caused synaptic
dysfunction state.
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Fex 1L, HB-EGF OfiaEHE L LTRIE L
M6 772U —RXZu7uas 7 —F;nardilysin
(NRDC) 23, sk KA A o =5 4 o 7 OIFEMAL
K7+TdhbHZEAZBHSMNIT L., NRDC 23 APP D «
U2 s+ 52 & T AR FEAEZBOSEDZ
EEHLMMTLTE T, 20 o YIKTHETRIT NRDC
DIEFIEEIFIRFITH D Z &ﬁféhtﬁ\
NRDC DAERRNIZIS T DIEFRIETED ST
iﬁt?%f%éoit\WMé:m6%%Ff
A B W TEWMIEM % FF > insulin
degrading enzyme (IDE)IX. AB W fRT 52 &
T AD MHBh R E S Z ERHE SN TWD,
T x OFREITIE. NRDC O o YIWHIsRIE M) EESE
TEVEICHRIE LR Do 12 2 & b | BERTE MR e
IDE(IDE E>A)IZH o GIWrEsRIEMED S 5 D
ATl AR BHYIL, M16 77 I U —
Tar 7T —80 ABFEAICKBIT HERIEIEDE
BERAONICTDHZEABERE L,
<HFEDRE>
EIRNICE T D IDE O o YIWHEMEHETR R % %
T B 72002, BilMEFFA IDE E>A @RI~ v
AEER LT, 52, ZORIMEERA IDE E>A
WEFREE~ 7 A L AD BT /L~ 7 R (APP @ 5IFE H,
< T R)EDRELAITVN, in vivo [ZBITD AB
AT 5 IDE OFERIEEOBRICOWVTHR
H U7, FOREE, AD EF /L~ 2|2%9 5 IDE
E>A DEFIFEE TIZABL OIWHE XD Lighoiz,
UbEXYM677IU—X2/37ToHDNRDe &
IDE "C AD #IHilZBE 3 2B Fr 23 B 70 5 WTREME D37
W, £, MIBPIIITICE TIEEL R
Mo TN, BERIEMRITINRDC ) v 7 A v~
A (NRDC E>A KI) Z/EBL L, homo KI v A %45
HIEMWTE, 57RO~ T ADMIRRDFEDL
BNZOWTHIT T ETH 5,
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BT DPLABEIECONTE, yEZ L —
PILERZR EORRNS  BED & ZAEENR
FLAEDN N, L2>L APP @ o GIErHIIRIC L 5 AR
PEAIRIZNRICOWTIZZ—F v R0 1ED,
ElT T T — ORI EENLSND HZ
N7 L L TORERESHKET e T 7 —E D5y
FHAEZ A ST 5 Z ik AEROB S DI T

TMI6 A Z a7 a7 7T —RIC L DS N7 B AL &SR AE A

5 PRI EMBLR OBRIZ & T D, 4 14 BRATE
B APP ) v A v~ AL Cre—ERT2 v AT A
Z T2 NRDC KR~ 7 A DT 21T 5 TIETH
Do
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(1) Morita Y, Ohno M, Nishi K, Hiraoka Y, Saijo S,
Matsuda S, Kita T, Kimura T, Nishi E.

Genome-wide profiling of nardilysin target genes
reveals its role in epigenetic regulation and cell cycle
progression.

Scientific Reports. 2017; Nov 1;7(1):14801.

(2) Chen PM*, Ohno M*, Hiwasa T, Nishi K, Saijo S,
Sakamoto J, Morita Y, Matsuda S, Watanabe S,
Kuwabara Y, Ono K, Imai M, Inoue K, Murai T, Inada
T, Tanaka M, Kita T, Kimura T, Nishi E. * equally first
Nardilysin is a promising biomarker for the early
diagnosis of acute coronary syndrome.

International Journal of Cardiology, 15(243) 1-8
2017

(3) Yoon WH, Sandoval H, Nagarkar-Jaiswal S,
Jaiswal M, Yamamoto S, Haelterman NA, Putluri N,
Putluri V, Sreekumar A, Tos T, Aksoy A, Donti T,
Graham BH, Ohno M, Nishi E, Hunter J, Muzny DM,
Carmichael J, Shen J, Arboleda VA, Nelson SF,
Wangler MF, Karaca E, Lupski JR, Bellen HJ.

Loss of Nardilysin, a Mitochondrial Co-chaperone for
a-Ketoglutarate Dehydrogenase, Promotes mTORC1
Activation and Neurodegeneration.

Neuron 93(1) 115-131 2017

(4) Nishi K, Sato Y, Ohno M, Hiraoka Y, Saijo S,
Sakamoto J, Chen PM, Morita Y, Matsuda S, Iwasaki
K, Sugizaki K, Harada N, Mukumoto Y, Kiyonari H,
Furuyama K, Kawaguchi Y, Uemoto S, Kita T, Inagaki
N, Kimura T, Nishi E

Nardilysin is Required for maintaining Pancreatic [3-
Cell Function.

Diabetes 65(10):3015-27. 2016
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<HEDHRE>
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FUVNIEE T VA BIORE T 40 b fk
AL.INLDOX NI ERIFET 7 M BIERR
BZ7 MUEWY, 612 Y —AZEY, 22
TINGDOZ U RIEDNRERET S Y
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V—=F VN L, FORERY Y Y —ATOIE
WA BXORE TV A4 OB &
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EFT VA NIE TR E 7 ) A BB S,
FMBEEINTR ST RF T A 3T ICIE
WSV A R T ) AN CEREE D Z LN
TEDL L9720 2RICEE 7V A4 238800
L. VA UNEGET 5 EE 2T, FEBE, Y
—F V) I T NIRRT A Y

SEDLELE EBETY A OMNEENRIEZY

BTV A IR RIET D 2 ENmhotz, LA
FofERIZ. VAR Y —F Y kBB
FOEF TV F v O 2 e S & BH O
HEFHIZ AR 72 iR R A E D L B8535 2 &
LT,

<HREDEZE - EE>

Fax, AEICEY, VAR Y —F Y v
WX DBHEBLCIEE TV A v D5 i 2 ik
FESH, ZOMBEAHZHIHIE TS &N D HT
HOT VAU BEEA =R LEZHOENZI LS
CIEERBED, o T, 7TV A LD Y —F
YOWY AT = A LERH LT IR, Y —F U
DI w WS D HIEO BRI SR D,
T, —FV oW ERHIT HIEEWITT Y

2 U A OHGE SRR HE R 7Y A OB ENCE 59 5 5 F DO RE

T DR ERETH L R0 U F RO
FHOIBREIEOM R FEIZ L DR D,
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1. Das NR, Miyata H, Hara H, Uchiyama K, Chida J,
Yano M, Watanabe H, Kondoh G, Sakaguchi S:
Effects of prion protein devoid of the N-terminal
residues 25-50 on prion pathogenesis in mice. Arch
Virol. 162(7):1867-1876,2017.

2. Hamanaka T, Nishizawa K, Sakasegawa Y, Oguma
A, Teruya K, Kurahashi H, Hara H, Sakaguchi S,
Doh-ura K: Melanin or melanin-like substance
interacts with the N-terminal portion of prion
protein and inhibits abnormal prion protein
formation in prion-infected cells. J Virol 91(6).
pii: e01862-16, 2017.

3. Nagasawa Y, Takahashi Y, Itani W, Watanabe H,
Hidaka Y, Morita S, Suzuki K, Watanabe K,
Ohwada S, Kitazawa H, Imamura M, Yokoyama T,
Horiuchi M, Sakaguchi S, Mohri S, Rose MT,
Nochi T, Aso H: Prion Protein Binds to Aldolase A
Produced by Bovine Intestinal M Cells. Open J.
Vet. Med. 5, 43-60, 2015.
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\Z KD 5 X T E PR DR D 5y 11 &
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WX BEBIFRIK X R ED RO ER &
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ELTHLNTWDEIRA— ~ 7 7 ¥ — Dl
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<HEDRE>
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BNz, 20O i3, B eaiiE ciieg
WCHE Z DEERD S RDEBIEST 5 Z L2 LD
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LTW5D, ZHDOERND, ez 5
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AL BRI A — 7 7 U — % BT LG
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DT L R—r33 L8 pb2 OFBIFFEZ L, T
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RGO HIlE & B 72 © 2 OflaFEam o3 E
KFEMEY S EWERRIZHIETH 5720, ARk
JRDEAIT K 2 HIIEEEE DR 1, MRS MER
D—FEDY AT Lo TG, RENNED L
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DT T, PRI Db A2+ 5 2 & TR
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Kawamura, M., *Sato, S., Matsumoto, G., Fukuda, T,
Shiba-Fukushima, K., Noda, S., Takanashi, M., Mori,
N., and Hattori, N. (2019) Loss of nuclear
REST/NRSF in aged-dopaminergic neurons in
Parkinson's disease patients, Neurosci. Letters. Jan
23;699:59-63. doi: 10.1016/j.neulet.2019.01.042.

*Matsumoto, G., Inobe, T., Amano, T., Murai, K.,
Nukina, N., and *Mori, N. (2018) N-Acyldopamine
induces aggresome formation without proteasome
inhibition and enhances protein aggregation via
p62/SQSTMI expression. Sci Rep 8, 9585.

*Matsumoto, G., Matsumoto, K., Kimura, T., Suhara,
T., Higuchi, M., *Sahara, N., and Mori, N., (2018)
Tau Fibril Formation in Cultured Cells Compatible
with a Mouse Model of Tauopathy. Int J Mol Sci 19,
1497
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Fig.1 Effect of long-term treatment with AG1024
on tight-junction integrity of hCMEC/D3 cells
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1. Ogata S, Ito S, Masuda T, Ohtsuki S 2019.
Changes of Blood-Brain Barrier and Brain
Parenchymal Protein Expression Levels of Mice
under Different Insulin-Resistance Conditions
Induced by High-Fat Diet. Pharmaceutical
research 36(10):141.

2. Ito S, Yanai M, Yamaguchi S, Couraud PO,
Ohtsuki S 2017. Regulation of Tight-Junction
Integrity by Insulin in an In Vitro Model of
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Figure. S6K/p70S6K1 protects against tau-mediated
neurodegeneration by decreasing the level of tau
phosphorylated at Ser262 in a fly model of tauopathy.
Drosophila model of tauopathy
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BB IE S — >V 9% (PD) OJRESY
% LRRK2 IZE B2 & DB 1X, M PD é:*ié
LU TR 2R 2 STz, W%M“@ﬁﬁé
N CTHE I TWD, AWFFE Tl LRRK2 &
IRTFITZE R (120207 255 LRRK2) %44 5Bk
fEPEPD RN D BRFE 24005 iPS fifa RS2 L,
Zhno 1PS R B bFEE L 7= ila i
DUVWTHEBEMRIT 24T o 72, & H1T, 120207 £ F3
Sl EE T MREMEEEZ I T 57201
LRRK2 D 12020T & HAE1H L 7= isogenic iPS Hfl
fa (TALEN-iPSC) OfsL & iA7=,
<WEDORE>

iPS MM HFFE L7 PD BE ORREE T
X, B E OMRIIREE IS e (DEMEA B L
AT D MfEgstER S H Z L, (2) K= D
WHEFRH D Z & (3)MIBN O AKT/GSK-3 3
VI NMVEEREORFIZE > TY VR{b ¥ U
DHEINT A2 & (4) A— b7 7 PV —DEERE
NHHZ L, DHLMNIR-T-, F7-. iPS filja
ERISNLLTE 9 B 14D -BE OFRENINZ T~
LA, GSK-3 B8 iEMARIC L B Y R b X T DB
m, =L TENBWNICTEE L THlERZEND
PR R HEA L 2 i LT (KA,

7 LA T TALEN iPSC DRFZIZALEN L
7= (X B), TALEN-iPSC 23317 % Al ~a 4y
{EFHEDHIL, *ﬂﬂa@%ﬂiﬁm: 65%LA b, =9 B TH
FUARB AR R 209 Tdh o 72, RIT. FRRE
ZERL RN DWW TR 755, 12020T LRRK2-1PSC
FH AR AR C A B U 72 AR ZS L oD B A <0
e b A kL2 5 MR MEss M As . TALEN-1PSC
HORARRRAIIL Tl 5 E 1PSC H AR REHEL &
FFEEE CRIET DL Z ERbroT,
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£ BEAL R RRMRAT 24T 9 7212, 3R-Tau 705
4R-Tau ~DT A YV 7 — LA Z KT L 5 22l
Fae 7 NV E T ITRHIRGEE U 7o B s, 07
R RO RSIIA DVERIN LB L 72 5,
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<WHEDOEH>

B R L) I SR S AT D 2
& CAMMREEZ BET 0, BRSBEOL
MDE|E Lo TEOMEE B ST, Ml
SCHRRHEIRICEET D Z 0N b D, DX H 7
B R G RRHED N - APRHLRR I RE T D L
FAMIIRSEDJRIR & 72 ) | T AV A = —T{lp L
DR EMRB LS X+ L S5, RN
RFIT. WREMEBICEDb S Z 7 B/
HEALLZ DT, in vitro/in vivoTl I D> B F DHAF5E
IZH#E W (EMBO J 2004, PNAS 2006, JBC 2008,
2010,201172 L), e/ CTHERIC [V —T 4 v 7 )
ERHEN D BRICHER LT, TORREF K
FNZHOW T A L CE 72 (UNeurosci 2009, JBC
2011, FEBS Leit 2013, BBA 2013).,

V=T 47 e BRICER L2 R0 B
BAENEER (L — F) LT, Sk LT
WRWWH R B ORI A TR ) R
THEROZ LEET, v— RB™MA SO T
HERNIIERR - EASRD &, X X7 HOH
HEAE DS —&URIEE L 95 B Z & D, MR ZEPEIR
BOBYLERIERC, & DV & & BITHEKR
THIRBEDIGIENE R, v —F 4 VT BRICLD
A TEX DTV, EEL OEENE
ZTCW5, EEE, TVAm (T F xR
7B ORFENEFET DR MRER) TR L
T NDOZERT & BB T )
RETIET D Z ENHEINTEY , FRREN
REROIFEICS —F 4 v IR R RE )N B
HERTW5D,

2 CAME TR, FRRERENRETVE L
THWTE MR EFIA LT, ¥ v )7 Bl
RLIAT F—IL KL= (RARMEENSRE(LL
7e) BURTEERBINT S Z LI K s mEEE
DO AREMEIC DWW CHEBRIN 23l 2175 Z & & H
& Uiz, RN TOZ R0 B DA HE 72
EbE, BE L R B OEBRDHREDIE DL
ONERICR I T REN 2R L, RENEEED
YGRS T R T 5,

<HAEDHRE>

SODI BAGTERAJFIR & 3 2 fh ZEfE R
WALAE (SODI-ALS) TiE, X A7 4 —/L FElD
25 SOD1 # v X7 B HSRAEEINL T d 5 4 e
oo — o ZRAWICERE TS, Lonl, I X
74—/ R SOD1 D5y 1 HiE I RFEC M 12
DWTITZBH B E > TRV, AFFERERE I
INETIT, BHE SODI NP AILT 4 RFEET
gAY 7 ENTE 1SS A d~v—) BNEED
FIEIWCREH B I A7 4+ —/L R SOD1 TH5H Z

DS R B RACDARTENE & IRYLE A REE S DR RE T L ORESL

L A LT E 7= (PNAS 2006; JBC 2013) . AR
BT S-S AV I~ —Z R RACFER T D huik
ORI L, JREEERAL Td D HFHRTA O
=2 —1 T S-S AV T~ — D INERIC RN E
HMTAZ e RWELE, &6, 8-S A4V <
—E e T 5 & FaiE - EEPEET
DELNTZOIZR LT, EFA SOD1 ##5-L
THEMIImR SN oz, Xy, AR
SOD1 % 2 /R7'E% S-S AV I~—%T 5
ZE TR AR T D 2 E R TE T,

<HEDE= - BEE>

SOD1 # VU =< —73 SODI-ALS B OiE# =
2B UIIEBL WS Z L2 TCRETZ
ENTE RIRIERBOF T2 /e 2 —7 v R e
VDT EMBHE NI ERED T BT EFE
AHALHEROREIREETHD, £/2, I A
T — VR LTI=Z R EOROBRNELEE
FAET D REME AR T 2 WO TOMFSERR T
B ERNTOX U RIEIRT F—NT 4
7 DAGEEIEIZ BT AR DR IR S D,
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<HEDEH>

FxIZRY 7V I EOREEZALMNIT D
7230 BEEEARHE AR BB O T & SR T - T
X FORERRY TV E I RERIZIEY v 2
oy, abexF e T TV —0% A— T 7
VR EOEREOMWEERICEET 50T
MESFEETHZEEZRAHLTE 7, —J RNA
EAEAECIEER 72 86 R S, iInE K 1
NF-YA IZBI LT v Xm % e DR s#Es
(EMBO J2008) ¢ 5% & & b iZ., HiTMRMniz B un
T/ v I T rTAHZEICEDaERTF 2 p62
DEEEBORND G, BHEMERE 2 kb3, /e
RIEE, B FLE & 11 5 iR A 2 7L L7z (Nat
Comm2014) , AWFZETIZIZDZNETHEY +43
WCRRE ST W R WA A DD W & B D BLg
WCEDIRETHY 2135, B(LEBEE - ZALEDE AN
RAETH RSN TWDA[EEEEZE 2 I HITEE
Mt 21T Z & & L, EEEUOBREILS
DD ZEREMEM R LE CHHE SN TV D,
AWFZE CILEBFRIZBWNT NFYA 2/ v 7 T
7 R L7c & EOIREZ RIMEZEIRZ & et
T5 &b, ELEEERE & ORRE KRG 5.

<HFEDRE>

HRBR 7 NF-Y (%, N> F o b o, ERE RN
HEMERERR EDORY A X I UHETAATEWN
T, A 7o PP RS R I CHERBFHE S o 2 &
NRHENTE 72, LLARN S, 72D EeH
JAFE T OMREFLE N RO L MHRE L 5 & =
TN OWTIERATH - 7=,

ASEF% 1L, NF-Y O/ v 7 Z 07 o BRRREIRSe
/NI TCIE RN E & [FERIC 2 B F 2« p62 &l
JRREZ R T DK L, FhEI MR X2
HDOX N EER RSN LR R LT,

FEM 2R AT ORI Bl OREHIIARE & 135820 |

JEFRRHIE Cid/ M Mafk s ¥ <m > Grp78 (Bip)
DRI SN TV, F72. BREAReR RSN
TNF-Y L GrpT8 2 & BT ) v I XU T 5
LR T UOEMEPIE SN2 Z &6 GrpT8
OFIRAFEBLINHI A3 | AN R |2 5 0 72 5
JRREICE D - TV D 2 L AVURIR S iz, BB
SUTREI T NF-YA OXRENHIREIC L > TR D
FHEA R T Z & Th Y ZRITMizD Y v ~Xa v
D SEDENWBRIB SN2 L TH D, MluseE
AIZEME D A J1 = K I 3R 28 P 9 B oD B B 7
ETH D0, AR O B e B OSHERZ D
AH=ZALIEEGELTWAZ EEARE LTS,
(Yamanaka et al. Sci Rep 2016),

: NF-YA RIBIZ K 2 = B % F BRI IE D T

<HRDE= - EE>

AWFFE T, Foxid, EBEERT NF-Y 25, fieiia
FERI TR DT v ia o OFBLZHIE L A
BREMICEbD TS Z EEHALMNI L TE T,
NPT A TE P SN = a7 i D
p53 <X° HSF1 7 e BRHIR 1+ CH B S
TW % (Tagawa et al. J Neurosci 2007, Kondo
et al, Nat Commun 2013), Z#HDZ L%, &
WHNCE S EEZLINTW =X X ENWEE
PR AT AN TR AR AR TR R DS R
v N =712 X0 I S d, S R B T R A
PEIZBb o TWAD Z L2 S5, 5%, ¥
NRUGWEEBE Y AT AOMBEEREICS B
BEZLNTHIRZED S Z LICk Y, RERR
VRTE DL PHREARRRIZIAEICHEEBLL T
AV Y el YRV RY o X>0 RN IVARE i DES £ b/ N e
DDMED | RTIEARI STV W E 72 B
DRI DTN D Z EN WIS N5,
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SN R AE L P AR EE B R UV O IR TR
PRV, TNETIC, AR F T, a-X T L
A . TDP-43 5O FMHESIZ BT 2 R iet ot
WILLATHOI TN D3, FRAERIEICK T 2 & A
BHOBREELICE L X IREMAR= BT A1
FHN TV, BEEE O I3 A oA b2k
i, BEMEMEETANAVDRKERE
LGIl U > R ADAMR2 Z 8K EZ N LT 7
AMEEEHIET H Z &, AR LG ISR
£ o THUWS ADAM22 #EEBME T 52 L&
HL T/, £/, RREEESCTH WA, LY
B A Lk &9 25 H ORI g T,
LGIl H A H A »n EM, &EICFEE L.,
LGI1-ADAM22 #t&%#RETDHZ L2 LN
U7, RHME R SIE & 2 W STV TIER o
2% LGI B PRz B L CE Y (LG BERE(K
T & RRAESEIR & OBEMENIR S SRR SN D, £
T CARFZE Tl LGII & ADAM22 12 & %5 AMPA
Z R ARHI RS 2 87 5 7N L, LGI1I-ADAM22 &
FERESLH N FRAVE S IE & BN % 5 & a4
Do

<HEDOHRE>

9. BT LGl OZRETH S ADAM22
J 7T h= T ADMM &4T > 72(UCSF @
Nicoll f&+: & DILFIIFE), FAIiE ADAM22 % /K
HEE-MBHIZB VT, AMPA ZAK &
NMDA Z &K AZN L= F 7 ZREN I T 5
Z &, ZFL T ADAM22 & PSD-95 & DfEAIN =
o F T AREOHIFNCHLEATH L Z &2
ST LT, & 51T LGI 23, BYE 1'E PSD-95
IZ& D AMPA ZFROHERERIENC LA TH DH 2
EZB BT LT2(MEB LY Lovero, Fukata &
PNAS 2015),

— . B AF s — MR LY L T
MM ZEME &I AEE A £ 2 BFITB VT,
ADAM?22 @ compound heterozygous A ¥4 FLH L
7= (~L v F K%, Lehesjoki 18+ & LR AF
%%, Muona, Fukata et al, Neurol Genet 2016), FA3k
I M BF B W TR L7 2 B O ADAM22
25 BR VB OMIRAEAT 21T\ Q)RR k2 A=
U7 C401Y £ BAKIT LGIL f5 BTEME 2 K2 LT
52, G)MENERICAECTZ7L—AY 7 K
25T ADAM22 OB~k 2 FE L, S
BELTLGH EOfEAENHEESND Z L& HH
L7z, LEDORER LV, ADAM22 % F 72 LGI1 [
FRIZ AMPA ZRIEEN Lo 7 A BiEE HlH
T 52 L, Z LT, LGIl & ADAM22 DOf5EE 7 BH.
EFEINDHE B MIBWTEERMERZ S| Xk

12015424 H 1 H~20174-3 H 31 H

B L MO EVER R D LGIL Y Hy ROEAL L 3RAEICRIT 5 1%E

T ZENRHALNE RS T,

S5z, FAiE ADAM22 2 AMPA S /K% o
T 7 A TEITHT 5 PSD-95 D) 7 A JHE &
3D v I b A U LR ABHD17 % [RIE L
72 (Yokoi, Fukata & J Neurosci 2017),

<HEDEZE - BE>

LGI1 & ADAM22 (215 AMPA Z&FEZ L
7o 7 AR ERI A OB S R LT, F 72,
PSD-95 D v 7 A JAE & #1925 B /- 7 EER
ABHD17 Z#% 7. L7z, 51, LGI1-ADAM22 D43
FAEE ML EAT A LIk -y
ZAERERFN DOBIFICIEN D Z LN SN 5,
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<HEDEH>

PBHVE DFIEIMFRE TH U2 ED X X7 G
BHEANTE  ~—0b A4 ) I~—%F L Tk
WA~ EBERLT D2 Enmbn s, L
ML, 20 TH U NTEE] LT A HEEZ
b7 vt 23N TED X 5 ICHIE S etk
EERST D ONSEEITITERE STV e, e
WD BV T DT TH D /Maikix s o8y
BOMEER - SRRES/MaEA LA 2R
I RUTA~DONT T BMGERA— 7 7
—Z T 2 EEMEN/NGRE Th 5, Fx i
INET UMK AT T A DNEEA R LA
LA — T 7 U—E R LR AN AR Z R
R A 1 = X LDV THIFFE A2 1TV (Veuron 2010,
PNAS 2014), /NNEED NV T AF ¥ X2V THD
IP; Z 75K (IPsR) O 7 v AT U v 7 AL A — |k
77 VORI RIS 2 L 2R L, 13
D Al S 417 (Autophagy 2016), AHFIERE
T onEFICREIE UNakr Ly o A
& T RyER EOEBEEML 0, /ME
KN T LF %RV THD IPR &b hZ X
> X7 (Tau) & O & 72 1IHEEERY) 7040 ALIE
M &R~

<WHEDRRE>

WS ODDOERD H B Tau ¥ 2787 EH/NMaik
HNT T LAOKRHIEEEZGRBICHE T2 L&
FH L. BERIZZR W R 257, Wik 28 £
LI NEEITHEDD Ao THEEZ M D 720, A
TITAANRY T MIEVELDIHEED Tau 7
A V7 #—A(2N4R, ON4R, ON3R)D I3 HL 77 A
I RAEREE L ZhZ COST Ml & HeLa w8
FIFEE L, MIAAN TV S T bAA A PR [Ca2+]i
ZHE LT, fE5, B3R Tau 12 X B/ Mk L
U LR O O FERMED D B, I
DOFREINZT A Y 7 +— LRI T HE OB 5
DIRBENT, T, TNEMER L 2%
2245728, Tau Z 787 B D RABZE BAK 2 VER
L7z, &2FD2NAR 7 A YV 7 #— L TIEHRMER
< INEIE A VT KOS HTENE 2 A R
DI ENHERINTZ, T2, DIVRF VLRI E
B2 L7 N230 2 BARCIIFREBE D RN R 5z
HOD, N102 ZBERKTIIZ ORESTEIK L 72,
L72MRoT, N102 TEBRESNIZRAAL BRI D
A= ALIMBETHD I ENmBR I T,
ZDG A= ALEMFEI 5729 IPsR1 DAL
g2 X A mEEMmTic L v ikE L
(PNAS,2017), IPsfF7E T * IEfFTE T & RIRA B
ROFEMEGEZIE L, IP; MEA L TEL D1
EEAL OB & R Lz, & 512, BioFH/ET

Z OFRRBRITAE B ANSRERENT 21T\, IPs F5&
ERALDY B F v RIVERNLE CORERKE 2 E L
77o FORER. FORBOF T =— 7 7/ NHERI
B (V—7 1y b)) BF v 2 a2 < AREENL
LB ENHLNI T, AEBA LI LT
IP; SR OEMEFEIL, & "7 EEE/MMa
Khnv o AOMAEAORERE 22 L fF
FHNTVTFRAVE DIR I T BH IS L2 LUWVA
Wy —r7y hE LTI CTE B,

<HRDE= - EE>

F AR IR B OJRIK & X7 BT H N
YFUFUHDORY T H I G EE BAR
I Tau &[RIERICH Ry BRI X DHEEZAE
FRITZENMBNTWD, Fx lZBEIZ Hit 28
BARDNE L A R RESTs Z k &
B 5 53T LTV % D5(Neuron 2010, PNAS 2014),
ZHE Tau & Ht (CH@OFEENGFEET D Z & &
TRIE U R ZS BILBRIR N, BLELRE C Z 00 7B IR
H7RDT, S%MBH LIz,
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Hamada K, Miyatake H, Terauchi A, Mikoshiba K.
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N, Matsumoto N, Hisatsune C,

Nakamura T, Mikoshiba K.
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<HEOEH>

TNERIZ P THAT T DR MER B D 2% <X
(1IR3 1 D AEME S 7 B DERE, (2)4h
EHEBE DI T (3 )*ﬂafxflﬂﬂﬁﬁﬂ)ﬂlﬁ’(r EDELT L,
BB ITAS AT Y 7o i R i e WCEDLHD
LEZLNTVS, BRIIZIE. va%d¢@£
HVE, ATFIEARL R AE /S —% > V[, R Y
TNHE IR EN, 2O XD REEMSICS T
XE D, TNHORBTIE, BMEY L7 HOH
FEPNBEBFRIEOEE LR E 2> TE Y, 2O
BRRIER IR B EBE L KX ELAT DL
Lt A= 77 P—DBEIL. ELITES
THZ TWSEWL X BEOEREICE S
B2 57012, 2D ORBOFIEICELS Bb-o
TW5,

AT Tl IMEALE M S X7 B OZEER
HUEFIEIS, Atgh FHKFRITHA— 7 7 ¥ —
ﬁiﬁuﬁ Do TWVENEHLNZTDHEED

ZVHTHA— N7 7 U 2 LT R AR MR
%@ﬁ&®%%ﬁn%ﬁﬁﬁ_k%9%&¢é

<HARDHE>
A — N7 7 U —DETH T Alternative
AutophaGy gene (Aag)-3 ZfHRRFFERANIZKIE S
Wle~v U R F R L T 24T 72 o 72, £ DORER.
(o~ A 2~3 » A5 L LR R 5 &
REDRF 2on 2 & 2FRA— N7 7 U —
IFHEFEL TV b DD, Atgh KFHA— K7 7
VX EFIZHEEINTWD Z & (SRR
B R ERERBLTWD Z & AR
DTN E T MR EMREEZFIEL TV D
ZEERH L, Bib, BilA— b7 7 -0k
FEIZ L0 ARRAEMIRBERIET H 2 L B3 5
Lot

F 7=, Neuro2a f#liffa % 7= EBRIZBW T, 3
HA— 77 V—OiEHEEN LT gk
U DEEEREMTE DB % 3FEEFRE LT,

TR DAL S N B AHEIERE ORRAT & BISEBE ST ST

<HEDNDEE- - EBE>

INHDORERIY HHA— N7 7 P — R
fa Dt EOHERFICBI b - TR Y | Z OBEED
FETDEMNBEILIZNTZD Z ERBL N E ST,
Fm MELANALTHLN, FillA— 77—
DIEMEIC E > T F U ANT —2BGETEHA]
ettt JLH L7,
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Ozawa. Scientific Reports 6, Article number: 27505,
2016

2, Golgi membrane-associated degradation pathway
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T. Kanaseki, T. Miyatsuka, Y. Fujitani, H. Watada, Y.
Tsujimoto, S. Shimizu. EMBO J 35, 1991-2007,
2016

3, TRF2 Interacts with Core Histones to Stabilize
Chromosome Ends. 4. Konishi, T. Izumi, S. Shimizu.
J. Biol. Chem. 291(39), 20798-810, 2016

4, Identification of PPMI1D as an essential Ulkl
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S. Torii, T. Yoshida, S. Arakawa, S. Honda, A.
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2016

5, Autophagy controls centrosome number by
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cRX—=F UV UR—F Ty MIBIT 5 iPS Bk o -Syn & A5

BHENTIEE 4 - B, e R, AR, D78

<WHEDEH>

AR, S—=F Vi (PD) ZX UL Lzt
EHHREBRIZEBWT, BV ici-ArEBEHE
(misfolded protein) AMEARR], A 28
95 propagation GRNIEE I, v~V AET
N EHFMIE L OWREND D, RFTEHETIE,
tRNHEED a-syn ZFEHL, Exif@me L
Tv—Fty NEHWHEHETEY v MZiEW PD
DR BEFEL N ORI 2 B 154,

<HEDHRE>

FIEM PD Td D PARKA FBE D iPS R 5
R AR 2R LIRRS 78 RN ik a2 H
WORREER 2 B LT,

B F2ZlanTWbd YD a-syn D
duplication Tdb 2 PARK4 BE A Y L 33EER DS
O iPS MR A AERL L, WL DD HiEE R L b
U LT RN UM E A LT (BT
), £72. HMEDOFERETD o -syn OIEBLZ
P L7z (Fig 2), fEMTIX AR 29-30 F-F TIT o 7,
PD ~—Ft& vy NETILVOMSNLOL ., Fx T4
M~ —F% vy Mot L TKBAEHBE
recombinant asynlZX % «syn EERDORRSAK
~OEGIEREZF 5 BUTWEINE R Z 507
N 5557k ML LT (Fig 1.

ET B & AAT U CHEESREMATIE S LTl
BRD kinect ¥ AT L LRIMNET A T ZfAED
Yr~—T 477 ¥ —%HNT~—Ft&v |
O B B iER) T T OEEN & O E &N AT A
BHESR LT, 6 LO~—TFt v FEHAWTS B
DB HERHERE &3 2o 7z,

T ORER MERE A 272 < PIEFTRE T, &I
DORERRE b EFI R - U TR T, £72. 7
Jba— )V B CIERE T A OEENIE R L TW
BN PML—RITL > THERTX-,

<HENEE - EE>

FIEME PD T D PARKA B kD iPS L B
RS R A BB U a —synuclein OFEHL % f
AL, 26 OBFERCRIL, AHIa 2 F T
a-synuclein O¥EHERERE, MARFEMED A =X
LR O — N E D, Fi-, BE B
i CTHY . K2 a-synculein AL L7ZHiK
L, BREFROEREICHERATH S, BUE,
AR & D THo& DB OB R IE K O ZhF
WZDOWTEHli 21T > T b,

F/o.~v—FTky bETFTAMICELTEZ 47 VL
BExs Vo ba—b~—F5T 477 X —
W X DATEVRAT HIE OB I > HEE IR EE L
Do Te, BE IR RNT A TOR Y —n b L
T Ens, BfE, 20T LEHANTPD £

THh=—F% v M EAER L ATEEENT 2k T
b5
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Hayakawa H, Beck G, Sumi H, Fujimura H, Moriwaki
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Choong CJ, Sasaki T, Hayakawa H, Yasuda T, Baba K,
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Shibata K, Mochizuki H. Behavior of Human a-
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Fig2
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synuclein
D gic neurons Exp! level of synuclein is

differentiated from the iPS increased in park 4 compared
cells of PARK4 patients with control.

intracerebral injection of a-
synuclein fibril to marmosets
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<WHEDOEH>

ERAFRAMET ZEMEE  (SBMA) 1. 30~50 i&fto
FHENZHIE T DR ETED FES) = 2 — 1
VIEMIRBTH D, RN IE I EHOREME
L7 RaZUosi5 Kk (AR) 23, U R Th
DT A NAT O MRIFHNCENEEE R Z TERR L,
R EBETHLEEZ LN TEZ, LL,
SBMA fBE ISR iPS il & EEh = o — &y
fbFFE L, VA K OHT) fEAE FCTIEELTH.,
B & 237028 B AR BRAE R RlSOAP R HE IR 8 1 X5
Enehnote, LR T, ZFOREOREO%
HEIRERICIE, BEOENEFREED 2 F LR
VITTFTANPKBETHY, £, FO ARV R
7 VITIERE D HEFT & BT B BTG IR DR
FINZ 0 BB EE 2 b=, & 2T R T,
SBMA & iPS Mg A EE = = — 1 o~ L bk
HL, ZOLBEZ TS5 2 & T, B
WA R BREORE R EET S TA LA v
TN EH SN L, Fiiz B EEE DR 21T
Do

<HEDOHRE>

SBMA BEHI¥K iPS Ml EEl— o —o L
IALFEE L, DHT f7(E I CREFEN) 22 RE 22 AL % fif
Hride, ZofER, #5E5b 4 BEITIE, 2R
AR BHERITBEZ SN2V, MR 54
LD A T F VBB BRE S, BEHER
FE AT SBMA O IAIHAED FFELA RIE X iz,
Wi, ZOFETNVEHANT, xRS HbA
Wz EDHA NV REAMEIToTZE 2 A /NaRA
LR ZFHET 5 Tunicamycin <2 Thapsigargin
PWRINT 5 & BEMERY 72 I O
L& AR E oM EIRE e E OB LB S
7mo Fo. /MK A bV AINERIE T CTH D BiP,
CHOP, sXBPI 72 X O3Bl EFH 382 S, SBMA
BEHRKER = = — o UM aR A b LRIt
ToHMEgE A R T EE X BT, 6T, BYHR
RERHE DRI EHANAR SN Z L5 /M
RA R L A7 SBMA HRE H KR = = — 1 > D
REMEER - ChH Y | RHREZEEL TWH EH
ATz, 2. T 7 FIVOATN G, /M
KA PVARIGED 3 SOFELRRBKOETY,
PERK =° IRElaZ I L7=3 7 F /L DR RERHE~D
B G-3RI S AL, BT T2 7R R EER) & 72 0 15 5 AlHE
PEDVRIE ST,

<HMEDEE - RE>

SBMA ABFE iPS HNEH ER) = o — v v DT
N, B OREE(ES, ik ERET 52 L
AT F VOB ARETH D B 2 bz, FF

1201544 A 1 H—2017 43 H 31 H

Disease specific N w L ) j ’
LS e TEES

B IPSHIMAH R 2 — a0 U RBIT D BRE X VRV BELIET A B L AT TV OfENT

W2 /MER A R LRI X D SBMA A SRiER =
2— 1 DR REEERD R BIEL S, Hriz 7 iRk
R & 72 0G5 ATREM N R SN, S S BT
R 72y TIRREDFENT 2 D D T & T HT 2 7ei
REMNIEFRIEDBRRE A~ L D7D EE 2 bz,
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1. Nori S, Okada Y, Nishimura S, et al.,
Long-term safety issues of iPSC-based cell
therapy in a spinal cord injury model: oncogenic
transformation with epithelial-mesenchymal
transition. Stem Cell Reports 4(3) 360-373 2015

2. Ohta E, Nihira T, Okada Y, et al., 12020T
mutant LRRK2 iPSC-derived neurons in the
Sagamihara family exhibit increased Tau
phosphorylation through the AKT/GSK-3f
signaling pathway. Hum Mol Genet.
24(17):4879-900. 2015

3. Shimojo D, Onodera K, Okada Y".et al., Rapid,
efficient, and  simple motor neuron
differentiation from human pluripotent stem
cells. Mol Brain. 8(1):79. 2015
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Establishment of in vitro FUS-associated
Familial Amyotrophic Lateral Sclerosis Model
Using Human Induced Pluripotent Stem Cells
Stem Cell Reports. 6(4):496-510. 2016

5. Miyawaki S, Kawamura Y, Okada Y et al.,
Tumour resistance in induced pluripotent stem
cells derived from naked mole-rats /Nat.
Commun. 7:11471.2016

6. Toyoshima M, Akamatsu W, Okada Y, et al,,
Analysis of induced pluripotent stem cells

carrying 22qll1.2  deletion  Translational
Psychiatry 6(11):¢934. 2016

— Aging Aging Aging
Stress Stress Stress

Protein degradation
o
Abnormal protein Abnormal protein
accumulation (-) accumulation (+)

UPSiutophagy

The analysis of the differentiation process of disease specific iPSCs
may reveal underlying mechanisms of disease onset and progression.
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<HMRDBEH>

AWFIE Tl NI BT 2 2 v BERAZ BRI &
L 7z, single photon emission computed tomography
(SPECTYHA A =Y v 77 u—7 0% HIY
¥ 5,

<MEDRHE>

WBEOZEICENT, XY SPECT A A=Y v
Tua—7¢ L TCoOERAEZRB LA Ry VA 2
2 ) Y v (BIPYE&IC, A ©E k%8 A
L 72 #iBL BIP 558k 2 3G A L. 2 7 SPECT
A A=V v rFa—7L LCoFAEICO T
B2 To BADTAF LT I ) EHKL 2
AL 7258l BIP FE AR % A& K L 72 (BIP-NH,,
BIP-NHMe, BIP-NMe,, BIP-NHEt, BIP-NEt,,
BIP-NHPr, BIP-NPr,), 7 LV~ A = — 5 FR & T
MU F#HWELAvyEretA—tF o AT
41T X V% BIP FHERD & v EHER~ DIEIRI
FEETERFHM L 72, IEH ~ v 2124 BIP 58K %
5 L.~ v AR U 7= BT EE & Rk 1 )
E L, 7 u— 7 oM T % L 72, BIP 5
1R % L 2E B IGR 25-65%. U S ) 4l FE
95%LA L T1R72, AD BEHIBMYIA IcB T 2 in
vitro ARG % 1T - 7z #i 5. BIP-NHEt, BIP-NEt,,
BIP-NHPr (% &% 7 i fi B ta [5 E ER AL 1T D 2 5 W
TRE R 2R L, 7 3 2 EofEE s & v BRI
WaticEsd+sz 2@ Dz, 2. B0
BIP-NMe, 235 b =i\ & 7RIS &2 R L.
T BIP-NHEt, BIP-NEt, 73/ 2 7 S8R
EMET L, 5iIc, EE~Y 2% HOWERN
AT RE > A SEER DAL, W3 v BIP FEAE D %
HRMCHs T 2MBTHEES 2 2k
2.0-6.0%ID/g) B L N % Dk OBE i H b D 7
V7 7 vRAFG 60 57 + 0.12-0.28%ID/g) % 7~ L
720 H#IC BIP-NHEt (1% 5- 2 77 © 6.0%ID/g. #%5-
60 57 :0.15%ID/g) 3tk b RAF 7= i N ZEE) % 7R L
720 BIP SFEMRIC I T 2 7 3 5o &2 &R 14
HlEB X OIANZEENICEHES L. Z2hZ e LT
REMART I EBPGFHET L ERENSz, T
b, BIP-NMe2 3% 7 SPECT 4 X — v 7 7 n
— 7L b ARk wiEH e <d 2
&I U 72 BIP-NMe2 12 4B (AN C D @22 ETE,
MAO-A, B ~® off target binding b 7RI 2T &
75 &L BRIFZE ~ 72 B E DR L 72,

<HEDE=E - EE>

AAFFETHRTE L 7= 121-BIP-NMe2 [ IR i i~
AREMEZ AT HILamTH Y | Stk REMERER
% CHEIRIFTE~EBA C & 2 alRetE R STz,

i SPECTIZ KB X U A A= 0 TIEOBRR
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Quantitative analysis on in vitro autoradiography of radioiodinated BIP derivatives
with brain sections from Alzheimer’s discase patients
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<WHEDEH>

TV oNA = —95 (AD) OFWIEIR E LT, BF
ZeM OFBIBEE N ZET D, MBI TG AT
SCEEM AL 2MFE L, RFZER OB B E T
DOFBICEHEER AR 2T EE5 2015, L
L7236, Siriie 2 & Tovi 5 A AR HE e el BR 23
AD TED X IITHFE L TV, ZOFEIT D
D3 TR,

AIEI DAL T, 7 I aA Ry 78
(APP) MBEPEEBET B-7TImA R (AB) OF
FEEAEC2BET 2P CRUMWEICAILZET
= AR L T A o —EAE
G-CaMP7 & AR Y 1A DsRed2 ARG 123658
BREEI=~ w7 ZAEER LT, R EER R & R R
T 47 4 AlDO~ 7 AD 400-700 H 5785
WS CAl D[Rl MM OIREN 2 BB Lo & 2
A 4y ATl br—~< 0 R EENR720
S TG ATIECTE B 3~ D MR OBy 7 - AT
A Uiz, Las L, MRISEhO BE X T LAE S
HEITLTHEY  PREE AN X I ED L 9 ke
LTWL bho T, £72, fEfl Lz~ ¥
ZDOWEE CAl FHBIZE T 6-CaMP7 & DsRed2
DEFENT BN THEYL (0, T AP R AN 152
SINDHEERH LN, 2 OBEROZRE LM )
E7E Do TR,

AWFEIE, (RABBLEEREE T T892 AR
AD EF L~ 7 A [a—{EHKD 4 + 7+ 10 » ATl
CHREROIEE 2, “ T IV T b A=
VU TCHBIE L, ZEWEIEICEE & S A AT
BED B SN B IIREN N U RE DK E
DL ITHEIT L T 285 L FERERIER A
X0 FEmICI AT,

<HEDHRE>

AD BT /L~ U A TIFWES E5AJE T 6-CaMP7 &
DsRed2 DG 7 F b L THEIZEINDE AN
FREREEIRAN, 3 » Ao B34 L, hndis & 21238k,
KRESEBITHWR LT, REGR TR D EHMED
ED ABFTICHBEICRIEL TWAD Z ENb-
7o BIEIDZNGE L [FERIC, (RABEL SR BRI D 22 ]
PRFZHIT 400-700 B> 5 72 2 ¥ 5 R — P A e
BEDOIEEN A 4, 7. 10 NABICE > THIER L L
A, 4 H ARTIE, Z ORREEERATIT T O A%
KAEFE DRI 2. 7 4 HELIRRIC 72
% & FEKBERE O @I 2 IR 2R TRIE S
7o SHPTRIREIL, & DZEEMED 4 1A #7h> &>
LIZU® 2 DIkt L, 2RI 5 8 2 35 o F|
Al T HED D LT 2 ERN o,
— 5, BRI OB O BRI 31 2 FERE
Za— R4 ARERME 10 AR > TH %

D T NA IR ORI R AR & 2 AR AR O iR ]

DEIE & LEMRICAITR b h o T,

<HRDEE - BE>

o Yu(h BB CHLN S M- B E IR IXFE o
W ABFHEIC BRI RTET D 2 E B LT
ST, W T, BHERITHFEMEOEBWT I v A N
DIFEL 720 ERDUAT A AT a—T 72 Y
DRMBE T TER o727 IaA( R
W% in vivo m™OEHICE > TEIETE A2 L
MNH, T 2 uA FEIIXT 5 RBAMFCHEMIZ X
O TE~NEAT 5 2 LN sns, £7-.
LRI IZ 33\ CU, VS CAL SEIR OFEREIRI S ©
B D REMEFPETEE TR > - BN
0 BREMICEGEE LS — 7, FERHIIRIC R
W, 10 » A CH LN 2o T2, - T
AD OWESS CAL SEIkDOARREIRE 2 d T, S &
FEF OE 2 o — R 202 & k& 7 ik
AN OTEEY N2 TR o T fE 2 FF o 2
ALY . ZOHIRN AD DAY
Ml SRS Z E RSN D,
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Figure. Model of relationship between
neuronal breakdown process and AR
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<HHEDOEH>

FRRRZSMER BB CIE, IR & 72 B B AR S AR
JaN THEE REEAREZ IR L CERET iR T
AR E o U TR HIISEICE S, A — h 7
7 V=T RN T IS ORI R A AT
DYATAE L TEHERFEHNZRELTEBY, Z
DOHEEZ DR LIS FIHT 5 Z & TREH DA 72
W RN 72 iR VIR B OVR IR A BRSS9 5 Z &
TxhEEZOND, RAZEITZ, A= T 7 O—1F
MALTER O & 266 % R H LT %, AIFZE
TITHR AR EBET VBT D REEAZED
RN R D oy TR 2 A, oy 1. BMUERE L X
INGIALNZTHZ LT, INHOIANC L D
F— b7 7 V=DM LS E R T L L D
(2 Z ORI DWW T iR A TEIR OV ERICAH
B iEERET S, &l A— b7y T —
LEVU Y —ADOREIZEBIT A dynactinl ORY
HOTEZDA = ALERI L RREAZD
FREICRT 2 E&EZH O T 5,

<WHEDHRE>
AWFGETIZ, RRT TR ) =V ThH Do ~n
—/b (kaempferol:KF) (24— b7 7 U — &M
L3 21EHZ AW L BEEREOLEREICER
T DR B D FHIVEERIE DO W REME 2 HEFR UT-, FRk
B ME (Neuro2a) IZIEF K OVER L7 v e
v % KK (AR) . Ataxin—1. Atrophin—1 .
huntingtin Z%¥H ¢, KF 2& 5L T, 4—F
7 7 IR OO BIZ L T ORI
EHEORBELZMA L-, KF X, HEKEN
12 LC3-TI. Beclinl M3EEAHI S, p62 DF
WEAZHDSEZ, KF & 3-AFATT=0 0
[ 5Tl KF 12 X5 LC3-11 O B8 INE
FTIHE ST, &2, Atgh X p62 @/ >
7 B %, KFIZ X5 Le3-11 OB EDHIIN %
I L7z, KF %, 2% L7z AR, Ataxin-1,
Atrophin-1. huntingtin DEHEERIE O IFE
WO EE NNV ATF o A AE TR E R S
oo THLHO KF IC &L D2 REBE O fRfedErE
X, 3-AF LT TF= k> THHl EhT,
B A= 77 O— DRI A =X LN
F— b7 7 IV — KR D 5y T ERE ORI A B
LT A= 77TV —0E) VY —LDOE
IZF1F % dynactinl & TRAPPCO D E| Z#aEt L7,
EE = 2 — 1 UL NSC34 fifmiz BT,
Western blot, RFP-GFP-LC3 L R—% —7 vt A1,
EIAK N LC3 DE R & O FiEE W T,
dynactinl & TRAPPCOIZ LB F— 7 7 AV — L

D2017 44 A 1 H—2019 43 H 31 H

PR B DIRIRIERR T~ To A — b 7 7 ¥ — By 7 O B REAR A

LV Y Y —AOFAEITE L TRET L, MR &
O & it L7, dynactinl & TRAPPCY % / v
IHEGTHEE AT I =LY —
LDOFE D EE S 7=, TRAPPCO IE dynactinl,
LC3-11 RV VY —AD~—h—T&5 Lampl &
A BE—=T 7 ar iz, £7=. dynactinl ® /
v 7 BT T, AE SOD1 AR EE O S B  HIN
L7,

<HMEDEE-RE>

PLEORER LI KF 1, WNEAREO S EEY
RETHZ LI NI T NE I R EDH
R ELCESE I REENREZ LN D,
dynactinl (X TRAPPCO Z /N L CA— 7 7 2/ —
LEVY Y —AOREIZED Y AR NEIZE S
52 ENHALT,

<ELGHRER>
1.Xu Y, Halievski K et al. Pre-clinical symptoms of
SBMA may not be androgen-dependent: Implications
from two SBMA mouse models. Hum Mol Genet 27:
2425-2442,2018.
2 Mitsui S et al. Systemic overexpression of SQSTM1/p62
accelerates disease onset in a SOD1HR expressing ALS
mouse model. Mol Brain 11:30, 2018.
3. Halievski K et al. Disease affects Bdnf expression
in synaptic and extrasynaptic regions of skeletal
muscle of three SBMA mouse models. Int J Mol Sci
20, E1314, 2019.
4.Kondo N et al. DNA methylation inhibitor attenuates
polyglutamine-induced neurodegeneration by regulating
Hes5. EMBO mol med 11, €8547,2019.
5.Iida M et al. Src inhibition attenuates polyglutamine-
mediated neuromuscular degeneration in spinal and
bulbar muscular atrophy. Nat Commun, in press.
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<WHEDOEH>

/g s OB HEA T Ch A IRy & G
E H’E Rab (rat brain) 1%, FOLFIOHIEEY |
FEIZHMA AR CORBLE Y, Z4UE T Rab °F
OFEIAFDEFRIZ LY 20 flEEZ B2 5 b
VU ADBBIHANPHRE SN TEY , ZDE L B3
RIEROIEREZET D, Lol 2000
ED L9 7/ A bR I B G U AR RE %
LTV NNEIRIERE 22 SRS, RAFFE T,
R ZEHEMEI R LE (ALS) DOJFIRE s FREY &
L CTHI 5215 COORF72 X ALS2 78 Rab DiE AL
(2R3> % DENN #E R A A <0 VPS9 R A A %
G LIZEAL, ZRHD5T- L Rab & DO
BERF EAER 2B 50023 5 & 4T, 2 OREHEIC
X D BFRIE & OBEME DO A2 BfE LT,

<HEDOHRE>

TRk 2 9FE X, & NMIFEET HETO Rab
Y777 I U —L CIORFT72 & OfEA A WaFEAIIC
fREt L. C9ORF72 |ZHEG T 5 sl Rab DBEFE A
1ToTz, FORER, N—F 2 0w & OB M
SRR XN TS Rab7Ll (B4 Rab29) &k b8
SHEET D EPHALMNE RS, F10.
C90RF72 & Rab7L1 DOfEAIE GTP {KIFHI T,
C9ORF72 7 Rab7Ll D=7 = 7 X —43F & LT
KRBT A Z LR ENT-, S HIZ, SH-SYSY
R A = Rab7LL O/ w7 X o U ERIT LY
CYALS/FTD D HEE H kD iPS fifialz 35\ THlLE
SNFE=XY Y —LDOBHECK TR b7
VAT TN D Ok B LR UAER 2N
Sz Okl RO,

Rk 3 OEE L. ALS2 O EE Rab O [FRIE & 4
RFEREIC 1T 5 Rab IEMHALOEZOMIZHELY
MATE, ZHETORIT T, BEFoXE TH D
Rab5 (21 Z, Rabl7 OHIEICHEEG 352 &%
LML, ZNDD ) w7 B oAl K0 fkss
EOMESCHERERAESND Z 2R L
TWb, F72, ALS2 LfEfiRab D/ v 7 7 7 b

(KO) Ak O/ESRLZ & LY #Ax, Rabs 235
DOHEGE « ETFICHETHDZEEZALMNT L

(XHk5), ALS2 % KO L7= SH-SYSY #ili it
HRERENNE L < 727273, HeLa Mifio> KO
TITRRHCEEN R SN -T2 LD, ALS2
T E OMIRE (FrE O AIE) T Rabs OF
AV 238 U RIS DN D OB DR AT (= 7
oy YA b= AR ) 5L (CCHEk3),
AIRDOAELFIZHAEDOEE 2 RI-T EZ 2 b,

<HMEDEZ- -EBZ>
AHFFEIZ LD . C9ORFT72 =° ALS2 |2 % Rab

D EAEZEICE T D Rab iG55 -k O fEAT

HAER, TAESR, REINESC (A5, A0KET GHEPE - 754H)

OFEBERIEI AR 2o D & | FFE O/ NIRR RS
OWFENE Z 0 RO AE(FIC b AR5 2 5 5
MR I, A%, BRIEICE S IO
/NSRS O FE ALY ALS 28 O FRgs
JED FRHOoTEHICIEN D Z L 2 L2,

<ELGHERE>

1. Aoki, Y., Manzano, R., Lee, Y., Dafinca, R., Aoki,
M., Douglas, A.G.L., Varela, M.A., Sathyaprakash,
C., Scaber, J., Barbagallo, P., Vader, P., Miger, 1.,
Ezzat, K., Turner, M.R., Ito, N., Gasco, S.,
Ohbayashi, N., El-Andaloussi, S., Takeda, S.,
Fukuda, M., Talbot, K. & Wood, M.J.A. (2017)
C90rf72 and RAB7LI regulate vesicle trafficking
in amyotrophic lateral sclerosis and frontotemporal
dementia. Brain 140, 887-897.

Kobayashi, J., Ueyama, M., Fukuda, M.,
Ido-Fujibayashi, A., Sekiguchi, K., Ezura, M.,
Kikuchi, A., Baba, T., Takeda, A., Mochizuki, H.,
Nagai, Y. & Aoki, M. (2018) Parkinson’s
disease-linked DNAJCI3 mutation aggravates
alpha-synuclein-induced neurotoxicity through
perturbation of endosomal trafficking. Hum. Mol.
Genet. 27, 823-836.

3. Morishita, S., Wada, N., Fukuda, M. & Nakamura,
T. (2019) Rab5 activation on macropinosomes
requires ALS2, and subsequent Rab5 inactivation
through ALS2 detachment requires active Rab7.
FEBS Lett. 593, 230-241.

4. Furusawa, K., Takasugi, T., Chiu, Y.-W., Hori, Y.,
Tomita, T., Fukuda, M. & Hisanaga, S.-1. (2019)

CD2-associated protein (CD2AP) overexpression
accelerates amyloid precursor protein (APP)
transfer from early endosomes to the lysosomal
degradation pathway. J. Biol. Chem. 294, 10886-
10899.

5. Homma, Y., Kinoshita, R., Kuchitsu, Y., Wawro, P.
S., Marubashi, S., Oguchi, M.E., Ishida, M., Fujita,
N. & Fukuda, M. (2019) Comprehensive knockout
analysis of the Rab family GTPases in epithelial
cells. J. Cell Biol. 218, 2035-2050.
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<HEDEH>

R— 2V 5 (PD) OB ERLA X, P
MBI D KX o mRGR B N 2 7%
fEFRIaNIC B T Db a > X7 LA VU («
S) & LEERERLER ST &35 Lewy /IMA (LB) D HIEL
L &5, Braak BT X DG BIORBE T,
LB (3R AT SR B AP R AT (R & MERIZ H B
L. OHICHIMEE - A « KM~ & L
S TN T EMWRIR I TV D, A D HRE S
ZA U CH IR LW EED D HiT 0
RERRL (77U A 7 A R DMEBENDIZE -
7o oS OHIfEMERE ORISR L X, =

NETZF VA b=V R T R A b=V R

TV — A T ) Fa—T7 kg A REMEN
BN TS, ABFZETIHMIES o S NIELD
A=A LNEREET D LRI, Foioxt L
SARWE U CHRET 20008 - 77U 77 il i 2% i R
H 87 DREFERITRER - [AIE 2R A D, Z O
ol UM - 77U TR ORRHE(L o S A
Ky F%2%—7 v b & LTIE#H LUVRIEBEER IR
OB EREEELE T 5,

<HEDORE>

AW BV T, Fox 13 oS A EE LS
ERETD oS OHIBEANELY IA SO Hl ik
ICHEH LI 2 tE D 7=, Z Oiafe Cliasht 2
< — B oSS, RN R T U AR—H -
(DAT) @ flotillin-1 {KfFtE=> ¥4 h—
AZFHE L, TSR L TR oS ASHIIEN
~RAL, Rab7 BEtEO % K Y — M EH
THHEEBR L7 (B2%X A and B, Kobayashi
J, et al., FASEBR J2019), F7-. ~ v Ak
DOIEEHE T A4 7 7 1) — (Membrane Protein
Library, MPL) ZA{EH L, @mE~7F F— LT
ETdH % BLOTCHIP-E &4 #7114 (BLOTCHIP®-MS
technology) % W= M8FEHI ~NA AL—T" MR
MaFEEL, —K&kAZ)—=7Tby L7
106 D515 b FEF DM o S DZ AR
DT EEET D EICKRE L (FNEAEES
\CHEE A, R, BRI A U 2
FETRRRIE R X OV R kI K 0 . B
aS EZERG ORI EEHIBLIZE Z
AL R R RIS R BT D GPT 7
—HISF- XN, BEReS &ML oS T X
VIR AERT D Z E BRIz, BE, X
D aSEY AR ARTE~D BTSN T, FEH
o L OMRER~D oS i~ A& H W= in
vivo BT T THEIE Ak L TV 5,

D RS R ARRE LIS ST U 7 iR A MR AR D ETT T BTRIR B 5

<HMRDEZR-EBE>

BROBEME, Fo@HET MIZBWTaSin

FEHRPFBL I TV DA, Mg, fhik-2

U7 MEREICBT D oS (RIED S FHEICRI L

TIERERHALRENR L, — T, &L E G

e T N—T ORATIFRIC LV | B L o S TR IA

HIFZEREEN Lz YA F— 2 RITRTE

L CW D AREMED MR STV 5 (Hasegawa T.

Tohoku J Exp Med 2017), AWFFEIE, #hig- 7V

THEIZEITD aS = R A h—AD AT

S AL EF LV L LI, 2 b0

KENTHRIT DI oS ZRKBEMZ > N7 %218

FEAICERR L. RIZBEREIEN L LT2HT272 oS

IEREFLEEDORREEZ B & LTV 5, AT =

TRTUEM S HICBNWTRALNIZZ LD

RUVAIR R FIETH Y  BEFOIE TR L

IR0 o T MMEIL o S AR S /X7 3k ]

RELeD | TNEERE LR BEMRIE DL

ROBENRIT LD Z ERHIfFIND,

<ELEHRFER>

1. Kobayashi J, Hasegawa T, et al., Extracellular o-
synuclein enters dopaminergic cells by modulating
flotillin-1-assisted dopamine transporter endocytosis.
FASEB J 2019 [Epub ahead of print]

2. Carballo-Carbajal I, Laguna A,..., Hasegawa T,
et al., Brain tyrosinase overexpression implicates
age-dependent neuromelanin production in
Parkinson’s disease pathogenesis. Nat Commun
10, 2019: 973.

3. Yoshida S, Hasegawa T, et al., Parkinson’s
disease-linked DNAJC13 mutation aggravates
alpha-synuclein-induced neurotoxicity through
perturbation of endosomal trafficking. Hum Mol
Genet 27, 2018: 823-836.

4. Hasegawa T, Yoshida S, et al., Dnal/Hsp40
family and Parkinson’s disease. Front Neurosci
11, 2018: 743.
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<HEDOHH>

ITAEAR RS MR R ODIR K & > /X 7 B D3R
Jaf 2 a8 T 2 B NHE Siv, BEAREAR, S
DA M & ORI EH ST\ 5,FUS 1E
FIRMER ZME ME B LAE  (ALS) DR K& {5 1
ELUTRE S AL, B Z2 S Te ALS <CRigafilEE
BEARMENE 72 & OAFRR A MR U B WL TR A
WE AR Z KT 5, & Z TARIFFETIL FUS O
PRRARA A RE R 2 T L . S B2 OFFRRA
MRS ORI Z B 5 L CTHFZE 2 21T LT,

<HEDOHRE>
® FUS [F LC @EEgZzN LI-B2ESICKY M
REMZTRIETD
FUS Ottt 233 572, & k FUS &4
TR BRI BT D Z SIS L 0 I OB
REMEZETAIN I VAV 2=y 7 ayda
3 (FUS tg fly) & H\W CHigt 247 - 72, FUS
7 2 7 KAl low-complexity (LC)REIK D Tyr 7% 5
AT Ser FBAEICER (AS)SHTCHEEARES
RN FUStgfly ZEHH L= & 2 A, BIRZEMEMR
WHWRT D ENDoT-, F 72 HEK293 Mgzt
T AILS 8 B8 FUS (3B inclusion % JEZAK 9
DI ENHRGE 0T, TN DOFER NS LC
&4 L7= FUS @ H L EA M FUS OIS
METHDLZ NP LNE 72572 (Matsumoto T,
Hum Mol Genet, 2018),
@ CK15/el2k 3 ) VBIEIX FUS DEREH%E
WBEIED
FUS @ RIPA A[¥aME% 189 5 [K+ % HEK293
FIIZRBWTIRR L= L 2 A, CKI §/eMIEHIC
£ V. FUS @ RIPA "J¥EMERHIINT 5 2 & 23437
7, EBIZFUStgfly #fVTE k CKI1de %
WP SHT- L 2 A BIREMENETI T2 2 &2
53020 FUS @ RIPA RAITEMENZ OFEMEICEE 53
ZAlRetta RH L7,
® ¥ FUS iEHRBEEETILOEH
FUS MM M 2 583 2 D a5 729,
77 J BERE T A /LA serotype 9 & FV >, synapsinl
7' —H —|Z X > T dTomato-P2A-FUS fusion
ZRBT S AAVO-FUS Z1EH L=, Z OFEBRR
TlE, AAVY-FUS &Yl Cix dTomato & FUS
ERBT L0, BIEMIE T FUS O A% R84
%, PO~ 7 AEEFHR L D AAVY-FUS % Jikie X
.1y A% EFEICRE Lz 2 A,
K 0 ¥ FS o R0 M B oD IR B 12 FUS BBk
dTomato [EMEDOFT AABEINTZ, Z OFERIX
FUS MM 258k Lo 5 2 & 2 Red 5,
@ FLX=CDEAFIEIE FUS OHEIRREE
BenET S

(201744 H 1 H - 201943 H 31 H

: ALS JiIR & o237 B FUS O R FE M O AT b VS 2 T = X L D fiR A

AT BABE A MEE B IV T, KA Tk
L72FUS BEARICHEET D Z L BE S,
F72 AAV9-FUS FBL~ 7 AIZHBWT, stk
MBERSE FUS 2MERA F AL L TWAD Z & 05D
oIz, I THATF L ZFHET H AdOx &
AW THRF L7 & 2 A, HEK293 fifaizisuvC
AdOx 1% FUS OfifafliciEztET 52 &2 A
HL7-, ZOFEIX FUS OT7 V¥ = A F 1k
DS USRS 2 614 L T D ATREME 2 R4 5
HLDOTHD,

<HREDE=E - EE>

AWFFEIZ BT ALS DIFEK & o 37 E FUS 23
TR 2 AsiE 5 2 & & R L. Z OF 0k
FELTTAXF= U DAFIALREET L &
LN LTz, 5% S HIZFEMIC FUS OaHE
B 2 ] L FUS OBRIED R EEMEIZ 5 2 552
BIZOWTHE T % Z &2 X D [ FUS-opathy O
AR IR T T2,

<ELGHEHRR>

1. Park S, et al: Calcium-responsive transactivator
(CREST) toxicity is rescued by loss of PBP1/ATXN2
function in a novel yeast proteinopathy model and in
transgenic flies. PLoS Gen 15(8), e1008308, 2019

2. Eto M, et al: Characterization of the unique in vitro
effects of unsaturated fatty acids on the formation of
amyloid B fibrils. PLoS ONE, 14(7), €0219465, 2019
3. Bannai T, et al: Chronic cerebral hypoperfusion
shifts the equilibrium of amyloid [ oligomers to
aggregation-prone species with higher molecular
weight. Sci Rep, 9(1): 2827, 2019

4. Wakabayashi T, et al: Differential effects of diet-
and genetically-induced brain insulin resistance on
amyloid pathology in a mouse model of Alzheimer’s
disease. Mol Neurodegener, 14(1), 15,2019

5. Matsumoto T, et al: Self-assembly of FUS through
its  low-complexity = domain  contributes to
neurodegeneration. HMG, 27: 1353-1365, 2018
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<WHEDOEH>

THIVET, b MRAR - SR T re v
PRSI B A0 2R AT 13, v T U 7 R B Lok L
THRIEMBAL PR a7 CI2 K B 2D Yetamifg o
BRIZESH TN TWD, b L., [AFRE DM
G TR ERAEAR O 3D S YAl A TG TX 5
Koz nid RER AL & G DD NLARE I HE
ZHND I LK DHTIZIRIRETERR A T = X I
DOIEANETE 5, ¥R, BIZBIT DRz
MRBIZBW T WE~Y— I — LB 4T, a ¥
X7 LAy, TDP-43, 7V A RITERNHIT
BRI 2 & v X BT ONARBY 72 R TE & 4%
MBS 2 bickn, # oy gt iimo
Oy THERE 2RI 5 FH 0 BNME DD, AHFSE
Tl et H A fTRE 72 & M AMAERR - 356
Bt ZAER T e ha— L 2T S Lt
2, MRk A —lc YRl RE R 3D SR T e b
I — )V ERENLT D, ARE MR OIRE~ — 1 —
G H 2 LT, vV TF AT —3D A A—
DU T K DR RO 3D RS A FEHL L |
5 R BORACIHAE ORI E R T 5,

<HEOEERBLUVSHEDORE>

KALA%W T2 #L AR B AL Db SRR R
HoOMREIZT T RO BN HBER/ T A —
& (BiAG - Bife « JEPTRFHEE - PiIK) OufEr)7e
Tu 7y AN SIS NWE SR FEE R
LTze ZNENDI/RT A —H 5% L THI 1, 600 il
HOKEMHEA LAY O RSN r I T 7y
AV 7] BELTMAER. v U 205k
JFOEZEL~y AR b MkEETRE 2
FEEY I LVOREEREIIZKRSI LT V2
AFEERNT, v U ARICHEES Lo Eflas X
WBG T 7 F o DR —~ 7 Moyt |z
L U7z 3, PN & o 7R 7 B D # AV AR & AT+
DT DIIE, Ik T LR X X BEOER A
ER OGN T2 Z L3 EE N, 3D
I HES L~ T AT F T ADO/ERLN ML &
72 % o BEAF DS H0EREZ ~ 7 A RO 4 %
EID BT~ AT 7 ARERS 572012,
~ U AR AT - G L o — N R
HOEBAEE - EE SRR T L Y X A R B
L7zt B2, & MESIRY > 710 3D @t A A
— VU T RERT D DI, B OB IR
DEMA BIRVRTZAFATRESNDRIE
HFEH 67 ST S D F M 7R BREE DS K &
RHEE 7o TS EROBIEL T v b= —b
WA T AR L O Faot 2 203 K < Jiil
DALFALER A PR3 D Z & T, 488, 532, 594,
632 mm EICEA~SANTFHT—A A= T8

3D FE GBI K D X LRI B DA TR D fENT

FOVERR D A ZEEE 10 50 1 IR S
HZ BB LTz, Hi 7 ek a2 — L ALERT OFH
i, 77U 7THIBESORERS, A, #hERISN & T,
BN VB EE TV b X LA vk
W TR~ — I — OHURME N & E ICHERF S
TWHZ & &R LI, YLEIck v, v MEHIR
BTV 3D G R YR AR T T B A A3 e T
ST, RFEIC L VIRE~ — B —DONAKH 5340
DIE BRI IFF S D,

3D immunohistochemistry and chemical labelling

Senile Plague

B4, & MAMRERE 3D e et A A —
<ELGHRFER>

1. Tainaka K, Murakami TC, Susaki EA, Shimizu C,
Saito R, Takahashi K, Hayashi-Takagi A, Sekiya H,
Arima Y, Nojima S, Ikemura M, Ushiku T, Shimizu Y,
Murakami M, Tanaka KF, Iino M, Kasai H, Sasaoka T,
Kobayashi K, Miyazono K, Morii E, Isa T, Fukayama
M, Kakita A, Ueda HR.; Cell Rep. 2018, 24(8):2196-
2210.€9.

2. Inoue M, Saito R, Kakita A, Tainaka K.; Bioorg
Med Chem Lett. 2019, 29(15):1886-1890.

3. Kubota SI, Takahashi K, Nishida J, Morishita Y,
Ehata S, Tainaka K, Miyazono K, Ueda HR.; Cell Rep.
2017, 20(1):236-250.

4. Murakami TC, Mano T, Saikawa S, Horiguchi SA,
Shigeta D, Baba K, Sekiya H, Shimizu Y, Tanaka KF,
Kiyonari H, lino M, Mochizuki H, Tainaka K, Ueda
HR.; Nat Neurosci. 2018 Apr;21(4):625-637.
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<HEOBK>

AW T, Z 7 ORI BV T, fMian
L o TH UEREZRIET HIEEE
seeding IEME L EFR L, hEHEELTDHZLET
RiEZHH D seed ¥ U OFMASN 3 WAL % BH & D>
WZTHZEEHEEE LT,

<MAEDRRKE>
WK B (TR R RUKFRIIC FRET 24U
% % 7 biosensor Mld & EIEICRIT DT 7S ¥
—HEfE, & U OMKEAZEA LT, P301S 28R4
R4 Uz —#MEIcIE 89 %5 HEK293 it 2 (=%
WZBIT D RF—Hilu L 3 5 FBRARITE W T, B4
FIEF O seeding {EME L R —flifaicksiT o2 ¥
DEFEIRFEIZ O W T E HIZFEMICHmET 22 5
728D Rl R - I AR GZEERNIZ &> TIER S v 72,
TEE BN & 7B L A 2 /L2 FH 72 J28R
%177, P301L 2255 2N4R # 7 & GFP-RD %
FE L, #VEEEREZA S0 4Cla [TIMA T,
4Cla |27 U OfMEZ BN LEE IR iR E /) 7
m— Ak Sz ZHEOMAL F1BE4a, DICGS
Z BRI, LT sarkosyl NE7R X U &
EfiT % FIBE4a, DICGS8 D238 1512 seeding I
PR SN/ — T, BEERIKEZ A I 4Cla
DEEFE FIGITIX seeding IEVEDMR T S e o T2,
F B R A 2NAR 2 U O A8 3 %5 HIS.S
PURCHREILME A 1T 9 & FIBE4a, DICGS Tl
GFP-RD "L L= Z &b DX v L&
R, ZHHMOEEE FIGICFIE L, seeding
IEMEZ R L TV D A[EEEDR B 2 b LT

RIT seed B Z 7 D3 MEREL A LN HITH
7= ¥ | unconventional secretion pathway & L TZ15
%, Type LI Al & @ Type II: Secretory
autophagy MBI 512 DWW TR L7z, J04F Type I :
AR B T S WAL 1% HSPG 2339 5- L, HSPG @
FRER{LREEA] sodium chlorate (22> CREIN
52 ENREINTWVSD, LHL sodium chlorate

OFHIZL Y | B~ seed s3MsiLie L ATL

T 5 Z LB

(272> 7= (Fig 1), & 500, M DMSO

\Z Type II: secretory - 1 BAPTAAM

igtopPa%z ? F%&f:i: ‘?E 400 * 2

A < - G 3004

autophagy fIEEA | [H E’%

TR E R —Hlla~ gz 200

WY 5 £ EIT> B 2 100-

=, T O ER T

autophagy i1 7 1% = .

ErHih D seed # U j\'\\“\ &
o‘@

&Y, autophagy FHEANTIEHA D seed # ¥
A IS4, secretory autophagy OB 5 & 9
LR & e o7, —75 T autophagy FHEH|D—>
T& 5 chloroquine (2 & > T EH L7z seed # 7D
SyUAIE BAPTA-AM T ES N7 Z Linb,
chloroquine 7% Ca" {AFHY 720 & 7D 53 Wik 2
TS TV D TR B L7 (),

<HREDEER - EBE>
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2) Kaoru Yamada*, Takeshi Iwatsubo*. Extracellular
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Scott T. Smith, Lingzhi Zhao, Wenjie Luo, Richard M.
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Potential Role in the Propagation of Tau Pathology.
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LC) #5888~ Y 757 4 v mFill
L. BARMB L OSFA— 7 7 U —EEK 1K
HET 7974 v v a2DROKHRALTA— T 7
UGN D L R LT,

2.t MR MERORK E 72 DA — N7 7
O —BER R T R~ 7 A DR BIAENT

WDR45 3 KL ONZ v & AHIREIPED VY WDR45B X%
FEATGI8S DFET / THIHMN, ZhHDA— 7
7 U—RRIC BT 2 EEESCA BRI T
Holz, TZTET T 7 4 v =% HVTWDR45
F L OV WDR45B DA ia N RITE PR BE 2 b L 72,
ZOREF, MK & b fRiaRr R4 — b7
7 3V — AR ASRTEE T 5 2 & BRI T
XA — k7 7 O —IEMEOB R T 2 AR
BWTOHRD D —J5 T, WK+ % [ RE S8
LB CEVEEDOA— T 7V
—IGPEIR T 238D 6 DHLUWNICESELE 2D 2 &
R L7, LEDOREENG, WR4IS B LD
WDR45B (AR MR B 7oA — h 7 7 UV — R+

T 2 AR R 28 MR JE DI A Jg = K L D fig

ThorExoNE (X)), E-HEBKRE - il
BAE T4 & oL EMFZEICC SENDA JEM] o k]
AT L IR BRI B WA —F 7 7y U —
BEEROL L2 RH L GasCHERT),
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W, A — N7 7 U — D RE & IR IR R
DOBERMEN RS R I TW 5D, BIZIEX, 7Y
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B XN Tu5 [Rebecca et al., J Clin Invest.,
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KT enmesitcng, LR ->7T, 4
— N7 7 U—PEEIE T LT VEW &
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Morishita H*, Mizushima N* (*co-corresponding
authors) Diverse Cellular Roles of Autophagy.

Annu Rev Cell Dev Biol 2019 Jul 5

Morita K, et al. Genome-wide CRISPR screen
identifies TMEM41B as a gene required for
autophagosome formation. J Cell Biol, 2018,
217(11):3817-3828

Fujimoto C,et al. Autophagy is essential for hearing
in mice. Cell Death Dis. 2017 8(5):e2780.
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- B L OB CIMRT 57212, 77 U h A
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SORMIHET 2.

17289 AILe FT.ELTT 7Y W AX TG
BRI DIIET D D2

ILWNZ LT —F v Y UIREDERE 2 A Ik
DIUZ I VD92

III. AT R —F% 0 Y IR B W THEAE &
BT A= NI ]2

IHHDRA LV MBI AREE TN ENHS
ML, FIAE, BT, M, ZNHEAT v
WZBT DN AIEEIERBE~DA N T TV —%
WS B, T LTA—=F 0 Y ¥/ L EhE Doy
BHAZFEONCT DL RO ELET VT
TUVHAFZ B MOBIGOEEBICHEHT 5 2
& ORI OHEEIZ B Rk T 5,

<HFEDRLE>

TGS ZERR IS S — % 0 YV VIR DO RIEIC K b
ERKNFTHD, LN L ZHETEDONE %/ S—
X2V RIS D Z LX) o T, FL
EEXEY =2l DIHFITITKRDRL 2D
WBICERET 2T 7 AKX D (Nothobranchius
furzeri) DEHEEIM) TR L (D WL 2FEHID)
A TH Y Zelo ol T~ e B bk % =
T2 EICER Lz, 207 7 VU h A X i3Ik
ELE BT, Z L TMERDIHT R/ pfR<e /) v
T RUT U U MROEE X 2T, N—F
EMICERETD o YXILA L EBT TV IAL
HIZBWTKOT5 &, Z ONEARIENE DR
PEIXIZIEREICHAT D (Matusi et al., Cell
Rep 2019).
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1. BEPNHIE & /8= 0V IR RE D BEfR

2. a VXI bA U OFHBRRZEM ORRE~D

Do VX LA ARSI XE T EREIL N —F Y IR

B 5

3. S b RUT DNA ZF&E Lottt
A=A
HLEFLMNILOOH Y Bl &SI HEE L
LTV,
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FexpeT vERBAT LI LK N—F Y
IO LUVFRENE 500278 0 5o b 5, 23—
XV UIRREDRR A IR B E TN AT E BARA v
FERDHZEICED IR E SND/N—F
IR OIFRREIZHD L 72 1R SR O BRI AE OV 1 T
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1: Matsui H, Kenmochi N, Namikawa K. Age- and
a-Synuclein-Dependent Degeneration of Dopamine
and Noradrenaline Neurons in the Annual Killifish
Nothobranchius  furzeri. Cell Rep. 2019 Feb
12;26(7):1727-1733.

2: Matsui_H, Takahashi R. Parkinson's disease
pathogenesis from the viewpoint of small fish models.
J Neural Transm (Vienna). 2018 Jan;125(1):25-33.

3: Matsui H, Sugie A. An optimized method for
counting dopaminergic neurons in zebrafish. PLoS
One. 2017 Sep 7;12(9):e0184363.

4: Matsui H, Matsui N. Cerebrospinal fluid injection
into adult zebrafish for disease research. J Neural
Transm (Vienna). 2017 Dec;124(12):1627-1633.
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Figure 1. Degeneration of TH+ Neurons in Nothobranchius furzeri (A) In N. furzeri, the number of
dopaminergic neurons in the posterior tuberculum (DC2 and DC4) and of noradrenergic neurons in the
locus ceruleus significantly decreased at 3 months. These neurons further decreased at 5 months (ANOVA:
dopaminergic [DA]: F = 30.7454, p < 0.0001; noradrenergic [NE]: F = 85.6528, p < 0.0001). A
degeneration of the dopaminergic or noradrenergic neurons is not observed even at 24 months in zebrafish
(Danio rerio) or medaka (Oryzias latipes). n = 12 fish per group. The bar represents SE. (B) (B1) and (B3)
are the representative images of the noradrenergic neurons in the locus ceruleus of N. firzeri at | and 5
months, respectively. (B2) and (B4) are the magnified images of the red square regions shown in (B1) and
(B3), respectively. (B5-B8) (B5) and (B7) are the representative images of the dopaminergic neurons in the
posterior tuberculum at 1 and 5 months, respectively. (B6) and (B8) are the magnified images of the red
square regions shown in (B5) and (B7), respectively. Each image is a representative optical section of a
thick vibratome specimen. (C) Quantification of TH in the brain of N. furzeri at 1, 3, and 5 months
(ANOVA: F = 8.7944, p = 0.0011). n = 10 fish per group. The bar represents SE. Quantification of th
mRNA in the brain of N. firzeri at 1 and 5 months. n = 4 fish per group. The bar represents SE. (D)
Serotonin-positive neurons in the median raphe. n = 12 fish per group. The bar represents SE.
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TN NA = —IF O Z % RLIE -
EORREMRNEZ B LT EET I n A R—
ZEAE (AR AV T~ —) 1T LA OEHIH
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LTP RBLAEEI L0005 —HOimfE %
52T 5,

<HEDRE>
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X VYA F—=T ZBE TR SN & &
B & M2 L7z,

Wk 30 AR TIE, EFEIREBICB T =X VA
h— U R LT, ZORE, AP AU I
—\ Ko T T RIMNTEBIT D GluAl Dx=F% Y
PA b=V RFEFREBICBWTH A EISHED
LTCWAZEEHALMNI LT, /2, AB AU A
~—BREZAHEL L CH—F 72T LI LTP
DIEBLT DDEDEMAT LT, ZORE., Ap 4
Y d=—2N80< J/IET DT T AT, &5% 6
REFFEE C LTP OFRIUIIMHI S35 2
EEP NI LT,

<HROEE - RE>

DL EOWFgERR R A2 £ LD & LTP BIHFICE
WT YT 7 AEBETIE GluAl AE~—DTF Y
B A b= AR, F T A TIE GluAl/GluA2 ~
TRY—OZXYH A F—= AN AP AV A~
—ZE o THEEIND ERBRINZ, ZHICED .,

T IV NA = IR D T S RS AR D JRIEZE B O fRA

LTP ZEBLOIEI A B =X 5D —805 L v 241
SN ERY | T A A~ —I5 D F 5 BEAE
IRHEATE,

ZOHMIC, v T AR RS & T T A
B EICERESE 28 FELHE L, 70, 5
OEMMEBRZIZEBIT D5 AMPA ZFIKROENREL
fEHHA LN LT, 5%, 2 b Oz HVT
AB AV I~ —I2 KD LTP LSO G 7 A it
2k 7 SN RS 1D RNF: = F (RN A
MCTE D EHFEIND,
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OFfifsaE  HPEEL

PN F 7 A G ED T RRIE B FE & it 2P IR
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& OISR RIHSZRSE I — Kk,
2017 4£ 5 H

@ Junichiro Funahashi, Hiromitsu Tanaka,
Tomoo Hirano

“Visualization of synchronous or asynchronous
release of single synaptic vesicle in active-zone-like
membrane formed on neuroligin-coated glass surface”,
Frontiers in Cellular Neuroscience, 12, Article 140,
2018

@7 3L Shumpei Fujii, Hiromitsu Tanaka, Tomoo
Hirano

“Suppression of AMPA receptor exocytosis
contributes to hippocampal LTD”, The Journal of
Neuroscience, 38, 5523-5537, 2018
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Medical Science Digest, 45, 430-433, 2019

EGFP / AB-Hilyte (Confocal)

PSD95-EGFP / AB-HiLyte (TIRFM)

Fig. An example of
distribution of AP
oligomers labeled
with HiLyte and
EGFP (A) or PSD95
(B) in dendrites.
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@O /N—F V9 (PD) O Lewy /MAJRHEL O 1
JBIZE1) 5 Braak (G & 2 & AL B —9F
FITHEILE MR D O I BT L, D% BT
T5HEEIND, KIFEDHBERLL 728 n A
Z a-synuclein (a —syn) IZMERM: o —syn O#EE
IR 2R3, in vivo &5 CliIprx > U
— 7 BN LT ERIRIIOER AR TE 5,
FEHE O IXHE RN E R AT RS A N S
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PAERR L, U AU~DOEGIZ L WV BEIN D7
RE D AR AR MR 2t - BB R I 5 2 D8
BABEE L, PD OJFREMINCER Y AT,

©® —FHTa-syn BHEEEERNAY IT 0 Fa
FA K~ (OLG) BT D Z ERRIERRE & & 2
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RERHTH o7, HFEH DIZEFARID OLG il
Ja 23 PEAET B INIAME o —syn 2% OLG N DEEEIRTE
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(2 CRREE L 72,
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O FTHFEELIZY AEEEZ asyn 747
VVEERT S Z L T IMERIC o syn BEERAE N
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52 L TUIMMAOERERZITE R Lz, 2kE
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DR S A0, 2 20 A #1135 40% o BV A A i
WaEBDTIT=, RET VL, B o syn BEEKRE
ke RS st 2 & 2T HiRoET L
E L CHIBRERET L E LTOR AMERRD TE
WeFEZ 57 (Okuda S et al. in prep),
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Cited from Uemura N et al. J Neuropathol Exp Neurol. 2019 (in press)
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T LYV THLMNIT D, &K, ZH
B X BRI TN E A T T AR — L%
M52 L2 BT, MREEOH T2 A
F~w—H—& LT y7ERe 28nL, By
FEHE - AU A BREEZGVOE LT T
IV T A — KRR %18 U CRRENERIEI D 72D D
S RERET ALY T
ki X B HiaEE: & 2 oMif A = X L fiZHE
X OVRRE~— I —BAF | & O YEkEk O B AR E
FAIZE RS 5,

<HEDRE>

AL & T SN IV A T
S RIE T 22 % subeellular resolution T ¥
FERIZERNT 3~ B 72012, AT T By 7
EIMBERLINDERNTE S, Fille ey
LAA=V U TEERFE LTI 1)3)4), £72. &
FOENE % 1 TG E T cE 5 TET R
v M1 GFA A=V TR DEFRESE, M
N 107, 7 IaA KB O~ FIYERH
NEEEOT VY NNA 2 —{ETF I~ 7 AZEH
NDEFEBRE 2 6T Lz 5), 7Y
A~ —IFET NV~ T AR KOWEPIRETE
ARAE T 11 FEEORE Sy BT 21T > 12
AER. K% SHEM &V ) B, W< oo
[y FENBIC R E NN D Z 2R LT, £
7o SRR IR TR L8R BBIARIE A2 Wik o H i
LB AR, BIERBARFOME L
¥z - Al ML RN & L RIFZE T, s
SAbFE Lz bk o iPS il (hiPS
neurons) (23T 5 1 53 EhREMEMNT HA 2 ffeSz L
72 Z OHEATE HW T, hiPS neurons TH, T
PIPNPBEAE A B U T iR B PR RIZ K0 |
RAG W) B = AR O T YEBGEE) 238 4 5
ZEeERLE, ZHUT, TR TCIT o AT
FAED R S VTe TR RIS B AT 72 52 25 AR 7
PLECEBIOHKIE A3, b MRS b HE L
THETDHZEEZERT IR THD, £,
HEEM T AN AEFE DB BINL L 72 hiPS neurons

TH, CANATHERITHIRE & [FER, R EOM
FIEREEINT 5 Z LB bnot, &5, &
v R~ 7 A R AR & > 72 B 1 B
BT &, EBAPIREBIC B W T, X7 DFE
D3Z AR DTN FCoByfe & w1
BTy FH A4 b= X%HH L T 2 a[EE
xR T 2R,
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T I NA = —IRE T VRIS R R
hiPS neurons (23T, FHNTES 1 ORI JLH
FFENBIND Z L BR LA RORERIX,
DFTENEN RO - R BN T~ —T
— LRV IHBIEERBLTEY , JHiE~Y— I —
BRI D L W) BRD D 5, FERITIAMIED
AR A IPS A A A P2 R T2 s oD BR S 03K
KA 7V —= 72 L, B2l - 3% wf
RBIZ T D EAFBAFE TN Tz v,
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FHVEDIIEME TH 7 (Taw) R a X7 LA
(aSyn)& VX ERENTE ) v =54
T~ —% L TR E A~ ER(kT 252 &
DHIHNTND, ZOMEE(LET %DJ“ODJ?I&
LTu%O R ZIKH BThkonzx (278
k) EERL WD, ¥ o3y BRAGITEAE
@*EIA’?D?@S%:T ET DAY — T NeD
Tﬁﬁlﬁnéhf%tz’» & FRAL DR
WTED X DIl S e & 5815 LA
WEEZTONREZE2IITHERINTE 5T,
LW 7o —FNLEER TV D,

T NA Vhrag%@ﬂﬂﬂ’ﬂf EGAN RN
T ACa) 7T T ORE NS, T
FCIX, hak e 2 1\2/1\)77%@’4“5*&&

(MAM) DIFREA B = AL L LCTHE IR T
Lo AT ZIE T/IAR Ca? v 7 ) U & 7 2l
|45 Ca¥F v 24—~ 7 7 P— LAk
ANV RAEREITH & & R L(BBA2018), =
D/ Ca? F v RV OEWER I A R L7
(PNAS 2017, Messenger 2018), AMFIERE Tl
T 2Ry G D3 ZO/Nalk Ca? i s
TV T EFEAERT 5 ATRENE & AREE L7z,
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REEDISIEIZBE 535 Tau ¥ /X7 BEDT A
Y 7 #—2 (2N4R,ON4R, ON3R) % COS7 it
K OV HeLa M i@ 8 B U /MR Ca i 4 1
ET D EBRAAT o TR, Tau 23/ Mafk Ca?t 2k
AT H2RWE L, 2NAR 7T A Y 7 4 — A
i bR RHTZ 572D T 2N4R D KRABZE BAK %
VERL L /MR Ca? it 2 0 E Lz, VAR F v
Kbt & BRrZE L 7e N230 22 SR IT Rk D& R A2~ L
7203, N102 ZEARTRRMNEER LTz, L7edi-
T, N102 TEREINTZ KA A VB Z ORI
HATHD I EDIRE I T, FHEERR A PER B
@EI&/A& I THDHARY T H I /&/A

E(polyQ)ix Tau & [FIERIZ & /X7 EH I

é%i@%ﬂ:%@:ff: ERHMBITND, ﬁw
BEIZ polyQ 23/IMEIR Ca¥ ittt 2+ 52 L %
B 5 5T L’Cb\éﬁ(Neuron 2010, PNAS 2014),
ZHUE Tau & polyQ (ZHi@E D FHNIFAES S 2
& BRI URZBIRE N, ZOHEA =X L%
TR LR D T2 X R B Z R
T a X7 LA (aSyn)E HWTEREIT- 7,
oSyn-mCherry % COS7 flfiZ @R L/ Ma ik
Ca2 it A& JIE L 7=k 8. /A Ca2+7ﬁzﬁj DAL
L7z, L7 - 7T Tau, aSyn, polyQ (ZHifd72/)N
Jaik Ca FREN A B = X LB RmET 5, Z OF Y
AN =X LOREZ B L, /EEK Ca¥*F v %

DM PG ESIAFZER SR B LSRR ST

Bl /0B vy BOEE|

Dy 7T MNilaERWTERZIT- 2,
BiolD %% VT Tau A R OEEZAL & fight L
ToAE S, BRI Z L2, NIEIR Ca2 T v kL &
J w77 b LI ClE, Tau EAROREE )
B+ xR L,

<HRDE= - EE>

ARBFFRIZ LV HIDTH O N E o fo/MNak Ca®
TV H R EECOMAERIL. R
FEDFIRBFEZ AT 272D OH LOFHN Y
ThHd, GBRIDNT AN =X L&A LI,

<ELHRRFER>
Hamada K, Mikoshiba K
Messenger 2018 June, 6, 1-8

Hisatsune C, Hamada K, Mikoshiba K.
BBA Mol Cell Res 2018 Nov, 1865(11 Pt B), 1733-
1744

Hamada K, Miyatake H, Terauchi A, Mikoshiba K.
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Hamada K
Gordon Research Conference (USA)
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BHPE. HFERE

FEREF 20184%F3 A

BEAPE (OEHRR)

MM ERFEERIERKE (ConBio2017)
20174 12878

Conclusion of this project
Protein ageing

Tau/aSyn proteins ER Ca2* affects
affect ER Ca2+ protein-structural
signalling. changes during
protein ageing.
[ ER Calcium’
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FRAVE 1T B WA JEFR R R 2 & D EERME O AR IR
BTHY, EW - #Em CHESMAaERKE <,
REOBEIBD TRV ENDYEEEBADT
B - BN OB & 7> T D, FBAEICE
WTT oA = —BI ORISR BT SR EE
A0 bE L . OBEMTIEE ANBLOMRR R IR
HEZALD X 9 72 B 2 R BT AR b D
— 7T, BB AHEZ L3 s LTI
B S AU, IR BR 1Tk L Canfa 7 A BB A RIF L
TWVB IO T EiE TE TV,
UL FFRARERE I ) LR AR RO Y VR
fIEE L2 VBRI A NERIET D, Hilc /e
VU7 v T A S 7 AEZBI% L7z (Amano et
al. J Cell Biol, 209, 2015; Nagai et al.
Neuron, 89, 2016), F£7-. #REMMELLO T
WA ThHDHHAUEBRBEIZOWTY ERALE T H
BMRETY VIRLEZEZ LI LTV D, K
FZeClEB A d ok iPS MlaE L O%Rab
MzERAWCHR e Tr A I 7 2Bk b ) v
fefb> 77 v ORBRERIFEAT 21T\ R R B
5T 2% -V I LalET 5, £ LT,
FEIENERL & ) — B A BARSCA TR X F— B L EA
ZHWTYE Y 7T IMRIERE & N 4TI 5
Z LT EROBEBRIRE DR AL, FimiddkE
TEDAMDIZOWNTIHRINEIT 9, 2L DTN D
R F TR AT D % 3 7 L AR
HE BT,

<HEDHRE>

ARAFFE Tl R PR B o 4y 1R REFL A % HH
ST T B2 KD 2 DDOWZEERBEICHL Y 1
AT,

1) ATsABEEA HERRER 7 e 77 =2
V VB b BB Y 7 AR E R R
IR E O XU EHSESE A EE T v & L
THWwWE7uv 7522 ) vERE- Y XITON
<V vBLIEHR T — % ~— 2R”KANPHOS” #
F\ 7z in silico fEtt 2 AL A IENT Z2 1T\ &
RN ZEORE) VBB R
RT L e bic, PKA ¥ CaMKII, PKCa2i=
%7 2 Tau-Ser203 % Thr220 % V vt 4 %
AR L, S HICER Y 2ICBWTIE X
VEHEONUEY VLI Y v R LIEK
CEEBIEIRDHEI L T W3 Z L3 o 72,
2 ) MAPT-R406W BT U A 2388 2 43 1R
ReFLAZ o fidt A,

HE B EF KD Tau/MAPT-R406W £ 7
VA D BIREERA = X LDRIRICH 7= 0
EAL AR 21T - 72, TRFEMRFEE L X
RA06W Z5 5 2330562 D MAPT-Serd09 V v (L

CHHLT 0 T A X 7 R R O TRV BB 0D 4y - RESE A

#HET 2 &, %Y vIELERAZ20 Rho-
kinase IC X o CHllfflE s Z L 2 HH L 72,00
2 TCYFEY 4 b2 CaMKII ° GSK3beta TV
viglbadns ot xR L7z, RA06W Z 5%
GSK3beta % Rho-kinase I X % Serd09 V [
L% FHE T 52—/, CaMKIL Ic X 32V Vgt
WXFHE L 722> o 72, R4A06W Z5HL 1T MAPT-
Serd16 %°-Serd22 V vEgfLICFEE AR MITX 7t
W B otz, HEME XWX MAPT-
R406W Z5BLE AR % v 72 MAPT ik
FEYIO 7 a7+ 1 7 AfEFTcix, 15 FEEO
MAPT M EAEH 7> 7236 E & 71, R4A06W 28 52
I EEERE (XA VT, T2Fv) &
D AERICHE%R T T T AR E T,
NS DFER T RA06W Z5E A3 Tau/MAPT @
Y ViR b2 HE S 2 2 & C, MifREkRE I
BERIFTLTHWAEZ EE2RBLE,
<MEDNEE - EBE>

AT T+ — DA RTaT A I 72 Uik
{LSEHT 2 BRfE U CIR BT T L~ 7 A0 B AR
B3k iPS MM DWW T H EBED Y B IR
EE=XV I T5Z L TRAICEDLDS VY
FTIVGRERKEEFRET D ENTE 2, /- T,
KRBT 7o —FIZ L0 RITIFEY 7L
FRIET DI & T BB Y —7 > ORI
WCHBRCE 7o, SRITFES 7T V&2 ET 5
VAT AEREETH I L THRERES BIET,

Pathological mechanism of MAPT-R406W mutation for neurodegeneration
Wild type
Rho-kinase, N
\4 GSK3B, CaMK2 ‘\]P/‘ ESer409 Cytoskel.eta.l
}*p ST (iment reorganization
b, — p
ZaY A MAPT Neuronal polarity
™ " € Actin and functions
MAPT-R406W
allele o
( Rho-Base, /7%7” Cytoskeletal dysregulation
K GKB, Camk2 é . MAPT ), Aggregation, mislocalization
—— Neuronal toxicity—
o ‘.,—77*‘\\/'*77—,/; o
~ oo
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AR, N—F% Y %5 (PD) OREEICBIL T a-
synuclein(a-syn) @ #t £ K BN =z % 7 2
propagation {RELN$EME XL, ¥~ UV AET L& H
DIZZ L OWMENR D D, AFFTHETIL, & MH
KD a-syn ZEHAL, £ B@mE L T~v—
Ty hEHWDLETLD B MIIEW PD OJFERE
B O A BT,

<HFEDRE>

Rk 27-28 A 5| & ot = PARK4 AR HI 3k 1PS
iz W TRT 21T - 72, R/282 Ufifla~D 431k
FAAELIT T PARK4 Hh3R TH BA IR Tl SYN O FE
iR Tz, REFIIZRNT 95 & 28~35 HA&Z B —
277 \Z PARK4 # T SYN FEE DR LTz
(Fig. 1), «-synuclein DIEHENHED LT
B D7, SYN BHERIAE OWD DWW THAE, A4
(b HIRRAT Ml fe L TN D,

a-syn fibril #&HTF/ITE L CEARILISL
(2. ARFTH MR S EERIER D IER ICEE 2
G51ID ZEFIZ#EH L G51D «-synuclein fibril %
AW~ ZEF L% BE L=, G51D fibril #
B<=o 2 TIX WD fibril 5~ 2L LTI
FAZIRNY U LY X 7 LA B OB IRTE
R REICR DT (Fig. 2), ®IZ 651D fibril
B~ A TiEE% 48 CEE TH BEMao
WidE % 78Tz, IS DFRER N SARET IV CTIIEE
BAEITHED R v =2 —a O NIEED
<A SYN Z&XIAALTEY VL SN OZEfE%
O TEY propagation Iz E-S\V 7= PD JiRE
BT E TN D LRI L 7e, ARFZERCRICEI L
THETHFEZIT o 72,
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G51D fibril Bt~ AET L, FEIREITIED
L E—RE, B RS AR OB 2 EHEL L T
BY, b FOR—F Y IRIREEBIZITL | B
HELT PN 2 ATRE & 3 2 R E AR O BR%E, /3 —
XY IR DRIEMFE ORI G545 Y — b
ELTAN—=F Y VRO REBIZTESGT 52
ERHIRFFESND, BICEEBEREELE L LW
D, FEAICITEEHEET LV ~OREB L ARETH
D BE. ~—Tky FETANEEBHLTND,
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WEICRETESND TV A UIR/E, TV A2 v
X7 (PP 23 LR CHEAE 9~ 2 EAENME DR 28 1
PR D—FET, TOWRFIEIIRIZMNL S LT e
W, TV I IROIRIK & e D BT L (PrPS)
X, RN, BYHEER L, PrPS BNIER U A
Y (PrPO LM E/ER L PrPC O BE (LA S &
LR B L PR R E S, o T,
PrPSe RN I g OB P Bh - TER

ERRRIZORNBDbDEEZ B, ZHUTK LT,

7 F G % Advanced DMEM B5HCES
#TDHE, PP RRHERLLT £ TR 5 Z
EEIALMIL TV, RFFETIE. 2D PrPs
DY EERZTHT U A ImEWE % RE
L. ZOEREF ORI X 0 77U 4 U RiakElE
BRIE T 2 BT Ot 2 B L 72,
<HFFE D IR >

Advanced DMEM 5 E EN D17 Y 4 45
MME ORIEZRATAER, =& ) — AT IR
M7V A ERE R T EE LN L, E L
T, YU RIZBITDH TV AU IRV T,
TH =T I (EA)DOMERHIE G K0 R
WM, AR ER L, AERICBWTH AR
ET 52 L2 LT,

WWT, 2D EAICK D17 Y A AAEMERBIE
12 B O 22 U TREIEBAFE O 7 72 AR IR - D
FIE S BT, FRPLT U A IEEE O RS 2 3R
BT, =TDOFEH . EA X CH25H (cholesterol
25-hydroxylase) D ¥ LA FH S HTWDH Z &% 5
L. CH25H OuEFEIFEHIZ LD PrPSe 2584
HIEHEMER LT, CH25H 1%, 2L AT r—/L
MBHO25- R ¥ aL 25 m—/L(25HC) A
FHOBRTHDLZ LD, 25HC ™17 Y 4
EZ TR TONZMR Lz, £ORE, 25HC b

P A AERE R T 2 E PR SN, £ 2T,

25HC OHL7 Y A AAEMRBME T OfFBIZ Y
WA, FORER. oL xTo—1% Y Y Y—A
MOPEHT A7 DIV E /2 NPC1 @ 25HCIZ XL 5
HReflEE LT, 2 ORREC MlaN = L AT
o — AR DAL PrPSc DD 25| & Z LT
W5 Z EDRIRIE X T,

CH25H i, Liver X receptor(LXR)D U #7> R &
LCEHT 2 Z & £7=. LXR OiEMAL2 CH25H
OB EHZFIERETZENRHESINLTND
FIZTLXRDOT I=Z T D T0901317 I &
RGW3965 DFL 7 ) AU IEMEZRIELTZ & 2 A,
& HIT PrPSe 2R & ¥ 72, £ LT, CH25H %/
VI HETTDH LI TO01317 12X BT
VA UEER RIS s, 2ol T U A
VIEMED 25HC 2N L0 THhLHEEZLN
72o F£72. T0901317 IR L TiX, ~ v R IZBIT

s AR B S TE PRI R D AN & 2 X 7 T Sy AR EREAR D FRIA & IR~ DI

L7 A EREERIZIB DT O ARITEA L, %
JiE 2 B AE S IEM IR D R STz, E 72, AL
LXR 7 2 =A bk, 25HC (%, Mflanboa L 27
2 —/LgEH 240 LXR ORI ToH S ABCAL &
IRF-OFBLZTUHE L Tz,

B DORER) D EALXR 7 F =2 | 25HC
2L 2907 ) A 5, 25HC IZ X 5 NPC1 @
BRI & ABCALHEMNC K2 MlaN = L AT =
— VARG LS, PrP OJRfEA b Z R & Z L,
PrPC & PrPS O EAFH Z il [R5 Z & T, PrPs
N2 DO TRV EEZ BT,
<WFEDOEFE - RE>

AHFFETIE, P77V A IR & LT EA O
FRENOIHBEY, AF AT a—)L LXR 72
= A NEFHPLT Y A EEE E L CHE L
oo LT, ZBITHMIEN = 1/2712~/1/1qu%
EREIT TR A AR ERBL L TV
L EDRBE N, ZOMRIE, 7Y A IER
W TE<ATObRTE 7 PP TDO LD EE
BE L7cbh D &38R 8 TR 7 2450 &
L7ebDTE BT AERIZBONTHERTERT
D& DR éhf% D .E%DOTY ﬁ/f/“ﬁ%‘
ERBICBWTH M2 R R TH D, 4
%X, ZOENEFOAZEDD & LI
D N RBIIRFRIEOBIF I Y flde, E7o. AbF
WTCHBE LIEEAF AT — L BN LB
LIFER DA = xAT#7Jﬁ/Eﬁ%T¢
EEZONOMEEZRHLTEREY A%ITIING
DOIEREF O & HIZIX, £ DB - 1REZhE
e %,
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TOS01317 &

GW3965
LR —> Ascat f
* Efflux of cholesterol from cells
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PLOS Pathogens, 13(6):

Accumulation of cholesterol in lysosomes
250§ 3 et

Ethanolamine

Anti-Prion activity Reduction of membrane cholesterol

Inhibition of interaction

n PreC and Prise €= Change of PrP distribution

Fig. Anti-prion activity mediated by 25-hydroxycholesterol
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ZRELTWS, AT CrE, SBMA 35 iPS
JamkE# = = — o v &2 AT RFREE T L
ZHEST L, 225 AR BEEE AT R AT L 72 A
JRRERS Iy T-DEE & Z D4y A 1 = X L DR
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BERE DREE LT LY A~ — 55 D FRINRE M
RBIZBW RO LND, 2O Lnn, B
DB % PET TERTH Z LN TEIE, HilE
A A= 2 T INGRENE B8R D8 LUWEREIC
MHBAREME B HTL B, S5z, BfEELES
BESE OFEEI IR AL S 7 v 7 7 OIEETH
boTWb, 277 )7 OEMCIL, FEEME
OB 72 LT RO DL H Y . FDIEME
D GG O TR R OFAM 721 T2 < IRIEDH)
WrDRER & 72> TN 5,

BESSILIC R 72 PET A A — 0 Z 3 ATREIC
ZeRUR, REEVE O B BB, IR O K
Erly —EEbdbZ LizoniseExbh
%o 67 a7 OGEER % g TH
25T LiE, FBAEEICKET 2 H T 2 IR &
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T CETEITEEIRD ETFHERIND,
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TEIS NI T Y —bEW 1 2850
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D NCEERRA R & E o HEb AR L, iK% O
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M AR LT, BEF OB E N L —Y—THh D
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HEEI o) 2Ry CMEAERT B0
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et al. Stem Cell Reports 2017 Cik4) .
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PRET IRy TbEWmE A7 ) —= 7 L,
{EEUINT S BT 2 T 5L 59
ZRIE LTz, ZOLEW R S 7= i
XA VEEEAN B FE B 7210 Tidze <, #EkIZa v
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— 5T, 7V THEA~OBEREFmD DL Z L
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DRI ZTT 9,
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Brain Res Inst (BRI), Niigata Univ, Niigata, Japan

International stroke conference 2017 Huston. Feb.
23,2017, Distinct Molecular Mechanisms of



Htral Mutants in Manifesting Heterozygotes With
Carasil. Hiroaki Nozaki, Taisuke Kato, Megumi
Nihonmatsu, Yohei Saito, Niigata Univ, Niigata,
Japan; Ikuko Mizuta, Kyoto Prefectural Univ of
Med, Kyoto, Japan; Tomoko Noda, Ichinomiya
Municipal Hosp, Aichi, Japan; Ryoko Koike,
Nishi-Niigata Chuo Natl Hosp, Niigata, Japan;
Kazuhide Miyazaki, Shiseikai-Daini Hosp,
Tokyo, Japan; Muichi Kaito, Kanazawa Medical
Univ, Ishikawa, Japan; Shoichi Ito, Chiba Univ,
Chiba, Japan; Masahiro Makino, Nantan General
Hosp, Kyoto, Japan; Akihide Koyama, Atsushi
Shiga, Masahiro Uemura, YumiSekine, Niigata
Univ, Niigata, Japan; Ayuka Murakami, Suzuko
Moritani, Nagoya Medical Ctr, Aichi, Japan;
Kenju Hara, Japanese Red Cross Akita Hosp,
Akita, Japan; Akio Yokoseki, Ryozo Kuwano,
Naoto Endo, Niigata Univ, Niigata, Japan; Takeshi
Momotsu, Sado General Hosp, Niigata, Japan;
Mari Yoshida, Aichi Medical Univ, Aichi, Japan;
Masatoyo Nishizawa, Niigata Univ, Niigata,
Japan; Toshiki Mizuno, Kyoto Prefectural Univ of
Med, Kyoto, Japan; Osamu Onodera, Niigata
Univ, Niigata, Japan

4th Symposium on RNA Metabolism in
Neurological Disease. November 10-11, 2016 San
Diego.A trade—off theory for TDP-43
proteinopathy; a 'robust yet fragile' nature of the
autoregulation. Akihiro Sugai, Osamu Onodera

4th Symposium on RNA Metabolism in
Neurological Disease. November 10-11, 2016 San
Diego.Applying "CORRECT" for introducing a
mutation in the MAPT gene. Yuka Koike, Akihide
Koyama, Atsushi Shiga, Akio Yokoseki, Osamu
Onodera

Hideyuki Okano : Modeling Psychiatric/
Neurological disorders using iPS cell technologies
and transgenic non—human primates. :
International Symposium on Cell Physiology and
Aging Research, 2016.4.12 *2016.4.12
(Kaohsiung Medical University (KMU),
Kaohsiung, Taiwan)

Hideyuki Okano : Modeling Human Psychiatric/
Neurological Disorders using Transgenic
technologies and Genome-Editing in Non—human
Primates. : Genome Editing in Neurosciences (24
th annual Colloque Médecine et Recherche in the
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Neurosciences series), 2016.4.22 *¥2016.4.22
(#Cloud, Paris, France)

Hideyuki Okano : Brain Mapping and Modeling
Human Psychiatric/Neurological Disorders. :
INSERM&AMED International Workshop ”
Scientific meeting on animal models of
neurodegenerative disorders”, 2016.5.3
*2016.5.3 (Institut national de la santé et de la
recherche médicale (INSERM), Paris, France)

Hideyuki Okano : Disease Modeling and Brain
Mapping Using Transgenic Marmosets. :
Keystone Symposia Conference "State of the
Brain(R1)", 2016.5.26 ¥2016.5.22-26 (Alpbach
Congress Centrum, Alpbach, Austria)

Hideyuki Okano : Brain Mapping and Modeling
Human Psychiatric/Neurological Disorders using
Transgenic technologies and Genome-Editing in
Non-human Primates. : The Brain Forum 2016,
2016.5.27 *2016.5.26-27 (SwissTech Convention
Center, Ecublens, Swiss Confederation) Hideyuki
Okano : Role of RNA-binding protein Musashi in
Stem Cell Regulation and Cancer Development.:
18th Annual Meeting (21st Annual Meeting of the
RNA Society)Luncheon Seminar, 2016.6.30
*2016.6.28-7.2 (Kyoto International Conference
Center, Kyoto, Japan)

Hideyuki Okano : Modelling human neurological
diseases using iPS cells and transgenic non—
human primates.:11th International Conference
for Neurons and Brain Disease, 2016.7.16
*2016.7.14-16 (Sheraton Vancouver Wall Centre

Hotel, Vancouver, Canada)

Hideyuki Okano : Modeling Human Neurological/
Psychiatric Disorders using iPS Cells and
Transgenic Non—human Primates.: Joint
Symposium on Regenerative Medicine and
Longevity, Washington University in St. Louis
and Keio University, 2016.8.20 ¥*2016.8.20 (Large
Conference Room, 1IF, Building 2, Keio
University Hospital, Tokyo, Japan)

Hideyuki Okano : Challenge toward clinical trial
for spinal cord injury using iPS cells. : Cell
Symposia — 10 Years of iPSCs, 2016.9.26
*2016.9.25-27 (CLAREMONT CLUB & SPA, A
FAIRMONT HOTEL, Berkeley, California,
United States)



¢ Hideyuki Okano : Stractual and Functional

Mapping of Marmoset Brains and Desease
Modeling using GM Marmoset.: Decode Summit
2016, 2016.9.28 *¥2016.9.28 (Four Seasons Hotel
Silicon Valley, East Palo Alto, CA, USA)

Hideyuki Okano : Modeling of Human
Neurological/Psychiatric Disorders using IPS cells
and Transgenic Non-Human Primates. : Special
Gus Gurley Seminar, 2016.10.6 *2016.10.6
(Rathmann Auditorium, Neuroscience Research
Institute * University of California, Santa Barbara,
Santabarbara, California, USA)

Hideyuki Okano : iPS Research in Fetal CNS
Malformations. : the 44th Annual Meeting of the
International Society for Pediatric Neurosurgery
(ISPN), Plenary Session, 2016.10.26 ¥2016.10.24-
27 (Kobe Portopia Hotel, Kobe, Japan)

Hideyuki Okano : MRI-based structural and
functional mapping of marmoset brains.:
Neuroscience 2016, Nanosymposium, 2016.11.14
*¥2016.11.12-16 (San Diego Convention Center,
San Diego, California, USA)

Hideyuki Okano : New Insights from the Brain
Mapping Project in Japan: Modeling Human
Diseases with iPS cells and Transgenic Non—
Human Primates.: UC San Diego Medical
Education & Telemedicine Building Learning
Center Seminar, 2016.11.16*%2016.11.16 (UC San
Diego Medical Education & Telemedicine
Building Learning Center, San Diego, California,
USA)

Hideyuki Okano : Challenge toward Clinical trial
for Spinal Cord Injury using iPS cells.: Stanford
Burnham Prebys Medical Discovery Institute
Seminar, 2016.11.16%¥2016.11.16 (Stanford
Burnham Prebys Medical Discovery Institute,
Stanford, California, USA)

Hideyuki Okano : Structural and functional
mapping of marmoset brain.: NSF-AMED
Workshop, Comparative Principles of Brain
Architecture and Functions, 2016.11.18
*2016.11.17-18 (Marriott Marquis San Diego
Marina, San Diego, California, USA)

Hideyuki Okano : Brain/MINDS: Brain Mapping
Projects in Japan.: 3rd Annual Brain InitiativeR
Investigators Meeting,2016.12.12 *2016.12.12-14

(Bethesda North Marriott Hotel & Conference
Center, Bethesda, Maryland, USA)

in vivo multimodal imaging of tauopathy revealed
a rapid turnover of pathological tau inclusions in a
tauopathy mouse model Naruhiko Sahara, Hiroyuki
Takuwa, Ai Ishikawa, Takuya Urushihata, Takeharu
Minamihisamatsu, Masaki Tokunaga, Masafumi
Shimojo, Shoko Uchida, [zumi Matsumoto,
Ming-Rong Zhang, Tetsuya Suhara, Makoto
Higuchi SFN2016 AtKAfERIF 22 | Society for
Neuroscience, 2016-11-16

In vivo assessment of synaptic properties in
rTg4510 tauopathy transgenic mouse model by
positron emission tomography Masafumi Shimojo,
Masaki Tokunaga, Hiroyuki Takuwa, Yuhei Takado,
Takeharu Minamihisamatsu, Ming-Rong Zhang,
Tetsuya Suhara, Makoto Higuchi, Naruhiko
Sahara SFN2016 AU KARER}F4x | Society for
Neuroscience, 2016-11-12

Investigating the link between pathological tau
accumulation, neuroinflammation and brain
atrophy in a model of tauopathy Naruhiko Sahara,
Ai ishikawa, Masaki Tokunaga, tokunaga,
Takeharu Minamihisamatsu, minamihisamatsu,
Maiko Ono, ono, Shoko Uchida, uchida, Izumi
Matsumoto, matsumoto, Hiroyuki Takuwa,
takuwa, Ming-Rong Zhang, Tetsuya Suhara,
Makoto Higuchi Alzheimer's association
international conference, Alzheimer's Association,
2016-07-24

The Association Between A  and Tau Accumulation
And Its Influence On Clinical Features In Aging
And Alzheimer's Disease Spectrum Brains: [11C]
PBB3 PET Study Hitoshi Shimada, Tetsuya Suhara,
Hitoshi Shinoto, Hironobu Endo, Fumitoshi Niwa,
Soichiro Kitamura, Shigeki Hirano, Yasuyuki
Kimura, Makiko Yamada, Naruhiko Sahara,
Ming-Rong Zhang, Satoshi Kuwabara, Makoto
Higuchi Alzheimer”s Association International
Conference 2016, Alzheimer”s Association, 2016—
07-23

Kohei Sano, Yuko Kanada, Kengo Kanazaki, Ning
Ding, Masahiro Ono, Hideo Saji. Brachytherapy
using 90Y-labeled thermo-responsive polymers
thatself-aggregate in tumor tissues Society of
Nuclear Medicine and Molecular Imaging 2016
Annual Meeting (San Diego) June 11-15, 2016



Hiroyuki Watanabe, Masahiro Ono, Ayane Kitada,
Hideo Saji. Novel Tau-SPECT Tracers Based on
Benzoimidazopyridine for Imaging Tau
Aggregates in Alzheimer’s Disease. Society of
Nuclear Medicine and Molecular Imaging 2016
Annual Meeting (San Diego) June 11-15, 2016

The 15th Annual MCCS Symposium, Nov 10-11,
2016 (San Diego, USA)

The 46th Annual Meeting of Society for
Neuroscience, Nov 12-16, 2016 (San Diego,
USA)

NIPS International Symposium "Towards
elucidation of memory engram", Dec 5-7, 2016
(Okazaki, Japan)

The 13th Japan—Korea Joint Symposium on Brain
Science, and Cardiac and Smooth Muscles, Aug
26, 2016 (Saga, Japan)

Hasegawa T., Oshima R., Tamai K., Takeda A,
Tanaka N, Aoki M. ESCRT-0 dysfunction
compromises autophagic degradation of protein
aggregates and facilitates ER stress—-mediated
neurodegeneration via apoptotic and necroptotic
pathways. (—f%¢F§3%) , The 20th International
Congress of Parkinson's Disease and Movement
Disorders: VY ¥ (K4 ), 2016/06/21

Gordon research conference, Girona, 2016

18th International Conference on Human
Retrovirology: HTLV. (2017, Tokyo, Japan)

The UK-Japan Spring Neuroscience Symposium,
July 4-5, 2016

Fujii T., Nishi E., Ito H., Yoshitomi H., Ohno M.,
Nishi K., Okabe N., Furu M., Morita Y.,
Azukizawa M., Okahata A. Collagen Antibody
Induced Arthritis is Attenuated by the Gene
Deletion of Nardilysin. ORS2016, March 5-8,
2016, Orlando, FL, USA

Ohno M, Chen P-M, Hiwasa T, Nishi K, Saijo S,
Sakamoto J, Morita Y, Watanabe S, Kuwabara Y,
Ono K, Imai M, Inoue K, Murai T, Kita T, Kimura
T, and Nishi E. Nardilysin is a Promising
Biomarker for the Early Diagnosis of Acute
Coronary Syndrome.  American Heart
Association Scientific Sessions, 2016 Nov.12-16,
New Orleans, LA, USA
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Keiji Uchiyama, Suehiro Sakaguchi. Sorting of
prion protein and PrPSc accumulation. PRION
2016. Hitotsubashi Hall, National Center of
Science Building, Tokyo May 10-13, 2016

Matsumoto, G., Nukina, N, and Mori, N.,
Regulation of p62-mediated selective autophagy
in brain, The 6th International Society of Radiation
Neurobiology Conference, Ryojun Conference
Center , Nagasaki University School of Medicine,
Nagasaki, Japan, February 13th, 2016

Matsumoto_G, Mori, N., p62—-mediated selective
clearance of damaged mitochondria in aged
neurons, The 6th Busan—Nagasaki Joint Seminar
on Aging Research, Seacloud Hotel Busan, Korea,
March 11th, 2016

19th International Symposium on Signal
Transduction at the Blood-Brain—Barriers,
Copenhagen, Denmark, 14-16 Sep, 2016

Japan-Turkey International Symposium on
Pharmaceutical and Biomedical Sciences,
Kumamoto,Japan,2-3 Oct,2016

Oka,M., Suzuki, E., Hisanaga, S., lijima, KM, and
Ando., K. “Reduction in ATP levels in the axon
during aging and the role of mitochondrial
distribution.” Society for Neuroscience’s the 46th

annual meeting, San Diego, USA, November 2016

Ando, K., Maruko-Otake, A., Hayashishita, M.,
Oka, M., Ohtake, Y., Sekiya, M., Saito, T.,
Hisanaga, S., and lijima, KM. Sustained activation
of CaMKII caused by depletion of mitochondria
from the axon enhances tau toxicity. 46th annual
meeting of Society for Neuroscience, San Diego,
USA, Nov 2016

Hoshino K, Hayashi M, Isono Y, Nagao Y, Kimura
K, Hachimori K, Nozaki H, Ohta E, Obata F,
Kawarai T, Kaji K. Segawa disease with action
retrocollis (cervical dystonia); A case report of
23-year—old female. 14th International Child
Neurology Congress, Netherland (Amsterdam),
2016.5.4-5

Yoshiaki Furukawa“A chaperone—independent
maturation mechanism of Cu/Zn—superoxide
dismutase”5th Symposium on Advanced
Biological Inorganic Chemistry, Kolkata, India,
January 7 - 11, 2017



Eiichi Tokuda, Itsuki Anzai, Takao Nomura, Shinji
Ohara, Seiji Watanabe, Koji Yamanaka, Yuta
Morisaki, Hidemi Misawa, and Yoshiaki Furukawa

“In vivo and in vitro characterization of SOD1 in
early stages of ALS as a precursor to insoluble

aggregates”

27th International Symposium on ALS/MND,
Dublin, Ireland, December 7-9, 2016

Itsuki Anzai, Eiichi Tokuda, Atsushi Mukaiyama,
Shuji Akiyama, and Yoshiaki Furukawa

“A folding intermediate of Cu/Zn-superoxide
dismutase is susceptible to abnormal oligomerization
implicated in amyotrophic lateral sclerosis” 8th
Asian Biological Inorganic Chemistry Conference,
Auckland, New Zealand, December 4 — 9, 2016

Yoshiaki Furukawa, Teppei Kokubo, and Yasuyuki
Sakurai “A dual role of cysteine residues in the
activation of Escherichia coli Cu/Zn—superoxide
dismutase” 8th Asian Biological Inorganic
Chemistry Conference, Auckland, New Zealand,
December 4 - 9, 2016

Mami Fukuoka and Yoshiaki Furukawa “A
mechanism on the allosteric activation of Cu/
Zn-superoxide dismutase” 8th Asian Biological
Inorganic Chemistry Conference, Auckland, New
Zealand, December 4-9, 2016

Yo-ichi Takei, Kenya Oguchi, Takaaki Miyabhira,
Akiyo Hineo, Akinori Nakamura, Shinji Ohara, and
Yoshiaki Furukawa“Clinical and neuropathological
study of an autopsied case of familial ALS with
SODI1 mutation with very long survival” The 68th
Annual Meeting of the American Academy of

Neurology, Vancouver, Canada, April 15-21, 2016

Masaki Fukata. (2016. 7.5) Postsynaptic
nanodomains regulated by local palmitoylation
machinery. 10th Forum of Neuroscience (FENS),
(Copenhagen, Denmark)

Masaki Fukata. (2016. 7.8) Molecular mechanisms
of PSD95 (de)palmitoylation. Medizinische

Hochschule Hannover, (Hannover, Germany)

Masaki Fukata. (2016. 7.11) Postsynaptic
nanodomains regulated by local palmitoylation
machinery. Deutsches Zentrum fiir
Neurodegenerative Erkrankungen (DZNE)
(Magdeburg, Germany)
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Masaki Fukata. (2016. 9. 9) The LGI1-ADAM22
protein complex in synaptic transmission and
disorders. Brain protein aging and dementia control:
International workshop 2016, (Nagoya, Japan)

Masaki Fukata. (2016. 10. 26) Regulatory
mechanisms for AMPA receptors through PSD-
95. The 47th NIPS International Symposium
“Decoding Synapses” ([fl7})

Shimizu S: "Identification of natural product
against fatty liver disease based on the induction
of alternative autophagy” ICNIM2016 (July
15-17, 2016, Sapporo, Japan)

Shimizu S: ”Alternative Autophagy is Essential
for Neuronal Cell Maintenance” Brain Protein
Aging and Dementia Control International
Workshop (Sep 9, 2016, Nagoya)

Shimizu S: “Mitophagy and alternative
autophagy” The 13th Conference of Asian Society
for Mitochondrial Research and Medicine (Oct
31, 2016, Shinagawa)

20TH INTERNATIONAL CONGRESS OF
PARKINSON'S DISEASE AND MOVEMENT
DISORDERS (MDS2016) JUNE 19-23 2016
BERLIN, GERMANY

PRION 2016 TOKYO MAY 10-13 2016

ANA2016, the American Neurological Association's
141st Annual Meeting SAN DIEGO OCTOBER
15-17 2016

IST INTERNATIONAL CONFERENCE OF
KOREAN MOVEMENT DISORDER SOCIETY
OCTOBER 28-30 2016

College of Nutrition, Taipei Medical University
Open House Symposium Jan 6th, 2017

The American Society for Experimental
Neurotherapeutics (ASENT) 19th Annual Meeting
MARCH 15-17 2017 Rockville, Maryland

Shinkai H., Niwa S., Kurimoto S., Okada Y.,
Hirata H. Reconstruction of Denervated Muscles
Using Motor Neurons Derived from Mouse ES
Cells 2017 annual meeting — Orthopaedic
Research Society 2017.3



2 &

A01-2

Ryuichi Harada, Nobuyuki Okamura,
Shozo Furumoto, Katsutoshi Furukawa,
Aiko Ishiki, Naoki Tomita,

Kotaro Hiraoka, Shoichi Watanukuki,
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AO01-1 parcellation for the identification of intrinsic brain

¢ Tohnai G, Nakamura R, Sone J, Nakatochi M volume changes over the adult lifespan.

Yokoi D, Katsuno M, Watanabe H, Watanabe H,
Ito M, LiY, Izumi Y, Morita M, Taniguchi A,
Kano O, Oda M, Kuwabara S, Abe K, Aiba I,
Okamoto K, Mizoguchi K, Hasegawa K, Aoki M,
Hattori N, Onodera O, Naruse H, Mitsui J,
Takahashi Y, Goto J, Ishiura H, Morishita S,
Yoshimura J, Doi K, Tsuji S, Nakashima K, Kaji
R, Atsuta N, Sobue G; Japanese Consortium for
Amyotrophic Lateral Sclerosis Research
(JaCALS). Frequency and characteristics of the
TBK1 gene variants in Japanese patients with
sporadic amyotrophic lateral sclerosis. Neurobiol
Aging. 2018 Apr; 64: 158.e15-158.e19.
doi:10.1016/j.neurobiolaging.2017.12.005. Epub
2017 Dec 11. PubMed PMID: 29398122.

Kawabata K, Watanabe H, Hara K, Bagarinao E,
Yoneyama N, Ogura A, Imai K, Masuda M,
Yokoi T, Ohdake R, Tanaka Y, Tsuboi T,
Nakamura T, Hirayama M, Ito M, Atsuta N,
Maesawa S, Naganawa S, Katsuno M, Sobue G.
Distinct manifestation of cognitive deficits
associate with different resting—state network
disruptions in non-demented patients with
Parkinson's disease. J Neurol. 2018 Mar; 265(3):
688-700. doi: 10.1007/s00415-018-8755-5.
Epub 2018 Feb 1. PubMed PMID:29392456.

Yoneyama N, Watanabe H, Kawabata K,
Bagarinao E, Hara K, Tsuboi T, Tanaka Y,
Ohdake R, Imai K, Masuda M, Hattori T, Ito M,
Atsuta N, Nakamura T, Hirayama M, Maesawa S,
Katsuno M, Sobue G. Severe hyposmia and
aberrant functional connectivity in cognitively
normal Parkinson's disease. PLoS One. 2018 Jan
5; 13(1): e0190072. doi: 10.1371/journal.
pone.0190072. eCollection 2018. PubMed PMID:
29304050; PubMed Central PMCID:
PMC5755765.

Bagarinao E, Watanabe H, Maesawa S, Mori D,
Hara K, Kawabata K, Yoneyama N, Ohdake R,
Imai K, Masuda M, Yokoi T, Ogura A,
Wakabayashi T, Kuzuya M, Ozaki N, Hoshiyama
M, Isoda H, Naganawa S, Sobue G. An unbiased

data—driven age—related structural brain
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Neuroimage. 2018 Apr 1;169:134-144. doi:
10.1016/j.neuroimage.2017.12.014. Epub 2017
Dec 7. PubMed PMID: 29225065.

Parekh PK, Becker—Krail D, Sundaravelu P,
Ishigaki S, Okado H, Sobue G, Huang Y,
McClung CA. Altered GluA1 (Grial) Function
and Accumbal Synaptic Plasticity in the Clock A
19 Model of Bipolar Mania. Biol Psychiatry.
2017 Jun 27. pii:S0006-3223(17)31721-3. doi:
10.1016/j.biopsych.2017.06.022. [Epub ahead of
print] PubMed PMID: 28780133; PubMed
Central PMCID: PMC5745309.

Yokoi S, Udagawa T, Fujioka Y, Honda D, Okado
H, Watanabe H, Katsuno M, Ishigaki S, Sobue G.
3'UTR Length-Dependent Control of SynGAP
Isoform 0.2 mRNA by FUS and ELAV-like
Proteins Promotes Dendritic Spine Maturation
and Cognitive Function. Cell Rep. 2017 Sep 26;
20(13): 3071-3084. doi: 10.1016/j.
celrep.2017.08.100. PubMed PMID: 28954225.

Riku Y, Watanabe H, Mimuro M, Iwasaki Y, Ito
M, Katsuno M, Sobue G, Yoshida M. Non—motor
multiple system atrophy associated with sudden
death: pathological observations of autonomic
nuclei. J Neurol. 2017 Nov; 264(11): 2249-2257.
doi:10.1007/s00415-017-8604~y. Epub 2017 Sep
22. PubMed PMID: 28939940.

Riku Y, Watanabe H, Yoshida M, Mimuro M,
Iwasaki Y, Masuda M, Ishigaki S, Katsuno M,
Sobue G. Pathologic Involvement of
Glutamatergic Striatal Inputs From the Cortices
in TAR DNA-Binding Protein 43 kDa—Related
Frontotemporal Lobar Degeneration and
Amyotrophic Lateral Sclerosis. J Neuropathol
Exp Neurol. 2017 Sep 1; 76(9): 759-768. doi:
10.1093/jnen/nlx055. PubMed PMID: 28859339.

Endo K, Ishigaki S, Masamizu Y, Fujioka Y,
Watakabe A, Yamamori T, Hatanaka N, Nambu A,
Okado H, Katsuno M, Watanabe H, Matsuzaki M,
Sobue G. Silencing of FUS in the common
marmoset (Callithrix jacchus) brain via

stereotaxic injection of an adeno—associated virus



encoding shRNA. Neurosci Res. 2017 Aug 24.
pii: S0168-0102(17) 30183-9. doi: 10.1016/j.
neures.2017.08.006. [Epub ahead of print]
PubMed PMID: 28842245.

Senda J, Atsuta N, Watanabe H, Bagarinao E,
Imai K, Yokoi D, Riku Y, Masuda M, Nakamura
R, Watanabe H, Ito M, Katsuno M, Naganawa S,
Sobue G. Structural MRI correlates of
amyotrophic lateral sclerosis progression.

J Neurol Neurosurg Psychiatry. 2017 Nov; 88
(11): 901-907. doi: 10.1136/jnnp—-2016-314337.
Epub 2017 May 13. PubMed PMID: 28501822.

Ishigaki S, Fujioka Y, Okada Y, Riku Y, Udagawa
T, Honda D, Yokoi S, Endo K, Ikenaka K, Takagi
S, Iguchi Y, Sahara N, Takashima A, Okano H,
Yoshida M, Warita H, Aoki M, Watanabe H,
Okado H, Katsuno M, Sobue G. Altered Tau
Isoform Ratio Caused by Loss of FUS and SFPQ
Function Leads to FTLD-like Phenotypes.

Cell Rep. 2017 Jan 31; 18(5): 1118-1131. doi:
10.1016/j.celrep.2017.01.013. PubMed
PMID:28147269.
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*

Harada R, Ishiki A, Kai H, Sato N, Furukawa K,
Furumoto S, Tago T, Tomita N, Watanuki S,
Hiraoka K, Ishikawa Y, Funaki Y, Nakamura T,
Yoshikawa T, Iwata R, Tashiro M, Sasano H,
Kitamoto T, Yanai K, Arai H, Kudo Y, Okamura
N. Correlations of ""F-THK5351 PETwith post-
mortem burden of tau and astrogliosis in
Alzheimer's Disease. J Nucl Med. 2017; in press

Ng KP, Pascoal TA, Mathotaarachchi S,
Therriault J, Therriault J, Kang MS, Shin M,
Guiot MC, Guo Q, Harada R, Comley RA,
Massarweh G, Soucy JP, Okamura N, Gauthier S,
Rosa—Neto P. Monoamine oxidase B inhibitor,
selegiline, reduces "*F-THK 5351 uptake in the
human brain. Alzheimers Res Ther. 2017 Mar
31;9(1): 25
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Grant, Blue Ribbon Highlight Nominate.
International Congress of Parkinson's Disease
and Movement Disorders, 2017.6.4-6.8,

Vancouver, Canada

¢ Seiji Kaji, Takakuni Maki, Norihito Uemura,
Ryosuke Takahashi. ELUCIDATING ALPHA-
SYNUCLEIN PATHOLOGY OF MULTIPLE
SYSTEM ATROPHY USING PRIMARY
OLIGODENDROCYTE CULTURE, Oral
Presentation. 23rd World Congress of Neurology,
2017.9.16-9.21, Kyoto, Japan

@ Norihito Uemura, Maiko T Uemura, Hisashi Yagi,
Ryosuke Takahashi, "Inoculation of alpha-
synuclein fibrils into the mouse gastrointestinal
tract induces Lewy-like pathology in the brain via
the vagal nerve", Oral Presentation. 23rd World
Congress of Neurology, 2017.9.16-9.21, Kyoto,

Japan

¢ Maiko T Uemura, Masafumi lhara, Takayuki
Nakagomi, Seiji Kaji, Kengo Uemura, Tomoyuki
Matsuyama, Ayae Kinoshita, Ryosuke Takahashi,
Pericyte—derived bone morphogenetic protein 4
underlies white matter damage after chronic
hypoperfusion, Oral Presentation. 23rd World
Congress of Neurology, 2017.9.16-9.21, Kyoto,

Japan
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€ Masashi Tkuno, Hodaka Yamakado, Ryosuke
Takahashi, Creating mouse models for sporadic
Parkinson's disease based on its genetic risk
factors., Poster Presentation. 23rd World Congress
of Neurology, 2017.9.16-9.21, Kyoto, Japan

@ Miki Hishizawa, Hirofumi Yamashita, Makoto
Urushitani, Ryosuke Takahashi, "measurement of
TDP-43 in platelets of sporadic amyotrophic
lateral screlosis., Poster Presentation. 23rd World
Congress of Neurology, 2017.9.16-9.21, Kyoto,

Japan

¢ Kazuki Tainaka, "CUBIC: Whole-organ, whole—
body imaging with single—cell resolution using
chemical cocktails"Brain Protein Aging and
Dementia Control 2nd International Symposium

& e & v o8 B L RRAERIE 2B
2EIEEE Y Y RY Y A

¢ Suzuki M., Neumann A.-M. Saitoh Y. Fujikake N.,
Wada K., Sango K., Nagai Y. Dietary restriction
improves misfolding protein-related
neurodegeneration in Drosophila. Keystone
Symposia on Aging and and Mechanisms of
Aging-Related Disease (May 15-19, 2017,
Yokohama, Japan)

# Nagai Y., Saitoh Y. p62/SQSTMI contributes to
the autophagic clearance of toxic protein
oligomers in neurodegenerative diseases. The 8th
International Symposium on Autophagy (May
29-June 1, 2017, Nara, Japan)

¢ Suzuki M., Neumann A.-M. Saitoh Y. Fujikake N.,
Wada K., Sango K., Nagai Y. Dietary restriction
improves neurodegeneration in Drosophila models
of neurodegenerative diseases. EMBO
Symposium on Mechanisms of
Neurodegeneration (June 14-17, 2017,
Heidelberg, Germany)

@ Nagai Y., Ishiguro T., Sato N., Ueyama M.,
Fujikake N., Yokota T., Wada K., Mizusawa H.,
Ishikawa K. Regulatory role of RNA chaperone
for noncoding repeat RNA aggregation and
repeat—associated translation in SCA31. The 43rd
Naito Conference on Noncoding RNA : Biology,
Chemistry, & Diseases (June 27-30, 2017,
Hokkaido, Japan)

€ Nagai Y., Tomioka I., Ishibashi H., Minakawa E.N,
Motohashi H.H., Takayama O., Saito Y., Popiel



H.A., Puentes S., Owari K., Nakatani T., Nogami
N., Yamamoto K., Noguchi S., Nagano S., Nishino
I., Ichinohe N., Wada K., Kohsaka S., Seki K.
Transgenic monkey model of the polyglutamine
diseases recapitulating progressive neurological
symptoms and polyglutamine protein inclusions.
The 23rd World Congress of Neurology (WCN
2017) (Sept 16-21, 2017, Kyoto, Japan)

Takeuchi T., Kanai M., Ueda K., Takafuji K., Sakai
S., Nagai Y. Induction of exosome secretion and its
proteomic changes in the polyglutamine disease
models. The 23rd World Congress of Neurology
(WCN 2017) (Sept 16-21, 2017, Kyoto, Japan)

Ueyama M., Ishiguro T., Konno T., Koyama A.,
Wada K., Ishikawa K., Onodera O., Nagai Y.
Repeat associated non—-ATG translation and its
regulation in C9orf72-associated amyotrophic
lateral sclerosis/frontotemporal dementia model
fly. The 23rd World Congress of Neurology (WCN
2017) (Sept 16-21, 2017, Kyoto, Japan)

Minakawa E.N., Miyazaki K., Maruo K., Yagihara
H., Fujita H., Wada K., Nagai Y. Chronic sleep
fragmentation accelerates amyloid § pathology in
Alzheimer’s disease model mice. The 23rd World
Congress of Neurology (WCN 2017) (Sept 16~
21, 2017, Kyoto, Japan)

Suzuki M., Neumann A.-M. Saitoh Y. Fujikake N.,
Wada K., Sango K., Nagai Y. Improvement of
misfolding protein-induced neurodegeneration by
dietary restriction in Drosophila. The 23rd World
Congress of Neurology (WCN 2017) (Sept 16—
21, 2017, Kyoto, Japan)

Ishiguro T., Sato N., Ueyama M., Fujikake N.,
Sellier C., Tokuda E., Zamiri B., Gall-Duncan T.,
Mirceta M., Furukawa Y., Yokota T., Wada K.,
Taylor J.P., Pearson C.E., Charlet-Berguerand N.,
Mizusawa H., Nagai Y., Ishikawa K. Balance
between RNA binding proetin TDP-43 and an
RNA UGGAA repeat underlies pathogenesis of
spinocerebellar ataxia type 31 (SCA31) and motor
neuron disease fly models. The 23rd World
Congress of Neurology (WCN 2017) (Sept 16—
21,2017, Kyoto, Japan)

Hasegawa T., Yoshida S., Suzuki M., Sugeno N.,
Kobayashi J., Ueyama M., Ezura M., Kikuchi A.,
Baba T., Takeda A., Mochizuki H., Nagai Y., Aoki
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M. Parkinson’s disease-linked DNAJC13
mutation aggravates a.—synuclein—induced
neurotoxicity through perturbation of endosomal
trafficking. The 23rd World Congress of
Neurology (WCN 2017) (Sept 16-21, 2017,
Kyoto, Japan)

Nagano S., Ueyama M., Mochizuki H., Nagai Y.,
Araki T. Identification of target mRNA transported
to axons by TDP-43. The 23rd World Congress of
Neurology (WCN 2017) (Sept 16-21, 2017,
Kyoto, Japan)

Araki K., Yagi N., Ikenaka K., Hayakawa H.,
Baba K., Nagai Y., Mochizuki H. Fine structural
analysis of o.—synuclein aggregates in patient’s
brain with synchrotron radiation. The 23rd World
Congress of Neurology (WCN 2017) (Sept 16~
21, 2017, Kyoto, Japan)

Hayakawa H., Baba K., Takeuchi T., Choong C.J.,
Nagano S., Nagai Y., Hagihara K., Mochizuki H.
In vitro assessment of extracellular o —synuclein
secretion. The 23rd World Congress of Neurology
(WCN 2017) (Sept 16-21, 2017, Kyoto, Japan)

Jiang S., Baba K., Okuno T., Hayakawa H.,
Ikenaka K., Sasaki T., Nagano S., Nagai Y.,
Hagihara K., Mochizuki H. Go-Sha-Jinki-Gan
(GJG) palliates inflammation in experimental
autoimmune encephalomyelitis (EAE) mice. The
23rd World Congress of Neurology (WCN 2017)
(Sept 16-21, 2017, Kyoto, Japan)

Azuma Y., Tokuda T., Kushimura Y., Yamamoto I.,
Yoshida H., Mizuta I., Ueyama M., Nagai Y.,
Nakagawa M., Mizuno T., Yamaguchi M. The
search for genes that modulate FUS—mediated
phenotypes by Drosophila amyotrophic lateral
sclerosis model. The 23rd World Congress of
Neurology (WCN 2017) (Sept 16-21, 2017,
Kyoto, Japan)

Kushimura Y., Tokuda T., Azuma Y., Yamamoto 1.,
Yoshida H., Mizuta 1., Ueyama M., Nagai Y.,
Nakagawa M., Mizuno T., Yamaguchi M. Loss of
function mutant of ter94, Drosophila VCP,
partially enhanced motor neuron degeneration
induced by knockdown of TBPH, Drosophila
TDP-43. The 23rd World Congress of Neurology
(WCN 2017) (Sept 16-21, 2017, Kyoto, Japan)



¢ Ueyama M., Ishiguro T., Konno T., Koyama A.,

Wada K., Ishikawa K., Onodera O., Nagai Y.
Repeat associated non-ATG translation and its
regulation in C9orf72-associated amyotrophic
lateral sclerosis/frontotemporal dementia model
fly. “PACTALS” and “Brain Protein Aging and
Dementia Control” Project Joint Meeting
(September 21, 2017, Kyoto, Japan)

Tomioka I., Nogami N., Fujita N., Owari K.,
Nakatani T., Motohashi H., Takayama O., Nagai
Y., Seki K. Generation of transgenic monkey with
tetracyclin—inducible gene expression system for
neurodegenerative disease model. The 4th World
Congress of Reproductive Biology 2017 (WCRB
2017) (September 27-29, 2017, Okinawa, Japan)

Ishikawa K., Ishiguro T., Sato N., Ueyama M.,
Fujikake N., Sellier C., Tokuda E., Zamiri B.,
Gall-Duncan T., Mirceta M., Furukawa Y., Yokota
T., Wada K., Taylor J.P., Pearson C.E., Charlet-
Berguerand N., Mizusawa H., Nagai Y. Regulatory
role of RNA chaperone TDP-43 for RNA
misfolding and repeat—associated translation in
SCA31. 67th Annual Meeting of American
Society of Human Genetics(October 17-21, 2017,
Orlando, Miami, USA)

Nagai Y., Ishikawa K. Regulatory role of TDP-43
as an RNA chaperone for RNA aggregation and
repeat—associated translation in SCA31. 2nd
International symposium “Brain Protein Aging
and Dementia Control” (November 2-3, 2017,
Nagoya, Japan)

Kozo Hamada. Gating Mechanism of 1P3
Receptors Revealed by Mutagenesis and X-Ray
Crystallography. Gordon Research Conference
(Lucca, Italy) , 2017.6.22 (Late-Breaking Topics
B IENT)

Kozo Hamada. [IP3-Mediated Gating Mechanism
of IP3 Receptor. Gordon Research Conference
(Ventura, USA), 2018.3.4 (BARFH D)

Ohta E, Sone T, Obinata Y, Ukai H, Hisamatsu T,
Kitagawa T, Ishikawa M, Komano H, Ueda HR,
Obata F, Okano H. Generation of gene—corrected
iPSC from patient-derived iPSC with familial
Parkinson's disease. International Society for Stem
Cell Research 2017 Annual Meeting, Boston,
USA, 2017
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¢ Obinata Y, Iwashita Y, Nagai M, Hattori A,
Eshima K, Obata F, Okano H, Ohta E: Generation
of a mouse model of familial. Parkinson's disease
bearing patient iPSC—derived transplanted
neurospheres. XXIII World Congress of
Neurology, Kyoto, Japan, 2017

4 Ohta E, Obinata Y, Iwashita Y, Nagai M, Hattori A,
Eshima K, Obata F, Okano H: Generation of a
mouse model of familial Parkinson’s disease
bearing patient iPSC-derived transplanted
neurospheres. The 8th meeting of Asian Cellular

Therapy Organization, Tokyo, Japan, 2017

A03-1

¢ Hideyuki Okano: Preemptive Medicine for
Dementia and Neurodegenerative Diseases using
iPSC-Technologies and Genetically Modified
Non—-human Primates: Keystone Symposia: Aging
and Mechanisms of Aging—Related Disease,
2017.5.15-20 (Pacifico Yokohama, Yokohama,
Japan)

¢ Hideyuki Okano: New Insights from the Brain
Mapping Project in Japan: Modeling Human
Diseases with Genetically Modified Common
Marmosets: Cold Spring Harbor Asia Symposium
on Primate Neuroscience, 2017.6.26-30 (Grand
Dushu Lake Hotel, Suzhou, China)

¢ Hideyuki Okano: Brain/MINDS: Brain Mapping
Project in Japan using Marmosets: Brains at the
Dome, 2017.12.7 (The Shine Dome, Canberra,
Australia)

¢ Hideyuki Okano: Disease Modeling and Brain
Mapping using genetically modified marmosets:
Keystone Symposia: State of the Brain: Genetic
Dissection of Brain Circuits and Behavior in
Health and Disease, 2018.1.14-18 (Keystone
Resort, Colorado, USA)

@ Hideyuki Okano: Challenge toward iPSCs based
therapy and modeling of CNS disorders: The 13th
World Stem Cell Summit (WSCS), 2018.1.24
*2018.1.22-26 (Hyatt Regency Miami, Florida,
USA) *Remote

¢ Hideyuki Okano: Modeling Human Diseases with
iPS Cells and Genetically Modified Non-Human

Primates: Cornea and Ocular Surface Biology and



Pathology, Gordon Research Conference, Defining
the Mechanisms Through Which the Cornea, Tear
Film and Immune System Operate Under
Pathological Conditions, 2018.2.18-23 (Ventura
Beach Marriott, California, USA)

¢ Hideyuki Okano: Challenge toward iPSCs Based
Cell Therapy and Modeling of CNS Disorders and
Current Status of Regenerative Medicine in Japan:
21st US-Japan Cellular and Gene Therapy
Conference, Neurodegenerative Diseases:
Biology, Cellular and Gene Therapy, 2018.3.1
(FDA White Oak Campus, Maryland, USA)

¢ Hideyuki Okano: Brain Science and Disease
Modeling with Genetically Modified Non-human
Primates: 4th INT International Conference, The
Marmoset in Neuroscience, 2018.3.22-3.23
(Institut de Neurosciences de la Timone, CNRS &
Aix-Marseille Universit?, Marseille ? France)
*Remote

@ Seiji Shiozawa, Junko Okahara, Erika Sasaki,
Hideyuki Okano. Characterization of common
marmoset ES cells in the naive pluripotent state
(2017) International Society for Stem Cell
Research 15th annual meeting (Boston, USA)

A03-2

@ SaharaN, Maeda J, Ishikawa I, Ono M, Takuwa H,
Shimojo M, Minamihisamatsu T, Tokunaga M,
Uchida S, Matsumoto I, Zhang M-R, Suhara T,
Higuchi M. Alzheimer's Association International
Conference, 2017-7, London, UK Visualization of
microglial response to tau-induced
neurodegeneration in a model of tauopathy.

@ Sahara N, Kimura T, Matsumoto G. Neuroscience
2017, Society for Neuroscience, 2017-11,
Washington DC, USA, Investigating combinatory
phosphorylation of tau in a propagation model of
tauopathy.

¢ Dulal, H.P,, Hanashima, S., Yamaguchi, Y.
RIKEN-Max Planck Joint Research Center for
Systems Chemical Biology 6th Annual
Symposium. Cooperative ligand binding of a
C-type lectin like receptor Dectin—1, April 24,
2017, Naha, Japan
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Yamaguchi, Y. Glyco 24. Cooperative ligand
binding of a C—type lectin like receptor Dectin—1.
Aug. 31,2017, Jeju, Korea

Yamaguchi, Y., and Matsumoto, K. Solution NMR
analysis of the interaction between tau aggregates

and low—molecular-weight compounds. Nov. 2-3,
2017, Nagoya, Japan

Yamaguchi, Y. Societ For Glycobiology Meeting.
Cooperative ligand binding of a C—type lectin like
receptor Dectin—1. Nov. 7, 2017, Oregon, USA

Yamaguchi, Y. Systems Glycobiology and
Beyond. Structural Glycobiology: Glycan
Structure, Dynamics and Interaction. Nov. 16,
2017, Wako, Japan

Gen Matsumoto, Poster: Brain Protein Aging
and Dementia Control 2nd International
Symposium; Tau prion propergation and
aggregate formation in cultured neuronal cells,
Midland Hall, Nagoya Midland Square, Nagoya,
Japan, November 2017

Gen Matsumoto, Poster: The 8th International
Symposium on Autophagy; N-acyldopamine
induces p62/SQSTM1 and modulates selective
autophagy, Nara Kasugano International Forum
IRAKA, Nara, Japan, 2017, May 29-June

Shimada H, Higuchi M, Current status in
development of next generation tau ligands,
International Tau Symposium 2017, Nagoya,
Aichi, 2017.7.27 (FBAF#E)

Higuchi M, Tau experience, The 13th International
Conference on Alzheimer's & Parkinson's
Diseases (AD/PD 2017) , Vienna, Austria,
2017.3.28 (FRFFHIE)

Higuchi M, Imaging tau with ''C-PBB3 and its
'8F derivatives, The 30th Annual Congress of the
European Association of Nuclear Medicine,
Vienna, Austria, 2017.10.21 (FBFF#H)

Higuchi M, Imaging—Pathological Correlations
of Parkinson’s Disease, The 21th International
Congress of Parkinson's Disease and Movement
Disorders, Vancouver, Canada, 2017.6.8 (325
1)

Higuchi M, Functional neuroimaging in
parkinsonism and dementia, "Takamatsu"

International Symposium for Parkinson's disease



and movement disorders in Tokyo, Tokyo,
2018.2.24 (FBFFEED)

¢ Higuchi M, Imaging of neuropathology and
functional disruptions in neurodegenerative
dementias, UK—-Japan Neuroscience Symposium,
London, UK, 2018.3.6 (JARF#1i)

# Sato, Chika Sawada, Kazuhiko Wright, David
Higashi, Tatsuya Aoki, Ichio. Functional and
Structural Ex Vivo “MRI Staining” Using
Manganese-Enhanced MRI (MEMRI) , Gd~
DTPA and Mn-Gd Mixture. Proceedings of
ISMRM 2017, 1968

@ Urushihata, Takuya Takuwa, Hiroyuki Seki, Chie
Tachibana, Yasuhiko Kershaw, Je! Takado, Yuhei
Nitta, Nohuhiro Aoki, Ichio Ito, Hiroshi Obata,
Takayuki. Relationship Between Cerebral Blood
Flow and Water Diffusion in the Brain of Misery
Perfusion Model Mice. Proceedings of ISMRM
2017, 2457

# Ichio Aoki, Sensing and Theranostic Contrast
Agents for MRI, GI-CoRE GSQ, GSB, & IGM
JOINT SYMPOSIUM: Quantum, Informatics,
Biology, & Medicine, Hokkaido University,
Sapporo, Japan, 2017.7.11 (FAFFaH1EH)

A3 NEEHER

@ Okada, LiJ, Okada R, Onodera K, Ito T, Okano
HIJ, Katsuno M, Doyu M, Okano H, Sobue G,The
effects of hypoxia on the differentiation and the
maturation of human induced pluripotent stem
cell-derived neural progenitors, The 40th Annual
Meeting of the Japan Neuroscience Society,
2017.7

¢ Okada Y, Onodera K, Ito T, Shimojo D, Ishihara 'V,
Tanaka S, Katsuno M, Doyu M, Sobue G,
Okano H Pathophysiological analysis of spinal—
bulbar muscular atrophy using disease specific
iPSCs, Society for Neuroscience Annual Meeting,

Neuroscience, 2017.11

¢ Wado Akamatsu, 2017 ISSCR Annual Meeting,
held in Boston, MA (U.S.) 14-17 June, 2017

¢ Koichi Kato, European Association of Nuclear
Medicine, 2017
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% HF . MDS2017 Vancouver, BC, Canada
Vancouver Convention Centre VANCOUVER
JUNE 4-8, 2017

Y HF M. Pathogenic mechanisms and emerging
therapies for Parkinson's disease and other
neurological disorders HARBIN JULY 6-7 2017

Y HFM. American Neurological Association
2017 SAN DIEGO OCTOBER 15-17, 2017

% H 518, World Parkinson Congress meeting
New York City January 15-16, 2018

Y HFHM. KI-OU Joint Symposium in
Neuroscience (7 1 Y > 2 2 WFZEHT& R > » &R
v 1) Stockkholm Feb 1, 2018

SHF, 218 HARMEE (2 3 7 0 —
A F) V¥ v+ vDC,2018.2.28-3.2



REINRNT B

A02-1
& AYMEI—FT 47
SN

HEES 4 794 = ZANT (HE)
20174E8 A 31 H

A02-2
® XYWMEI—F 17 2017
Hasegawa M

o Synuclein prions. Brain Protein Aging and
Dementia Control”project, The 2nd International

Symposium

2017.11. 2.

Hasegawa M

TDP-43 prions. Joint Meeting of PACTALS & Brain
Protein Aging and Dementia Control

2017.9. 21. Kyoto.

A02-3
& BRI M Hie I —

i RFEMTSERT  ABEOIERT  SRIAVIIE
AR F—

A03-2
* X2 UWfFE42017
FEKEZ (BE), MOBEA

&7 IR - PRRAIIESE « 2 7 u 7)) TR K
NEALFIT R

WHAFRX, HREIZ A 74 = ANTES

20174E8 A 31 H

7 kY —FiEE

A1 AZEPER

& JKHERHR
HE® X#HE ! D HALARE 0 b &2 4 7T
LU 7S T VO AIA S
BIRABNT =X T 27 F % Nv BV

A02-1

* SEUE
B HARBEXSMEY YRV T A HAR
AR
201746 B 16 H, A WREERESEY v v
7H\bH

* SEWHE
ConBio( 5> FHEMH¥F X))V -2 v 3 v 7
(Consortium of Biological Scences 2017)
A BERFRERERKRE (HAD FAY
&/ HREFESR) M LT

/

® JUKETH
SRR AR E R R BrA s ge | o
R— b EEHARSERT I v+ 7 3 — 4
WMRERNGY v RO Y L

3

A02-2

* Er)IERA
7Y 7RIS, MRS X v s BIRA &
Zi%, KHERK 7o 27 P EDYvRY T A
(797 7%2n7 Y | [ E8] -7
TG L & v BRCFR OB SR T RO T —
20174E12 420 H, W (—ifa#E)

o MR, BARJIERA
VY Y —LilBTETur =2 v OREL
FHE, AMEDJK & Z Z 5 OHF5EER
BEmARY Yy RY Y L BANELAE S, R
HUEIzHR T (B2 & —F8F%)
20184E3 H3 H, HE A/ KY 7v T4 —)

k={{}

* BRI
BERMICER T 2 B & v H L, B
—[EHESEME & v e 7 WFgE
20174E7H 7H, Eif

-171 -



* ERJIEA
<~—%Ttkvy MlltBT 20 X7 4 VY DOILHE,
AMEDJ{ & Z 2 % DI 5EE
R 29 FEEMFFE R Ay (R A & —F3%)
20174E11 B30 H, B (N y— vEHES)

* ERJIBA
AR MR R & %HH‘&I’\J;E'E VN EIRE
B BRI AL 125 2 19F 52

20184E3 H 10 H, HE (Nv¥— k)

* BRI
7)) F YHRTHI S 2 R MR R
FHSR G T3 () [P MR 2 3 —
20174E11 H7H, BER

& BEaJIRA
FRHIE & B & VI ED T F ARG
% 8 [A] Tokyo cognitive seminar
20174E10 A 12 H, Hx

A02-3

L AN
EE =% v Y VK OXFRIRIGH
AL 20 R AR FL AR R IHE

A02 NHEHE R

* EHIEA
PEBRRE— % AN B IS T FRIB BRI (A B
AERIBFZE R 12T — T RIS T o
D3 WZEIEE & AR, B L7z,
2017410 B 21 H

& RIS
Fo0E HAMBRILARREY T 74 ¥ v R
DA
Protein Misfolding Diseases and Therapy 2017

& HHEFN
B RFRF e A 2e R AR MR A I
20174 =TI R&VIF v —

& KR

HAALSH%E 1IBCZ 7 v FWgEHiE
20174E11 B 19H, HHE

-172 -

A03-1
* g

BEFEE<—FLy P EHOTRM - R
FBATSE

Modeling Human Psychiatric/Neurological
Diseases using Genetically Modified Marmosets
FA0 [ HAMENFEARE HAMWERNZEER
AMED #:f >~ R ¥ 7 &

20174E7H20~23 H, THEGEEKA v 2)

[ By 5 2.

iPS R BIFL T % F W 72 Rk o [E

SMBC HEZF% 7 — < + 3 F+ — [iPSHfERFZE o
AR

2017467 H26 H, B Flvevaryzr vy
AR LT

FiLie 9l
iPS BT % F W 7: B BRSO AR R
SRR B

2017467 B 27 H, W CGREpess 2288

fif] 85 2 2

Welcome to Keio University School of Medicine
Yonsei University ™~ D BAES

20174E7 A28 H, B (BRERBARFEEFEE)

fif) B o4 2

iPS AHBEEAN & W 72 Rk o [

SMBC HHiEF%: 7 — < & 3 F— [iPSHHfEiFgE o
IR HiTHR

20174E8 H 23 H, (=7 vy <A I X
v )

i B 2 2

R B IRIC ) ~BEREE IR
Fr—I[7 477 —<] O EBIR~

Link-J] X 74 7 Risx

20174-8 H29H, W (HAEGZ7 A4 794 =~
ANT)

i) By o 2

Modeling of Human Neurological/Psychiatric
Disorders using iPS cells

Foolml HAMRILEERE BHFERHEEY
VRYY A

201749 H7H~9A9H, it (IeEE L >~
£ =)



o [z

Modeling Human Psychiatric/Neurological
Disorders using Transgenic technology in Non-
human Primates

%60 [m H AL E R RE
AN

201749 H7TH~9H9H, flig (iBEEE« >~
£ =)

— ARy v R

fi 85 25 2

BEEFE B R A B - B R — AT O
2 F

ZEFSLRFE IR RS

20174E 10 A 1 H, 3 (BBH Tk

fi] 5 25 2

BEFSRIT & 2185k

ALS{RBR TR

2017410 A 1H, (77 v Fevidira)

fif] ¥ 2K 2

iPS FHBIHAT % F W 72 RSk o R

Walk Again 2017 HHIHEEG O EHHEE = ©
LT —FHLWIEERR & FAER -
2017410 3 7H, W CRREEERELETEE « 77
PR EERR )

ik v

iPS HIBIHAM 1T & 2 #fiiE R D B RS2 - BEHT
g

Ju

i 1fr 4% Bt 5 oD T AR IR R oD Fe AR (B A IR 7B ZE 14
HikEE - REOETH5 VD))
2017410 H 8 H, F88= (& & EEAL 7 7 9)

fif] ¥ 2K 2
iPSHIFEHEAT 17 & & HiX RS R O AR R4 58
~ P R EE SE AR T 204 12 [ 1 T ~
HAREEE7 £ — 7 b

2017410 A 18H, RE(HAE 74 7% 4 =
VANT)

fii) B 2 2

iPS MBHAT % W72 ALS DR RERHT & AISERF 22
G BREREE AT TRARE 2017
[ F% 95 oD e AR 1) U C

2017410 H21 H, #HE (4 ERKFHKEL
RN A

o [z

-173 -

iPS MBI HATIC & 2 FAE R DAL RS - 5 FRFSE
5540 [AI UL

20174E11 H4H~5H, W (BEZAKREE
2EER)

ke e

iPS Al I FT o fii R D AR R 35 & O B
e~ DI

557 R ARIR RS R F 2

20174E 11 H19H, #iAR (L L ERFEDOHK)

R B9 2 2

M FEME ALS B B 2R iPS L IE % A W 72 in vitro
ALS 7 VORI & R REREF~ 0 R

HA ALS I 2 gt &

2017411 B 19 H, B (R RERL el

fi] #7542
fREEEER N Y F v — ~OPRHK
K77 —~<0Ofrr5HFE2T—
5 7 [B B2 MR FE B K S IR S S B T
2017411 H 24 H, I (BREFRIAKRFEFEL)

— N A T

fit] B 54 2.

iPSHHAT - FRAERITHE D M E
XHBREE VA 7a3a=r—YavDET
NMERFE | TRy YR YL FHAEERE- &
BEFRIBIZOVWTDLADZ D ~FIRERD Y A
JERRXT 49 MNEHIS D~

2017412 A3 H, KIRGFTRIRZ Y v 7€)

fif) B 2 2

iPSHHME I X O BEERAN I & 2 kR O FAERE
% - BIBFSE

A SHIEREE L I —

20174E12 313 H, HE (S w D H A (FJIXAL
AKX EREEH))

fi] B 24 2.

HBEktt 2% RO 27:0 OEAERE L HIEE
BIH  f@EE - B 7 2 — 7 52018

20184FE1 H27H, HHE(UPX Y —AK—NV&D YV
77 VVRA)

i) B 24 2.
iPSHHBTEN O Mk R O A EW B X 0% B
2D

THRIA T A = AFHHEATKITE D LS W]



H20m&E
20184E3 H19H, KIR(FEIA 7¥F A v R

A3 ZEUEE
&[] HEF

kYR —=¥ V)

& [z
e R Ry B P S MK & F W 72 PR R AT 5
FERR « At R LY iPS AMBE % A 72 BISEAF 22
SRR 29 4R AMED AR AR Y RO T L
20184E2 H 6 H, HHE(TKPH —TFT ¥ ¥ 7 4 —
D)

A03-2

* FEE
FEEER PRI 2 DM RS P L FEZ DT NVINA < —
WO REMRIA LW - IR BHEA~DT Tu—F
B39 HARAEY ARG E 2 - 47 HA
PRRGHREER A RERY YR YT L

& [LO%5R
Wi $H D LA
PACERFZERT  FDGHE X —A% 2B
201744 H 22 H

* [LO%5H
B — itk — EME L (ADC) OB Iz
T —FESHUE B O FIH —
HALENZRRT A T=v 723 F—
201843 H 14 H

® HIOEA
[Z20boEh, KLEX? —PETTHRZT:!
FREIE D JFUA & IR SRIRE —
THEMRY 7 = 2 £ 2017
2017410 B 7H, TERTIES

® HEOEA
ETRCTIRRAEZRT ERA A=YV 7Tk
5 H
TR AR A I SE AT AN L 60 JAAF AL il 2
2017411 H27H, TERTIED

* HFARFHE
T HRIE A ARG - TN AR T
B & F 7 OARBE R 2 BR L. KI5
D FEBEFANT & 70 5 MRI 58/
20174E4 A 23 H, THERTIER

174 -

PR BLIYIPS & W 7o BRI B A S5 AE O 9
REFRAT & HT AR EE O B2

SRR 29 4R BER EUE i TH
2017411 B, &2

ARARF A

iPSHIIE Z FH W78 — % ¥ v IE DIRRERFZE &
REERY BE - R LFZ 2HAEEE ~
HAEBOMEE ® S 21EH] IToVwWT, A
UCTEZTCHELAH? ~
HABEERFERA XY b

20184F1 H 28 H, KB

RN L

iPSHIIE % ffi o T OIR X Z BT 2 —HAD
AR DAERT & 37 L WO BF —

541 [RIFE R A BB [ A R o BLIR
2018.2.17, NERH K

I —

H AL R A e

[RSZ )V YA RXR=Y Y ZIZHTTPET b LV —
I —BF DA | & FFK



TJLAUY=R

A01-1

& HERILTT (B ERY)
HERMERRAVE D ¥ F 7 AR 1T T B IR
M OFER
Cell Reports (K [E BB I [ 2017 4£9 H 26 H £+
J DR TR FEHD)
DOIL: http://dx.doi.org/10.1016/j.celrep. 2017.08. 100

* AL (R KRS
&”%’%‘ 2B DM DEAL - ZEkk T R~
i LR A RE SR 7o TV 23k ~
NeuroImage (2017 4£ 12 A 7 HS D o&EF il
ST )
DOI: https://doi.org/10.1016/j.neuroimage.2017.
12.014

A01 5L R

& JKHEERES GRS
HYLZERF R D W = 7 R— D12 B 1) R
DFEFR
http://www.riken.jp/pr/press/2017/20170502_3/

A02-1

* EEUWE (FEEHERS)
TN A < — A TR
201745 A 1 H, H&EHHE

* SEUE (FEEERS)
B E—NVOEBRKD DT VINA < =K%
B2k y ZHIRA Y ol DRIRE
201745 A 18 H, AT k]

& SEHE (FERRY)
E—VETUINA <K
20174E5H28H, 7V 25 v AV v»—F v

* SEUE (FEEBRERY)
T VI NA < — IR AR
201842 H4 H, HREE T (2017 4EHUA K %
L I RFERLEOR)

& EYUNE (FEARE)
7Y NA = IR, MG R B

Y E RS IS

URL: http://www.kyoto—np.co.jp/education/
article/20171025000026

20174E10 H 25 H, HUERHT

B (FEARE)

[FAEAARS, AR & > 7 E O 1
—ZE AL

URL: https://info.ninchisho.net/archives/26463

20174E10 A 29 H, FBHVES v +

EYNE (FEARS)

FEERE. TV NA < —IHDIHN D D W]
k(A2

URL: https://news.nifty.com/article/technology/
techall/12214-408479/

20174E10 B30 H, Wi

A02-2
& BN CREE R AR SIS

79 = a ) YER% DO RiEEIEEE LS M B
f§Tlx, TDP-43U4bD & v 7 HER T % —
fekoEHE T RE TR

201745 H4H

BN GREHESE A A WTSERT)
/\—%/y/F%Vt~/J\ﬁiiE HIE O Y5 G i
B, 2Wr. BRI o Z LS s < —
Ty FJETJV@BSI% D

20174E2 H2H

BB GRS E AR A WTSERT)
HEEFR}22E8 [Human Molecular Genetlch on-line
fRICHFRREHZEAE LAY Y Y —2itBiT 3
a7 =2 vORKEER Tﬁ%’]%ﬁqﬁ’ﬂﬂJ IDoW
THH

20174E1 A 10H

A2 NEER
& EA/JIFESC (ALK

-175 -

HRACKREZZR A GEE 2R FERL « RICRS KRB
ERVEREER SV A ) ) — R

PN DSBS — % v Y VIR EHKT 2
—EER X v EE D LRI E S X D
= XL S T —

20184FE1 A 17H



& fEHEYEAI CHALKRS)
N D AZBIERE DI —X v Y VIR HHT S
—WERE X NI ERED L MREAIEIEIZE S X

= X ADEE H iz —
HIA¥ 7L 2Y ) —2 (B ORI E
+ & o IFEWFE)

201841 H 17H

& SR CUERRF)
e B, EORSHMN, EAE R
FHREHER C D 2 % RMEHIE O MBI £ AMKTE
BRA = R b — RN — IR &R RE
FAFS I 7o AfEE 7 v DR SL —
201841 B 12 H

& SR GRS
AR T, EARSMN, B
AN /)N A M FREIRE O FEIERE T 0 — 5 % 7 A
— REVEDWRB I COFI LT Fu—F
<Y A TIRZHER —
20174£6 A 1 H

& [HHFh—8 IR RFIMITZEAT)
FEAOZ LT & 2 &5 Ml T 2 D RS
—BAEB T IR EIT/R S 2 & ARERIC —
https://www.amed.go.jp/news/release_20170706-
01.html
20174 7H 6 H

& W —8 CoriR KRBT IEAT)
PENIRERT DR I TRTE U WA & i 7 v
VTR — ) VERAUBERPNICREKFN % 7
VXS —
http://www.riken.jp/pr/press/2017/20170908 1/
20174F9 A8 H

& kR CRICRS)
BRI, HARIES, KIFHKE
RN D SBEERE DS —% v Y VIR HHT S
HACKE: « RIRRZFEF 7LV A Y Y — R
20184£1 B 17H

& FEHHRE BRILFERIZERT)
o6 o> 8 & 12 BB 5 IP3 52 2544 0 B/ i 3L % 442 B
—IP3 12 & 2 FEE A AAR S & XARAS S & T
ITE D IR
HAC AT ST
20174£4 B 18 H

-176 -

& KHEBLET CILERY)
B 8 iPS 2 B1E (1 34 TH)
20174F4 A3 H, #iocHH

A03-1

& ¥R (BIGEREART)
PHRERTBRMIG 2 IR IR O A i — 2R
I o 5 OREE % £ CHARGE JEEHE D IR ¥
2O 3D R —
20164E2 A 14 H

o [z (BIGERARY)
HRBAE <~ AONEAD, b kiPSHilE
R OB IZ RE)  — BRI o Yk
BAFEIZ D 7 A3 2 R —
20164E2H 1 H

A03-2

o LI G5
= U D O B BB B 3 L ORI 8
LRI KT A0y 8EO SV — T LD
SEFIZE)
20184F1 A

& (L5 (BRAG2EWFZERT)
PESHME G 2 O ERWTEE 2 T — FE% g8
WERENOHF 12 U —& — (A2 HE R %GE
D7 v—7 L OILFEIFZ)
20184E2 A 5 H, HL2ERFZERT

& (L5 (BRAG2ERFZERT)
BE RSB 03 & > o8 7 BLITHE % O 1 2 s 7o AR
B —REEOWREEFIHWES | RO HIz
CWEDOBAFE A~ — (B IR Z FED 7 v —
7" L OILFEIFGE)
201842 A 15 H, HALZEWFZEAT  HARER
SeBA S

& [O75 (BRAGERFSERT)
73IvA FEEOLRMEOFEREBY —€
~—BEDREL F7 I 04 FOMEEIIE -
(BWFBSIH e ded: o 7 —7 L o 2 [FARFSE)
20184FE3 H 22 H, HAVEHFZERT

& FARGUENE (R R AR A WIFERT)
W & IR % MR I S 5 MRUEZAICB 3



Y AT L 7w B
20174£4 A 17 H CGHRIE THFR)

A03 NZEPER

& FRARATE (IR K
3o/ TALEE AW T e MiPSHIED 4>
{LRED TR 3 2 P 2 % ~WEe 7
MBI 2Lk - B Z M, iPS MR
% REIT~
20174E10 B 27 H, MHRZEKS

HEE

A01-2

* BN—E
HALREDTA A=Yy FEEa—2 (Bt -
1)

http://www.miec.umin.jp/index.html

A01 A5FUER

& JKHEEAER
HERWREOMME E LT, [EH2E MED
DOWFRR] ZEML T2,
20174E8 H26 H~28 H, HUHP

A02-3

& /NEPSRRE
5535 [0l H AMRE Rt s
<RIV VIF v —12

A2 R5FUER

& ZRHIEAR
At v —=> 7 a— 2T, [HEHEY
REFFBIE L > F 7 ABMRGEILE] 2HL L. T
N OETFHFRE I LEETRB 21T - 72,
20174E7H31H~8H4H

* BRIk
2017 FEFACK A MREN B
WHEEDT: D DB I F—

A03-1

¢ Hideyuki Okano
Modeling of Human Neurological Disorders using
iPS cells and Transgenic Non-Human Primates
Karolinska Institutet Joint Summer Program 2017
"Brain Aging"
20174E8 B 14 H~25H, Stockholm, Sweden
(Karolinska Institutet)

¢ Hideyuki Okano
Modeling Human Neurological/Psychiatric
Diseases using iPSC and GM Non—-Human
Primates

-177 -



Peking University Health Science Center
20174£10 H 10 H, Beijing, China (Peking
University Health Science Center)

Hideyuki Okano

Modeling of Human Neurological/Psychiatric
Disorders using iPS cells and GM non-human
primates: Translational Research from Molecule
to Medicine Second Annual Stanford / Kanagawa
Symposium

20174F11 A 8 H~9 H, California, USA (Stanford
University)

fif] B 5 2

iPS A & AR F U HAT & W 7GR - PR
PR R D IR BEMRAT & BISEIFSE

BAPEE R R R B £ X ) —

20174E5 H 1 H, KR (EEERKS)

i By 5 2
b NiPSHIfE E BREHE T v AW F
D TR EE g

BT 5T - 26 6 I B x5k
20174E6 H2H~3H, ®E (v v— 7 I7F
HH)

fif] B 24 2

AR & S R O a2 IE IS !
HAPPY FACE Seminar in ¥&
20174E7HT7H, HE(A V) = v X vk 7 VR
HRA)

I B 24 2.

New Insights from the Brain Mapping Project in
Japan

Modeling Human Diseases with Genetically
Modified Common Marmosets : BSI Summer
Program 2017

20174E7 H 10 H~ 14 H, 5% FRLERFIERHT)

fif] By 5 2

iPSHIAY & R F U R RFHEIN & F v 72851 -
PR R DYRRE - AISEAFZE | IR ERRZ
201747 A 14 H, % REERKZE)

I B 24 2
iPSHHilfE & SBAR T SR B RIS 2 v 7R -
HRER BT 52

-178 -

HB100ERRKEE L I F—
2017429 H20 H, KB CKFAS)

] 4 24 2

iPS AHBLHLANT & AR F WA B RE L AW I
PR IR RE AR & BRI

45 [H H AR o i aihs HExIF—1
20174F9 B 28 H~9H30H, HE(EES ¥
AT IV)

[ B 5 2.

iPSAHAT - AR AOET & HRT B RLE 2 w7z
FREE O S B~ D HRH

113 FIEERARFEFIEELE T E L 3
F —

20174£10 B 14H, HE(NA 7 v ) =V =
Vy—)

i B2 2
iPS BT D 1fE R D T A W 35 X OV R AF
72~ DIt

5527 [0 H AR ERSEE S AES
2017411 H3H~5H, HHE GEEX v &)

i g v

iPS Al IHT % F W 72 e R O B AR R IR & R AR
5e

MR 2

2017412 A 14 H, Ha (MRS

A03-2
o {EFE

2017 4EE PET-MRI# % &3
THERETIv Y T4 TEIY X — T
2017411 B, TFEEAE T

& [LIOAH

FEHEREAT & L CRAEAOFER
(RN ARZER AR E R R S)

& LR

FEHERRAT & L TR DR
CRECEERERS2)

L Ip7i)

BEHRZ E U TREFRE DS
(BB



& %R
LS HUS IR 2 3SR
(BENLARZER N AT TR FBERF)

L/ NI 3
MR R AR, 18a<
201747 B (RlRREEAEED)

L /N N 3
VY —F & 3IF—, 11584
20174E1 B ~2 A (BIRKEEESE)

L/ N 3
VY —F & 3IF—, 11.5H)7
20184E1 A ~2 A (Rl KEFES)

* HEOEA
R N7 B O LHRE ~REEDFE & ~
77 iz~
B RS ERR R [ 7 ) B LR
R
201749 H 19H, REEREET (EEEZER
K

* HEOEA
TNVINA—IHOBWIZIBI 5LV PETOE
G
i B B ERR R i LR
201749 H 19 H, fREEEET (REEZER
K

* HFAROENS
MRI T2 TE 200?22 TE5 L5129 3
D5 ?
R VYN TE 20T =
20174E12 5 14 H

* FARFINS
MRI T TE D022 TE5 L5125 5
Do ?
YRI VNGNS E ST =
20174E5H 31 H

A03 REFUER

& [ HEFEF
% e kAl g (ES AR AT - iPSHIAT % F W 72 i
FAE & MRS R O R REAARER)
20184FE1 H, RATF (BHERKFMILEYS)

2 &

A01-2
JEH fiE— GRILR)
& 3525 [N SE R R Se 3R 2

& AEEEREN R A B R B
Pk 29 4 BE I S B 6 Bl ok

PR 347 GitBERSERIKRY)
& 55 10 [IEG R SRR 22 R B R 98 K B

Al —Z Gdeks)
* E6l T v

A2 NZEVER
W T G5
& 1410 Q94EFE) HASMRM A

KH PBEE desks)
o 330 CPRR294EE) Bt a 2

A03-2 (FEITEAG)
B H 7 (BCe 2 amoen)
o B4 HARBE R REHT

Association between A B and tau accumulations
and their influence on clinical features in aging
and Alzheimer's disease spectrum brains: A [''C]
PBB3-PET study.

2017410 6 H

KA B3 Gl ERsRIR)

& BSIMHARTALAFEFNESE BFERA
% —F
EFNVRTATHWI N 77 7 vREo T
Ao D> AR BE~ D 5 D fET

2017411 H4H

-179 -



A03-2
AR R ORI 24 & B2 T)

& PR 29 4R R T RN I JE P S PRI R F R
i - P FEIRAE

AR - FHPIESEE Z M 3 2 Mg s AIBE R & &
4 B e 5
20174E7H 5 H

A03 NZEHEE

W PR (FBRERAR)
o THIRLKSERBIIRINEE  WRUE Y
H¥ 5L= (#sERF)

o BN - i

- 180 -

S]]

A01-1

® KWOL4H : TDP — 43D RMEZHH T2 7
VFRVAFTYVITRIVFFRR
Oz D&

B EZANFS © C20160301TP#PO1
HIERS (WEEH) : 2017-134890 (2017/07/10)

FEWIE © AARTLTT, fAlHRSH, PeRE RS, KIS,
HTFHFIZE, KA, B IR, BEEEE,
NS E T

ARIIFZE N BT U C S L 72 ] B (R 52 o0 SE IR, -
Yy YN=TRFECKRED, /v T4 v I LR
E), FEEFSCRYE (FED, R boF2ATRRY (<
vV—v7)

A01-2

o FWOA/H RV v v BUEREGETS v s
AR

HEEES (HMBEH) - R 2017-219798
(2017/11/15)

VNS N SE YN e

FHWE FHE—, AN—E2, AHE, EHARRE,
APEAK

A1 NEWEE
& FEU DA @ AR I ER IR A

HEEES (WEEH) - R 2017- 85253
(2017/04/24)

HBEN @ SRR N PR
FWE RS, W

A02-1
& KO : TDP — 43 0RB B2 WG+ 27
VFRVAZTYVITRXIVFFFR
OXIDY;iB
HEEE S (WEEH) - R 2017-134890
(2017/07/10)

HBEA @ ERLRFEANKRBCREE, MR KR,
FELRFRNA R RF



FEWE AR, BTEAE, KNS, B IR,
HFIRE, MR, AHATLTT, AEHRSH,
AR IEARER

A2 NEEHE R
& FEWOLHPR ¢ AZE I 2R RE 3 hi SAH R
TUERHNE O T bh XA IR 5

HBEES (WEEH) © B 2017-096111
(2017/05/15)

BN @ KBRS, LS - AR e v 2 —
FEMARE © RIFERRE, EIIER

* W OLH ¢ BEEHREY

HBES (WBEH) : PCT/JP2017/23162
(2017/06/23)

HBEN © EISLAFZEREFE iR AR =R R BASAS
FHIE 1 kIR, Rz uvavFIT, BI%T

* FEHOA4F . TDP-43 DR 2 Hilid+ 27~
FVAFYVITRXIVEF RO
D&

MRS (KB H) @ BB 2017-134890
(2017/07/10)

HBEN @ KBCKRZ, MPFRARWLE, AhERFE

FWE kR, aTEAE, KNS, B IR,
HEIFAEE, MREREE], AHRTLTT, A,
PERGIREAAR

A03-1
& W OAT : WHEHEEEG SR

HBE S (HBEH) : EP 17187312.8
(2017/08/22)

FEUIE e B, BERIIEN, FIEFAZ, /NI,
Fiv7K 2 I

& B OLH : PEEERTER SR

HFRFRE (B H) 2. US  15/654,2678
(2017/07/19)

FEWIE M B, BRRIIEN, PERSEZ, /NILAR,
7K R

& DL : WE G

RS (HBEH) @ BB 2017-102712
(2017/05/24)

FEWIE e B, BRRIIEN, FEFSZ, /NI,
Fiv7K 2 1

& FEWID PR @ RS R P g 2

XS (HBEH) @ B 2017-092973
(2017/05/19)

FWE  FHIEE, MEBXZ, =2, BANER

& W04 1 NAD BEREE o F) 1

HFE R (HEEH) © PCT/JP2017/028727
(2017/08/08)

FEWAE - MsHiRYE, MEH—5, MERZ

& FEW AR BhZER TR SRBE LA A J MR
W IR

HBER S (HEEH) © BB PCT/JP2017/030899
(2017/08/29)

FWIE  MERE, BARE, BRI

& B DA 1 iPSHIE Z v 72 FBGES 7l

RS (HBEH) @ BB 2017-223202
(2017/11/20)

FWFE  FHIEY, MEke, =iz, BENsER

& B DL : WFLB WM ALER T EA <2
5{ —

S (HEEH) © B 2017-239819
(2017/12/14)

FWE  MBRZ, MUET, THRE, #E4KR
Z 02, EfE A, RETA

& FEW D AR @ MRS G 7 IR 2

HEEHRS (HBEH) @ BB 2017-092973
(2017/05/09)

FEWAE - FHIERE, MRz, =i, BENZER

- 181 -



& FU DL WILBRI AR IR EA N2
5( —

HEERS (HBEH) R 2017-239819
(2017/12/14)

FWE B, MUY, BTEAE, ek
z 0%, e E, BT

A03-2
& FEW DL 1 UL E Y RE R

RS (HBEH) - R 2017-164080
(2017/08/29)

FE Mz, WOEAN, SEMF, MmN

& WO ALH | BRI LM A I nE
BHT A A=YV ITH

RS (HEEH) @ K5 2018-003564

(2017/01/12)
FUE T, MOEBEA, HETH, PBSE,

BEAR ST

& YDA | iR GRE, WmigdRGsE, m
Gty 70 7 7 &, KOGCELEA

WS (HBEH) - R 2017-236516
FEUHZ © J\RREN, EARGHANE, MHEF R

& WA MRIGEZA, K MRIEZA D
BEH
HBEES (HEEH) BB 2017-116241

eI 1 HIDRIE, BERZEN, A % KIUET,
IS, HARGHE, RILET

& Mo HM - F 7RTF, IThEzEgbladtihgA
A=YV ITHEEAR T T R
L&

HEERS (HBEH) - R 2017-126755

FWE =& KE, Sim Seunghyun, FHHE=,
PTNERI, FARGHENS

- 182 -



2019FE

w3 U

A01-1

€ Bagarinao, E., E. Tsuzuki, Y. Yoshida, Y. Ozawa,
M. Kuzuya, T. Otani, S. Koyama, H. Isoda, H.
Watanabe, S. Maesawa, S. Naganawa, and G.
Sobue. "Effects of Gradient Coil Noise and
Gradient Coil Replacement on the
Reproducibility of Resting State Networks."
Front Hum Neurosci 12 (2018): 148. http://
dx.doi.org/10.3389/fnhum.2018.00148.

¢ Endo, K., S. Ishigaki, Y. Masamizu, Y. Fujioka, A.
Watakabe, T. Yamamori, N. Hatanaka, A. Nambu,
H. Okado, M. Katsuno, H. Watanabe, M.
Matsuzaki, and G. Sobue. "Silencing of Fus in the
Common Marmoset (Callithrix Jacchus)Brain Via
Stereotaxic Injection of an Adeno—Associated
Virus Encoding Shrna." Neurosci Res 130 (May
2018): 56-64. http://dx.doi.org/10.1016/].
neures.2017.08.006.

¢ Fujimori, K., M. Ishikawa, A. Otomo, N. Atsuta,
R. Nakamura, T. Akiyama, S. Hadano, M. Aoki,
H. Saya, G. Sobue, and H. Okano. "Modeling
Sporadic Als in Ipsc-Derived Motor Neurons
Identifies a Potential Therapeutic Agent." Nat
Med 24, no. 10 (Oct 2018): 1579-89. http://
dx.doi.org/10.1038/s41591-018-0140-5.

¢ Hara, K., H. Watanabe, E. Bagarinao, K.
Kawabata, N. Yoneyama, R. Ohdake, K. Imai, M.
Masuda, T. Yokoi, A. Ogura, T. Tsuboi, M. Ito, N.
Atsuta, H. Niwa, T. Taoka, S. Maesawa, S.
Naganawa, M. Katsuno, and G. Sobue. "Corpus
Callosal Involvement Is Correlated with Cognitive
Impairment in Multiple System Atrophy." J
Neurol 265, no. 9 (Sep 2018): 2079-87. http://
dx.doi.org/10.1007/s00415-018-8923-7.

& Jkenaka, K., N. Atsuta, Y. Maeda, Y. Hotta, R.
Nakamura, K. Kawai, D. Yokoi, A. Hirakawa, A.
Taniguchi, M. Morita, K. Mizoguchi, H.
Mochizuki, K. Kimura, M. Katsuno, and G.
Sobue. "Increase of Arginine Dimethylation
Correlates with the Progression and Prognosis of
Als." Neurology 92, no. 16 (Apr 16 2019):
e1868-¢e77. http://dx.doi.org/10.1212/
WNL.0000000000007311.

- 183 -

Ishigaki, S. and G. Sobue. "Importance of
Functional Loss of Fus in Ftld/Als." Front Mol
Biosci 5 (2018): 44. http://dx.doi.org/10.3389/
fmolb.2018.00044.

Kawabata, K., H. Watanabe, K. Hara, E.
Bagarinao, N. Yoneyama, A. Ogura, K. Imai, M.
Masuda, T. Yokoi, R. Ohdake, Y. Tanaka, T.
Tsuboi, T. Nakamura, M. Hirayama, M. Ito, N.
Atsuta, S. Maesawa, S. Naganawa, M. Katsuno,
and G. Sobue. "Distinct Manifestation of
Cognitive Deficits Associate with Different
Resting-State Network Disruptions in Non—
Demented Patients with Parkinson's Disease." J
Neurol 265, no. 3 (Mar 2018): 688-700. http://
dx.doi.org/10.1007/s00415-018-8755-5.

Masuda, M., H. Watanabe, Y. Tanaka, R. Ohdake,
A. Ogura, T. Yokoi, K. Imai, K. Kawabata, Y.
Riku, K. Hara, R. Nakamura, N. Atsuta, M.
Katsuno, and G. Sobue. "Age—Related
Impairment in Addenbrooke's Cognitive
Examination Revised Scores in Patients with
Amyotrophic Lateral Sclerosis." Amyotroph
Lateral Scler Frontotemporal Degener (Oct 31
2018): 1-7. http://dx.doi.org/10.1080/21678421.2
018.1510009.

Sobue, G., S. Ishigaki, and H. Watanabe.
"Pathogenesis of Frontotemporal Lobar
Degeneration: Insights from Loss of Function
Theory and Early Involvement of the Caudate
Nucleus." Front Neurosci 12 (2018): 473. http://
dx.doi.org/10.3389/fnins.2018.00473.

Tohnai, G., R. Nakamura, J. Sone, M. Nakatochi,
D. Yokoi, M. Katsuno, H. Watanabe, H. Watanabe,
M. Ito, Y. Li, Y. Izumi, M. Morita, A. Taniguchi, O.
Kano, M. Oda, S. Kuwabara, K. Abe, 1. Aiba, K.
Okamoto, K. Mizoguchi, K. Hasegawa, M. Aoki,
N. Hattori, O. Onodera, H. Naruse, J. Mitsui, Y.
Takahashi, J. Goto, H. Ishiura, S. Morishita, J.
Yoshimura, K. Doi, S. Tsuji, K. Nakashima, R.
Kaji, N. Atsuta, G. Sobue, and Research Japanese
Consortium for Amyotrophic Lateral Sclerosis.
"Frequency and Characteristics of the Tbk1 Gene
Variants in Japanese Patients with Sporadic
Amyotrophic Lateral Sclerosis." Neurobiol Aging
64 (Apr 2018): 158 e15-58 e19. http://dx.doi.



org/10.1016/j.neurobiolaging.2017.12.005.

Watanabe, H., Y. Riku, K. Hara, K. Kawabata, T.
Nakamura, M. Ito, M. Hirayama, M. Yoshida, M.
Katsuno, and G. Sobue. "Clinical and Imaging
Features of Multiple System Atrophy: Challenges
for an Early and Clinically Definitive Diagnosis."
J Mov Disord 11, no. 3 (Sep 2018): 107-20.
http://dx.doi.org/10.14802/jmd.18020.

Yokoi, T., H. Watanabe, H. Yamaguchi, E.
Bagarinao, M. Masuda, K. Imai, A. Ogura, R.
Ohdake, K. Kawabata, K. Hara, Y. Riku, S.
Ishigaki, M. Katsuno, S. Miyao, K. Kato, S.
Naganawa, R. Harada, N. Okamura, K. Yanai, M.
Yoshida, and G. Sobue. "Involvement of the
Precuneus/Posterior Cingulate Cortex Is
Significant for the Development of Alzheimer's
Disease: A Pet (Thk5351, Pib) and Resting Fmri
Study." Front Aging Neurosci 10 (2018): 304.
http://dx.doi.org/10.3389/fnagi.2018.00304.

A01-2

*

Tago T, Tohohara J, Harada R, Furumoto S,
Okamura N, Kudo Y, Takahashi-Fujigasaki J,
Murayama S, Ishii K. Characterization of the
binding of tau imaging ligands to melanin-
containing cells: putative off-target-binding site.
Ann Nucl Med. 2019

Yoshikawa T, Nakamura T, Yanai K. Histamine
N-Methyltransferase in the Brain. Int J Mol Sci.
2019

Sedjahtera A, Gunawan L, Bray L, Hung LW,
Parsons J, Okamura N, Villemagne VL, Yanai K,
Liu XM, Chan J, Bush Al, Finkelstein DI,
Barnham KJ, Cherny RA, Adlard PA, Targeting
metals rescues the phenotyope in an animal
model of tauopathy. Metallomics. 2018

Kuramasu A, Wakabayashi M, Inui M, Yanai K.
Distinct Roles of Small GTPases Rac1 and Rac2
in Histamine H4 Receptor-Mediated Chemotaxis
of Mast Cells. J Pharmacol Exp Ther. 2018

Karpati A, Yoshikawa T, Nakamura T, lida T,
Matsuzawa T, Kitano H, Harada R, Yanai K.
Histamine elicits glutamate release from cultured

astrocytes. J Pharmacol Sci. 2018

Brendel M, Yousefi BH, Blume T, Herz M, Focke
C, Deussing M, Peters F, Lindner S, von Ungern—

184 -

Sternberg B, Drzezga A, Bartenstein P, Haass C,
Okamura N, Herms J, Yakushev I, Rominger A.
Comparison of 18F-T807 and 18F-THKS5117
PET in a Mouse Model of Tau Pathology. Front
Aging Neurosci. 2018

Ishiki A, Harada R, Kai H, Sato N, Totsune T,
Tomita N, Watanuki S, Hiraoka K, Ishikawa Y,
Funaki Y, Iwata R, Furumoto S, Tashiro M,
Sasano H, Kitamoto T, Kudo Y, Yanai K,
Furukawa K, Okamura N, Arai H, . Correlations
of 18F-THKS5351 PETwith post-mortem burden
of tau and astrogliosis in Alzheimer's Disease.

Acta Neuropathol Commun. 2018

Yanai A, Harada R, Iwata R, Yoshikawa T,
Ishikawa Y, Furumoto S, Ishida T, Yanai. "Site—-
Specific Labeling of F-18 Proteins Using a
Supplemented Cell-Free Protein Synthesis
System and O-2-[18F]Fluoroethyl-L-Tyrosine:
[I8F]FET-HER?2 Affibody Molecule. Mol
Imaging Biol. 2018

Yanai A, Itoh M, Hirakawa H, Yanai K, Tashiro M,
Harada R, Yoshikawa T, Yamamoto S, Ohuchi N,
Ishida T, Newly—Developed Positron Emission
Mammograohy (PEM) Device for the Detection of
Small Breast Cancer. Tohooku J Exp Med. 2018

Okamura N, Harada, Ishiki A, Kikuchi A,
Nakamura T, Kudo Y. The development and
validation of tau PET tracers: current status and

future directions. Clin Transl Imaging. 2018

Harada R, Okamura N, Furumoto S, Yanai K,
Imaging Protein Misfolding in the Brain Using 3
—Sheet Ligands. Front Neurosci. 2018

Matsuzawa T, Yoshikawa T, lida T, Karpati A,
Kitano H, Harada R, Nakamura T, Sugawara A,
Yamaguchi Y, Yanai K. Heparan sulfate in
pancreatic B —cells contributes to normal glucose
homeostasis by regulating insulin secretion.

Biochem Biophys Res Commun. 2018

Huang KL, Hsu JL, Lin KJ, Chang CH, Wu YM,
Chang TY, Chang YJ, Liu CH, Ho MY, Wey SP,
Yen TC, Okamura N, Hsiao IT, Lee TH.
EJNMMI Res. 2018

Shigemoto Y, Done D, Imabayashi E, Maikusa N,
Okamura N, Furumoto S, Kudo Y, Ogawa M,

Takano H, Yokoi Y, Sakata M, Tsukamoto T, Kato K,
Sato N, Matsuda H. Front Aging Neurosci. 2018



Nai YH, Watanuki S, Tashiro M, Okamura N,
Watabe H. Investigation of the quantitiave
accurary of low—dose amyloid and tau PET
imaging. Radiol Phys Technol. 2018

Shigemoto Y, Sone D, Maikusa N, Okamura N,
Furumoto S, Kudo Y, Ogawa M, Takano H, Yokoi Y,
Sakata M, Tasukamoto T, Kato K, Sato N, Matsuda
H. Association of deposition of tau and amyloid— 3
proteins with structural connectivity changes in
cognitively normal older adults and Alzheimer's

disease spectrum patients. Brain Behav. 2018

Iwata R, Pascali C, Terasaki K, Ishikawa Y,
Furumoto S, Yanai K. Practical microscale one—pot
radiosynthesis of 18F-labeled probes. J Labelled
Comp Radiopharm. 2018

Shimizu S, Imabayashi E, Takenoshita N,
Okamura N, Furumoto S, Kudo Y, Matsuda H,
Hanyu H. Case of progressive supranuclear palsy
detected by tau imaging with [18F]THK-5351
before the appearance of characteristic clinical
features. Geriatr Gerontol Int. 2018

Chen J, Li Y, Pirraglia E, Okamura N, Rusinek H,
de Leon MJ; Alzheimer’s Disease Neuroimaging
Initiative. Quantitative evaluation of tau PET
tracers 18F-THKS5351 and 18F-AV—-1451 in
Alzheimer's disease with standardized uptake
value peak—alignment (SUVP) normalization.
Eur J Nucl Med Mol Imaging. 2018

Chiotis K, Stenkrona P, Almkvist O, Stepanov V,
Ferreira D, Arakawa R, Takano A, Westman E,
Varrone A, Okamura N, Shimada H, Higuchi M,
Halldin C, Nordberg A. Dual tracer tau PET
imaging reveals different molecular targets for
11C-THKS5351 and 11C-PBB3 in the Alzheimer
brain. Eur J Nucl Med Mol Imaging. 2018

Leinonen V, Rauramaa T, Johansson J, Bottelbergs
A, Tesseur I, van der Ark P, Pemberton D, Koivisto
AM, Jaaskeldinen JE, Hiltunen M, Herukka SK,
Blennow K, Zetterberg H, Jokinen P, Rokka J,
Helin S, Haaparanta—Solin M, Solin O, Okamura
N, Kolb HC, Rinne JO. S-[18F]THK-5117-PET
and [11C]PIB-PET Imaging in Idiopathic Normal
Pressure Hydrocephalus in Relation to Confirmed
Amyloid-§ Plaques and Tau in Brain Biopsies.

J Alzheimers Dis. 2018

- 185 -

Yokoi T, Watanabe H, Yamaguchi H, Bagarinao E,
Masuda M, Imai K, Ogura A, Ohdake R,
Kawabata K, Hara K, Riku Y, Ishigaki S, Katsuno
M, Miyao S, Kato K, Naganawa S, Harada R,
Okamura N, Yanai K, Yoshida M, Sobue G.
Involvement of the Precuneus/Posterior Cingulate
Cortex Is Significant for the Development of
Alzheimer's Disease: A PET (THKS5351, PiB) and
Resting fMRI Study. Front Aging Neurosci. 2018

Schoberl F, Levin J, Remi J, Goldschagg N, Eren
O, Okamura N, Unterrainer M, Rominger A,
Albert N, Brendel M. IgLONS: A case with
predominant cerebellar tau deposits and
leptomeningeal inflammation. Neurology. 2018

Kobayashi R, Hayashi H, Kawakatsu S, Ishiki A,
Okamura N, Arai H, Otani K. [18F]THK-5351
PET imaging in early—stage semantic variant
primary progressive aphasia: a report of two
cases and a literature review. BMC Neurol. 2018

A01 ~%BEE

*

likuniS, Tanimura K, Watanabe H, Shimizu Y,
Saji H, Ono M.Development of the 99mTc-
Hydroxamamide Complex as a Probe Targeting
Carbonic Anhydrase IXMol . Pharm., in press.

Yamauchi H, Kagawa S, Takahashi M, Oishi N,
Ono M, Higashi T.Misery perfusion and amyloid
deposition in atheroscleroscleotic major cerebral
artery disedse. Neurolmage: Clinical in press.

Fuchigami T, Kawasaki M, Koyama R, Nakaie M,
Nakagaki T, Sano K, Atarashi R, Yoshida S,
Haratake M, Ono M, Nishida N, Nakayama
Morio Development of radioiodinated benzofuran
derivatives for in vivo imaging of prion deposits

in the brain. ACS Infectious Diseases, in press

Watanabe H, Yoshimura M, Sano K, Shimizu Y,
Kaide S, Nakamoto Y, Togashi K, Ono M, Saji H
Characterization of Novel 18F-Labeled
Phenoxymethylpyridine Derivatives as Amylin
Imaging. Probes Mol. Pharm. in press

Watanabe H, Saji H, Ono M Novel Fluorescence
Probes based on the Chalcone Scaffold for In
vitro Staining of B-Amyloid Plaques Bioorg.
Med. Chem. Lett. 28 (19) 3242-3246



Sano K, Kanada Y, Takahashi K, Ding N,
Kanazaki K, Mukai T, Ono M, Saji HEnhanced
Delivery of Radiolabeled Polyoxazoline into
Tumors via Self-Aggregation Under Hyperthermic
ConditionsMol. Pharm. 15 (9) 3997-4003

Kimura H, Yamauchi S, Kawashima H, Arimitsu
K, Yagi Y, Nakamoto Y, Togashi K, Ono M, Saji
HSynthesis and evaluation of a [18F[formyl—-
Met-Leu—Phe derivative: A positron emission
tomography imaging probe for bacterial
infectionsBioorg. Med. Chem. Lett. 28 (17)
2949-2952

Kaide S, Ono M, Watanabe H, Shimizu Y,
Nakamoto Y, Togashi K, Yamaguchi A, Hanaoka
H, Saji H.Conversion of lodine to Fluorine—18
Based on lodinated Chalcone and Evaluation for
B-Amyloid PET ImagingBioorg. Med. Chem. 26
(12) 3352-3358

Ikeda H, Ishii A, Sano K, Chihara H, Arai D,
Abekura Y, Nishi H, Ono M, Saji H, Miyamoto
S.Activatable fluorescence imaging of
macrophages in atherosclerotic plaques using iron
oxide nanoparticles conjugated with indocyanine
green. Atherosclerosis. 275 1-10 (2018)

Tikuni S, Ono M, Watanabe H, Shimizu Y, Sano K,
Saji H.Cancer radiotheranostics targeting
carbonic anhydrase—-IX with 111In— and
90Y-labeled ureidosulfonamide scaffold for
SPECT imaging and radionuclide-based therapy.
Theranostics. 8 (11) 2992-3006 (2018)

Temma T, Kondo N, Yoda K, Nishigori K, Onoe S,
Shiomi M, Ono M, Saji H.Comparison of 1251~
and 111In-labeled peptide probes for in vivo
detection of oxidized low density lipoprotein in
atherosclerotic plaques. Ann. Nucl. Med. 32 (6)
410-416

Kaide S, Ono M, Watanabe H, Kitada A,
Yoshimura M, Shimizu Y, Thara M, Saji H.
Structure-Activity Relationships of
Radioiodinated Benzoimidazopyridine
Derivatives for Detection of Tau Pathology. ACS
Med. Chem. Lett. 9 (5) 478-483 (2018)

Matsuoka D, Watanabe H, Shimizu Y, Kimura H,
Yagi Y, Kawai R, Ono M, Saji H.Structure—
activity relationships of succinimidyl-Cys-C
(O)-Glu derivatives with different near-infrared

fluorophores as optical imaging probes for

- 186 -

prostate—specific membrane antigenBioorg. Med.
Chem. 26 (9) 2291-2301 (2018)

Nishii R, Higashi T, Kagawa S, Okuyama C,
Kishibe Y, Takahashi M, Okina T, Suzuki N,
Hasegawa H, Nagahama Y, Ishizu K, Oishi N,
Kimura H, Watanabe H, Ono M, Saji H,
Yamauchi H.18F-FPYBF-2, a new F-18 labelled
amyloid imaging PET tracer — Biodistribution
and radiation dosimetry assessment of first-in—
man 18F-FPYBF-2 PET imaging —Ann. Nucl.
Med. 32 (4) 256-263 (2018)

Higashi T, Nishii R, Kagawa S, Kishibe Y,
Takahashi M, Okina T, Suzuki N, Hasegawa H,
Nagahama Y, Ishizu K, Oishi N, Kimura H,
Watanabe H, Ono M, Saji H, Yamauchi H.18F-
FPYBF-2, a new F-18 labelled amyloid imaging
PET tracer — First experience in 61 volunteers
and 55 patients with dementia —Ann. Nucl. Med.
32 (3) 206-216 (2018)

Makino A, Miyazaki A, Tomoike A, Kimura H,
Arimitsu K, Hirata M, Ohmomo Y, Nishii R,
Okazawa H, Kiyono Y, Ono M, Saji H.PET probe
detecting non—small cell lung cancer susceptible to
epidermal growth factor receptor tyrosine kinase
inhibitor therapyBioorg. Med. Chem. 26 (8) 1609-
1613 (2018)

Kawai R, Araki M, Yoshimura M, Kamiya N,
Ono M, Saji H, Okuno Y.Core Binding Site of a
Thioflavin—T-derived Imaging Probe on Amyloid
B Fibrils Predicted by Computational Methods.
ACS Chem. Neurosci. 9 (5) 957-966 (2018)

Abe J, Isobe N, Mikata K, Nagahori H, Naito Y,
Saji H, Ono M, Kawamura S.Flumioxazin
metabolism in pregnant animals and cell-based
protoporphyrinogen IX oxidase (PPO) inhibition
assay of fetal metabolites in various animal
species to elucidate the mechanism of the rat—
specific developmental toxicityToxicol. Appl.
Pharmacol. 339 34-41 (2018)

Kimura H, Ogawa Y, Fujimoto H, Mukai E,
Kawashima H, Arimitsu K, Toyoda K, Fujita N,
Yagi Y, Hamamatsu K, Murakami T, Murakami A,
Ono M, Nakamoto Y, Togashi K, Inagaki N, Saji
H.Evaluation of 18F-Labeled Exendin (9-39)
Derivatives Targeting Glucagon-like Peptide-1
Receptor for Pancreatic f—cell ImagingBioorg.
Med. Chem. 26 (2) 463-469 (2018)



Suzuki R, Fujita T, Mizuta K, Kumamoto E.
Inhibition by non-steroidal anti-inflammatory
drugs of compound action potentials in frog
sciatic nerve fibers. Biomed Pharmacother. 103:
326-335,2018

Magori N, Fujita T, Mizuta K, Kumamoto E.
Inhibition by general anesthetic propofol of
compound action potentials in the frog sciatic
nerve and its chemical structure. Naunyn
Schmiedebergs Arch Pharmacol. 392: 359-369,
2018

Ninomiya H, Ohgami N, Oshino R, Kato M,
Ohgami K, Li X, Shen D, lida M, Yajima I,
Angelidis CE, Adachi H, Katsuno M, Sobue G,
Kato M. Increased expression level of Hsp70 in
the inner ears of mice by exposure to low
frequency noise. Hear Res. 363: 49-54, 2018.

Xu'Y, Halievski K, Katsuno M, Adachi H, Sobue
G, Breedlove M, Jordan CL. Pre—clinical
symptoms of SBMA may not be androgen-
dependent: Implications from two SBMA mouse
models. Hum Mol Genet. 27: 2425-2442, 2018.

Mitsui S, Otomo A, Nozaki M, Ono S, Sato K,
Shirakawa R, Adachi H, Aoki M, Sobue G, Shang
H-Fand, Hadano S. Systemic overexpression of
SQSTM1/p62 accelerates disease onset in a
SOD1H46R-expressing ALS mouse model. Mol
Brain. 11:30, 2018.

Hashimoto T, Sennari Y, Okada K, Adachi H.
Cerebrotendinous Xanthomatosis with Nodular—
hypertrophy of the Lumbosacral Roots. Intern
Med. 57:1669-1670, 2018.

Mizuguchi T, Toyota T, Adachi H, Miyake N,
Matsumoto N, Miyatake S. Detecting a long
insertion variant in SAMD12 by SMRT
sequencing: implications of long-read whole-
genome sequencing for repeat expansion diseases.
J Hum Genet. 64: 191-197, 2019.

Halievski K, Nath SR, Katsuno M, Adachi H,
Sobue G, Breedlove M, Lieberman AP, Jordan CL.
Disease affects Bdnf expression in synaptic and
extrasynaptic regions of skeletal muscle of three
SBMA mouse models. Int J Mol Sci. 20 (6), 2019.

Mitsuhashi S, Frith MC, Mizuguchi T, Miyatake S,
Toyota T, Adachi H, Oma'Y, Kino Y, Mitsuhashi H,
Matsumoto N. Tandem—genotypes: Robust

- 187 -

detection of tandem repeat expansions from long
DNA reads. Genome Biol. 20:58, 2019.

Kondo N, Tohnai G, Sahashi K, Iida M, Kataoka
M, Nakatsuji H, Tsutsumi Y, Hashizume A,
Adachi H, Koike H, Shinjo K, Kondo Y, Sobue G,
Katsuno M. DNA methylation inhibitor attenuates
polyglutamine-induced neurodegeneration by

regulating HesS. EMBO mol med, in press.

A02-1

*

Ano Y, Yoshikawa M, Takaichi Y, Michikawa M,
Uchida K, Nakayama H, Takashima A. Iso—a
—Acids, Bitter Components in Beer, Suppress
Inflammatory Responses and Attenuate Neural
Hyperactivation in Hippocampus. Front
Pharmacol. 2019 Feb 11;10:81.d0i:10.3389/
fphar.2019.00081.

Ano Y, Takaichi Y, Uchida K, Kondo K,
Nakayama H, Takashima A.Iso— o —Acids, the
Bitter Components of Beer,Suppress Microglial
Inflammation in rTg4510 Tauopathy. Molecules.
2018 Nov 29; 23 (12). pii: E3133. doi: 10.3390/
molecules23123133.

Silva JM, Rodrigues S, Sampaio—Marques B,
Gomes P, Neves—Carvalho A, Dioli C, Soares—
Cunha C, Mazuik BF, Takashima A, Ludovico P,
Wolozin B, Sousa N, Sotiropoulos 1.
Dysregulation of autophagy and stress granule—
related proteins in stress—driven Tau pathology.
Cell Death Differ. 2018 Nov 15. doi:10.1038/
s41418-018-0217-1.

Kubo A, Misonou H, Matsuyama M, Nomori A,
Wada—Kakuda S, Takashima A, Kawata M,
Murayama S, Thara Y, Miyasaka T.Distribution of
endogenous normal tau in the mouse brain.

J Comp Neurol. 2019 Apr 1; 527 (5): 985-998.
doi: 10.1002/cne.24577. Epub 2018 Dec 5.

Ano 'Y, Ayabe T, Kutsukake T, Ohya R, Takaichi Y,
Uchida S, Yamada K, Uchida K, Takashima A,
Nakayama H. Novel lactopeptides in fermented
dairy products improve memory function and
cognitive decline. Neurobiol Aging. 2018 Dec;
72:23-31. doi: 10.1016

Takaichi Y, Ano Y, Chambers JK, Uchida
K, Takashima A, Nakayama H. Deposition of
Phosphorylated o.—Synuclein in the rTg4510



Mouse Model of Tauopathy. J Neuropathol Exp
Neurol. 2018 Oct 1; 77 (10): 920-928. doi:
10.1093/jnen/nly070.

Maeda S, Sato Y, Takashima A.Frontotemporal
dementia with Parkinsonism linked to
chromosome—17 mutations enhance tau oligomer
formation. Neurobiol Aging. 2018 Sep; 69: 26—
32. doi:10.1016/j.neurobiolaging. 2018.04.014.
Epub 2018 May 7.

Kimura, T., Sharma, G., Ishiguro, K., Hisanaga, S.
Phospho—tau bar code: analysis of
phosphoisotypes of tau and its application to
tauopathy. Fron. Mol. Neurosci., 12, 44, 2018.

Tuerde, D., Kimura, T., Miyasaka, T., Furusawa,
K., Shimozawa, A., Hasegawa, M., Ando, A.,
Hisanaga, S., Isoform-independent and
phosphorylation of microtubule—associated protein
tau in mouse brain during postnatal development.
J. Biol, Chem. 293: 1781-1793. 2018

Tarutani, A., Murayama, S., Hisanaga, S.,
Hasegawa, M. Potent prion—like behaviors of
pathogenic a-synuclein and evaluation of
inactivation methods. Neuropathol Commun. 6:
29.2018

hiku T, Hayashishita M, Saito T, Oka M, Shinno
K, Ohtake Y, Shimizu S, Asada A, Hisanaga SI,
lijima KM, Ando K. S6K/p70S6K1 protects
against tau—mediated neurodegeneration by
decreasing the level of tau phosphorylated at
Ser262 in a Drosophila model of tauopathy.
Neurobiol Aging. 71: 255-264, 2018.

Takahashi, M., Kobayashi, Y., Ando, K., Saito, Y.,
Hisanaga, S. Cyclin—dependent kinase 5 promotes
proteasomal degradation of the S-HT1A receptor
via phosphorylation. Biochem. Biophys. Res.
Commun. 510: 370-375, 2019

Ikegawa M, Nirasawa T, Kakuda N, Miyasaka T,
Kuzuhara Y, Murayama S, Thara Y. Visualization
of Amyloid beta Deposits in Human Brain with
Matrix—assisted Laser Desorption/lonization

Imaging Mass Spectrometry. JOVE, in press.

Kubo A, Misonou H, Matsuyama M, Nomori A,
Wada—-Kakuda S, Takashima A, Kawata M,
Murayama S, Thara Y, Miyasaka T. Distribution
of endogenous normal tau in the mouse brain. J
Comp. Neurol. (2019) 527, 985

¢ Kubo A, Ueda S, Yamane A, Wada—Kakuda S,

L 4

- 188 -

Narita M, Matsuyama M, Nomori A, Takashima A,
Kato T, Onodera O, Goto M, Ito M, Tomiyama T,
Mori H, Murayama S, Thara Y, Misonou H and
Miyasaka T. Ectopic expression induces abnormal
somatodendritic distribution of tau in the mouse
brain. Journal of Neuroscience 24 June 2019,
2845-18.

Mita Y, Kataoka Y, Saito Y, Kashi T, Hayashi K,
Iwasaki A, Imanishi T, Miyasaka T, Noguchi N.
Distribution of oxidized DJ-1 in Parkinson’s
disease-related sites in the brain and in the
peripheral tissues: effects of aging and a
neurotoxin. Scientific Report (2018) 8, 12056

Miyasaka T, Shinzaki Y, Yoshimura S, Yoshina S,
Kage—Nakadai E, Mitani S, and Thara Y. Imbalanced
expression of tau and tubulin induces neuronal
dysfunction in C. elegans models of tauopathy.
Frontiers in Neuroscience (2018) 12, 41

Sobue, G., Ishigaki, S., and Watanabe, H. (2018).
Pathogenesis of Frontotemporal Lobar
Degeneration: Insights From Loss of Function
Theory and Early Involvement of the Caudate
Nucleus. Front Neurosci. 12, 473.

Ishigaki, S.*, and Sobue, G. (2018). Importance
of Functional Loss of FUS in FTLD/ALS. Front
Mol Biosci. 5, 44. (*corresponding author)

Yokoi T, Watanabe H, Yamaguchi H, Bagarinao E,
Masuda M, Imai K, Ogura A, Ohdake R,
Kawabata K, Hara K, Riku Y, Ishigaki S, Katsuno
M, Miyao S, Kato K, Naganawa S, Harada R,
Okamura N, Yanai K, Yoshida M, Sobue G.
(2018) Involvement of the Precuneus/Posterior
Cingulate Cortex Is Significant for the
Development of Alzheimer's Disease: A PET
(THK5351, PiB) and Resting fMRI Study.

Endo, K., Ishigaki, S.*, Masamizu Y., Fujioka, Y.,
Watakabe A., Yamamori T., Hatanaka N., Nambu
A., Okado, H., Katsuno, M., Watanabe H.,
Matsuzaki M., and Sobue, G. (2018). Silencing
of FUS in the common marmoset (Callithrix
jacchus) brain via stereotaxic injection of an
adeno—associated virus encoding shRNA.
Neurosci Res. 130, 56-64. (*corresponding
author)



A02-2

*

Nonaka T, Masuda—Suzukake M, Hosokawa M,
Shimozawa A, Hirai S, Okado, H., Hasegawa, M.
Hum Mol Genet. 27 (15), 26582670, 2018.

Terada T, Suzuki G, Nonaka T, Kametani F,
Tamaoka A, and Hasegawa M. J Biol Chem. 293:
13910-13920, 2018.

Franco R, Andrésn DA, Canela EI, Lillo J,
Tarutani A, Hasegawa M, Del Rio JA, Kreutz
MR, Saura C, Navarro D. Front Mol Neurosci.
2018 Aug 28;11: 273.

Watanabe R, Kawakami I, Onaya M, Higashi S,
Arai N, Akiyama H, Hasegawa M, Arai T.
Neuropathology. 38 (3): 281-287, 2018.

Uchino A, Ogino M, Takahashi-Fujigasaki J,
Oonuma S, Kanazawa N, Kajita S, Ichinoe M,
Hasegawa M, Nishiyama K, Murayama S.
Neuropathology. 38 (2): 171-178, 2018.

Tuerde D, Kimura T, Miyasaka T, Furusawa K,
Shimozawa A, Hasegawa M, Ando K, Hisanaga
SI. J Biol Chem. 293 (5): 1781-1793, 2018.

Kaji S, Maki T, Kinoshita H, Uemura N, Ayaki T,
Kawamoto Y, Furuta T, Urushitani M, Hasegawa
M, Kinoshita Y, Ono Y, Mao X, Quach TH, Iwai

K, Dawson VL, Dawson TM, Takahashi R. Stem
Cell Rep. 10 (2): 356-365, 2018.

Yabe I, Yaguchi H, Kato Y, Miki Y, Takahashi H,
Tanikawa S, Shirai S, Takahashi I, Kimura M,
Hama Y, Matsushima M, Fujioka S, Kano T,
Watanabe M, Nakagawa S, Kunieda Y, Ikeda Y,
Hasegawa M, Nishihara H, Ohtsuka T, Tanaka S,
Tsuboi Y, Hatakeyama S, Wakabayashi K, Sasaki
H. Sci Rep. 8 (1): 819, 2018.

Tarutani, A, Arai T Murayama, S., Hisanaga, S.I.,
Hasegawa, M. Acta Neuropathol Commun. 6:
29, 2018.

Morimoto S, Hatsuta H, Kokubo Y, Nakano Y,
Hasegawa M, Yoneda M, Hirokawa Y, Kuzuhara
S, Shiraishi T, Murayama S. Brain Pathol 28:
287-291, 2018.

Hosokawa M, Tanaka Y, Arai T, Kondo H, Akiyama
H, Hasegawa M. Exp Anim. 67: 63-70, 2018.

Urrea L, Segura—Feliu M, Masuda-Suzukake M,
Hervera A, Pedraz L, Aznar J, Vila M, Samitier J,
Torrents E, Ferrer I, Gavin R, Hasegawa M, José
Antonio del Rio. Mol Neurobiol. 55: 1861, 2018.

- 189 -

Kametani F and Hasegawa M. Front Neurosci.
12: 25,2018.

Nonaka T, Masuda—Suzukake M, Hasegawa M.
Neuropathology. 38 (1): 64-71, 2018.

Akagi A, Iwasaki Y, Mimuro M, Kitamoto T,
Yamada M, Yoshida M. Pathological progression
of genetic Creutzfeldt-Jakob disease with a PrP
V1801 mutation. Prion. 2018 Jan 2; 12 (1):
54-62. doi:10.1080/19336896. 2017.1414130.
Epub 2018 Jan 31

Cali I, Cohen ML, Haik S, Parchi P, Giaccone G,
Collins SJ, Kofskey D, Wang H, McLean CA,
Brandel JP, Privat N, Sazdovitch V, Duyckaerts C,
Kitamoto T, Belay ED, Maddox RA, Tagliavini F,
Pocchiari M, Leschek E,Appleby BS, Safar JG,
Schonberger LB, Gambetti P. latrogenic
Creutzfeldt-Jakob disease with Amyloid—[3
pathology:an international study. Acta Neuropathol
Commun. 2018 Jan 8; 6 (1): 5. doi:10.1186/
s40478-017-0503-z.

Munesue Y, Shimazaki T, Qi Z, Isoda N, Sawa H,
Aoshima K, Kimura T, Mohri S, Kitamoto T,
Kobayashi A Development of a quick bioassay
for the evaluation of transmission properties of
acquired prion diseases. Neurosci Lett. 2018 Mar
6; 668: 43-47. doi:10.1016/j.neulet. 2018.01.014.
Epub 2018 Jan 9.

Ito Y, Sanjo N, Hizume M, Kobayashi A, Ohgami
T, Satoh K, Hamaguchi T, Yamada M, Kitamoto
T, Mizusawa H, Yokota T. Biochemical features
of genetic Creutzfeldt-Jakob disease with valine-
to—isoleucine substitution at codon 180 on the
prion protein gene. Biochem Biophys Res
Commun. 2018 Feb 19; 496 (4): 1055-1061. doi:
10.1016/j.bbrc. 2018.01.119.Epub 2018 Jan 31.

Ishizawa K, Mitsufuji T, Shioda K, Kobayashi A,
Komori T, Nakazato Y, Kitamoto T, Araki N,
Yamamoto T,Sasaki A.An autopsy report of three
kindred in a Gerstmann—Striussler-Scheinker
disease P105L family with a special reference to
prion protein, tau, and beta-amyloid. Brain Behav.
2018 Oct; 8 (10): e01117. doi: 10.1002/brb3.1117.
Epub 2018 Sep 21.

Iwasaki Y, Kato H, Ando T, Akagi A, Mimuro M,
Miyahara H, Kitamoto T, Yoshida M.Autopsy
case of V180I genetic Creutzfeldt-Jakob disease



presenting with early disease pathology.
Neuropathology. 2018 Dec; 38 (6): 638-645.
doi: 10.1111/neup.12516.Epub 2018 Sep 14.

Takao M, Kimura H, Kitamoto T, Mihara B.
PrPres deposition in the retina is a common
finding of sporadic, familial and iatrogenic
Creutzfeldt-Jakob diseases (CID). Acta
Neuropathol Commun. 2018 Aug 10; 6 (1): 78.
doi:10.1186/s40478- 018-0582-5.No abstract

available.

Iwasaki Y, Imamura K, Iwai K, Kobayashi Y,
Akagi A, Mimuro M, Miyahara H, Kitamoto T,
Yoshida M. Autopsied case of non—plaque-type
dura mater graft-associated Creutzfeldt—Jakob
disease presenting with extensive amyloid—f3
deposition. Neuropathology. 2018 Oct; 38 (5):
549-556. doi: 10.1111/neup.12503. Epub 2018
Aug 6.

Miyake K, Hara T, Oshima E, Kawada K, Ishizu
H, Yamauchi Y, Satoh K, Kitamoto T,
Takenoshita S, Terada S, Yamada N. Creutzfeldt—
Jakob disease with Alzheimer pathology,
presenting with status epilepticus following
repeated partial seizures: a case report and
literature review. BMC Neurol. 2018 Apr 25; 18
(1): 54.d0i:10.1186/s12883-018-1055-y.

Kobayashi A, Kitamoto T, Mizusawa H.
latrogenic Creutzfeldt-Jakob disease. Handb
Clin Neurol. 2018; 153: 207-218. doi: 10.1016/
B978-0-444-63945-5.00012-X.

Ishiki A, Harada R, Kai H, Sato N, Totsune T,
Tomita N, Watanuki S, Hiraoka K, Ishikawa Y,
Funaki Y, Iwata R, Furumoto S, Tashiro M,
Sasano H, Kitamoto T, Kudo Y, Yanai K,
Furukawa K, Okamura N, Arai H.Neuroimaging-
pathological correlations of [18F]THKS5351 PET
in progressive supranuclear palsy. Acta
Neuropathol Commun. 2018 Jun 29; 6 (1): 53.
doi:10.1186/s40478-018-0556-7.

Furukawa F, Sanjo N, Kobayashi A, Hamaguchi T,
Yamada M, Kitamoto T, Mizusawa H, Yokota T.
Specific amyloid—42 deposition in the brain of
a Gerstmann-Straussler-Scheinker disease
patient with a P105L mutation on the prion
protein gene. Prion. 2018; 12 (5-6): 315-319.
doi: 10.1080/19336896. 2018.1541689.Epub
2018 Nov 13.

¢ Kobayashi A, Matsuura Y, Takeuchi A, Yamada

M, Miyoshi I, Mohri S, Kitamoto T A domain
responsible for spontaneous conversion of bank
vole prion protein. Brain Pathol. 2019 Mar; 29
(2): 155-163. doi: 10.1111/bpa.12638. Epub 2018
Oct 29.

Iwasaki Y, Hashimoto R, Saito Y, Aiba I, Inukai A,
Akagi A, Mimuro M, Miyahara H, Kitamoto T,
Yoshida M.An autopsied case of MM 1-type
sporadic Creutzfeldt— Jakob disease with
pathology of Wernicke encephalopathy. Prion.
2019 Jan; 13 (1): 13-20. doi:10.1080/19336896.
2018.1545525. Epub 2018 Nov 14.

Teruya K, Nishizawa K, Oguma A, Sakasegawa Y,
Kitamoto T, Doh—Ura K. Intermolecular
crosslinking of abnormal prion protein is
efficiently induced by a primuline—sensitized
photoreaction. Biochim Biophys Acta Gen Subj.
2019 Feb; 1863 (2): 384-394. do0i:10.1016/
j.bbagen. 2018.11.008.Epub 2018 Nov 14.

Kobayashi A, Qi Z, Shimazaki T, Munesue Y,
Miyamoto T, Isoda N, Sawa H, Aoshima K,
Kimura T, Mohri S, Kitamoto T, Yamashita T,
Miyoshi I. anglioside synthase knock—out reduces
prion disease incubation time in mouse models.
Am J Pathol. 2019 Mar; 189 (3): 677-686. doi:
10.1016/j.ajpath.2018.11.009.Epub 2018 Dec 13.

Wang Z, Yuan J, Shen P, Abskharon R, Lang Y,
Dang J, Adornato A, Xu L, Chen J, Feng J,
Moudjou M, Kitamoto T, Langeveld J, Appleby
B, Ma J, Kong Q, Petersen RB, Zou WQ, Cui L.
In Vitro Seeding Activityof Glycoform—Deficient
Prions from Variably Protease—Sensitive
Prionopathy and Familial CJD Associated with
PrPV 1801 Mutation. Mol Neurobiol. 2019 Jan 5.
doi:10.1007/s12035-018-1459-0.[ Epub ahead of
print] PMID:30612334.

A02-3

& Kanazawa M, Takahashi T, Ishikawa M, Onodera

O, Shimohata T, Del Zoppo GJ. Angiogenesis in
the ischemic core: A potential treatment target?
J Cereb Blood Flow Metab. 2019 Mar
6:271678X19834158. doi:
10.1177/0271678X19834158.

Mezaki N, Miura T, Ogaki K, Eriguchi M,
Mizuno Y, Komatsu K, Yamazaki H, Suetsugi N,



Kawajiri S, Yamasaki R, Ishiguro T, Konno T,
Nozaki H, Kasuga K, Okuma Y, Kira JI, Hara H,
Onodera O, Ikeuchi T. Duplication and deletion
upstream of LMNBI in autosomal dominant
adult-onset leukodystrophy. Neurol Genet. 2018
Dec 7; 4 (6): €292. doi: 10.1212/
NXG.0000000000000292. eCollection 2018 Dec.

Tanaka H, Kawakatsu S, Toyoshima Y, Miura T,
Mezaki N, Mano A, Sanpei K, Kobayashi R,
Hayashi H, Otani K, Tkeuchi T, Onodera O,
Kakita A, Takahashi H. Globular glial tauopathy
Type II: Clinicopathological study of two autopsy
cases. Neuropathology. 2019 Jan 15. doi:
10.1111/neup.12532.

Saito R, Nozaki H, Kato T, Toyoshima Y, Tanaka
H, Tsubata Y, Morioka T, Horikawa Y, Oyanagi K,
Morita T, Onodera O, Kakita A. Retinal
Vasculopathy With Cerebral Leukodystrophy:
Clinicopathologic Features of an Autopsied
Patient With a Heterozygous TREX 1 Mutation.
J Neuropathol Exp Neurol. 2019 Febl; 78 (2):
181-186. doi: 10.1093/jnen/nly115

Kato K, Maemura R, Wakamatsu M, Yamamori A,
Hamada M, Kataoka S, Narita A, Miwata S,
Sekiya Y, Kawashima N, Suzuki K, Narita K,
Doisaki S, Muramatsu H, Sakaguchi H,
Matsumoto K, Koike Y, Onodera O, Kaga M,
Shimozawa N, Yoshida N. Allogeneic stem cell
transplantation with reduced intensity conditioning
for patients with adrenoleukodystrophy. Mol
Genet Metab Rep. 2018 Nov 20; 18: 1-6. doi: 10.
1016/j.ymgmr.2018.11.001. eCollection 2019 Mar.

Ito J, Shimada T, Tada M, Shimizu H,
Wakabayashi M, Yokoseki A, Onodera O,
Takahashi H, Kakita A. Clinicopathologic Features
of Two Patients With Sporadic Amyotrophic
Lateral Sclerosis Who Maintained Communication
Ability for Over 30 Years. J Neuropathol Exp
Neurol. 2018 Nov 1; 77 (11): 981-986. doi:
10.1093/jnen/nly082.

Miura T, Mezaki N, Konno T, Iwasaki A, Hara N,
Miura M, Funayama M, Unai Y, Tashiro Y, Okita
K, Kihara T, Ito N, Kanatsuka Y, Jones DT, Hara
N, Ishiguro T, Tokutake T, Kasuga K, Nozaki H,
Dickson DW, Onodera O, Wszolek ZK, Ikeuchi
T. Identification and functional characterization

of novel mutations including frameshift mutation

-191 -

in exon 4 of CSFIR in patients with adult-onset
leukoencephalopathy with axonal spheroids and
pigmented glia. J Neurol. 2018 Oct; 265 (10):
2415-2424. doi: 10.1007/s00415-018-9017-2.
Epub 2018 Aug 22.

Sakuma M, Kitamura K, Endo N, Ikeuchi T,
Yokoseki A, Onodera O, Oinuma T, Momotsu T,
Sato K, Nakamura K, Narita I. Low serum
25-hydroxyvitamin D increases cognitive
impairment in elderly people. J Bone Miner
Metab. 2019 Mar; 37 (2): 368-375. doi: 10.1007/
s00774-018-0934-z. Epub 2018 Jun 14.

Yuki A, Shinkuma S, Hayashi R, Fujikawa H,
Kato T, Homma E, Hamade Y, Onodera O,
Matsuoka M, Shimizu H, Iwata H, Abe R.
CADMI1 is a diagnostic marker in early—stage
mycosis fungoides: Multicenter study of 58 cases.
J Am Acad Dermatol. 2018 Dec; 79 (6): 1039-
1046. doi: 10.1016/j.jaad.2018.06.025.

Ito J, Nozaki H, Toyoshima Y, Abe T, Sato A,
Hashidate H, Igarashi S, Onodera O, Takahashi
H, Kakita A. Histopathologic features of an
autopsied patient with cerebral small vessel
disease and a heterozygous HTRA1 mutation.
Neuropathology. 2018 May 25. doi: 10.1111/
neup.12473.

Hatakeyama M, Sato T, Takahashi T, Kanazawa
M, Onodera O, Nishizawa M, Shimohata T.
Predictors of cognitive impairment in multiple
system atrophy. J Neurol Sci. 2018 May 15; 388:
128-132. doi: 10.1016/j.jns.2018.03.017.

Ishiura H, Doi K, Mitsui J, Yoshimura J,
Matsukawa MK, Fujiyama A, Toyoshima Y,
Kakita A, Takahashi H, Suzuki Y, Sugano S, Qu
W, Ichikawa K, Yurino H, Higasa K, Shibata S,
Mitsue A, Tanaka M, Ichikawa Y, Takahashi Y,
Date H, Matsukawa T, Kanda J, Nakamoto FK,
Higashihara M, Abe K, Koike R, Sasagawa M,
Kuroha Y, Hasegawa N, Kanesawa N, Kondo T,
Hitomi T, Tada M, Takano H, Saito Y, Sanpei K,
Onodera O, Nishizawa M, Nakamura M, Yasuda
T, Sakiyama Y, Otsuka M, Ueki A, Kaida KI,
Shimizu J, Hanajima R, Hayashi T, Terao Y,
Inomata—-Terada S, Hamada M,Shirota Y, Kubota
A, Ugawa Y, Koh K, Takiyama Y, Ohsawa—
Yoshida N, Ishiura S, Yamasaki R, Tamaoka A,
Akiyama H, Otsuki T, Sano A, Ikeda A, Goto J,



Morishita S, Tsuji S. Expansions of intronic
TTTCA and TTTTA repeats in benign adult
familial myoclonic epilepsy. Nat Genet. 2018
Apr; 50 (4): 581-590. doi: 10.1038/s41588-018~
0067-2.

Saito R, Tada M, Toyoshima Y, Nishizawa M,
Onodera O, Takahashi H, Kakita A. Loss of Motor
Neurons Innervating Cervical Muscles in Patients
With Multiple System Atrophy and Dropped Head.
J Neuropathol Exp Neurol. 2018 Apr 1; 77 (4):
317-324. doi: 10.1093/jnen/nly007.

Tohnai G, Nakamura R, Sone J, Nakatochi M,
Yokoi D, Katsuno M, Watanabe H, Watanabe H,
Ito M, Li Y, Izumi Y, Morita M, Taniguchi A,
Kano O, Oda M, Kuwabara S, Abe K, Aiba I,
Okamoto K, Mizoguchi K, Hasegawa K, Aoki M,
Hattori N, Onodera O, Naruse H, Mitsui J,
Takahashi Y, Goto J, Ishiura H, Morishita S,
Yoshimura J, Doi K, Tsuji S, Nakashima K, Kaji
R, Atsuta N, Sobue G; Japanese Consortium for
Amyotrophic Lateral Sclerosis Research
(JaCALS). Frequency and characteristics of the
TBKI1 gene variants in Japanese patients with
sporadic amyotrophic lateral sclerosis. Neurobiol
Aging. 2018 Apr; 64: 158.¢15-158.¢e19. doi:
10.1016/j.neurobiolaging.2017.12.005. Epub
2017 Dec 11.

A02 REHER

*

Chiku T., Hayashishita M., Saito T., Oka M.,
Shinno K., Ohtake Y., Shimizu S., Asada A.,
Hisanaga SI., lijima KM, Ando, K*. S6K/
p70S6K1 protects against tau—mediated
neurodegeneration by decreasing the level of tau
phosphorylated at Ser262 in a Drosophila model
of tauopathy. Neurobiol Aging, 3 (71):255-264,
2018

Takahashi M, Kobayashi Y, Ando K, Saito Y,
Hisanaga SI.Cyclin—dependent kinase 5 promotes
proteasomal degradation of the S-HT1A receptor
via phosphorylation. Biochem Biophys Res
Commun. 2019 Mar 12;510 (3):370-375

Saito, T., Oba, T., Shimizu, S., Asada, A., . [ijima,
K.M., and Ando, K*. Cdk5 increases MARK4
activity and augments pathological tau
accumulation and toxicity through tau

-192 -

phosphorylation at Ser262. Hum Mol Genet, in

revision

Fukuoka M, Takahashi M, Fujita H, Chiyo T,
Popiel HA, Watanabe S, Furuya H, Murata M,
Wada K, Okada T, Nagai Y, Hohjoh H.
Supplemental treatment for Huntington disease
(HD) with miR-132 that is deficient in HD brain:
Amelioration from translational dysregulation
caused by dysfunction of fragile X mental
retardation protein (FMRP) due to miR-132
deficiency. Mol. Ther. Nucleic Acids. 11: 79-90
(2018)

Yamamoto I, Azuma Y, Kushimura Y, Yoshida H,
Mizuta I, Mizuno T, Ueyama M, Nagai Y, Tokuda
T, Yamaguchi M. NPM-hMLF1 fusion protein
suppresses defects of a Drosophila FTLD model
expressing the human FUS gene. Sci. Rep. 8 (1):
11291 (2018)

Azuma Y, Tokuda T, Kushimura Y, Yamamoto I,
Mizuta I, Mizuno T, Nakagawa M, Ueyama M,
Nagai Y, Iwasaki Y, Yoshida M, Pan D, Yoshida
H, Yamaguchi M. Hippo, Drosophila MST, is a
novel modifier of motor neuron degeneration
induced by knockdown of Caz, Drosophila FUS.
Exp. Cell Res. 371 (2): 311-321 (2018)

Kakuda K, Tkenaka K, Araki K, So M, Aguirre C,
Kajiyama Y, Konaka K, Noi K, Baba K, Tsuda H,
Nagano S, Ohmichi T, Nagai Y, Tokuda T, El-
Agnaf OMA, Ogi H, Goto Y, Mochizuki H.
Ultrasonication-based amplification of a
—synuclein aggregates in cerebrospinal fluid as an
indicator of disease progression in Parkinson’s
disease. Sci. Rep. (in press)

Tomioka I, Nagai Y, Seki K. Developing
biomarkers for neurodegenerative diseases using
genetically-modified common marmoset models.
Neural. Regen. Res. 13 (7): 1189-1190 (2018)

Minakawa E., Wada K., *Nagai Y. Sleep
disturbance as a potential modifiable risk factor
for Alzheimer's disease. Int. J. Mol. Sci. 20 (4):
E803 (2019)

Ueyama M., *Nagai Y. Repeat expansion disease
models. Adv Exp Med Biol. “Drosophila Models
for Human Diseases” (Yamaguchi M. Ed.,
Springer Publishers, Inc.) pp. 63-78 (2018)



Matsumoto T, Matsukawa K, Watanabe N,
Kishino Y, Hayato K, Ihara R, Wakabayashi T,
Hashimoto T, Iwatsubo T: Self-assembly of FUS
through its low—complexity domain contributes
to neurodegeneration. Hum Mol Genet, 27 (8),
1353-1365, 2018

Mann DMA, Davidson YS, Robinson AC, Allen
N, Hashimoto T, Richardson A, Jones M,
Snowden JS, Pendleton N, Potter MC,
Laquerriere A, Prasher V, Iwatsubo T, Strydom A:
Patterns and severity of vascular amyloid in
Alzheimer's disease associated with duplication
and missense mutations in APP gene, Down
Syndrome and sporadic Alzheimer's disease.
Acta Neuropathol. 136 (4), 569-587, 2018

Bannai T, Mano T, Chen X, Ohtomo G, Ohtomo
R, Tsuchida T, Koshi-Mano K, Hashimoto T,
Okazawa H, Iwatsubo T, Tsuji S, Toda T, Iwata A:
Chronic cerebral hypofusion shifts the
equilibrium of amyloid beta oligomers o
aggregation—prone species with higer molecular
weight. Sci Rep, 9 (1), 2827, 2019

Tanaka G, Yamanaka T, Furukawa Y, Kajimura N,
Mitsuoka K, Nukina N. Biochim Biophys Acta.
2019, in press

Tanaka G, Yamanaka T, Furukawa Y, Kajimura N,
Mitsuoka K, Nukina N. Biochem Biophys Res.
Commun 2018 508 729-734

Fujiwara N, Wagatsuma M, Oba N, Yoshihara D,
Tokuda E, Sakiyama H, Eguchi H, Ichihashi M,
Furukawa Y, Inoue T, Suzuki K. PLOS ONE.
2018 13 0205090

Furukawa Y, Lim C, Tosha T, Yoshida K, Hagai T,
Akiyama S, Watanabe S, Nakagome K, Shiro Y.
PLOS ONE. 2018 13 €0204355

Okuzumi A, Kurosawa M, Hatano T, Takanashi
M, Nojiri S, Fukuhara T, Yamanaka T, Miyazaki
H, Yoshinaga S, Furukawa Y, Shimogori T,
Hattori N, Nukina N. Acta Neuropathol
Commun. 2018 6 96

Tamaki Y, Shodai A, Morimura T, Hikiami R,
Minamiyama S, Ayaki T, Tooyama I, Furukawa Y,
Takahashi R, Urushitani M. Sci Rep. 2018 8 6030

Tokuda E, Nomura T, Ohara S, Watanabe S,
Yamanaka K, Morisaki Y, Misawa H, Furukawa
Y. Biochim Biophys Acta. 2018 1864 2119-2130

-193 -

¢ Jkuno M, Yamakado H, Akiyama H, Parajuli LK,

Taguchi K, Hara J, Uemura N, Hatanaka Y,
Higaki K, Ohno K, Tanaka M, Koike M,
Hirabayashi Y, Takahashi R. "GBA
haploinsufficiency accelerates alpha synuclein
pathology with altered lipid metabolism in a
prodromal model of Parkinson's disease." Hum
Mol Genet. 2019 Jan 28.

Uemura N, Yagi H, Uemura MT, Hatanaka Y,
Yamakado H, Takahashi R. “Inoculation of a
—synuclein preformed fibrils into the mouse
gastrointestinal tract induces Lewy body-like
aggregates in the brainstem via the vagus nerve.”
Mol Neurodegener. 13:21, 2018

Chida, J Sakaguchi S: Cellular prion protein-
mediated protection against influenza A virus
infection. Future Virol. 14 (1): 31-37, 2018.

Sakaguchi S, Chida J: Roles of Prion Protein in
Virus Infections. DNA Cell Biol. 37 (10): 808-
811, 2018.

Chida J, Hara H, Yano M, Uchiyama K, Das NR,
Takahashi E, Miyata H, Tomioka Y, Ito T, Kido H,
Sakaguch S: Prion Protein Protects Mice from
Lethal Infection with Influenza A Viruses. PLOS
Pathog. 14 (5): ¢1007049, 2018.

Linsenmeier L, Mohammadi B, Wetzel S, Puig B,
Jackson WS, Hartmann A, Uchiyama K,
Sakaguchi S, Endres K, Tatzelt J, Saftig P, Glatzel
M, Hermann C: Altmeppen: Structural and
mechanistic aspects influencing the ADAM10-
mediated shedding of the prion protein. Mol
Neurodegener. 13 (1): 18, 2018.

In Vivo Microdialysis Method to Collect Large
Extracellular Proteins from Brain Interstitial
Fluid with High-molecular Weight Cut-off
Probes.Yamada K. J Vis Exp. 2018 Sep 26; (139).
doi: 10.3791/57869.

Extracellular a—synuclein levels are regulated by
neuronal activity. Yamada K, Iwatsubo T. Mol
Neurodegener. 2018 Feb 22; 13 (1): 9. doi:
10.1186/s13024-018-0241-0.

Matsui, H.*, Kenmochi, N., Kazuhiko, N. Age-
and o —Synuclein-Dependent Degeneration of
Dopamine and Noradrenaline Neurons in the
Annual Killifish Nothobranchius furzeri. Cell
Reports, 26: 1727-1733, 2019



Genome-wide CRISPR screen identifies
TMEM41B as a gene required for
autophagosome formation.Morita K, Hama Y,
Izume T, Tamura N, Ueno T, Yamashita Y,
Sakamaki Y, Mimura K, Morishita H, Shihoya W,
Nureki O, Mano H, Mizushima N. The Journal
of cell biology (2018) 217 (11) 3817-3828

Carballo—Carbajal I, Laguna A, Romero-
Giménez J, Cuadros T, Bové J, Martinez—Vicente
M, Parent A, Gonzalez-Sepulveda M, Pefiuelas
N, Torra A, Rodriguez—Galvan B, Ballabio A,
Hasegawa T, Bortolozzi A, Gelpi E and Vila M.
Brain tyrosinase overexpression implicates age—
dependent neuromelanin production in Parkinson’

s disease pathogenesis. Nat Commun, in press.

Kubo KY, Suzuki A, linuma M, Sato Y, Nagashio
R, Ohta E, Azuma K. Vulnerability to stress in
mouse offspring is ameliorated when pregnant
dams are provided a chewing stick during prenatal
stress. Arch Oral Biol. 97:150-155, 2019

Yamagata A*, Miyazaki Y*, Yokoi N, Shigematsu
H, Sato Y, Goto-Ito S, Maeda A, Goto T, Sanbo
M, Hirabayashi M, Shirouzu M, Fukata Y, Fukata
M**_ Fukai S**. (*, equally contributed; **,
corresponding authors) (2018) Structural basis of
epilepsy-related ligand—receptor complex LGI1—
ADAM?22. Nat Commun. 9: 1546. doi: 10.1038/
s41467-018-03947-w

Yoshikura N, Kimura A, Fukata M, Fukata Y,
Yokoi N, Harada N, Hayashi Y, Inuzuka T,
Shimohata T. (2018) Long—term clinical follow—
up of a patient with non—paraneoplastic cerebellar
ataxia associated with anti-mGluR1
autoantibodies. J Neuroimmunol. 319:63-67.
doi: 10.1016/j.jneuroim.2018.04.001

Kanadome T, Yokoi N, Fukata Y, Fukata M.
Systematic screening of depalmitoylating
enzymes and evaluation of their activities by the
acyl-PEGyl exchange gel-shift (APEGS) assay.
Methods Mol Biol (in press)

Tainaka K, Murakami TC, Susaki EA, Shimizu C,
Saito R, Takahashi K, Hayashi-Takagi A, Sekiya
H, Arima Y, Nojima S, Tkemura M, Ushiku T,
Shimizu Y, Murakami M, Tanaka KF, Iino M,
Kasai H, Sasaoka T, Kobayashi K, Miyazono K,
Morii E, Isa T, Fukayama M, Kakita A, Ueda
HR.; Cell Rep. 2018, 24 (8): 2196-2210.¢9.

194 -

Funahashi J, Tanaka H, Hirano T. “Visualization
of synchronous or asynchronous release of single
synaptic vesicle in active-zone-like membrane
formed on neuroligin—coated glass surface”
Frontiers in Cellular. Neuroscience, vol12,
p1-10 (Article 140), 2018

Fujii S, Tanaka H, Hirano T“Suppression of
AMPA receptor exocytosis contributes to
hippocampal LTD” Journal of Neuroscience,
vol38, p5523-5537, 2018

Kuchitsu Y, Homma Y, Fujita N and Fukuda M
(2018) Rab7 knockout unveils regulated
autolysosome maturation induced by glutamine
starvation. J Cell Sci. 131, jcs215442

Ogawa M, Matsuda R, Takada N, Tomokiyo M,
Yamamoto S, Shizukusihi S, Yamaji T,
Yoshikawa Y, Yoshida M, Tanida I, Koike M,
Murai M, Morita H, Takeyama H, Ryo A, Guan
J-L, Yamamot, M, Inoue JI, Yanagawa T, Fukuda
M, Kawabe H and Ohnishi M. (2018) Molecular
mechanisms of Streptococcus pneumoniae—
targeted autophagy via pneumolysin, Golgi—
resident Rab41, and Nedd4-1 mediated K63—
linked ubiquitination. Cell Microbiol. 20, ¢12846

Kanemitsu—Fujita A, Morishita S, Kjaer S,
Fukuda M, Schiavo G and Nakamura T (2018)
Comparable affinity of RabGDI o for GTP- and
GDP-bound forms of Rab7 supports a four—state
transition model for Rab7 subcellular
localization. bioRxiv. 287516

Eguchi T, Kuwahara T, Sakurai M, Komori T,
Fujimoto T, Ito G, Yoshimura S—1, Harada A,
Fukuda M, Koike M and Iwatsubo T (2018)
LRRK2 and its substrate Rab GTPases are
sequentially targeted onto stressed lysosomes and
maintain their homeostasis. Proc Natl Acad Sci.
USA 115, E9115-E9124

Zhu S, Bhat S, Syan S, Kuchitsu Y, Fukuda M
and Zurzolo C (2018) Rabl1a—-Rab8a cascade
regulate the formation of tunneling nanotubes
through vesicle recycling. J Cell Sci. 131, jcs215889

Hatta T, Iemura SI, Ohishi T, Nakayama H,
Seimiya H, Yasuda T, lizuka K, Fukuda M,
Takeda J, Natsume T and Horikawa Y (2018)
Calpain—10 regulates actin dynamics by
proteolysis of microtubule—associated protein 1B.
Sci Rep. 8, 16756



¢ Klein O, Roded A, Hirschberg K, Fukuda M,
Galli SJ and Sagi—-Eisenberg R (2018) Imaging
FITC-dextran as a reporter for regulated
exocytosis. J Vis Exp. 136, €57936

¢ Ohbayashi N and Fukuda M (2018) SNARE
dynamics during melanosome maturation.
Biochem Soc Trans. 46,911-917

¢ Kuchitsu Y and Fukuda M (2018) Revisiting
Rab7 functions in mammalian autophagy: Rab7
knockout studies. Cells. 7, 215

@ Morishita S, Wada N, Fukuda M and Nakamura
T (2019) Rab5 activation on macropinosomes
requires ALS2, and subsequent Rab5 inactivation
through ALS2 detachment requires active Rab7.
FEBS Lett. 593, 230-241

¢ Etoh K and Fukuda M (2019) Rab10 regulates
tubular endosome formation through KIF13A and
KIF13B motors. J Cell Sci. 132, jcs226977

¢ Takahashi T, Minami S, Tsuchiya Y, Tajima K,
Sakai N, Suga K, Hisanaga S—I, Ohbayashi N,
Fukuda M and Kawahara H (2019) Cytoplasmic
control of Rab family small GTPases through
BAG6. EMBO Rep, in press

¢ New Insights into the Gating Mechanism of the
IP3 ReceptorHamada K, Mikoshiba K.
Messenger. 6 1-8,2018.6

& (Ca2+ signaling and spinocerebellar ataxia.
Hisatsune C, Hamada K, Mikoshiba K. Biochim
Biophys Acta, 2018.5

4 Bannai H “Molecular membrane dynamics:
Insights into synaptic function and
neuropathological disease” (Review Article)
Neurosci Res. 129, 47-56 (2018)

€ Bannai H, Hirose M, Niwa F, Mikoshiba K.
“Dissection of local Ca2+ signals in cultured cells

by membrane-targeted Ca2+ indicators” J. Vis.
Exp. (145), 59246, doi:10.3791/59246 (2019).

A03-1

¢ Miller CT, Hale ME, Okano H, Okabe S, Mitra P.
Comparative Principles for Next-Generation
Neuroscience. Front Behav Neurosci. 2019 Feb
5; 13: 12. doi: 10.3389/fnbeh.2019.00012.
eCollection 2019.

-195 -

€ Muraoka N, Nara K, Tamura F, Kojima H,

Yamakawa H, Sadahiro T, Miyamoto K, Isomi M,
Haginiwa S, Tani H, Kurotsu S, Osakabe R, Torii
S, Shimizu S, Okano H, Sugimoto Y, Fukuda K,
Ieda M. Role of cyclooxygenase—2-mediated
prostaglandin E2-prostaglandin E receptor 4
signaling in cardiac reprogramming. Nat
Commun. 2019 Feb 20; 10 (1): 674. doi: 10.1038/
s41467-019-08626-y.

Komatsu M, Kaneko T, Okano H, Ichinohe
N. Chronic Implantation of Whole-cortical
Electrocorticographic Array in the Common
Marmoset. J Vis Exp. 2019 Feb 1; (144). doi:
10.3791/58980.

Sadato N, Morita K, Kasai K, Fukushi T,
Nakamura K, Nakazawa E, Okano H, Okabe
S. Neuroethical Issues of the Brain/MINDS
Project of Japan. Neuron. 2019 Feb 6; 101 (3):
385-389. doi: 10.1016/j.neuron.2019.01.006.

Yoshimatsu S, Okahara J, Sone T, Takeda Y,
Nakamura M, Sasaki E, Kishi N, Shiozawa S,
Okano H. Robust and efficient knock—in in
embryonic stem cells and early—stage embryos of
the common marmoset using the CRISPR-Cas9
system. Sci Rep. 2019 Feb 6; 9 (1): 1528. doi:
10.1038/s41598-018-37990-w.

Haga Y, Hata J, Uematsu A, Seki F, Komaki Y,
Mizumura M, Nishio M, Kaneko T, Kishi N,
Okano H, Furukawa A. MR Imaging Properties
of ex vivo Common Marmoset Brain after
Formaldehyde Fixation. Magn Reson Med Sci.
2019 Feb 7. doi: 10.2463/mrms.mp.2018-0086.

Nishihara K, Shiga T, Nakamura E, Akiyama T,
Sasaki T, Suzuki S, Ko MSH, Tada N, Okano H,
Akamatsu W. Induced Pluripotent Stem Cells
Reprogrammed with Three Inhibitors Show
Accelerated Differentiation Potentials with High
Levels of 2—Cell Stage Marker Expression. Stem
Cell Reports. 2019 Jan 21. pii: S2213-6711 (19)
30001-3. doi: 10.1016/j.stemcr.2018.12.018.

Iwasawa C, Kuzumaki N, Suda Y, Kagawa R,
Oka'Y, Hattori N, Okano H, Narita M. Reduced
expression of somatostatin in GABAergic
interneurons derived from induced pluripotent
stem cells of patients with parkin mutations. Mol
Brain. 2019 Jan 18; 12 (1): 5. doi: 10.1186/
s13041-019-0426-7.



Hosoya M, Saeki T, Saegusa C, Matsunaga T,
Okano H, Fujioka M, Ogawa K. Estimating the
concentration of therapeutic range using disease—
specific iPS cells: Low—dose rapamycin therapy
for Pendred syndrome. Regen Ther. 2018 Dec
17;10:54-63. doi: 10.1016/j.reth.2018.11.001.

Ito S, Nagoshi N, Tsuji O, Shibata S, Shinozaki M,
Kawabata S, Kojima K, Yasutake K, Hirokawa T,
Matsumoto M, Takei K, Nakamura M, Okano

H. LOTUS Inhibits Neuronal Apoptosis and
Promotes Tract Regeneration in Contusive Spinal
Cord Injury Model Mice. eNeuro. 2018 Dec 14; 5
(5). pii: ENEURO.0303-18.2018. doi: 10.1523/
ENEURO.0303-18.2018. eCollection 2018 Sep—
Oct.

Okubo T, Nagoshi N, Kohyama J, Tsuji O,
Shinozaki M, Shibata S, Kase Y, Matsumoto M,
Nakamura M, Okano H. Treatment with a
Gamma-Secretase Inhibitor Promotes Functional
Recovery in Human iPSC- Derived Transplants
for Chronic Spinal Cord Injury. Stem Cell
Reports. 2018 Nov 14. pii: S2213-6711 (18)
30445-4. doi: 10.1016/j.stemcr.2018.10.022.
[Epub ahead of print]

Tsuji O, Sugai K, Yamaguchi R, Tashiro S,
Nagoshi N, Kohyama J, lida T, Ohkubo T, Itakura
G, Isoda M, Shinozaki M, Fujiyoshi K, Kanemura
Y, Yamanaka S, Nakamura M, Okano H. Laying
the groundwork for a first-in—human study of an
iPSC-based intervention for spinal cord

injury. Stem Cells. 2018 Oct 29. doi: 10.1002/
stem.2926. [Epub ahead of print] Review.

Sakai T, Hata J, Ohta H, Shintaku Y, Kimura N,
Ogawa Y, Sogabe K, Mori S, Okano HJ, Hamada
Y, Shibata S, Okano H, Oishi K. The Japan
Monkey Centre Primates Brain Imaging
Repository for comparative neuroscience: an
archive of digital records including records for
endangered species. Primates. 2018 Oct 24. doi:
10.1007/s10329-018-0694-3.

Hira K, Ueno Y, Tanaka R, Miyamoto N,
Yamashiro K, Inaba T, Urabe T, Okano H, Hattori
N. Astrocyte-Derived Exosomes Treated With a
Semaphorin 3A Inhibitor Enhance Stroke
Recovery via Prostaglandin D2 Synthase. Stroke.
2018 Oct; 49 (10): 2483-2494. doi: 10.1161/
STROKEAHA.118.021272.

¢ Tabata Y, Imaizumi Y, Sugawara M, Andoh—Noda

-196 -

T, Banno S, Chai M, Sone T, Yamazaki K, Ito M,
Tsukahara K, Saya H, Hattori N, Kohyama J,
Okano H. T-type Calcium Channels Determine
the Vulnerability of Dopaminergic Neurons to
Mitochondrial Stress in Familial Parkinson
Disease. Stem Cell Reports. 2018 Oct 3. pii:
S2213-6711 (18) 30391-6. doi: 10.1016/
j-stemcr.2018.09.006.

Kuwako KI, Okano H. Versatile Roles of LKB1
Kinase Signaling in Neural Development and
Homeostasis. Front Mol Neurosci. 2018 Oct 2;
11: 354. doi: 10.3389/fnmol.2018.00354.
eCollection 2018.

Majka P, Rosa MGP, Bai S, Chan JM, Huo BX,
Jermakow N, Lin MK, Takahashi YS, Wolkowicz
IH, Worthy KH, Rajan R, Reser DH, Wojcik DK,
Okano H, Mitra PP. Unidirectional monosynaptic
connections from auditory areas to the primary
visual cortex in the marmoset monkey. Brain
Struct Funct. 2018 Oct 4. doi: 10.1007/s00429-
018-1764-4. [Epub ahead of print]

Hata J, Mizuno S, Haga Y, Shimoda M, Kanai Y,
Chiba K, Okano H, Nakamura M, Horiuchi

K. Semiquantitative Evaluation of Muscle Repair
by Diffusion Tensor Imaging in Mice. JBMR
Plus. 2018 Mar 5; 2 (4): 227-234. doi: 10.1002/
jbm4.10040. eCollection 2018 Jul.

Matsubayashi K, Nagoshi N, Komaki Y, Kojima
K, Shinozaki M, Tsuji O, Iwanami A, Ishihara R,
Takata N, Matsumoto M, Mimura M, Okano H,
Nakamura M. Assessing cortical plasticity after
spinal cord injury by using resting—state
functional magnetic resonance imaging in awake
adult mice. Sci Rep. 2018 Sep 26; 8 (1): 14406.
doi: 10.1038/s41598-018-32766-8.

Nakamoto FK, Okamoto S, Mitsui J, Sone T,
Ishikawa M, Yamamoto Y, Kanegae Y, Nakatake
Y, Imaizumi K, Ishiura H, Tsuji S, Okano H. The
pathogenesis linked to coenzyme Q10
insufficiency in iPSC-derived neurons from
patients with multiple-system atrophy. Sci Rep.
2018 Sep 21; 8 (1): 14215. doi: 10.1038/s41598-
018-32573-1.

Tsujimura T, Takase O, Yoshikawa M, Sano E,
Hayashi M, Takato T, Toyoda A, Okano H,
Hishikawa K. Control of directionality of

chromatin folding for the inter— and intra-domain



contacts at the Tfap2c-Bmp7 locus. Epigenetics
Chromatin. 2018 Sep 14; 11 (1): 51. doi:
10.1186/s13072-018-0221-1.

Kuwako KI, Okano H. The LKB1-SIK Pathway
Controls Dendrite Self-Avoidance in Purkinje
Cells. Cell Rep. 2018 Sep 11;24 (11): 2808~
2818.e4. doi: 10.1016/j.celrep.2018.08.029.

Watarai A, Arai N, Miyawaki S, Okano H, Miura
K, Mogi K, Kikusui T. Responses to pup
vocalizations in subordinate naked mole-rats are
induced by estradiol ingested through coprophagy
of queen’s feces. Proc Natl Acad Sci U S A.
2018 Aug 27. pii: 201720530. doi: 10.1073/
pnas.1720530115.

Kondo T, Saito R, Otaka M, Yoshino—Saito K,
Yamanaka A, Yamamori T, Watakabe A,
Mizukami H, Schnitzer MJ, Tanaka KF, Ushiba J,
Okano H. Calcium Transient Dynamics of Neural
Ensembles in the Primary Motor Cortex of
Naturally Behaving Monkeys. Cell Rep. 2018
Aug 21; 24 (8): 2191-2195.e4. doi: 10.1016/j.
celrep.2018.07.057.

Fujimori K, Ishikawa M, Otomo A, Atsuta N,
Nakamura R, Akiyama T, Hadano S, Aoki M,
Saya H, Sobue G, Okano H. Modeling sporadic
ALS in iPSC—derived motor neurons identifies a
potential therapeutic agent. Nat Med. 2018 Aug
20. doi: 10.1038/s41591-018-0140-5.

Hosonaga M, Arima Y, Sampetrean O, Komura D,
Koya I, Sasaki T, Sato E, Okano H, Kudoh J,
Ishikawa S, Saya H, Ishikawa T. HER2
Heterogeneity Is Associated with Poor Survival
in HER2-Positive Breast Cancer. Int J Mol Sci.
2018 Jul 24; 19 (8). pii: E2158. doi: 10.3390/
jms19082158.

Arioka Y, Shishido E, Kubo H, Kushima I,
Yoshimi A, Kimura H, Ishizuka K, Aleksic B,
Maeda T, Ishikawa M, Kuzumaki N, Okano H,
Mori D, Ozaki N. Single—cell trajectory analysis
of human homogenous neurons carrying a rare
RELN variant. Transl Psychiatry. 2018 Jul 19; 8
(1): 129. doi: 10.1038/s41398-018-0177-8.

Tanaka Y, Higurashi N, Shirasu N, Yasunaga S,
Moreira KM, Okano H, Hirose S. Establishment
of'a human induced stem cell line (FUi002-A)
from Dravet syndrome patient carrying
heterozygous R1525X mutation in SCN1A

-197 -

gene. Stem Cell Res. 2018 Jun 19; 31: 11-15.
doi: 10.1016/j.s¢cr.2018.06.008.

Kimura H, Ouchi T, Shibata S, Amemiya T,
Nagoshi N, Nakagawa T, Matsumoto M, Okano
H, Nakamura M, Sato K. Stem cells purified from
human induced pluripotent stem cell-derived
neural crest-like cells promote peripheral nerve
regeneration. Sci Rep. 2018 Jul 3; 8 (1): 10071.
doi: 10.1038/s41598-018-27952-7.

Saito S, Ozawa H, Fujioka M, Hikishima K, Hata
J, Kurihara S, Okano HJ, Ogawa K. Visualization
of nerve fibers around the carotid bifurcation with
use of a 9.4 Tesla microscopic magnetic
resonance diffusion tensor imaging with
tractography. Head Neck. 2018 Jun 26. doi:
10.1002/hed.25318.

Takata N, Sugiura Y, Yoshida K, Koizumi M,
Hiroshi N, Honda K, Yano R, Komaki Y, Matsui
K, Suematsu M, Mimura M, Okano H, Tanaka
KF. Optogenetic astrocyte activation evokes
BOLD fMRI response with oxygen consumption
without neuronal activity modulation. Glia. 2018
May 30. doi: 10.1002/glia.23454.

O’Day E, Hosta-Rigau L, Oyarzun DA, Okano H,
de Lorenzo V, von Kameke C, Alsafar H, Cao C,
Chen GQ, Ji W, Roberts RJ, Ronaghi M, Yeung
K, Zhang F, Lee SY. Are we there yet? How and
when specific biotechnologies will improve
human health. Biotechnol J. 2018 May 24:
€1800195. doi: 10.1002/biot.201800195.

Tashiro S, Nishimura S, Shinozaki M, Takano M,
Konomi T, Tsuji O, Nagoshi N, Toyama Y, Liu M,
Okano H, Nakamura M. The Amelioration of
Pain-related Behavior in Mice with Chronic
Spinal Cord Injury Treated with Neural Stem/
Progenitor Cell Transplantation Combined with
Treadmill Training. J Neurotrauma. 2018 May
23. doi: 10.1089/neu.2017.5537.

Imaizumi K, Fujimori K, Ishii S, Otomo A, Hosoi
Y, Miyajima H, Warita H, Aoki M, Hadano S,
Akamatsu W, Okano H. Rostrocaudal Areal
Patterning of Human PSC-Derived Cortical
Neurons by FGF8 Signaling. eNeuro. 2018 Apr
26;5 (2). pii: ENEURO.0368-17.2018. doi:
10.1523/ENEURO.0368-17.2018. eCollection
2018 Mar-Apr.



A03-2

*

Sahara N*, Maeda J, Ishikawa I, Tokunaga M,
Suhara T, Higuchi M Microglial activation during
pathogenesis of tauopathy in rTg4510 mice:
implications for the early diagnosis of tauopathy.
J. Alzheimer’s Disease. 2018, 64, S353-S359,
DOI: 10.3233/JAD-179933

Matsumoto G*, Matsumoto K, Kimura T, Suhara
T, Higuchi M, Sahara N*, Mori N Tau fibril
formation in cultured cells compatible with a
mouse model of tauopathy. International
Journal of Molecular Sciences. 2018 19, 1497,
DOI:10.3390/ijms 19051497

Shinotoh H*, Shimada H, Kokubo Y*, Tagai K,
Niwa F, Kitamura S, Endo H, Ono M, Kimura Y,
Hirano S, Mimura M, Ichise M, Sahara N, Zhang
M-R, Suhara T, Higuchi M Tau imaging detects
distinctive distribution of tau pathology in ALS/
PDC on the Kii Peninusula. Neurology. 2019 Jan
8;92 (2): el36-¢147

Ikeda A, Shimada H, Nishioka K, Takanashi M,
Hayashida A, Li Y, Yoshino H, Funayama M,
Ueno Y, Hatano T, Sahara N, Suhara T, Higuchi M,
Hattori N. Clinical heterogeneity of FTDP-17
caused by MAPT N279K mutation in relation to
tau PET features. Movement Disorders. 2019 Feb
17 [Epub ahead of print] doi: 10.1002/mds.27623.

Endo H, Shimada H, Sahara N, Ono M, Koga S,
Kitamura S, Niwa F, Hirano S, Kimura Y, Ichise
M, Shinotoh H, Zhang MR, Kuwabara S, Dickson
DW, Toda T, Suhara T, Higuchi M. In-vivo
binding of a tau imagong probe, [11C]PBB3, in
patients with progressive supranuclear palsy.
Movement Disorders. 2019 Mar 20. [Epub ahead
of print] doi: 10.1002/mds.27643.

Mito, A., Nakano, Y., Saitoh, T., Gouraud, S.S.S.,
Yamaguchi, Y., Sato, T., Sasaki, N., Kojima—
Aikawa, K., Lectin ZG16p inhibits proliferation
of human colorectal cancer cells via its
carbohydrate-binding sites, Glycobiology, 28,
21-31(2018)

Nakajima, K., Kizuka, Y., Yamaguchi, Y.,
Hirabayashi, Y., Takahashi, K., Yuzawa, Y. and
Taniguchi, N., Identification and characterization
of UDP-mannose in human cell lines and mouse
organs: differential distribution across brain
regions and organs, Biochem. Biophys. Res.
Commun., 495, 401-407 (2018)

-198 -

Fujita—Yamaguchi, Y., Bagramyan, K.,
Yamaguchi, Y., Ikeda, A., Dohmae, N., Hong,
T.B., and Kalkum, M., Mass spectrometric
revival of an L-rhamnose— and D-galactose—
specific lectin from a lost strain of Streptomyces,
J. Biol. Chem.. 293, 368-378 (2018)

Hanashima S, Suga A, and Yamaguchi Y.
Bisecting GIcNAc restricts conformations of
branches in model N-glycans with GIcNAc
termini. Carbohydr. Res. 456, 53-60 (2018)

Re, S., Watabe, S., Nishima, W., Muneyuki, E.,
Yamaguchi, Y., MacKerell Jr. A.D. and Sugita, Y.,
Characterization of conformational ensembles of
protonated N—glycans in the gas—phase, Sci. Rep.,
8, 1644 (2018)

Hirata, T., Mishra, S., Nakamura, S., Saito, K.,
Motooka D., Takada, Y., Kanzawa, N., Murakami,
Y., Maeda, Y., Fujita M., Yamaguchi, Y., and
Kinoshita, T., Identification of a Golgi GPI-N-
acetylgalactosamine transferase with tandem
transmembrane regions in the catalytic domain,
Nature Commun., 9, 405 (2018)

Sengoku, T., Suzuki, T., Dohmae, N., Watanabe,
C., Honma, T., Hikida, Y., Yamaguchi, Y.,
Takahashi, H., Yokoyama, S., Yanagisawa, T.,
Structural basis of protein arginine
rhamnosylation by glycosyltransferase EarP,
Nature Chem. Biol. 14, 368-374 (2018)

Ohhashi, Y., Yamaguchi, Y., Kurahashi, H.,
Kamatari, Y.O., Sugiyama, S., Uluca, B.,
Piechatzek, T., Komi, Y., Shida, T., Miiller, H.,
Hanashima, S., Heise, H., Kuwata, K., Tanaka,
M., Molecular basis for diversification of yeast
prion strain conformation, Proc. Natl. Acad. Sci.
USA. 115, 2389-2394 (2018)

Murakami, Y., Takahashi, K., Hoshi, K., Ito, H.,
Kanno, M., Saito, K., Nollet, K., Yamaguchi, Y.,
Miyajima, M., Arai, H., Hashimoto, Y., Mima, T.,
Spontaneous intracranial hypotension is diagnosed
by a combination of lipocalin—type prostaglandin
D synthase and brain—type transferrin in
cerebrospinal fluid, Biochim. Biophys. Acta Gen.
Subj. 1862, 1835-1842 (2018)

Oyama, M., Kariya, Y., Kariya, Y., Matsumoto,
K., Kanno, M., Yamaguchi, Y., Hashimoto, Y.,
Biological role of site—specific O-glycosylation
in cell adhesion activity and phosphorylation of
osteopontin, Biochem J. 475, 1583-1595 (2018)



¢ Ota, F,, Hirayama, T., Kizuka, Y., Yamaguchi, Y.,
Fujinawa, R., Nagata, M., Ismanto, H.S., Lepenies,
B., Aretz, J., Rademacher, C., Seeberger, P.H.,
Angata, T., Kitazume, S., Yoshida, K., Betsuyaku,
T., Kida, K., Yamasaki, S., Taniguchi, N., High
affinity sugar ligands of C-type lectin receptor
langerin, Biochim. Biophys. Acta Gen. Subj.
1862, 1592-1601 (2018)

& Uzawa, J., Shimabukuro, J., Suzuki, T., Imamura,
A., Ishida, H., Ando, H., Yamaguchi, Y., J
(77Se,1H) and J (77Se,13C) couplings of seleno—
carbohydrates obtained by 77Se satellite 1D 13C
spectroscopy and 77Se selective HR-HMBC
spectroscopy, Magn. Reson. Chem. 56, 836-846
(2018)

€ Murakami, Y., Matsumoto, Y., Hoshi, K., Ito, H.,
Fuwa, T.J., Yamaguchi, Y., Nakajima, M.,
Miyajima, M., Arai, H., Nollet, K., Kato, N.,
Nishikata, R., Kuroda, N., Honda, T., Sakuma, J.,
Saito, K., Hashimoto, Y., Rapid increase of
'brain—type' transferrin in cerebrospinal fluid after
shunt surgery for idiopathic normal pressure
hydrocephalus: a prognosis marker for cognitive
recovery, J. Biochem. 164, 205-213 (2018)

¢ Manabe, S., Yamaguchi, Y., Abe, J., Matsumoto,
K., Ito, Y., Acceptor range of endo— 3
—N-acetylglucosaminidase mutant endo-CC
N180H: from monosaccharide to antibody, R. Soc.
Open Sci. 5, 171521 (2018)

¢ Dulal, H.P,, Adachi, Y., Ohno, N., Yamaguchi, Y.,
b-Glucan-induced cooperative oligomerization
of Dectin—1 C-type lectin-like domain,
Glycobiology. 28, 612-623 (2018)

¢ Suga, A., Nagae, M., Yamaguchi, Y., Analysis of
protein landscapes around N—-glycosylation sites
from the PDB repository for understanding the
structural basis of N—glycoprotein processing and
maturation, Glycobiology. 28, 774-785 (2018)

¢ Nagae, M., Kizuka, Y., Mihara, E., Kitago, Y.,
Hanashima, S., Ito, Y., Takagi, J., Taniguchi, N.,
Yamaguchi, Y., Structure and mechanism of
cancer—associated N-acetylglucosaminyltransfera
se-V, Nature Commun. 9, 3380 (2018)

€ Yoshida, F., Yoshinaka, H., Tanaka, H.,
Hanashima, S., Yamaguchi, Y., Ishihara, M.,
Saburomaru, M., Kato, Y., Saito, R., Ando, H.,
Kiso, M., Imamura, A., Ishida, H., Synthesis of
-199 -

core oligosaccharides of lipooligosaccharides
from Campylobacter jejuni, a putative cause of
Guillain—-Barré syndrome, Chem. Eur. J. 25,
796-805 (2019)

Kanie, Y., Yamaguchi, Y., Hayashi, A., Uzawa, J.,
Hatakeyama, M., Hidaka, Y., Toda, N.,
Nakamura, S., Kanie, O. Structural analysis of a
novel lipooligosaccharide (LOS) from
Rhodobacter azotoformans. Carbohydr. Res. 473,
104-114 (2019)

Matsumoto, G., Matsumoto, K., Kimura, T.,
Suhara, T., Higuchi, M., Sahara, N., and Mori, N.,
(2018) Tau Fibril Formation in Cultured Cells
Compatible with a Mouse Model of Tauopathy.
Int J Mol Sci. 19, 1497

Matsumoto, G., Inobe, T., Amano, T., Murai, K.,
Nukina, N., and Mori, N. (2018)
N-Acyldopamine induces aggresome formation
without proteasome inhibition and enhances
protein aggregation via p62/SQSTM1 expression.
Sci Rep. 8, 9585.

Kawamura, M., Sato, S., Matsumoto, G., Fukuda,
T., Shiba—Fukushima, K., Noda, S., Takanashi,
M., Mori, N., and Hattori, N. (2019) Loss of
nuclear REST/NRSF in aged—dopaminergic
neurons in Parkinson's disease patients, Neurosci.
Letters. Jan. 23; 699: 59-63. doi: 10.1016/j.
neulet.2019.01.042.

Tashima H, Yoshida E, Iwao Y, Wakizaka H,
Maeda T, Seki C, Kimura Y, Takado Y, Higuchi
M, Suhara T, Yamashita T, Yamaya T. First
prototyping of a dedicated PET system with the
hemisphere detector arrangement. Phys Med
Biol. 2019 Mar 8; 64 (6): 065004. doi:
10.1088/1361-6560/ab012c. PubMed PMID:
30673654.

Ikeda A, Shimada H, Nishioka K, Takanashi M,
Hayashida A, Li Y, Yoshino H, Funayama M,
Ueno Y, Hatano T, Sahara N, Suhara T, Higuchi
M, Hattori N. Clinical heterogeneity of
frontotemporal dementia and Parkinsonism linked
to chromosome 17 caused by MAPT N279K
mutation in relation to tau positron emission
tomography features. Mov Disord. 2019 Feb 17.
doi: 10.1002/mds.27623. [Epub ahead of print]
PubMed PMID: 30773680.



Shinotoh H, Shimada H, Kokubo Y, Tagai K,
Niwa F, Kitamura S, Endo H, Ono M, Kimura Y,
Hirano S, Mimuro M, Ichise M, Sahara N, Zhang
MR, Suhara T, Higuchi M. Tau imaging detects
distinctive distribution of tau pathology in ALS/
PDC on the Kii Peninsula. Neurology. 2019 Jan
8;92 (2): el36-el47. doi: 10.1212/
WNL.0000000000006736. Epub 2018 Dec 7.
PubMed PMID: 30530797; PubMed Central
PMCID: PMC6340344.

Takenoshita N, Fukasawa R, Ogawa Y, Shimizu S,
Umahara T, Ishii K, Shimada H, Higuchi M,
Suhara T, Hanyu H. Amyloid and Tau Positron
Emission Tomography in Suggested
Diabetesrelated Dementia. Curr Alzheimer Res.
2018; 15 (11): 1062-1069. doi: 10.2174/1567205
015666180709113338. PubMed PMID:
29984653.

Sahara N, Maeda J, Ishikawa A, Tokunaga M,
Suhara T, Higuchi M. Microglial Activation
During Pathogenesis of Tauopathy in rTg4510
Mice: Implications for the Early Diagnosis of
Tauopathy. J Alzheimers Dis. 2018; 64 (s1):
S353-S359. doi: 10.3233/JAD-179933. PubMed
PMID: 29865054.

Chiotis K, Stenkrona P, Almkvist O, Stepanov V,
Ferreira D, Arakawa R, Takano A, Westman E,
Varrone A, Okamura N, Shimada H, Higuchi M,
Halldin C, Nordberg A. Dual tracer tau PET
imaging reveals different molecular targets for
11C-THK5351 and 11C-PBB3 in the Alzheimer
brain. Eur J Nucl Med Mol Imaging. 2018 Jul;
45 (9): 1605-1617. doi: 10.1007/s00259-018~
4012-5. Epub 2018 May 12. PubMed PMID:
29752516; PubMed Central PMCID:
PMC6061462.

Ito T, Kimura Y, Seki C, Ichise M, Yokokawa K,
Kawamura K, Takahashi H, Higuchi M, Zhang
MR, Suhara T, Yamada M. Histamine H3 receptor
density is negatively correlated with neural
activity related to working memory in humans.
EJNMMI Res. 2018 Jun 14; 8 (1): 48. doi:
10.1186/513550-018-0406-4. PubMed PMID:
29900481; PubMed Central PMCID:
PMC(C5999593.

Kitamura S, Shimada H, Niwa F, Endo H,
Shinotoh H, Takahata K, Kubota M, Takado Y,

-200 -

Hirano S, Kimura Y, Zhang MR, Kuwabara S,
Suhara T, Higuchi M. Tau-induced focal
neurotoxicity and network disruption related to
apathy in Alzheimer's disease. J Neurol
Neurosurg Psychiatry. 2018 Nov;89 (11):1208-
1214. doi: 10.1136/jnnp—2018-317970. Epub
2018 Jun 8. PubMed PMID: 29884723; PubMed
Central PMCID: PMC6227800.

Matsumoto G, Matsumoto K, Kimura T, Suhara T,
Higuchi M, Sahara N, Mori N. Tau Fibril
Formation in Cultured Cells Compatible with a
Mouse Model of Tauopathy. Int J Mol Sci. 2018
May 17;19 (5). pii: E1497. doi: 10.3390/
jms19051497. PubMed PMID: 29772786;
PubMed Central PMCID: PMC5983680.

Urushihata T, Takuwa H, Seki C, Tachibana Y,
Takahashi M, Kershaw J, Takado Y, Aoki I,
Higuchi M, Ito H, Obata T. Water Diffusion in
the Brain of Chronic Hypoperfusion Model Mice:
A Study Considering the Effect of Blood Flow.
Magn Reson Med Sci. 2018 Oct 10; 17 (4):
318-324. doi: 10.2463/mrms.mp.2017-0149.
Epub 2018 Feb 13. PubMed PMID: 29434092;
PubMed Central PMCID: PMC6196298.

Hirano S, Shinotoh H, Shimada H, Ota T, Sato K,
Tanaka N, Zhang MR, Higuchi M, Fukushi K,
Irie T, Kuwabara S, Suhara T. Voxel-Based
Acetylcholinesterase PET Study in Early and
Late Onset Alzheimer's Disease. J Alzheimers
Dis. 2018; 62 (4): 1539-1548. doi: 10.3233/
JAD-170749. PubMed PMID: 29562505.

Saito S, Sawada K, Aoki I. Prenatal Irradiation—
Induced Hippocampal Abnormalities in Rats
Evaluated Using Manganese-Enhanced MRI.
Front Neural Circuits. 2018 Dec 17; 12: 112.
doi: 10.3389/fncir.2018.00112.

Sato C, Sawada K, Wright D, Higashi T, Aoki L.
Isotropic 25-Micron 3D Neuroimaging Using ex
vivo Microstructural Manganese-Enhanced MRI
(MEMRI). Front Neural Circuits. 2018 Dec 6;
12: 110. doi: 10.3389/fncir.2018.00110.

Obata T, Kershaw J, Tachibana Y, Miyauchi T, Abe
Y, Shibata S, Kawaguchi H, Ikoma Y, Takuwa H,
Aoki I, Yasui M. Comparison of diffusion—
weighted MRI and anti—Stokes Raman scattering
(CARS) measurements of the inter-compartmental

exchange—time of water in expression—controlled



aquaporin—4 cells. Sci Rep. 2018 Dec 18; 8 (1):
17954.

@ Urushihata T, Takuwa H, Seki C, Tachibana Y,
Takahashi M, Kershaw J, Takado Y, Aoki I,
Higuchi M, Ito H, Obata T. Water Diffusion in
the Brain of Chronic Hypoperfusion Model Mice:
A Study Considering the Effect of Blood Flow.
Magn Reson Med Sci. 2018 Oct 10; 17 (4):
318-324. doi: 10.2463/mrms.mp.2017-0149.

AO3 A%PEE

€ Yamaoka N, Shimizu K, Imaizumi Y, Ito T,
Okada 'Y, Honda H. Open—Chamber Co—Culture
Microdevices for Single-Cell Analysis of Skeletal
Muscle Myotubes and Motor Neurons with
Neuromuscular Junctions. BioChip Journal, in
press

¢ Imaizumi K, Fujimori K, Ishii S, Otomo A, Hosoi
Y, Miyajima H, Warita H, Aoki M, Hadano S,
Akamatsu W, Okano H. Rostrocaudal Areal
Patterning of Human PSC-Derived Cortical
Neurons by FGF8 Signaling. eNeuro. 2018 Apr
26; 5 (2).

¢ Ren Q, Ma M, Yang J, Nonaka R, Yamaguchi A,
Ishikawa KI, Kobayashi K, Murayama S, Hwang
SH, Saiki S, Akamatsu W, Hattori N, Hammock
BD, Hashimoto K. Soluble epoxide hydrolase
plays a key role in the pathogenesis of
Parkinson's disease. Proc Natl Acad Sci U S A.
2018 Jun 19;115 (25): E5S815-E5823.

¢ Ueno SI, Saiki S, Fujimaki M, Takeshige-Amano
H, Hatano T, Oyama G, Ishikawa KI, Yamaguchi
A, Nojiri S, Akamatsu W, Hattori N. Zonisamide
Administration Improves Fatty Acid B—Oxidation
in Parkinson's Disease. Cells. 2018 Dec 29;8 (1).

¢ Nishihara K, Shiga T, Nakamura E, Akiyama T,
Sasaki T, Suzuki S, Ko M, Tada N, Okano H,
Akamatsu W. Induced pluripotent stem cells
reprogrammed with three inhibitors show
accelerated differentiation potentials and express
2-cell-stage markers. Stem Cell Reports. 2019
Feb 12;12 (2): 305-318.

¢ Kaneyoshi K, Uchiyama K, Onitsuka M, Yamano
N, Koga Y, Omasa T. Analysis of intracellular
IgG secretion in Chinese hamster ovary cells to
improve IgG production. J Biosci Bioeng, 127

-201 -

(1): 107-113. doi: 10.1016/j.jbiosc.2018.06.018.
(2019)

Kaneyoshi K, Kuroda K, Uchiyama K, Onitsuka
M, Yamano—Adachi N, Koga Y, Omasa T.
Secretion analysis of intracellular "difficult-to—
express" immunoglobulin G (IgG) in Chinese
hamster ovary (CHO) cells. Cytotechnolog., 71
(1): 305-316. doi: 10.1007/s10616-018-0286-5.
(2019)

Kaneyoshi K, Yamano—-Adachi N, Koga Y,
Uchiyama K, Omasa T. Analysis of the
immunoglobulin G (IgG) secretion efficiency in
recombinant Chinese hamster ovary (CHO) cells
by using Citrine—fusion IgG. Cytotechnology, 71
(1): 193-207. doi: 10.1007/s10616-018-0276-7.
(2019)

Chida J, Hara H, Yano M, Uchiyama K, Das NR,
Takahashi E, Miyata H, Tomioka Y, Ito T, Kido H
and Sakaguchi S, Prion Protein Protects Mice
from Lethal Infection with Influenza A Viruses.
PLOS Pathogens, 14 (5): ¢1007049. doi:
10.1317/journal.ppat.1007049. (2018)

Linsenmeier L, Mohammadi B, Wetzel S, Puig B,
Jackson WS, Hartmann A, Uchiyama K,
Sakaguchi S, Endres K, Tatzelt J, Saftig P, Glatzel
M and Altmeppen HC, Structural and mechanistic
aspects influencing the ADAM10-mediated
shedding of the prion protein. Molecular
Neurodegeneration, 13 (1): 18. doi: 10.1186/
$13024-018-0248-6. (2018)

Uchiyama K and Sakaguchi S, A Molecular
Mechanism for Abnormal Prion Protein
Accumulation; Prions — Some Physiological and
Pathophysiological Aspects, (Ivo Nikolaev
Sirakov, Edt), Chapter 3, IntechOpen, DOI:
10.5772/intechopen.78951. (2018).

Araki K, Sugawara K, Hayakawa EH, Ubukawa
K, Kobayashi I, Wakui H, Takahashi N, Sawada
K, Mochizuki H, Nunomura W. The localization
of a.—synuclein in the process of differentiation of
human erythroid cells. Int J Hematol. 2018 Apr
24. doi: 10.1007/s12185-018-2457-8.

Yamashita K, Kinoshita M, Miyamoto K, Namba
A, Shimizu M, Koda T, Sugimoto T, Mori Y,
Yoshioka Y, Nakatsuji Y, Kumanogoh A, Kusunoki
S, Mochizuki H, Okuno T. Cerebrospinal fluid

mitochondrial DNA in neuromyelitis optica



spectrum disorder. J Neuroinflammation. 2018
Apr 27;15 (1): 125. doi: 10.1186/s12974-018-
1162-0.

Shimamura M, Nakagami H, Shimizu H,
Wakayama K, Kawano T, Ikeda Y, Hayashi H,
Yoshida S, Mochizuki H, Morishita R.
Therapeutic Effects of Systemic Administration
of the Novel RANKL-Modified Peptide, MHP1,
for Ischemic Stroke in Mice. BioMed Research
International. Volume 2018, Article ID 4637084,
doi: 10.1155/2018/4637084.

Uenaka T, Satake W, Cha PC, Hayakawa H, Baba
K, Jiang S, Kobayashi K, Kanagawa M, Okada Y,
Mochizuki H, Toda T. In silico drug screening by
using genome-wide association study data
repurposed dabrafenib, an anti-melanoma drug,
for Parkinson's disease. Hum Mol Genet. 2018
Aug 22. doi: 10.1093/hmg/ddy279.

Shiotani H, Miyata M, Mizutani K, Wang S,
Mizoguchi A, Mochizuki H, Mandai K, Takai Y.
Interaction of nectin—2 o with the auxiliary
protein of the voltage-gated A-type K+ channel
Kv4.2 dipeptidyl aminopeptidase-like protein at
the boundary between the adjacent somata of
clustered cholinergic neurons in the medial
habenula. Mol Cell Neurosci. 2018 Nov 5;94:32-
40. doi: 10.1016/j.mcn.2018.11.001.

Shimamura M, Nakagami H, Shimizu H, Mukai
H, Watanabe R, Okuzono T, Kawano T, Ikeda Y,
Hayashi H, Yoshida S, Ju N, Mochizuki H,
Morishita R. Development of a novel RANKL-
based peptide, microglial healing peptide1-AcN
(MHP1-AcN), for treatment of ischemic stroke.
Scientific reports. 2018 Dec 11;8 (1): 17770. doi:
10.1038/s41598-018-35898-z.

Kawano T, Shimamura M, Nakagami H, Iso T,
Koriyama H, Takeda S, Baba K, Sasaki T,
Sakaguchi M, Morishita R, Mochizuki H.
Therapeutic Vaccine Against S100A9 (S100
Calcium-Binding Protein A9) Inhibits
Thrombosis Without Increasing the Risk of
Bleeding in Ischemic Stroke in Mice.
Hypertension. 2018 Dec;72 (6): 1355-1364. doi:
10.1161/HYPERTENSIONAHA.118.11316.

Okazaki S, Morimoto T, Kamatani Y, Kamimura
T, Kobayashi H, Harada K, Tomita T,
Higashiyama A, Takahashi JC, Nakagawara J,

-202 -

Koga M, Toyoda K, Washida K, Saito S,
Takahashi A, Hirata M, Matsuda K, Mochizuki H,
Chong M, Paré G, O'Donnell M, Ago T, Hata J,
Ninomiya T, Dichgans M, Debette S, Kubo M,
Koizumi A, Thara M. Moyamoya Disease
Susceptibility Variant RNF213 p.R4810K
Increases the Risk of Ischemic Stroke
Attributable to Large—Artery Atherosclerosis.
Circulation. 2019 Jan 8;139 (2): 295-298. doi:
10.1161/CIRCULATIONAHA.118.038439.

Kanki H, Sasaki T, Matsumura S, Yokawa S,
Yukami T, Shimamura M, Sakaguchi M, Furuno
T, Suzuki T, Mochizuki H. f—arrestin-2 in PAR—
1-biased signaling has a crucial role in
endothelial function via PDGF- in stroke. Cell
Death Dis. 2019 Feb 4;10 (2): 100. doi: 10.1038/
s41419-019-1375-x

Takasugi J, Miwa K, Watanabe Y, Okazaki S,
Todo K, Sasaki T, Sakaguchi M, Mochizuki H.
Cortical Cerebral Microinfarcts on 3T Magnetic
Resonance Imaging in Patients With Carotid
Artery Stenosis. Stroke. 12 Feb 2019

Nakamori M, Junn E, Mochizuki H, Mouradian
MM. Nucleic Acid-Based Therapeutics for
Parkinson's Disease. Neurotherapeutics. 2019
Feb 12. doi: 10.1007/s13311-019-00714-7



FEHE (BREES)

A01-1

¢ [shigaki S, Uno H, Wang Z-H, Ukita Y, Bhardwaj
R, Tue PT, Hashimoto S, Oka T, Kawahara K,
Takamura Y, Urisu T, Sobue G. Development of a
single cell analysis tool for neurological disorders
on 2D planar—patch—clamp plate with positional
information The 48th Society for Neuroscience

annual meeting, Nano symposium, San Diego CA,
2018.11.7

¢ Fujioka Y, Ishigaki S, Riku Y, Ishibashi M, Yokoi
S, K. Endo K, Iwade N, Kawai K, Watanabe H,
Katsuno M, Yoshida M, Sobue G. Aberrant
interaction between FUS and SFPQ in the nucleus
of neurons in sporadic FTLD/ALS and PSP
brains. The 48th Society for Neuroscience annual
meeting, Poster, San Diego CA, 2018.11.4

¢ Endo K, Ishiagki S, Hatanaka N, Hata J, Watanabe
H, Katsuno M, Nambu A, Okano H, Sobue G.
Silencing of FUS in the caudate nucleus of non—
human primates induces disruption of its fiber
bundles. The 48th Society for Neuroscience
annual meeting, Poster, San Diego CA, 2018.11.4

@ Tuerde D, Furusawa K, Takasugi T, Kimura T,
Ishigaki S, Ando K, Sobue G, Hisanaga S—1.Tau
phosphorylation at AT8 pathological site during
brain development. The 48th Society for
Neuroscience annual meeting, Poster, San Diego
CA, 2018.11.4

@ I[shigaki S, Uno H, Wang Z-H, Ukita Y, Bhardwaj
R, Tue PT, Hashimoto S, Oka T, Kawahara K,
Sobue G, Urisu T, Takamura Y. Development of a
single cell analysis tool for neuroscience on 2D
planar-patch—clamp plate with positional
information The 12th International workshop on
approaches to single cell analysis, Uppsala,
Sweden, 2019.3.4-5

¢ Sobue G: JaCALS Registry Based Therapeutic
Research in ALS. International Meeting of Pan-
Asian Consortium for Treatment and Research in
ALS (PACTALS), Seoul, July 20, 2018

€ Watanabe H, Sobue G: Involvement of cerebello—
cerebral functional networks and cognitive decline
in multiple system atrophy. 75th fujihara Seminar,
Tokyo, December 4, 2018
-203 -

¢ Hirohisa Watanabe, Epifanio Bagarinao, Satoshi

Maesawa, Daisuke Mori, Shinji Naganawa, Gen
Sobue Brain network reorganization in aging and

dementia. BrainConnects 2018, 2018, Singapore.

Hirohisa Watanabe, Kazuya Kawabata, Kazuhiro
Hara, Reiko Ohdake, Bagarinao Epifanio,
Yasutaka Kato, Aya Ogura, Michihito Masuda,
Takamasa Yokoi, Masahisa Katsuno, Gen Sobue.
Role of cerebellar atrophy on cognitive-related
functional connectivity in multiple system
atrophy. The 6th International Multiple System
Atrophy Congress, 2018

Hirohisa Watanabe, Epifanio Bagarinao, Satoshi
Maesawa, Daisuke Mori, Haruo Isoda, Shinji
Naganawa, Gen Sobue. Alterations of brain
connectivity in healthy aging and early dementia:
Results from the Nagoya BMRC cohort study. 3rd
Scientific Meeting of ISMRM Japanese Chapter.3

A01-2

¢ Harada R, HAI2019: Discovery of [18F] SMBT-

1: a novel selective MAO-B PET tracer for
imaging astrogliosis. 2019.1.17

Harada R, WFNMB2018: Pathological corrleaes
of [18F] THK-5351 in tauopathies. 2018.4.18

Okamura N, Harada R, Ishiki A, Furumoto S, Arai
H, Yanai K, Kudo Y. Potential application of
18F-THKS5351 and its derivatives for PET
imaging of astrogliosis in human brain. AAIC
2018, > =, 2018.7.21

Okamura N. Toward the development of novel
imaging agents for protein misfolding diseases.
2018 International Conference on
Neurodegenerative Disorders, CGMH, &L,
2018.4.28

Okamura N. PET imaging of neuropathology in
Alzheimer’s disease. 3th International Symposium
on Molecular Imaging, /N /N K% (% 2 —/N) |
2019.1.18

Yanai K. European Histamine Research Society,
47th Annual Meeting, Dublin, Ireland, bV =
T4 —KRFEXTY v, 2018531-6.2



A0/~ 5EHE B

¢ Ono M. Development of Radiopharmaceuticals
for Alzheimer's Disease (Keynote Lecture) . The
10th China—Japan—Korea Symposium on
Radiopharmaceutical Sciences (Xiamen, China)
November 2-4, 2018

& Oka, M., Suzuki, E., Hisanaga,SM., lijima, KM, and
Ando, K. Increasing glucose uptake in Drosophila
brain neurons suppresses the reduction in ATP levels
and rescues the decline in neuronal function during
aging. 59th Annual Drosophila Research Conference
(Philadelphia, PA, USA) , April 14,2018

¢ Mizuta K. The 17th Annual MCCS meeting and
poster session, San Diego, USA (USS Midway
Museum) 2018.111-2

¢ Mizuta K. The 17th Annual MCCS meeting and
poster session, San Diego, USA (San Diego
Convention Center) 2018.11.3-7

@ Takamura R. The 14th International Conference
on Alzheimer’s & Parkinson’s Diseases (ADPD) ,
Congress Center Lisboa (Lisbon) , 2019.3.28

# Adachi H. Neuroscience 2017, San Diego
convention center (San Diego) 2018.11.6

& Oka, M., Suzuki, E., Hisanaga,SM., lijima, KM,
and Ando, K. Increasing glucose uptake in
Drosophila brain neurons suppresses the reduction
in ATP levels and rescues the decline in neuronal
function during aging. 59th Annual Drosophila
Research Conference (Philadelphia, PA, USA) ,
April 14, 2018

A02-1
& Takashima A. EuroTau2018 (Lille, France) ,
2018.4.25-29

@ Takashima A. Neuroscience 2018 (San
Diego,USA), 2018.11.3-9

¢ Hisanaga S. 15th meeting of the Asian—Pacific
Society for Neurochemistry (China, Macau) ,
2018.8.27-29

# Hisanaga S. Neuroscience 2018 (San Diego) ,
2018.11.3-7

¢ Fujiwara H, Neuroscience 2018, San Diego
Convention Center (%~ 7 4 =3 /KH),
2018.11.3-7

¢ Iwata M, Neuroscience 2018, San Diego
Convention Center (%~ 7 4 = I/ KH),
2018.11.3-7

® Miyasaka T, Neuroscience 2018, San Diego
Convention Center (¥ > 7 1 = =/ K[H),
2018.11.3-2018.11.7

® [shigaki S, Uno H, Wang Z-H, Ukita Y, Bhardwaj
R, Tue PT, Hashimoto S, Oka T, Kawahara K,
Takamura Y, Urisu T, Sobue G. Development of a
single cell analysis tool for neurological disorders
on 2D planar—patch—clamp plate with positional
informationThe 48th Society for Neuroscience

annual meeting, Nano symposium, San Diego CA,
2018.11.7

A02-2

¢ Hasegawa M. Japan-UK Neuroscience
Symposium, 223 &7 4 7 I 78— 7 (FH),
2019.2.10

¢ Hasegawa M. ICN2018 Symposium 12, 5 E 77
PR T (FHF),2018.9.24

@ Hasegawa M. Basic Science Summer School
MDS/Education/Conferences & Courses. KPRK
2 (KPR . 2018.8.3

¢ Hasegawa M. WCP2018 KYOTO (18th World
Congress of Basic and Clinical Pharmacology) ,
SRR =Y (5UHR) . 2018.7.5

A02-3

@ Onodera O. Advances in Neurodegenerative
Disease Research and Therapy. Keystone Resort,
Keystone, Colorado, USA, 2018.6.17-21

4 Onodera O. 2018 Autumn Symposium of The
Korean Movement Disorder Society, Daegu
Interburgo Hotel, Korea, 2018.10.26-27

® Onodera O. 75th Fujihara Seminar The
Cerebellum as a CNS hub — from its evolution to
therapeutic strategies — Tokyo, 2018.12.3

@ Onodera O. International Stroke Conference 2019,
Honolulu, 2019.2.6-8

204 -



A02 v 5:BER

¢ Oka, M., Suzuki, E., Hisanaga,SM., lijima, KM,
and Ando, K. “Increasing glucose uptake prevents
age—dependent reductions in ATP levels in the cell
body in brain neurons and suppresses declines in
neuronal functions in Drosophila” Cell Symposia
“Aging and Metabolism” (Sitges, Spain) , Sep 25,
2018

¢ Shinno,K., Oka, M. Oka, S. Hisanaga , E. Suzuki,
K. M. Iijjima , K. Ando. 'Roles of CaMKII in
neurodegeneration caused by depletion of
presynaptic mitochondria' 59th Annual Drosophila
Research Conference (Philadelphia, PA, USA)
April 2018, Philadelphia

¢ Chiku T., Saito T., Oka M, Asada A, lijima KM,
Takashima A and Ando, K. Roles of cysteine
residues in microtubule—associated protein tau in
its proteostasis and toxicity in neurons. the 2018
ASCB|EMBO Meeting (San Diego, USA)
December 10, 2018

¢ Saito T., Oba, T, Shimizu, S., lijima KM and Ando
K. 'Cdk5 regulates MARK4 activity and
synergistically augments pathological tau
phosphorylation' the 2018 ASCB|JEMBO Meeting
(San Diego, USA) December 10, 2018

® Ishiguro T, Sato N, Ueyama M, Fujikake N,
Sellier C, Charlet-Berguerand N, Zamiri B, Gall-
Duncan T, Mirceta M, Taylor JP, Pearson CE,
Mizusawa H, Nagai Y, Ishikawa K. Role of RNA
chaperone TDP-43 in the pathogenesis of
spinocerebellar ataxia type 31 (SCA31) . 9th
International Conference on Unstable
Microsatellites and Human Disease (April 21-26,
2018, Capri, Italy)

# Nagai Y. Therapeutic strategy for the
polyglutamine diseases targeting the toxic protein
conformational transition and aggregation.
International Symposium for Molecular
Neurodegenerative Disease Research 4 ISMNDR
4) (Aug 22-24, 2018, Daejeon, South Korea)

® Nagai Y. Molecular—targeted therapy for
polyglutamine diseases. The 75th Fujihara
Seminar; Cereberum as CNS hub (Dec 1-4, 2018,
Tokyo, Japan)

# Nagai Y. Molecular therapy for the polyglutamine
diseases using the aggregate inhibitor peptide

-205 -

QBP1. 10th International Peptide Symposium
(Dec 37, 2018, Kyoto, Japan)

Nagai Y. Structural basis of polyglutamine protein
aggregation. The 3rd Ulm Meeting; Biophysics of
Amyloid Formation (Feb 19-21, 2019, Ulm,
Germany)

Nagai Y. Therapeutic strategy for the polyglutamine
diseases targeting protein misfolding and
aggregation. University of Gottingen, DZNE
Seminar (Feb 22, 2019, Géttingen, Germany)

Takeuchi T, Sakai S, Nagai Y. Inhibition of
autophagy promotes secretion of autophagy—
related proteins via extracellular vesicles.
Keystone Symposia on Selective Autophagy
(April 22-26, 2018 Kyoto, Japan)

Ueyama M, Ishiguro T, Gendron TF, Konno T,
Koyama A, Ishikawa K, Wada K, Onodera O,
Petrucelli L, Nagai Y. Dissection of the pathogenic
roles of expanded repeat RNA and dipeptide repeat
proteins in C9-ALS/FTD model fly. 5th RNA
Metabolism in Neurological Disease Conference
(November 1-2, 2018, San Diego, CA, USA)

Nagano S, Ueyama M, Nagai Y, Mochizuki H,
Araki T. Identification of target mRNA transported
to axons by TDP-43. The 143rd Annual Meeting
of the American Neurological Association (Oct
21-2, 2018, Atlanta, GA, USA)

Yabumoto T, Baba K, Hayakawa H, Yoshida F,
Uehara T, Nakatani R, Ikenaka K, Tsuda H,
Nagano S, Nagai Y, Hamanaka H, Hirata M,
Mochizuki H. Establishment of slowly progressive
Parkinson's disease marmoset model by o
—synuclein fibril injection. The 143rd Annual
Meeting of the American Neurological
Association (Oct 21-2, 2018, Atlanta, GA, USA)

Takeuchi T, Nakagawa S, Dohgu S, Wada K,
Futaki S, Kataoka Y, Niwa M, Nagai Y. Peptide-
based carriers for brain delivery that efficiently
translocate through blood-brain barrier. 10th
International Peptide Symposium (Dec 3-7, 2018,
Kyoto, Japan)

Hakozaki-Kashiwagi M, Naka Y, Tajiri T,
Fukayama M, Hashimoto T, Iwatsubo T:
Characterization of the seed Abeta oligomers in
the brains of APP transgenic mice. 19th
Internatinal Congress of Neuropathology, B 7



7 ¥R 7 v (HiTE), 2018.9.24

Hashimoto T, Matsumoto T, Kishino Y, Matsukawa
K, Watanabe N, Wakabayashi T, Iwatsubo T: FUS
induces neurodegeneraion through its low—
complexity domain in the drosophila retina.
Neuroscience 2018, San Diego, 2018.11.7

Furukawa Y. Metal-deficiency in Cu/Zn-
superoxide dismutase: a potential cause of motor
neuron disease, ALS. 9th Asian Biological
Inorganic Chemistry Conference, National
University of Singapore (Singapore) , 2018.12.9~
14

Furukawa Y. Wild-type SODI1 is misfolded in
cerebrospinal fluid of sporadic ALS. 22nd
International Symposium on ALS/MND, SEC
Centre (Glasgow) , 20184E12 H 7-9 H

Kaji S, Maki T, Kinoshita H, Uemura N, Ayaki T,
Ono Y, Furuta T, Urushitani M, X. Mao, TM.
Dawson, Takahashi R. In Vitro Seeding of
Endogenous o —Synuclein in Primary
Oligodendroglial Cells May Potentially Delineate
the Cellular Pathogenesis of Multiple System
Atrophy. 70th AAN Annual Meeting, Los Angeles
Xonvention Center in Los Angeles, April 21-27,
2018

Okuda S, Uemura N, Takahashi R.Rapid
dopaminergic neuron loss accompanied by Lewy
body-like pathology in fibril-inoculated mutant o
—synuclein BAC transgenic mice, 16th Asian
Oceanian Congress of Neurology 2018, COEX
Convention and Exhibition Center in Seoul,
Korea, Nov 8-11, 2018

Pealbd, BEARZM, RTAME, LA, &6
R, TavX27vAv 74 7)NEE4) T
FvrutA s ROAEEEMREA IS AR
b 7257 | 41 RIFRERI S, fF o v
vyvaveviZ— (M), 2018.7.26-29

ABFE, LIRS, BKILERF, Laxmi Kumar
Parajuli, HITEE, LT, bAHUS, MM
&, M vosE, REFRSR, /INEIEN, “PAREEE,
G R, Creating mice models for sporadic
Parkinson’s disease based on its genetic risk
factors. 5 41 FIFFERI S A a v Ry v 2
vevx—({#F),2018.7.26-29

BREED, AR, &SR, Fibril-
inoculated A53T alpha-Synuclein BAC Tg mice
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show early dopaminergic neuron loss and are a
useful animal model of Parkinson's disease, 55 41
EFRERI YR, MFaYy Ry a vy X —
(FF) , 2018.7.26-29

FEz, THEHR, RAOKE: A7 vz vy
U A VA REGIMRERIIIC B W T EER 7Y %
VEEAD MY I—E LD, BEA40EHARDTA
W2 aE4y, Ry 7 4 2R (BET),
2018.11.28-30

THEHR, R¥Ez, ROKE: 7) 2 vERHE
A Y TNV YT AT A VARG BHE 1A%
BET 2 .66 mIHAY £ VA EEEMHES,
#7 vy R, 2018.10.28 — 30

Morishita H. Keystone Sumposia Autophagy:
FromModel Systems to Therapeutic
Opportunities, Santa Fe, 2019.2.19

Hasegawa T. Extracellular a—synuclein
internalizes into cells by modulating flotillin—1-
assisted endocytosis of DAT. Society for
Neuroscience 2018 Annual Meeting. San Diego
Convention Center (¥~ 7 1 = ), 2018.11.7

Fukata Y, Yokoi Y, Hirata T, Miyazaki Y, Hirano Y,
Fukata M. Synapse maturation regulated by
palmitate cycling on PSD-95 and trans—-synaptic
LGI1 and ADAM?22. 2018 ASCB/EMBO meeting
(San Diego, USA), 2018. 12. 8-12.

Tanaka H, Neuroscience 2018 (Society for
Neuroscience) , San Diego (USA) , 2018.11.7

Tanaka H, 28 41 [0] H &R AW F 4R BRI,
2018.11.30

Fukuda M. A symposium in honor of Sumiko
Mochida. Forefront of Neurotransmitter Release
and Calcium Channel Signaling. H 5 [ERIK S
CFrfex) , 2018.7.7

AR, KFHEF, MEFSE, PaulinaS.
Wawro, FUAGHKREEES, /NCIEE, A HS&E, BH
¥if5, fEHEYGH]. The 2018 ASCB/EMBO
meeting (San Diego, CA), 2018.12.10

Hamada K. Gordon Research Conference, 2018,
Ligand Recognition and Molecular Gating,
Ventura, CA, US, March 4-9, 2018

Bannai H. Deciphering the cell individuality of a
cell by single molecule analysis of membrane
molecule dynamics ~-What molecular behavior
tells us about brain?-. MPFI-JST (PRESTO) Joint



Workshop on Neuroscience and Single Cell
Analysis, Max Planck Florida Institute, Jupitar FL
USA, 2018.10.30

€ Bannai H. Approach to role of physiological Tau
protein by single molecule analysis of membrane
molecule dynamics. 12th International
Symposium on Nanomedicine, [LIIK% (5558
i), 2018.12.8

¢ Bannai H. Physiology and pathology of brains
revealed by single molecule imaging” Keynote
lecture in OIST Joint Minisymposium with The
16th International Membrane Research Forum
Okinawa, OIST (&i##¥) , 2019.3.19

A03-1

4 Okano H. Modeling Human Neurological/
Psychiatric Diseases with iPSC technologies and
Genetically Modified Non-Human Primates.
Karolinska InstitutetKarolinska Institutet,
Stockholm, Sweden, 2018.5.3

4 Okano H. Disease Modeling and Brain Mapping
using genetically modified marmosets. [EBF %
FHA AW #4256 22 [RIK 4 International Society
for Developmental Neuroscience (ISDN2018)

[ Development of circuits, functions, and disorders
in the nervous system| . 7% L& HHEPE 7 + —

7 LEE, 7% Nara Kasugano International
Forum, Nara, Japan, 2018.5.22-25

¢ Okano H. Modeling of Human Neurological/
Psychiatric Disordersusing iPS cells and
Transgenic Non-Human Primates. UK-Japan
Bilateral International MeetingWotton House,
Dorking, United Kingdom, 2018.6.14-15

¢ Okano H. New Therapeutic Interventions of
Spinal Cord Injuries: Modulation of Inflammation
and Stem Cell TransplantationResearch Summer
School 2018Peking University Health Science
Center, Beijing, China, 2018.8.18-26

¢ Okano H. Challenge toward iPSCs based cell
therapy and modeling of CNS disorders and
Current Status of Regenerative Medicine in Japan.
5th TERMIS World Congress (TERMIS-WC)
Session 31: Advances in neural tissue engineering
and regenerative medicine. Kyoto International
Confrence Center, Kyoto, Japan, 2018.9.4-7
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4 Okano H. Disease Modeling and Brain Mapping

using genetically modified marmosetsThe first
Stanley Global plenary meetingBroad Institute,
Massachusetts, USA, 2018.9.11-12

Okano H. Modeling Human Neurological/
Psychiatric Diseases with iPSC technologies and
Genetically Modified Non-Human Primates.
BRIGHAM AND WOMEN’S HOSPITALRenal
DivisionBasic Research ConferenceCo—presented
by The Harvard Stem Cell Institute. Brigham
Research Institute / Harvard Stem Cell Institute,
Massachusetts, USA, 2018.9.12

Okano H. <Session I > Disease Modeling and
Brain Mapping usinggenetically modified
marmosets. Transgenic and Chimeric
Neuroscience Research: Exploring the Scientific
Opportunities Afforded by New Nonhuman
Primate Models—A WorkshopSession 1:
Emerging Transgenic and Chimeric Nonhuman
Primate Models forNeuroscience Research and
Therapeutic Development for Nervous System
Disorders. Keck Center of the National
Academies, Washington DC, USA, 2018.10.4

Okano H. <Session V> How to share GM
marmosets across the world?. Transgenic and
Chimeric Neuroscience Research: Exploring the
Scientific Opportunities Afforded by New
Nonhuman Primate Models—A WorkshopSession
IV: Moving Forward: Policy and Infrastructure
Needs to Advance Research. Keck Center of the
National Academies, Washington DC, USA,
2018.10.4

Okano H. <Session V> How to share GM
marmosets across the world?. Transgenic and
Chimeric Neuroscience Research: Exploring the
Scientific Opportunities Afforded by New
Nonhuman Primate Models—A WorkshopSession
IV: Moving Forward: Policy and Infrastructure
Needs to Advance Research. Keck Center of the
National Academies, Washington DC, USA,
2018.10.4

Okano H. How does Brain/MINDS contribute to
global Brain ProjectsGlobal Neuroethics Summit
2018Conrad Hotel, Seoul, South Korea,
2018.10.11-12

Okano H. Modeling and clustering sporadic ALS

pathologies based on neurite retraction phenotypes



and the TDP43 and FUS localization pattern in
motor neurons prepared from patients—derived
iPSCs5th RNA Metabolism in Neurological
Disease ConferenceParadise Point, San Diego,
USA, 2018.11.1-2

@ Okano H. Modeling and clustering sporadic ALS
pathologies using iPSCs-based phenotyping.
Neuroscience 2018 (Session Title: Stem Cells and
Disease Modeling: Neuropsychiatric and
Neurodegenerative Disease) . San Diego
Convention Center, San Diego, USA, 2018.11.3-7

@ Okano H. Functional Brain Mapping of Disease
Model and Free Moving Non—-Human Primates.
Stanford Symposium (SLDDDRS) (Pa#y4564:)
Translational Research: “Genomics, Clinical
Trials, and Neuroscience: How Research Can
Improve Health”. Third Annual Stanford /
Kanagawa Symposium. Stanford School of
Medicine, San Francisco, USA, 2018.11.6-7

4 Okano H. Modeling Human Neurological/
Psychiatric Diseases with iPSC technologies and
Genetically Modified Non-Human Primates.
Stanford School of Medicine Department of
Genetics Special Seminar (Aaron 5542) . Stanford
School of Medicine, San Francisco, USA,
2018.11.9

¢ Okano H. Modeling of Human Neurological/
Psychiatric Disorders using iPS cells and
Transgenic Non-Human Primates. The Buck
Institute SeminarThe Buck Institute, San
Francisco, USA, 2018.11.12

@ Okano H. iPSCs—based Regenerative Medicine
and Drug Development for CNS diseases.
Gladstone InstitutesNeuroscience Seminar Series
(Yadong #c4:) . Gladstone Institutes, San
Francisco, USA, 2018.11.13

# Okano H. #:ffifid 2 FJ W 7o ik 8 o ek . 2018
World Alliance Forum in San Francisco
(Executive Club # £4%) . Hotel Nikko San
Francisco, San Francisco, USA, 2018.11.14

@ Okano H. iPSCs-based Regenerative Medicine
and Drug Development for CNS diseases2018
World Alliance Forum in San FranciscoThe
Golden Gate Club, San Francisco, USA,
2018.11.15-16

@ Okano H. iPSCs—based Modeling sporadic ALS

and Screening Therapeutic Drug: Development of
a New Clinical Trial. [Cell Symposia] Translation
of Stem Cells to the Clinic: Challenges and
Opportunities Session 5: Clinical Progress.
Cedars—Sinai Medical Center, Los Angeles, CA,
USA, 2018.12.2-4

¢ Okano H. iPSCs—based Cell Therapy and
Modeling of Neural Disorders. SELECTBIO Cell
Therapy Asia 2018. Sheraton Kobe Bay Hotel &
Towers, Kobe, Japan, 2018.12.6-7

¢ Okano H. iPSCs—based Regenerative Medicine
and Drug Development for CNS diseases.
Research Studiolnternational Symposium
onEntrepreneur—-Fostering Programs and
Ecosystem. Keio University, Tokyo, Japan,
2018.12.16

¢ Okano H. iPSCs—based Regenerative Therapy and
Drug Development for CNS—disordersSanford
Consortium for Regenerative Medicine Sanford
Consortium for Regenerative Medicine, San
Diego, USA, 2019.2.11

¢ Okano H. Modeling Human Neurological
Diseases with iPSC technologies and Genetically
Modified Non-Human PrimatesThe 28th Adler
SymposiumSalk Institute for Biological Studies,
San Diego, USA, 2019.2.12-13

¢ Okano H. Disease Modeling and Brain Mapping
using genetically modified marmosetsCHDI’s
14th Annual Huntington’s Disease Therapeutics
ConferenceThe Parker Hotel, Palm Springs, CA,
2019.2.25-28

¢ Okano H. Modeling Human Neurological/
Psychiatric Disorders using iPS cells and
Transgenic Non—Human Primates. 55 9[F] 7 ¥ 7 -
I 7 =7 AP REEG R (FAOPS2019) A
FEBR &Y, Japan, 2019.3.28-31

A03-2

@ Sahara N. Advances in Neurodegenerative Disease
Research and Therapy, Keystone Symposia,
Keystone Colorado, 2018.6.17-21

¢ Sahara N. Neuroscience 2018, Society for
Neuroscience, San Diego California,
2018.11.3-7

¢ Matsumoto G. Keystone Symposia, “Selective
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Autophagy” joint with the conference on
“Mitochondrial Biology”, Westin #f & 7 v (LB
i), 2018.4.22-26

Matsumoto G. Asian Pacific Prion Symposium
2018; APPS2018, HULUARSLEE SE BN FE 2 >~
s — CGREHE), 2018.10.4-5

Higuchi M. Visualization of proteinopathies in
Alzheimer's disease and allied neurodegenerative
disorders. KSCPT-JSCPT Joint Symposium,
Korean Society for Clinical Pharmacology and
Therapeutics, Lakai Sandpine (Gangneung,
Korea) , 2018.11.16

Higuchi M. Imaging Molecular Pathologies of
Alzheimer's Disease and Related
Neurodegenerative Disorders. International
Alzheimer's Disease Conference, Hong Kong
Science Park (Hong Kong, China) , 2018.9.8

Higuchi M. Molecular imaging for diagnosis and
treatment of neurodegenerative disorders at a
prodromal stage. 18th World Congress of Basic
and Clinical Pharmacology (WCP2018), Japanese
Pharmacological Society, F#E B2 GLEl
), 2018.7.2

Higuchi M, Shimada H, Suhara T. Imaging of tau
pathologies and tau-induced neurodegeneration.
2018 International Conference on
Neurodegenerative Disorders, Chang Gung
Memorial Hospital-Linkou (Linkou, Taiwan) ,
2018.4.28

Higuchi M. Molecular imaging of Alzheimer's
disease and related disorders. The 32nd Korean
Academy of Science and Technology International
Symposium, The Plaza (Seoul, Korea) , 2018.4.18

Higuchi M. Tau PET Ligands. MDS-AOS
Neuroimaging Course, Hong Kong Sanatorium &
Hospital (Hong Kong, China) , 2018.10.4

Higuchi M. New Frontiers in Molecular Imaging.
The 22nd International Congress of Parkinson's
Disease and Movement Disorders, Hong Kong
Convention and Exhibition Center (Hong Kong,
China) , 2018.10.8

A03-3

® Ichio Aoki, Responsive and theranostic contrast

agents for MRI, Invited session 1—- Integrative
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studies of image and information processes for the
bio/nano engineering and medicine, IEEE
NANOMED 2018, Sheraton Waikiki, Hawaii,
USA, Dec 3, 2018, Invited Lecture.

@ Ichio Aoki, Responsive and Theranostic Contrast
Agents for MRI, 4th international symposium on
Molecular Imaging and Nanomedicine, Suzhou,
China, Nov 7, 2018, Invited Lecture.

@ Ichio Aoki, Nano— and Functional-MRI Contrast
Agents for Neuroscience and Cancer Research,
NIH/NINDS/LFMI Seminar, Bethesda, NIH,
USA, 2018.8.9, Invited Lecture.

@ Ichio Aoki, Nano— and Functional-MRI Contrast
Agents for Neuroscience, International
Symposium on Global Neuroscience Cooperation,
Kobe Convention Center, Kobe, Japan, 2018.7.29,
Invited Lecture.

A03 %R

@ OkadaY, Onodera K, Ito T, Shimojo D, Okada R,
Ishihara Y, Tanaka S, Katsuno M, Doyu M,
Sobue G, Okano H. Pathophysiological analysis
of Spinal-bulbar muscular atrophy using disease
specific iPSCs. ISSCR 2018 Annual Meeting,
Melbourone, Australia, 2018.6.21 (2018.6.20-23)

# [to T, Tanaka S, Shimojo D, Doyu M, Okano H,
Okada Y. Establishment of iPSC—derived
neuromuscular models for the analysis of non—cell
autonomousneurodegeneration in motor neuron
diseases. ISSCR 2018 Annual Meeting,
Melbourone, Australia, 2018.6.21 (2018.6.20-23)
Travel Award, Merrit Award

@ European Association of Nuclear Medicine 2018,
Koichi Kato: Miho Shukuri; Takuya Kumamoto;
Takashi Hanakawa; Design and synthesis of PET
tracers for the imaging of P2X7 receptors

¢ Mochizuki H, IAPRD 23th World Congress on
Parkinson's Disease and Related Disorders. Y 2
avRYYavkeyE—(772),2018.8.19

€ Mochizuki H, MDS 2018 International Congress
of Parkinson’s Diseases and Movement Disorders.

Hong Kong Convention and Exhibition Center (%
#),2018.10.4

@ Mochizuki H, ANA 143rd American Neurological
Association. NA 7 v b)) =Y =¥y =7 7



Y& (7A)%),2018.10.18
¢ Mochizuki H, SRERE S—% v Y VY v Ry
v L, pHOEBEREY (BT, 2019.3.15
@ Mochizuki H, The 14th International Conference

on Alzheimer’s & Parkinson’s Diseases. V) A R ¥/
av VA E—(R)VEFN),2019.3.30

REINRD B

AL LR

* 20182V EI—F 4 v

HHH, EERz, FKG—, EIBIEEDR,
JNEFIE 1

R DHEEBA A= T2 HBE LTSPECT 7
o — 7 DR

20184E9 A 5 H, H#B

® FOHMTELDELIF—

JEST AL

Rl : (R4 2 D O B2 5] 385
i & WL

A vuaA Yk T L)

201941 H 13 H

A02-1
® 20184 UWEI—FT 4 v
s E

[F B R T _ER(X)
20184E9H 4 - 5H

A02 N EHER
4 Nagoya Neurology Summer School

FEa)IBESC
RIS A 7 b — /NRE 2 & FiHiE < 29— %
vV VIR DA TR EE

HE B R RS (RHET)

20184FE9 A 15H

¢ Japan-UK Neuroscience Symposium 2019
RIS

Extracellular a.—synuclein enters dopaminergic
neurons by modulating flotillin—1-assisted dopamine
transporter endocytosis.
BIEITHT IT— 7 (TIERARE )
20194£2 H9H

AO3 NEEBEE
4 MDS Basic Scientists Summer School
% H T

izl v & — (RBH)
20184E8 H3 H

-210 -



70 kY —FiEE

A01-1

# [shigaki,S, Sobue,G
The 41st annual Meeting of the Japan
Neuroscience Society Symposium
Functional Loss of FUS in neurodegenerative
diseases
20184F7 H 29 H, Kobe, Japan

¢ Ishigaki S, Sobue G
B4 B AR FEDFRER(V—T v ay T)
RNAfE& & /%7 BFUS O BERE & g2 MR
B0 DbY
Importance of Functional Loss of FUS in in

neurodegenerative diseases
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Canadian Institutes of Health Research / Government of Canada, President

Michael Strong

External Evaluation Report: "Brain Protein Aging and Dementia Control" Project

Dear members of the review committee:
It is my pleasure to submit an external evaluation report on the achievements of the
"Brain Protein Aging and Dementia Control" that has been under the directorship of Dr.

Gen Sobue at the Nagoya University Graduate School of Medicine.

By all measures, this project has been immensely successful and indeed were there a

consideration of ongoing funding, I would be unreservedly in support of such.

In a very short interval of time (5 years), Dr. Sobue and his team have positioned the
"Brain Protein Aging and Dementia Control" Project as a leading international program.
This is clearly evidenced by the bringing together of leading researchers in the field to
the 1st and 2nd International Symposia in 2015 and 2017 respectively, to the

International tau symposium in 2017, and an international workshop in 2016.

These international forums have been complementary to a number of national
workshops, thus attesting to the high regard that this research group is held. I have had
the pleasure of attending one such International Symposia which led directly to a
collaborative research project with Dr. Nicolas Kanaan whom I would not have
otherwise had the opportunity to meet. Indeed, the meeting fundamentally altered our
approach to tau unfolding with PAD domain exposure. This is simply one of many

examples of the tremendous success of the symposia.

Equally impressive is the record of high quality personnel trained through the program,

with a significant number moving into positions as researchers.

When this is linked to the number of publications (I note over 300 arising from this
group that can be directly attributed to the funding provided by the Japanese
government), it is clear that the "Brain Protein Aging and Dementia Control" has

achieved excellence. As an index of such, I further note that there have been S keynote
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speeches given by members of the research group at international symposia and which
can be directly attributed to this funding program. As an individual who has organized
many such events, I can assure the panel that such invitations are reserved for the most
prestigious of speakers. Having 5 is thus a true reflection of the high regard that this

group is held in.

In summary, I have had an opportunity to review the productivity of the "Brain Protein
Aging and Dementia Control" project, am integrally involved in this research field, and
have a breadth of experience in evaluating such groups. I can assure that this project and
the team members under the leadership of Dr. Sobue have excelled. I have no concerns
whatsoever, and as mentioned, would encourage renewal funding if such an opportunity

were to exist.
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