RFEROIIEPIFEE VR 26 4R W fAprEmy GRa Bl K O HIE)

B EHEIRA A — U F PET 7 —7 OR% (26-29)

TAEMZEE B B ESRFERIEE S 2 —
POAMESCEEENRBSE T v X —  IRRCEIRRIIER U — FoOFIRRIER R

HREE

AL AN BRI HE Lo T DS [E CIEFBAE B DI L TV b, HCTHRBAVED K% D
DT NI NA =3 (AD) OIBHRIENHESL L TR O, — B b RUVRARIEHIE OB
ENTWD, INET [T IvA NMEH ICESEMREEOFRNME L Snbs T IaA
RB_TF K (AB) OEAMEIFIOBRREINED DT E AR REBR CH R 3BANTART
WAL TRV, ZOX I 72RILT, AD OMRGHIIMLICERE T 5 & S b ¥ vk %
FRAIC LT3R DOBAFE D ED BTV D, ilt, Fex 13NN D & 7 EEREREOZM &
O OEEIHTIFIORIZEICA e & DEEIRA A— 0 7 PET 7 —7 DIz, ¥ Uk
HLAKD native 7M1E 2 IRFF U720 AD I/ NBIR 2 L7c@il A 7 U — = 7 2T 4
DRI LTz, AREFEFEIIAR T AT L&A LT druggable (LEWDO AT ) —=2 T %
Bfn L. IER MU LT v BEEIR DS FE L 7= AD i/ NI R IS @ BRI 27§ 5 1k
EMERT, 2D OIEEWITNTIVE 78 500 LR CTH 0 | JRIEM: % T HEHE cLogP
- 1.26 M H+3.52 EEWEESEREE R Lo, RO DIEEMO X U EER~DOFE A %
HEA AV U MBI VRGET 272012, @ E EMEE (FHE iMScope) DTS
ks Lz,

FATAFTEE

wI s ENLREFEFEMEE X —  RAEERRB R X — TR ER
I U — Mo riREEE =R

Sy

ML i RREMERE R ERE X —  MRRNE s S F Y YR H— -
BEE T LA VN (MRRED)  FRREE

BEH 5 ESISAREE Z —WFEET TREG IR V—7  EERSEEH
&

WA W ESLEHFERENSY 2 —  REESEEREE Y & —
TR IEORRIT TGS - (LGB FE =



MR R 26 24 H 1 H  ~ SERR2T43 H 31 H

A. WFIEER

LS B I HE T TR A E CIERRAE B AR L T\ 5, BIFER) 450 5 N OFEHE B
FH 25 HAZITIT 400 T NICHEFET 5 & TSN TED 2D 60%iE< 2 HD 50N T LY
NA == (AD) Th D, WBEEIXERESCNEECFROBHEE O D &R 14.5 8
M & B A M EERICEO TS CFAL 26 4B A 55818 i 5 5 . 76> T,
Z DOIBFRIEORRE DB OBEEMRBE L 72> TE Y . RS, RARFEEOBREI ML KD 5
NTW5b, ZNET 7 I8A REHL ICESIMHREEDOIFRKNME & SiLd A B DREE
ZIHIT 5 B -y &7 L X —EHERCHBREEOREK L STDA B A I~ —TBk
PHEAICHRERIEN RS LN TE 20, AR CHRIERIIRZICHELNTE LT,
7 IuA FMEERITEEZ RS DH 5, 20X D Rk SIS ERE T 5 & Tk
R EREANC LTEAIBEA B STV D, ¥ URERISEAIOBRF 1T & v B ER O & E &
HRHPET Y u—70NNETHD, AW TIL, druggable {bEW T A 77V —D 1 KA
7V == T EERL, X VRERICFRERNICEST S PET 7 r—7 Y — MEEH O
B/EEME LTz,

B. WL

KA ) —=2

Wopk23 — 254E R A EWRIFFEBI R B 2 L CRASE L7z ¥ VEHERPET VY 0 — T A7 U —
=V VEEE R U, ARZEEIIHRE R N A ER e = b (LB EIINE e =
R A A=Y LA RER R~ = » M DRk S AL, £, SRR N 1
o=y FNEA LT, ¥ VEEERNRKEICERLIZADIKE 20 X 5 &R R e
XN 2. Anmfy OWFAE/ N T (RE10um) 2 REI/ER L7, b o X v EREK/I
B R &SRB/ INED T DS T b AE Y (10 u M) BRINL ., & D EEEIRDERE L 7=k 12 oo A
ISR AT 2L W%, @B LEE AT REZ2MALD I -TOFRVEE B/ A A — Vv 7 H4EE (5
HEAXIMA Resonance) ZMHM L THRE L (WRAZ U —=7), {bLEWDA F AIRIEIC
) ki 7~ (nano-PALDIVE) ZfEH L7z, LWRAZ U —= 7 THRLNTBEMILEWIZ D
WCERGEE RBMEE L LT ¥ VEERSORROE S OMGEZ R AT QRA Y
Jy—=x7),

Rt ADANFH R D UL £
PET" 11 — 7 DPAFE I E R BRI & UIRAE (X U BERIKD LA G D & % Bk &
TR DU AR % ke L 72,

(fi BRI~ DAL RE)



BRI EORL 2 ] L 2P ZE I DWW TR ENLRFERZEE o & —, ENBSANEE ¥
—BIORFEREEREERE 2 —IZBIT 2 M ZESORRB LG TEM LI,

C. WFoERER

ZHVETIT 3,090 FEEE D druggable (AW DOH IS, A A ALK @D 121 (LA DA
A=V TBEGNTAZ V== T (L RA T V== 7)) AT, Z U RN &
BAMEE R T s BEOLEW AR (THR), ZBbEWITn & 241 ° 5 448, EvATE
Z KT HEEE cLogP 73-1. 26 72 H+3. 52 DIEZ M Z R IbEM ThH -7, SEMLEWD
X0 BRI~ DR RAIHRE B A RAET 2 72 D w1 R S RMEE (FHE iMScope, ESZ3 Ak
VB —FTA) B LTS AR L2, iMScope (X 1 RAZ Y —=v 7 CEA LT
AXIMA Resonance & (3A A AbD L—F— OB PIEE N R 5720, F VEERICH S
ToHEENLME= Y hr—L (PBB3) ZMHLTA A=V THESHT OSMEEMEL L
77

[ AA—DUTHEESH
A BRAEHKBRNMEED
Nano-PALDI % BEZHY
WESHMAY 1421 ~ T
S4T51)— 3
1616 =52 3 V. ;
9080 E> SB@NA A |2 s
21> 1 D _
S| 4
- ~/ y

D. B L

Fex 3BAFE L7k b AD iRk NI 232 & DERER PET Y —T7 X7 ) —=
THEBENAIHT TIRAZ U — =2 TRV THERE L. PET LA DRI 272 FAR HAfT &
L ZEMNHBA LT, ARITEDIC1IRAY Y —= 0 7 ik L CERI LA % 25005
L, SOICHBEBEZHEA LI 2KAZ Y —=v 7~ V— NMeAWEEs,

E. BT R
2L



F. WFesR
1. FmCIER
1. Tanizaki, Y., Kobayashi, A., Toujima, S., Shiro, M., Mizoguchi, M., Mabuchi, Y., Yagi,

S., Minami, S., Takikawa, O., Ino, K.: Indoleamine 2,3-dioxygenase promotes peritoneal

metastasis of ovarian cancer via inducing immunosuppressive environment. Cancer Sci.
2014; 105:966-973 .

2. Hasegawa, H., Liu L., Tooyama I., Murayama S., Nishimura M.: The FAM3
superfamily member ILEI ameliorates Alzheimer's disease-like pathology by
destabilizing the penultimate amyloid-beta precursor. Nat Commun 2014; 5: 3917.

3. Hasegawa, M., Watanabe S., Kondo H., Akiyama H., Mann, D. M., Saito Y.,
Murayama S.: 3R and 4R tau isoforms in paired helical filaments in Alzheimer's disease.
Acta Neuropathol 2014; 127: 303-305.

4. Ishibashi, K., Ishiwata K., Toyohara J., Murayama S., Ishii K.: Regional analysis of
striatal and cortical amyloid deposition in patients with Alzheimer's disease. Eur J
Neurosci 2014; 40: 2701-2706.

5. Ito, S., Takao, M., Hatsuta, H., Kanemaru, K., Arai, T., Saito, Y., Fukayama, M.,
Murayama, S.: Alpha-synuclein immunohistochemistry of gastrointestinal and biliary
surgical specimens for diagnosis of Lewy body disease. Int J Clin Exp Pathol 2014; 7:
1714-1723.

6. lwata, A., Nagata, K., Hatsuta, H., Takuma, H., Bundo, M., Iwamoto, K., Tamaoka,
A., Murayama, S., Saido, T., Tsuji S.: Altered CpG methylation in sporadic Alzheimer's
disease is associated with APP and MAPT dysregulation. Hum Mol Genet 2014; 23:
648-656.

7. Matsumoto, H., Sengoku, R., Saito, Y., Kakuta, Y., Murayama, S., Imafuku I.: Sudden
death in Parkinson's disease: a retrospective autopsy study. J Neurol Sci 2014; 343:
149-152.

8. Miyashita, A., etal. Lack of genetic association between TREM2 and late-onset
Alzheimer's disease in a Japanese population. J Alzheimers Dis 2014; 41(4): 1031-1038.
9. Nagao, S., Yokota, O., Ikeda, C., Takeda, N., Ishizu, H., Kuroda, S., Sudo, K., Terada,
S., Murayama, S., Uchitomi, Y.: Argyrophilic grain disease as a neurodegenerative
substrate in late-onset schizophrenia and delusional disorders. Eur Arch Psychiatry Clin
Neurosci 2014; 264: 317-331.

10. Oikawa, N., Hatsuta, H., Murayama, S., Suzuki, A., Yanagisawa, K.: Influence of
APOE genotype and the presence of Alzheimer's pathology on synaptic membrane
lipids of human brains. J Neurosci Res 2014; 92: 641-650.

11. Qina, T., Sanjo, N., Hizume, M., Higuma, M., Tomita, M., Atarashi, R., Satoh, K.,



Nozaki, 1., Hamaguchi, T., Nakamura, Y., Kobayashi, A., Kitamoto, T., Murayama, S.,
Murai, H., Yamada M., Mizusawa, H.: Clinical features of genetic Creutzfeldt-Jakob
disease with V1801 mutation in the prion protein gene.

BMJ Open 2014; 4: e004968.

12. Saito, Y., Miyasaka, T., Hatsuta, H., Takahashi-Niki, K., Hayashi, K., Mita, Y.,
Kusano-Arai, O., lwanari, H., Ariga, H., Hamakubo, T., Yoshida, Y., Niki, E.,
Murayama, S., lhara, Y., Noguchi, N.: Immunostaining of oxidized DJ-1 in human and
mouse brains. J Neuropathol Exp Neurol 2014; 73: 714-728.

13. Sakurai, K., Tokumaru, A.M., Nakatsuka, T., Murayama, S., Hasebe, S., Imabayashi,
E., Kanemaru, K., Takao, M., Hatsuta, H., Ishii, K., Saito, Y., Shibamoto, Y.,
Matsukawa, N., Chikui, E., Terada, H.: Imaging spectrum of sporadic cerebral amyloid
angiopathy: multifaceted features of a single pathological condition. Insights Imaging
2014; 5: 375-385

14. Yamada, M., Tanaka, M., Takagi, M., Kobayashi, S., Taguchi, Y., Takashima, S.,
Tanaka, K., Touge, T., Hatsuta, H., Murayama, S., Hayashi, Y., Kaneko, M., Ishiura, H.,
Mitsui, J., Atsuta, N., Sobue, G., Shimozawa, N., Inuzuka, T., Tsuji, S., Hozumi, 1.
Evaluation of SLC20A2 mutations that cause idiopathic basal ganglia calcification in
Japan. Neurology 2014; 82: 705-712.

15. Xie, C., Miyasaka T., Yoshimura S., Hatsuta H., Yoshina S., Kage-Nakadai E.,
Mitani S., Murayama, S., lhara Y.: The homologous carboxyl-terminal domains of
microtubule-associated protein 2 and TAU induce neuronal dysfunction and have
differential fates in the evolution of neurofibrillary tangles. 2014; PLoS One 9: e89796
16. Araki, K., Nakano, Y., Kobayashi, A., Matsudaira, T., Sugiura, A., Takao, M.,
Kitamoto, T., Murayama, S., Obi, T.: Extensive cortical spongiform changes with
cerebellar small amyloid plaques: the clinicopathological case of MV2K+C subtype in
Creutzfeldt-Jakob disease. Neuropathology 2014; 34: 541-546.

17. Kizuka, Y., Kitazume, S., Fujinawa, R., Saito, T., Iwata, N., Saido, T.C., Nakano, M.,
Yamaguchi, Y., Hashimoto, Y., Staufenbiel, M., Hatsuta, H., Murayama, S., Manya, H.,
Endo, T., Taniguchi, N.: An aberrant sugar modification of BACEL1 blocks its lysosomal

targeting in Alzheimer’s disease. EMBO Molecular Medicine 2015; 7: 175- 189.

18. Kuninaka, N., Kawaguchi, M., Ogawa, M., Sato, A., Arima, K., Murayama, S., Saito,
Y.: Simplification of the modified Gallyas method. Neuropathology 2015; 35 :10-15.

19. Oikawa, N., Matsubara, T., Fukuda, R., Yasumori, H., Hatsuta, H., Murayama, S.,
Sato, T., Suzuki, A., Yanagisawa, K.: Imbalance in Fatty-Acid-chain length of
gangliosides triggers Alzheimer amyloid deposition in the precuneus. PL0oS One 2015:
10:e0121356

20. Tagawa, K., Homma, H., Saito, A., Fujita, K., Chen, X., Imoto, S., Oka, T., Ito, H.,



Motoki, K., Yoshida, C., Hatsuta H., Murayama, S., Iwatsubo T., Miyano, S., Okazawa
H.: Comprehensive phosphoproteome analysis unravels the core signaling network that
initiates the earliest synapse pathology in preclinical Alzheimer's disease brain. Hum
Mol Genet 2015; 24: 540- 558.

21. Sabri, O., Sabbagh, M.N., Seibyl, J., Barthel, H., Akatsu, H., Ouchi, Y., Senda, K.,
Murayama, S., Ishii, K., Takao, M., Beach, T.G,, Rowe, C.C., Leverenz, N.B., Ghetti, B.,
Ironside, J.W., Catafau, A.M., Stephens, A.W., Mueller, A., Koglin, N., Hoffmann, A.,
Roth, K., Reininger, C., Schulz-Schaeffer, W.J., for the Florbetaben Phase 3 Study
Group: *®F-florbetaben PET imaging of amyloid plaques to detect Alzheimer disease:
results from a multicenter histopathological Study. Alzheimer & Dementia 2015 (in
press).

22. Hatsuta, H., Takao, M., Ishii, K., Ishiwata, K., Saito, Y., Kanemaru, K., Arai, T.,
Suhara, T., Shimada H, Shinotoh H, Tamaoka A, Murayama, S.: Amyloid beta
Accumulation Assessed with 11C-Pittsburgh Compound B PET and Postmortem
Neuropathology. Curr Alzheimer Res (in press)

23. Koabayashi, A., Matsuura, Y., lwaki, T., lwasaki, Y., Yoshida, M., Takahashi, H.,
Murayam, S., Takao, M., Kato, S., Yamada, M., Kohri, S., Kitamoto, T.: Sporadic
Creutzfeldt-Jakob Disease MM1+2C and MM1 Are Identical in Transmission Properties.
Brain Pathology 2015 (in press)

24. Mitsui, J. et al., Variants associated with Gaucher disease in multiple system atrophy.
Ann Clin Transl Neurol 2015; 2 :417- 426.

25. Shioya, A, Saito, Y., Arima, K., Kakuta, Y., Yuzuriha, T., Tanaka, N., Murayama, S.,
Tamaoka, A.: Neurodegenerative changes in patients with clinical history of bipolar
disorders. Neuropathology (in press)

26. W@l & U TR 7 AGHERE OREBATER DAL TV N, —
WA E LT, 7 /7 miFgE. 8(1), 25-34, 2014

2. FRER
1. Kayano M, Hirayama A, Washimi Y, Bundo M, Sakurai T, Tokuda H, Soga T, Niida S,
Takikawa O. Blood biomarkers for Alzheimer’s disease revealed by capillary
electrophoresis/mass spectrometry (CE/MS)-based metabolomics. Tenth Annual
International Conference of the Metabolomics Society, June 25, 2014, Tsuruoka, Japan.
2. Mikawa R, Okuno A, Takayanagi A, Okada K, Yoshimi T, Takikawa O.
Characterization of Amyloid-8 Degrading Activity in Human Serum.
HARREEAL 25 37 MR &, PRk 26 426 1 26 H ., HH
3. WIIME, ERNM (T —TF LA =TT AW —) 1 A A= THESHTORAT : AIFE



EAEMBEA~DISH. 58T BIALFRRET +—T & 4F04, 20144510 H 18 A, 1HS

4. Z{FER, RERER A, @Midid . &R, EIHE, v Mg o7 I A R B ofE
TEVEDRE, 5 87 [l AR RS, Rk 26 4 10 H 18 A, 5UHD

5. Okuno A, Yoshimi T, Okumura K, Sawada K, Takikawa O.

Development of High-speed and Super Sensitive Device for Detection of Amyloid-8
Peptide Using an Ion Image Sensor.

IEEE International Symposium on Micro-NanoMechatronics and Human Science(MHS)
2014, November 10-12, 2014, Nagoya.

6. f)IME, HRAZW, HPRE— JIEE—RS, SRS A oA XA —Y 0 P EESHTIC X
LI E A PET SRS S X T L, AT 4 AN v 32 2016 RKERNT 72 v 7 7 %
—T A, PR 272 4~6 H. KB

7 . lzumi, Y., Sumikura, H., Fujita, K., Kamada, M., Shimatani, Y., Miyamoto, R., Koizumi, H.,
Miyazaki, Y., Hatsuta, H., Nodera, H., Nishida, Y., Murayama, S., Kaji, R.: Autopsy-proven
amyotrophic lateral sclerosis coexisted with Parkinson disease: A novel association of TDP-43
proteinoapthy and a- synucleinopathy. The 66th AAN Annual Meeting. April 26-May 3, 2014,
Philadelphia, PA, USA

8. Sabbagh, M., Seibyl, J., Stephens, A., Barthel, H., Ishii, K., Takao, M., Akatsu, H.,
Murayama, S., Christopher, Rowe., Ana, Catafau., Walter, Schulz-Schaeffer., Sabri, O.:
A negative florbetaben PET scan reliably excludes amyloid pathology as confirmed by
histopathology in a large Phase 3 trial. The 66th AAN Annual Meeting. April 26-May 3,
2014, Philadelphia, PA, USA

9. Takao, M., Murayama, S., Sumikura, H., Nogami, A., Uchino, A., Nakano, Y.,
Hatsuta, H., Obata, M., Hirose, N.: Neuropathologic Analysis of 59 Centenarian Brains.
The 90th Annual Meeting of the American Association of Neuropathologists. June
12-15 2014, Portland, OR, USA

10. Satake, W., Ando, Y., Tomiyama, H., Kashihara, K., Mochizuki, H., Murayama, S.,
Takeda, A., Hasegawa, K., Tsuji, S., Yamamoto, M., Murata, M., Hattori, N., Toda, T.:

Exome sequencing of Parkinson’s disease in order to identify genetic variants with high

disease-risk. 18th International Congress of Parkinson’s Disease and Movement
Disprders. June 8-12, 2014, Stockholm Sweden

11. Sengoku, R., Sumikura, H., Takao, M., Hatsuta, H., Nogami, A., Uchino, A., Saito,
Y., Murayama, S.: Clinicopathological characteristics of pure type Lewy body disease
with dementia (Parkinson’s disease with dementia and dementia with Lewy bodies).
18th International Congress of Parkinson’s Disease and Movement Disprders. June 8-12,
2014, Stockholm Sweden

12. Miyamoto, R., Takeuchi, T., Sumikura, H., Fujita, K., Mure, H., Morigaki, R., Goto,
S., Murayama, S., Izumi, Y., Kaji, R.: An autopsy case of predominant generalized



dystonia in a patient with cerebellar atrophy. 18th International Congress of Parkinson’s
Disease and Movement Disprders. June 8-12, 2014, Stockholm Sweden

13. Sanjo, N., Higuma, M., Hizume, M., Furukawa, F., Nakamura, Y., Kitamoto, T.,
Hamaguchi, T., Morikawa, F., Aoki, M., Tanaka, F., Nishizawa, M., Takeda, M.,
Inuzuka, T., Sato, K., Murai, H., Murayama, S., Satoh, K., Harada, M., Uyama, N.,
Fujita, K., Saito, N., Takumi, I., Tsukamoto, T., Yamada, M., Mizusawa, H.: Human
prion diseases in Japan: a prospective surveillance from 1999. Asian Pacific Prion
Symposium 2014 in Jeju. July 6-7, 2014, Jeju Korea

14. Takatsuki, H., Satoh, K., Atarashi, R., Sano, K., lwasaki, Y., Yoshida, M., Takao, M.,
Mihara, B., Murayama, S., Nishida, N.: Wide distribution of seeding actvity in sporadic
CJD patients. Asian Pacific Prion Symposium 2014 in Jeju. July 6-7, 2014, Jeju Korea
15. Stephens, A., Barthel, H., Ishii, K., Takao, M., Akatsu, H., Murayama, S., Rowe, C.,
Koglin, N., Catafau, A., Schulz-Schaeffer, W., Sabbagh, M., Sabri, O., Seibyl, J.: A
negative florbetaben PET scan reliably excludes amyloid pathology as confirmed by
histopathology. Alzheimer’s Association International Conference 2014. July 12-17,
2014, Copenhagen, Denmark.

16. Kitazume, S., Kizuka, Y., Fujinawa, R., Saito, T., lwata, N., Saido, T., Nakano, M.,
Yamaguchi, Y., Hashimoto, Y., Staufenbiel, M., Hatsuta, H., Murayama, S., Manya, H.,
Endo, T., Taniguchi, N.: Glycosylation regulates degradation of BACEL in lysosome.
Alzheimer’s Association International Conference 2014. July 12-17, 2014, Copenhagen,
Denmark.

17. Kanemaru, K., Kanemaru, A., Murayama, S.: Assessment of CSF a- synuclein
levels ditinguishes dementia with Lewy bodies from Alzheimer’s disease. Alzheimer’s
Association International Conference 2014. July 12-17, 2014, Copenhagen, Denmark.
18. Murayama, S., Saito, Y. And the members of the Brain Bank Committee, the
Japanese Society of Neuropathology: the Brain Bank Committee, the Japanese Society
of Neuropathology: 18" International Congress of Neuropathology 2014. September
14-18, 2014, Rio de Janeiro, Brazil

19. Uchino, A., Takao, M., Saito, Y., Sumikura, H., Nakano, Y., Hatsuta, H., Nishiyama,
K., Murayama, S.: Incidence of TDP-43 proteinopathy in aging human brain. 18"
International Congress of Neuropathology 2014. September 14-18, 2014, Rio de Janeiro,
Brazil

20. HHAY : 74 —T L A A=V TEEST ORI B L MmO -
RARBIIERAZE ISR T DA A =2 v T EHESHT~DHITE, & 87 M H AL LR RE,
2014.10.18, UL




G. B PERED HIFE - BRI
1. FFErHhE
FEAE - w)IE, RERER A, F RS, EEA, BRI
DL AT - MBS R O OREE
HIREF Rk 26 455 1 28 A
HFEZ 5« PCT/JP2014/064177
HRE A« ISTATBOE N ENL R FERMIEE & — « BN RFE N ERGHAT R 2

FEHE ) IE, FH R, B ) IEE AR

S DA - U INVERIERR R OFREEE OMFRUTE R OMLEM DA 7 U — = 751k
HIBEH Rk 26 4210 H 17 H

AR5 FFfE 2014-212627

A« SEATBAENENL R FERIT TR o 2 —, Bl SR ERT





