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AMFFEBRSE T, EATERE B K OV ORI B A b G & LTe S sk LA = A — MFE -
JALPAC (Japanese Longitudinal Biomarker Study in PSP and CBD) Z B L, A& L YA h U ITHS<
HSRE DRI & S A A o TNVNEICHE S RIS A~ — I —RBEZITHO L HME LTS,
BEO AR A FOLEMEOBWIZES JEFIO LY A R &2 L, SRR 28 FEE TIC 149
B DOPARERERDNTE T LTz, i O AU OFHinIT 72.6 6.8 ik CEH LIEHERAZ) Th o7z,
Wk ORI 1 XEm b D2 BIIEIC, PSP-RS (progressive supranuclear palsy-Richardson syndrome)
35%, CBD (corticobasal syndrome) 25%, PSP-P (parkinsonism) 8%, PSP-PAGF (pure akinesia with gait
freeze) 8%, PSP-C (cerebellar ataxia) 6% C & - 7=, JiABI OFEIEFHR 1, PSP-RS 66.9 7%, CBS 68.2 7%,
PSP-P 67.3 %, PSP-PAGF 62.0 i, PSP-C %! 68.7 ik Cd» > 7=, AR & PSPRS (PSP rating
scale), Barthel index DOFHBE & 5t L7z, KRB OIESRIT S/ 2 DNA91%, I[fifE 93%, i 98%,
N REIR 75%, VU o FEREILT A 2 91% Th -7, MEHEHEY > 711X, Luminex AlzBio3 ¥ >
ZHAWT I v A Fp42, #x v, Uik v ORE, MesoScale Discovery platform z W77 I =
A RPB38, P40, P42 DHEIEEIT>72, 7/ I DNA % i APOE 7% LT MAPT Ha 5Lld 41 % figh L
7= 24 H ORFEREHI AT - 72iER] (n=36) (22T PSPRS OAERZEALZ B H M2 Lz,

'8

This project has operated a multicenter cohort study of Japanese Longitudinal Biomarker Study of PSP and
CBD (JALPAC). In the JALPAC study, patients with progressive supranuclear palsy and related disorders
have been registered through 41 clinical sites across Japan. Biofluids samples including genmic DNA, plasma,
serum, cerebrospincal fluid (CSF), and lymphoblastoid cell lines have been collected to explore biomarkers for
the diseases. The average age of registered patients was 72.6 =6.8 years (mean+SD). The most frequent
subtype was PSP-RS (Richardson syndrome), followed by CBS (corticobasal syndrome), PSP-P
(parkinsonism), PSP-PAGF (pure akinesia with gait freezing), PSP-C (cerebellar ataxia). The age at onset of
patients of each of subtypes was as follows: PSP-RS 66.9 years, CBS 68.2 years, PSP-P 67.3 years,
PSP-PAGF 62.0, and PSP-C 67.7 years. We determined the relationship between disease duration and PSPRS
(PSP rating scale) in each of subtypes of PSP. The clinical samples were obtained from the participants with
high rate as follows: genomic DNA 92%, plasma 94%, serum 81%, CSF 79%, and lymphoplastoid cell lines
92%. The biomarkers of amyloid-p30, 40, and 42, total tau, and phosphorylated tau were quantified. Genetic
analyses were performed to determine APOE polymorphisms and MAPT sequence. The annual change of
PSPRS was calculated for the participants who completed the 2nd visit (n=36)

TR 0 L D WM DS e
WFIERRSE NI« ESLRZEIE AR RS - BT 7EAT - N fEpFTE s 2 2,




. RONH~DFRE

(1) =it - M5BT 2530 —% (EWNGE 8 14, [EEEES 14 14)
1. Takeuchi R, Toyoshima Y, Tada M, Tanaka H, Shimizu H, Miura T, Aoki K, Aikawa A, Ishizawa S, Ikeuchi T,

10.

11.

12.

Nishizawa M, Kakita A, Takahashi H. Globular glial mixed four repeat tau and TDP-43 proteinopathy with

motor neuron disease and frontotemporal dementia. Brain Pathology 26:82-94, 2016

Yokoyama Y, Toyoshima Y, Shiga A, Tada M, Kitamura H, Hasegawa K, Onodera O, Ikeuchi T, Someya T,
Nishizawa M, Kakita A, Takahashi H. Pathological and Clinical Spectrum of Progressive Supranuclear Palsy:
With Special Reference to Astrocytic Tau Pathology. Brain Pathology 26: 155-166, 2016

W . FEREI - RN A A~ — T —. BFTESY: 71, 608-616, 2016

5 &R, FEEE =T, AN . 2 AEETIC X D EREVEDERKR « JEHEREIA. BRRRS RIE
% 45:395-403, 2016

Shimohata T, Kanazawa M, Yoshida M, Saito Y, Iwai K, Yasuda T, Inukai A, Takahashi H, Nishizawa M, Aiba
1. Clinical and imaging findings of progressive supranuclear palsy with predominant cerebellar ataxia. Mov
Disord 31:760-762, 2016

Th R, KRIMEEREEREAMEE (CBD) FRRIEWE & /%8, Clinical Neuroscience35 % 3 5
Page313-316

SR N, T ZB, DB B NMBIHEI TR EYERREL (PSP-C). Clinical Neuroscience 35 24 3
5 Page299-301

Takigawa H, Kitayama M, Wada-Isoe K, Kowa H, Nakashima K. Prevalence of progressive supranuclear palsy
in Yonago: change throughout a decade. Brain Behav. 2016 Oct 11;6(12):e00557.

Wada-Isoe K, Tanaka K, Uemura Y, Nakashita S, Tajiri Y, Tagashira S, Yamamoto M, Yamawaki M, Kishi M,
Nakashima K. Longitudinal course of mild parkinsonian signs in elderly people: A population-based study in
Japan. J Neurol Sci. 2016; 362: 7-13.

Ida M, Ando M, Adachi M, Tanaka A, Machida K, Hongo K, Mizobata T, Yamakawa MY, Watanabe Y,

Nakashima K, Kawata Y. Structural basis of Cu, Zn-superoxide dismutase amyloid fibril formation involves

interaction of multiple peptide core regions. J Biochem. 2016; 159: 247-260.

Nakashita S, Wada-Isoe K, Uemura Y, Tanaka K, Yamamoto M, Yamawaki M, Nakashima K. Clinical
assessment and prevalence of parkinsonism in Japanese elderly people. Acta Neurol Scand. 2016; 133;
373-379.

Yoshihara A, Fukatsu M, Hoshi K, Ito H, Yamaguchi Y, Ishii R, Tokuda T, Miyajima M, Arai H, Kato T,
Furukawa K, Arai H, Kikuchi A, Takeda A, Ugawa Y, Hashimoto Y: Subgroup differences in "brain-type"
transferrin and a-synuclein in Parkinson's disease and multiple system atrophy. J Biochem. 2016; 160(2):
87-91.


https://www.ncbi.nlm.nih.gov/pubmed/25974705
https://www.ncbi.nlm.nih.gov/pubmed/25974705

13. Majbour NK, Vaikath NN, Eusebi P, Chiasserini D, Ardah M, Varghese S, Haque ME, Tokuda T, Auinger P,
Calabresi P, Parnetti L, EI-Agnaf OMA: Longitudinal changes in CSF alpha-synuclein species reflect
Parkinson’s disease progression. Mov Disord 2016; 31(10): 1535-1542,

14. Majbour NK, Chiasserini D, Vaikath NN, Eusebi P, Tokuda T, van de Berg W, Parnetti L, Calabresi P,
El-Agnaf OM. Increased levels of CSF total but not oligomeric or phosphorylated forms of alpha-synuclein in

patients diagnosed with probable Alzheimer's disease. Sci Rep. 2017 Jan 10;7:40263.

15. @t HEHEEZ. NBRHERB S X TBLRENRN—F U Y URBIEORA > b R—=F 2V i L
PN USEEREDER D 7= O DA, /S—F 2 Y UIREB LUV —F% o Y IEEREO 21
~—n— (g - BER) . NE 2016; 118(2): 251-254.

16. ZPAT. WRIENRB I X TEBRERR—F U VY UIRZEORA b REHRAA—F 0 05RiE
T HEATVERE EVERRIE & KM R B B R E e, NEE 2016, 118, 2, 223-228.

17. Sakurai K, Imabayashi E, Tokumaru AM, Ito K, Shimoji K, Nakagawa M, Ozawa Y, Shimohira M, Ogawa M,
Morimoto S, Aiba I, Matsukawa N, Shibamoto Y. Volume of Interest Analysis of Spatially Normalized
PRESTO Imaging to Differentiate between Parkinson Disease and Atypical Parkinsonian Syndrome. Magnetic
Resonance in Medical Sciences 2017, 16, 1, 16-22.

18. ZEPAR 1. HEITHERZ FMERRE (PSP) VU F v — RV UERER X O 5. CLINICAL
NEUROSCIENCE 2017, 35, 3, 285-290.

19. AT, ZEH T, 1R E 7T PSP & CBD @4 7. CLINICAL NEUROSCIENCE 2017, 35, 3,
345-347.

20. Nogami A, Yamazaki M, Saito Y, Hatsuta H, Sakiyama Y, Takao M, Kimura K, Murayama S: Early Stage of
Progressive Supranuclear Palsy: A Neuropathological Study of 324 Consecutive Autopsy Cases. Journal of
Nippon Medical School = Nippon Ika Daigaku zasshi 2015, 82:266-73.

21. Kovacs GG, Ferrer I, Grinberg LT, Alafuzoff I, Attems J, Budka H, Cairns NJ, Crary JF, Duyckaerts C, Ghetti
B, Halliday GM, Ironside JW, Love S, Mackenzie IR, Munoz DG, Murray ME, Nelson PT, Takahashi H,
Trojanowski JQ, Ansorge O, Arzberger T, Baborie A, Beach TG, Bieniek KF, Bigio EH, Bodi I, Dugger BN,
Feany M, Gelpi E, Gentleman SM, Giaccone G, Hatanpaa KJ, Heale R, Hof PR, Hofer M, Hortobagyi T,
Jellinger K, Jicha GA, Ince P, Kofler J, Kovari E, Kril JJ, Mann DM, Matej R, McKee AC, McLean C,
Milenkovic I, Montine TJ, Murayama S, Lee EB, Rahimi J, Rodriguez RD, Rozemuller A, Schneider JA,
Schultz C, Seeley W, Seilhean D, Smith C, Tagliavini F, Takao M, Thal DR, Toledo JB, Tolnay M, Troncoso
JC, Vinters HV, Weis S, Wharton SB, White CL, 3rd, Wisniewski T, Woulfe JM, Yamada M, Dickson DW:
Aging-related tau astrogliopathy (ARTAG): harmonized evaluation strategy. Acta Neuropathol 2016,
131:87-102.

22. Taniguchi-Watanabe S, Arai T, Kametani F, Nonaka T, Masuda-Suzukake M, Tarutani A, Murayama S, Saito Y,
Arima K, Yoshida M, Akiyama H, Robinson A, Mann DM, Iwatsubo T, Hasegawa M: Biochemical
classification of tauopathies by immunoblot, protein sequence and mass spectrometric analyses of

sarkosyl-insoluble and trypsin-resistant tau. Acta Neuropathol 2016, 131:267-80.



(2) 4« S URY T LETBITA O « RAX —FEK

10.

11.

M . ) A B D AT %uf“mﬁ BB, DEEFFE, 5557 [ QARSI RES
2016.5.19. #FEEESEY ),

O, EORER, EIRERRS, EHEFE, ﬁy‘EH‘IE*, BIRESE, A R8s, ARE)), BB,
& nda, AEW, PAsey, Bhses, SRET, RARME ok, FEE%E, 56 9,
PN i, PEEEIEE. Globular glial tauopathy D EFIRAVEFE. A BRG] 2 1] & BESRBI Dbk, AR &7 —%
#, 57 Bl AR R TRS. 2016.5.21. #RATH, EA

Mo, B, =ik, N f&E &Y, FMBEPIZ%E. Globular glial tauopathy type II : &
= o — v R & AREEER) 2 R UTe S O BRI ES . R A X —33K, 55 57 [B] H AR
A2 2016.6.2. AT =2 —F ¥ v AL (BLEIH), EWN

=R, BIRESE, =5, SR, Wt EYREE, BEE T, MBESE, PSR,
AN R JREERZ T S 7= Globular Glial Tauopathy O FGIR RS : BB 2 61 & BEH 39 Bl F & .
%5 35 [l A AGRAE RN S, R AZ —3 %K, 2016.12.1. T 7 +—7 4 (CGRR), EA

THISZE. CBD/PSPupdate. 5 10 [El/8—3F > vV U@EBIEER B o 7 L 2 (GI#) 2016 #HH#
S [

=R, PSP/CBD. ;34 [0l H ARG AR E OKT) 2016 ZAH, [EH

Tokuda T, Ikeuchi T, Takigawa H, Aiba I, Shimohata T, Morita M, Onodera O, Murayama S, Nakashima K: A
longitudinal observational study of a cohort of patients with PSP/CBD: the JALPAC project. The 20th
International Congress of Parkinson's Disease and Movement Disorders (MDS), Berlin, Germany, 2016.6.20.

[ 54

Aiba I, Ikeuchi T, Takigawa H, Shimohata T, Tokuda T, Morita M, Onodera O, Murayama S, Nakashima K. A
longitudinal observational study of a cohort of patients with PSP/CBD (the JALPAC project): Progression of
milestones by clinical types. 7~ A % —%&2%, CurePSP International Research Symposium, 2016.10.27-28.
New York, [E4+

BEIEESL, R, d e . EEITIERE BB O B AR LRI R AR IZ X DIRIEI A OV T O
. OEETSEE, &5 57 Bl H AR INES. 2016.5.21. fREERSES (FF), EN

BEVESE, PNy fE, ZREDLRR, 907, BRE, TMER, EEMEZ, AR, e,
JALPAC #iff9¢ 7 /L —=7". Barthel Index 72 & ONZ PSPRS-J 12 X 2 1 T14A% _EVERRBLIE 51 > ADL FEAIC

B9 D MEt. DEAFREZE, 5 34 Bl H ARG PR, 2016.11.3. ko Ry va by — Ck
), BN

WEJIPES . JALPAC (Japanese Longitudinal Biomarker Study in PSP and CBD). HEEF#, %5 34 [0 H A
MR TSRS, 2016114, kT ar Xy varkr¥— k1), EWN



12.

13.

14.

15.

16. i

17.

18.

19.

20.

21.

22.

23.

24.

VTRHEIEAS, BEEMEE, REREE, MR, (UHEE, FIEE, KEEH. PIB/IFDDNP-PET (2 XK 2 R5%
PEIE B FEKEEE & PSP 38 X ONT /LY oo ~ —RUZBAE DO LLlk, B AR R 2 K2 (6 57 10)), R A
X —(HAGE). 2016 425 H 19 H, fh =

Ea— 2 25 (ZEJEHTE) PSP, CBD, MSA ORRKZKIZRI/ND 50 1z 5, AHE, 5 A1,
% 57 [l H ARMR ST K%, 2016.5.20, EWN

Tau imaging in patients with ALS/PDC in the Kii Peninsula, H¥8, &= 1=, &H 7, DIARES,
P, ex KRB, AR G EHEEE, CNIR—ES, SEErpis, B, SRIEs, R
Z, BIEER, BOEA, ERTH, 557 Bl H AR EITRS, 2016.5.20, EN

HEATMEAZ EPEBRELIC351F 5 timed up and go test (25284 -3 32K, AR A X —, IMHESE, HRE 5,
EANERAT, BT, ST HHAMRFERFEMKE AT ADNVAT Yy TRALX -y a3,
2016.5.20, [EH

TR BRSO B B2 1T 5 FIM EBIH B (22 % 5 2 28N, mAZ—, &R B, ©
HIESE, WRRIT, 250, F 57 Bl HAMRERZINKRE AT A INVAF v TRAZ—F v
g, 2016.5.21, EHHN

JRBRZWT S 417 PSP/ICBD OFgRE:, NEH, ZIGALT, # 57 [l B AR 7T kss,  2016.5.21,
EWN

fﬁ
ENS

THERZ MR FB S (263 2 TE B IR AR DX T v REES) 72 S ONTHRTRE D D ek, RN A #
—, WHEEZE, BRRIT, R, BIGA, 551 0 ARESEIESIN KRS,  2016.5.28, [EN

Eﬂf

WEATVERE EVERRHL S OFFRY - BIRY N T R LT ORE— S —F Y VRESE L Oi—, A,
FRASRAT, RAFEDE, FREH, Z5A0 7, 51 [H 0 AREERIEATRS, 2016529, EN

WEATPERZ MR RREE O B PR 4 % 7k L 7= globular glial tauopathy o 1 ##af5, N2 % —, ‘& v, ==
~¥, EGH, B R, SHEP, 557 Bl H AR IS SRS IS, 2016.6.2, [EAN

A BRI, - R & U 72 2%t 15 FE O TIERE EPERRE PSP O 1581, A8 A & —, ZF R T,
il 7, BAREZS, Friu#RE], RIRE R, )X, é@%ﬁﬁ%’— K 5%, FRAKRHA, Z=~7T,
AlE uE, SHEH, 557 B H AR SRSt S, 2016.6.2, [EAN

Clinical predictors of progressive supranuclear palsy (PSP) pathology in PSP syndrome, 7~ A % —, Aibal,
Saito Y, Yokokawa Y, Kenjo M, Katayama T, Hashimoto R, Sakakibara S, Inukai A, Mimuro M, lwasaki Y,
Yoshida M, 20th International Congress of Parkinson's Disease and Movement Disorders, 2016.6.19-23, [E4}

HEAT MRS EME R D PR 1 % 7= L 7= globular glial tauopathy @ 135861, HEE, Sk ¥, —=~7Y,
wHHEH, EEH, BE B, 51451 B AMRSES AR T2, 2016.6.25, [EWN

FERZEDERI =% = XA L% 8 U= TR EVERRE > DaT SPECT At A, & Ji BRAT 7. D BE 1,
RA L —, B, TERRHEE T, B X, BYEH, FILRE], BARS, iRk, RfF 5%,

BAHELR, Al 5, ==~ SHER, 10/ —F 0 Y VIR GEBEERE o 7 1L A, 2016.10.6,
[E N



25.

26.

217.

28.

29.

U F ¥ — BV AEBREOW SR EF L OMEITIERE EVERRE 2 19 2 Bt R oofeat, HEE, BHAT,
TRIEHER A, RBRESS, MAHZ, REI%, SHEH, 5% 34 1 A ARMRIGR TS, 2016.11.4,
N

HEATMEAZ MERRE R 103 1T B RBMH e L B OB O, RNRAXZ—, EIARIT, REEE,
EEAL -, 5 34 [0l H AR S, 2016.11.5. EN

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: 18th International
Congress of Neuropathology 2014. September 14-18, 2014, Rio de Janeiro, Brazil, [E4}

Murayama S, Obata M, Saito Y, Akatsu H, Takao M: Japanese Brain Bank Network for Neuroscience
Research. AAIC 2015, Washington D. C., 2015.7.18-23, [}

Murayama S, Sengoku R, Kaneda D, Kanamearu K, Fujigasakai J, Saito Y: The establishement of Brain Bank-
Bio Bank for Aging Research, Tokyo, Japan. 92nd American Association of Neuropathologists. Baltimore
USA. 2016.6.16-19

(3) MERE DR « Hftrrfahtts) (S92 B0 e

1.

N . NOTRR & BR T OBIR. MR B SSH TR K EIMIFJEATIHE. 2016.8.22. #E K% (i
i), EN

M . FRAVEIRROWE. AL VIERE REEY S —. 2016.10.29. == 7 I (HET),
N B s EFLIEOMN A T =X L. =5 KT, 2016.12.8. =S RARA, =
&M, BN

E I EEEZFFSTHLEZEDOAL L ! —F—ATXZDINEYTFT—var—, BHAT, TR
NBEFEEE WiV R L 2O TR, 2016.7.2, EN

FILERE, 7 LA N 7 BRI BUTAMER REERE X —, 201741 A 28 H, EW

iy

(4) FFFFHRR

FHY FEA



