MR EESFIR

E\/-

Tzitf

=i

(FER%30F1H 55Rk)

%Téﬁﬂn‘

7‘/@_

National Center for Geriatrics and Gerontology

1-2



NYUQU
テキストボックス
資料1-2


HX (HSiHi—E)

e A - FEE =CHI
ERFEEMARTE Y —OHE 3
ENREFEREATTEY—  DERDOBILZI6E UEREFHSIBECEN 4
9T - FFE(CRET 2E1E

1-1 HESTESOIF I Z B R X BRI DN DEAIRIATY - R OHEE > >

1-2 ERMbZE B8 UICT - MEOHENRUERERE /A S 12

1-3 EEDIRM(CEE T 2EI1E A 20

1-4 AMBRK(ICEYT 2518 S 25

1-5 ERBCROHEESE (CKI DFIR A 28

2-1 EHEEDMRICICAET DEIR B 31

3-1 BRSO ECK T SFIE B 33

4-1 TOMFEFEE (CRATIEESEIA B 36




EVAFREFEEANELRSERFAF TS Y —OHE

1.

Ay

O¥nrk225E4H1H

OBREBMERICET IMRF21TDEILAR
FFEEANCET DEE (ERk205E3E56593
5) ZiRIEE U CERIL SNIZE A TR
EA

2. 25 —0DEMAER

3

INES (4> TET DILBDELARUZENICE

K9 B3EETHD CamBaNBEZUIEHEET
EEOZOIHFITEEZVNEETIEDICERD
E&E(CEU.
- BB, AR, BliDRF
- CNS DR (CEIE(CFE T D EEDIRH
- FitrEOHHME &
ZiITOCEICKD,. EDEERRE LT, ks
(CHDIREICEHAT DdEENDEFINRREREDME
+F&EED, 2 TARBEDE ERIEE(CE
5932&

. 25 —DEE

B EEEImEDLEARDOBIZ{BE L.
EREFHSOBECEMUET

4. HRDOHIE

mBEE (B%) 2N (Ek30F4H18EE)
mE# (BF) 570N (Fa30F4H1HIRE)
EERAKRE 321K (ER305F4H1HIRTT)

AlRBEE (1 B¥13) 259.9 A

(CER29FEER)
SREBEE (1H¥1) 596.9 A
(CER29FEER)
5. % (FR29FEER)

FEIE  104.5 8 (FELUZE98.6%)




EVREFEREMFTEAY— 0 DEHROBENL ZieE UEREFASIBECEM

DEMOBENEERR ML, EXFN, ASFHAERRZEIL
SinE2AER : FBAE. EFaRE - ESS (TJL1IL)
.#;EE ZREAbZER Uz

o TERK)
* ) Q’(j?"jﬂ . 3
* SoEEREZIT 112002 DFTE

LZZLEL00061D
e e Avi=n s

i A— > RN
loid, Tau, FDG-PED, MEG)

(Amyloid, Tau, FDG-PI ;

"1!- 1= i'-:"““
mlim ]E”ﬂll R - 4 e . \
= -' EFEP-HEHF e ﬁiﬁﬁﬁihﬁ
BRE>5— | ORybEYI—

*%ﬂ:)(jj_ZL\

Jwht (3215K)
*%ﬂﬁﬁﬁﬁ «xOJFIL AL A
* ZALENYMEIE *x BIFEAVU)\EVEE
* FEERIA & SR HNE

x Bt 45—
*x (T2 IERIR
x T>RATSAIT57

AR BERAS
; et > 5 — eI~
« CIPEESE T + EREREFI e DR L

-Lu-uc %00 \FI'/ AR *E:}Jﬂ]r—ﬂﬂ_\ hl:ﬁﬂ:'ﬂ&
PR TRERCIIONR)  siee - memmEmE

s R iR — /BT




sHMIEEL-1  BEEESORFIE T R X TSI D DERBAAZT - FFEOHEE

(FHMEE p4 ~ p20)

(BEDOEFHEKETHE H27FEE : A H28FE :B )

BCs¥i: S

1 hRIAEEROAS
BRI DE IV - IS
- DRI A SEREBDARARE - EREEIEICIRDED.
BRI SERBCH T BT, BUR, SAFEEORRCERDED.
(BB (5] O]
ERVRELEERVESEERT BT EOTESIHREIRT BLDCBHTEETHD, NCOBMEEN U, HRMRORML
[CKE < BT BT ENRHBNTNB .

(#ZE 5] O]
SOAYEZ Z TN (CH DIRER(C T DMAFTHEFE(E. MM C L DMRE - MEERZEDOHTRE. SHIRDBENRESE, FTHEROFH

ERRT SEHOOMAMFCEVTSHRLFERRI TVDD,
I BiIREEEDLER

ERBRRY DN DE YIRS - BT
- H2A-HESRE. BFFSERRE (7ILY)I\A~N—IR) (CEUT. AR, F0h. 2. iaBEORFECEDEA;. EROHEE(C
ARELEEUTZ.

EEOHBEICRE LTI DIRRDDE., FICEZERHEDEULT, UTOIMEIEITFESND.
1. 7)Y\ ANX—RIE/ A A —H—Z=2HR THSH THFE
2. ZILWYI)I\AX—RGHAEEERE{EEETRIE CTHtE
3. RV ZEE X TZRIEIR— ML MU EIBE
AL R NUZER - B, NESICHEDKRE. FFCERIAEDAREAZI - EREBIEIR, AREMEROEE(CEDHEATL.
- FELZSANUZHEL., BRERAFTAEROAKGIZEZ Iz, £z, BEROMOAIIEIR— SEDEEEBEL.
EZEEHNSEIMEBE X CEMNRE T DIHRICEZ RV I/R— MATKOEE F B
1) MCIL X hU=1,000%20DEEk
2) HIEERRL X hU=449120%8%k
K& (Q9FE 3M%)

(EE8E1R] - ARFRCIDEREECKSE BT dMAFRMARZ PRIBZEIE R (C12448 £
- RERXE FER29FE BIRME : FAk26F (CLENS%IENN (H265FEME 248%k)  R4& : 2673k (266FELL7.6%1ENN)

I EDMERITNEER
- HFTHD TRIRCRI LI LY \A Y—IBIR) (A A —H—(CDNT. ERSDI0EBIDAT T (Fil. M. TVE) OBMMIG

ZIEMBN (C1TV), [BEREREL.
- ATRDKRR(CDVNTIE, BEEZS(CHVTHEBN (CRERZITV. ER2IFEDERESRRMIENUL. 24014 (FK28FEE159F) Tho 1.




sHMMIEEL-1  BEEESORFIE T R X TSI D DERBAAZT - FFREOHEE

M (CHESEREBICXT DT, 2, aEEDRRE
)W) \A X — iR BHRSZ WA DR
- ERRERREHEI U, 77)LWYI)\A N —IRFEERIIME/ 1 A
N—H—OHRFE(CHFTHSHTHERINL. NaturesE(CFEFR
- BRI/ D —DZEMNREER] 7)Y )\ <X — IR DRsHEEE E1{5R
INAANY—HD—ERDEBBC &=, Brainsd&CRE

IV )\A X —fRFEHa R DR FE

- ABEAMSEHIDBITCHV TREL — MEAMEREETIL
RORTHE, BRAERS 2R

- AT (AVIN—) (XD FTRAEE=HETDEDFE
BYDR O — >0 & E N

- BUIRE. R C=o0OT VU7 IC KD MHRMRREEZEDD FHF=
EIAL. TOMBEREZEI MEEMDRAT ) -2 RIBE
ZARES

7)) \A X — D FEEFRREfAF A

- )LYINA R —IRFAE ) R O R FH e o+ 21t & 18
BI D LR

- VIV AKX —IRDIRREZ B FRY b I— TN SHRIAY Dk
Bz EAL. IMARIEDTHRZ S

- BEIRNN IV \A X —TRDIEREF & /2 D uIREM ZIRREEST
WD A THREY

b (C A S IKBOARREAFIA R U RRRIEHE
BEL X Y DIEBE - EH

- MCIL=X kU
MIEAREER & — It Y —EEANEERS XFT A (CITRUS)
DEf@EHTE T=1,000&Z - X DMCREES

BERDT — b — /) \—HEE. BREREAFTDERSHELEE N BE)

- BIERERL- =X KU

bimE. R, 8. MEO4thigd/R— hT
3,444% (¥oEi%E84,491) DFAEZENE
MRICKD 7 =041 RA XA -2 DA ERA

- JLAILL2 A KUY
OJFJL1IVINKRZEZENSEFZRL. TL1I.
OOFT« J>> RO—A. FILOARZTZDOZ ARl %z fit it
=)L ARZ T OEEADOSHINREE D )L — MIER
AMEDEETOMFZOERT—45 & U TGER

HEBR

m iR SEE RRRICERT S ERDIEECKE S TBRY SRR
((PEHATE : -pEIAEEIARR(C12¢F L)
FR29FEDEIIKR

1. PILYI\A I—RIR) A AT —H— =R THD CTHF
2. TILY)\AX—IRFEHIIGEERBEREZ EREENAIE CHbE

3. HHRYIORSRHEZ R EX RAMEIR— LR MU ZABE

m[RERI]E (FEIER)

(FREHAEHE : K265 (CLE/R5%1E)
SERR27TEEREE  260%

ERk28EFERE 2718

SERR29FEEERE 267 GIER26ERELL  7.6%1E)




sHMIEEL-1  ESEEOR T Z B R X TTEESHIND DE RRYIRAZT - FFEOHEE

I 225E (PIVWYINAN—I%) - BRARZHERTE
LETTER Nakamura et al., Nature, 2018

dol:10.1038/nature25456

High performance plasma amyloid-(3 biomarkers
for Alzheimer’s disease

Akinori Nakamura', Naoki Kaneko?, Victor L. Villemagne®#, Takashi Kato®, James Doccke®, Vincent Doré*, Chris Fowler?,
Qiso- Xin Li*, Ralph Martins’, Christopher Rowe™#, Taisuke Tomita®, Katsumi Matsuzaki®, Kenji Ishii'®, Kazunari Ishii"?,
Yutaka Arahata®, Shinichi lwamoto?, Kengo It0"3, Koichi Tanaka?, Colin L. Masters® & Katsuhiko Yanagisawa
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progress will
need to be
accelerated

if we are to
develop a
procedure for
prevention or
treatment of
AD by 2025

=3 ALZHEIMER DISEASE

RESEARCH HIGHLIGHTS

Blood amyloid-f successfully signals AD

A new stady has successfully detected
amyleid. } (A3} mpéarmsin the bload
and demonstated their value s 3in
markes for Alzheimer disease (AD).
Measunement of the levels of differ
ent A isoforms in plasma could 2id
izt early dingnosis of patienss with AD
and provide a valusble toal in future
clinical trials of AD therapies,

Tie date, clinical trials of treatments
for A have yielded disappoinsing
results. Gne possible reasan for this
failures that the agents are given
after clinical discasc arset. Ty this
e, it mmight be too bate 10 reverse
the damage geaesated by pathogenic
events such as deposition of AP,
which occurs decades befioze the first
symptomns of AD,

Tefire b the arset of AD, A can

develop a bland. hased biamarker.
which is cheap, posinvasiveand
sseful s & from line screen to detect
individuals for recruitment into
clinical and preventior: trials for ALY

“The team found that bath pepside
rating were signsficantly higher in
Individuals wha were A3 pesitive
thari thase who were AB negative
according to PIT. Furthermore, the

explains Katsuhikn isawa. cor

resparding authar of the new study
Previous attempts tn validate A3

bloed: based biomarkers usicg an

the two
pave the best binearker performance
overall, with 2 ~90% predictive
necuracy of AR pasitivity on PIT.

e Bisiiciarkers ks

enzyme-linked &
{ELISA) have been unsuccessfisl.
However, in the new report, the team

coerelaced with levels of AL . in
CSF aamples tested in: 2 subset of
et £

i e fal
i e St e pEReS

method: “We

P 3 upparting a
Link betw eer levels in the

tian and mass spectrometry (19 MS)
because the method albowed us o
measure very low ameonnes of several
Ad-related peptides in plasma, which
was difficult for the coaventional
ELISA-based methodalogy! explains

inthe inal fhuid
(C5F) ar via PET: hawever, these
methods are expensive, invasive and

time consurming. "We decided to

The researchers measimed the
ratias af two pairs of Abrelated
peptides in plasma- amyloid pre
camar protein (APPI,, . cAR,  and
AB_AD, L — and abio caleulated.
the compasite of these ratins asa
third binmarker These markers were
compared In o blinded manner ko
ABlevels detected via PET in bwo
independeat coluarts from Japan
(M= 121) and Australia (N =25,

plasma and A2 levels in the ONS.

The team are aow working o
develop an automated high-through
put systern of theiz 2ssay. “Bath bassc
research ard eliical trial progress
will aced 1o be aceelerated i we are
16 vl s pircactine: S i
tion ar treatment af AD by 20257
ootes Yanagisawa, ic. reference to the
deadine set by G woeld leaders in
014, “We hepe that aur methad is
useful iny that regard?

Charlarie Fidier

ORICINAL ARTICLE Hssarmute o spal bt

gritively
ple, individuals with ild cogniti

mpairment and individoals with AT

s e ot 14,73 1 HRITA)

c

Closing in on a Blood Testfor Alzheimer’s?
02 Feb 2018

For decades, scientists have yearned for a blood test that can tell who accumulates amyloid in

ALZFORUM

NETWORKING FOR A CURE

the brain. A simple blood draw would help :ill clinical trials much more quickly and cheaply than
PET scans or lumbar punctures. The dream looks set to become areality. In the January 31
Nature, Japanese and Australian researchers unveil a sensitive and reproducible blood assay

that can predict amyloid status with up to 90 percent accuracy. The test, which uses

immunoprecipitation of AB peptides followed by mass spectrometry, works as well as existing
CSF biomarkers at picking up brain amyloid. Katsuhiko Yanagisawa, National Center for
in Aichi, Japan, joined with Shimadzu Corporation scientists and

Geriatrics and Gerontolo

Colin Masters ofthe University of Melbourne in Australia to develop and test the serum-based

cohorts.
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O Tau imaging available SapPOI'O .Medlca o e estmern e "
University
Hirosaki University ] . TOhOku ij t%?*{ AL - )(jj‘}\‘)’j%%#%
Kanazawa Medical University (scheduled) » University 7
Akita Universi . . . 5 B ‘
Tsuruga Onsen Hospital ty Chiba University ; : @% > |
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@®Q Kinki University ( )
Okayama University Center (Care technology
Kawasaki Medical School ¥ Tokyo Metropolitan Geriatric Hospital and
o Institute of Gerontology (Itabashi cohort)
(> Tokyo University
Hiroshima-Nishi Tokyo Medical University GLOBAL ALZHEIMER’S
i g . o PLATFORM
Medical Center J' h Kyorin University
@0Oita University ,, Keio UNiversity
. Hamamatsu University School of cAPp T CCNA %5
Kumamoto Unlver51 MedicinMedical Photonics Research Center i T.'::" bl
"}!'?,. Mie Un1vers1ty @O Nagoya University Hospital AD ¥ ' aI’
Dementia Care Research and Training Obu Center M| s (ﬁ) ORANGE
Kagoshima University (care technology) =
Kochi University Imaise psychosomatic center

(Tosa town cohort) Nat10nal Center for Geriatrics and Gerontology
(The Center for Comprehensive Care and Research on Memory

EiREER Disorders Obu cohort)
RIERLK @ 449144 (2017/12)
MCI:100044 (2018/3)




AHMIER1-1 EZnEE

I\\\

IV. 3B50EE (PILWYINA Y —iK) - ishREfizEA

PIWINAI—IRZERFRY bD—IOh 553 E<

T—HSDHIE (UNE)

mRNA%EEET ~
(RNA>—45>R)
SNPF—%4

& RYBRMI—DDFEE

BERERAT B FRY ND—DfE T
~ S

ETE STTFHER

BREK - JRIRIEHR ERIOEES
] 1 * o I] E ((— . =
T e s 5 ADET JLENMN T OREE

EHSi F?*‘J cO—o

R 'y o, °
<o ..9..

eé.g(;\o i
ST
v
—5'y NEET (8) OFE

v
BEAD—XLOFA & BIZ - BHNEDBR

@ et al. Genome Medicine (2018) 10:26
https//doLorg/10.1186/513073-018-0530-2

Genome Medicine

Integrated biology approach reveals
molecular and pathological interactions
among Alzheimer’s AB42, Tau, TREM2, and
TYROBP in Drosophila models

Michiko Sekiya'®, M\nghul Wang”~*, Naoki Fujisaki"®, Yasufumi Sakaklbara Xlur‘nmg Quan Michelle E Ehrllch =]
Philip L. De Jager™® Davwd A. Bennett’, Eric E. Schadt13 Sarn Gandy™'*"""?, Kanae Ando', Bin Zhang™™
and Koichi M. lijima™®
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BEEEEE ( Oemamr ) *FMMENEDOE  1948/HM — 2768HM (+82BAM)

( (ISR e) )
EEHNUNE ESEHNIERS BEBEERTEINEDE 2,4878HMH — 2,9648HH (+47785H)
rraniivre BRI 4,434 (EE4EPEE  2,793HAMA — 2,80285M)
4,141 (+293) * HENZOE 2068HM — 2168HM (+1085HM)
* AFTUNEDNE 1,0798HH —8338BAH (A246B8HH)
(BRIBOERIER)
EH\E EEINEH w58, Hitm - ZEXESZOREDIE
4755 4,806 - 6 5& 2,0238H8H — 2,2518AM0 (+2288AHH)
' (+51) - RE 2,200BH8H — 2,0238HH (A1778AH)
- BREFEL (EE&ERE) 0H — 1008/HAM (+1008AM)
\ RAEINE 3628BHH — 280BHH (A828BHH) J
Nz = IRz z= RINZZEZDHEE (BHA)
614 A372 600
=
200 .
=" | p—
RN = INT = -200 O .:
-400
A170 £243 DEE | BEE | 4EE | 5EE | 266E | 276E | 28FE | 29FE
BN Z= | -209 292 516 578 110 -142 -170 -243
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