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A: Aggregated AP or associated pathologic state

 Research framework
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° AD / non -AD 0) ﬁ% EI' I] (N): Neurodegeneration or neuronal injury
Anatomic MRI
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Adapted from Jokar, et al. In: Huang X, editor. Alzheimer’s Disease: Drug Discovery, 2020




B/ (AT —h— AB1-42  Ga ¢

ADNI data

e AD
. a MCI
R = Control
n B ..A
m 4

A A
] al . A A
A A
. 2. .
[ A A
A
n l‘ A A
. A ‘
A
[ ] A ®
A

50 S
1 12 14 16 18 2 22 24

Mean cortical PIB SUVR

g

42 (ng/L) threshold 544
g

g

AIBL data

p=-0.76 p< 0.0001

() Heatthy Control

A Mild Cognitive Impairment

@ Aizheimer's disease

A
e (s )

)

— i E% B Teut-of [EZ I 2D HEEL LY

Jagust et. al. 2009, Neurology

Li et. al. 2015, J. Allzheimers Dis.



§E®/ \MA~<—h—:AB42/AB40 Lt

>

5

Sensitivity

TIOARPETHREIZL-BER/N\NMAT—H—DERE

Euroimmun

n=215 n=215

01)
5

Quanterix
n=70

r-'l“ lf—" T T - AN
08 Ir': os| i 08
osl 2 oelf 2 o6 :
= : < 08 | ...
2 : =
N AR42, AUC=0.894 2 . Ap42, AUC=0.916 -
£ —  AB42 / AR40, AUC=0.954** & "F — AB42 [ AB40, AUC=0.975** o  ABA2, AUC=0.810
APA2 / ARS8, AUC=0.943" Apd2 | AR3B, AUC=0.964™ — AB42 [ AB40, AUC=0.912*
02 024: 02
1 I
0.0+ T T T 0.0 .E T T 1 0.0 T r
00 0.2 04 06 0.8 1.0 oo 0.2 04 06 08 1.0 00 0.2 0.4 06 0.8 10
1 - Specificity 1 - Specificity 1 - Specificity

Janelidze et. al. 2016, Annals of Clinical and Transrational Neurology

— AB42/ABAOD L E D LEER /N A Y —H—DRENF L
YOUVBBRE REYUTIVET, BREAREFREDRA




MR AB RAAI—N—

REM/HaXk

c KIRIBRE (TR ALY
\Z —

e -fHE
KXk

s KIFEIRE ]

r—

BRI =——XHAE L




M#& CABZIEFEICRIE T - ENBH THNER
- MERDABREIFFEICHE

« MEBICFLZLDEHENTRETHH

« FEEDIELART1-42D1KRNIKE

- MEEAR REIL, ME., BHEe. DEEFZDHR
HZERTEST 5. FLABEXKRETLEESND

=d ALZHEIMER DISEASE

Biomarkers of AD risk —the end of the
road for plasma amyloid-?

Wood., Nature Reviews Neurology (2016)

2016EREETH. R TIHE/TEYE BT



20144 : BB LD X RHAR TIP-MSERAVNTERER
&/ NN AFI—H—HRIETELHAREMERS

sensitivity

PiB- vs PiB+ APP669-711/AB1-42 vs PiB-mcSUVR
1 2 ~ Nevember 2014 g apan-acad oo pjab
— o — ingle r = 0.687, P < 0.001 s
:I:rgislrr= 0.668, P < 0.001 - PROCEEDINGS
! ﬁw OF THE
0.8 s | . JAPAN ACADEMY
~
| g sen SERIES B
06 | <cn(_ L] A% 4% .‘AA SICAL AND BIOLOGICAL SCIENCES
SRR S Ca kSl g, O,
N~ 0i% oLy é ¥ 4
04 | o Bogo i a KU/ B &
© @8: .
© ' e P
o Oo i
— AB1-42 o 05 ¢ o :
0.2 — AB1-42/AB1-40 < o
= APP669-711/AB1-42 '
! [oHC- e HC+ A MCI + AD
0 : : : ‘ 0 L= : '
0 0.2 0.4 0.6 0.8 1 0.5 1 1.5 2 2.5
1 - specifiity PIB-mcSUVR (Kaneko et al, PJAB, 2014)

« IP-MS (Immunoprecipitation-mass spectrometry)ix CILiE P ARRERTFK
DRELLZRIE
« REMD2ZD YU TILDIKNHNAREIED B EZI0% L LDFEE THIE

« PiIB-PETCH#EL-ABBRE LS EERIFER

URFELTRHFUICERRIRTET ?
BEACERINTIEBATLE -




B EEEEME L 4— (] SHIMADZU

. . . Excellence in Science
National Center for Geriatrics

and Gerontology (NCGG) ‘ Eqﬂﬂ—g;ﬁgzﬁﬁﬁﬁﬁﬁ
\ / albl

the Australian Imaging, Biomarker
and Lifestyle Study of Ageing

RRARFEPR, RARFEZ. AEKXFEZER.
RAMERRFERE 57—



AT 14 2 OfE

WL T—2Evh

NCGG (Japan)
BRT—2tvk
n=121

8 0 60-90 F
RAHHEEIEE (CN)
BXESRANEE (MCI)
T ILYINAI—¥& (AD)

AIBL (Australia)
BEET —52 vk
n=252

(AIBLEFR S IL—F (=& BT 54 REEE) (BRI IN—TI2LBTSAURBIE)
AB-PET#ZEDEEMIZKY IP-MS ;EZZ Rz
TIOARIBIEAR+) & FEHEABR-)I=H 4 AB BAENTFRLAILZAIE

ﬂ APPeggo711/AB1a2  AB14o/AB142

‘ #ERIC
HABDHE

Composite biomarker

AB+ AB-
Used as the “Standard of Truth” Used as the “test biomarkers”

A ’ 4

MENAF2—h—DEANEDOMT I0A FEBEDOEE (AB+ or AB-) ZHET S
BEH%IEFET—2ty b (NCGG) ¢#RIET—42+ v b (AIBL) T5H




IP-MS&IZ K4 MK/ N\ A~ —H—BIE D

(IP-MS: Immunoprecipitation-mass spectrometry)
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(Brand et al, Alzheimer’s Research and Therapy, 2022)
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Degree of abnormality based on annual rate of change
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CSF total-tau (t-tau)
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CSF and plasma Neurofilament light (NfL)
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