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Staging of Argyrophilic Grains

Adachi et al. J Neuropathol Exp Neurol. 2010;69(7):737-744.

Primary age-related tauopathy (PART):

Crary JF et al. Acta Neuropathol. 2014;128(6):755-766.
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FTLD (bvFTD, PNFA, SD) FTLD-TDP

FTLD-MND (ALS) ALS+bvFTD (4 types)

aFTLD FUS bvFTD, ALS+bvFTD FTLD-FUS

SD-NFT: senile dementia of the NFT type (F##&R#R# 25 1L B E F 41 ANE) . MND: motor neuron disease ((EE)—1—O#KH) |
aFTLD-U:atypical FTLD with ubiquitin-positive inclusion, BIBD: basophilic body disease (#1521t A#4#%) . NIFID: neuronal
intermediate filament inclusion disease (###& HRR{% AR 715 A2 5 A fKSH)
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Lewy body =& —synuclein fibril IN—F VY VIR
New insight into protein structure : : iﬁﬁﬁ%(%o)s\é i)
can help researchers understand the n;nw&

pathophysiology of Parkinson's.

: BRRRIRODITHE
WE-EE

R BB, EW), I<HE

REHRERSR - BRI

ERRGIEE M RBHT
AIERS
FERR

: {Efb

EUMHENE e e

10



2017/11/6

DLB & PDD

« DLB: dementia with Lewy bodies

Lewy body disease PDD
(LBD)

+ DLBD: diffuse Lewy body disease

« PDD: Parkinson disease with dementia

DLB
PD®30~50%h BEKEIZ7E5 .
PDDIZ/ A—F VU R DREMNDEEL T FLEFINSEIT “145 et »
JL—IL” T T T T T 1
AE(LDLB=PDD (B D/ YT—a>) ooebrecrs) %8 © ® " ” ”

Halliday GM, Ann N.Y. Acad Sci, 2010
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Lewy body disease

IN—F VU REHES R
* Brainstem-predominant (PD)

FIFEAE F i F60m% . FIT0F TRT

+ Limbic(transitional)

KR ECBEOEREITEE

» Diffuse neocortical

EECHEMEOE#N R
‘ MMSE L LLE RO = L ME
e Altheiner iype puhovey HAEHEDO LR (BEFR)

Braak stage 0-II Braak stage ITI-IV Braak stage V-VI

L LBEERITEIEE (K5, BEREEZRD)

Brainstem predominant Low Low Low

Limbic transitional High Intermediate Low

Diffuse neocortical High High Intermediate [EI_] *E *$ ;ﬁ % T/ — #‘ DAY i ;C N % 1t N f%r: Eﬁﬁ I.‘ﬁ % ic_ %
fzLedL
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Oligodendrocyte dysfunction in MSA

Oligodendrocyte Oligodendropathy

Neuron

Dendrite

Axon terminal
Nucleus

Demyelination

GCl; aggregated a-synuclein

Neurodegeneration

Loss of structure & function
Cell death

(Bleasel et al. Acta Neuropathol Comm, 2014)
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Dopamin Transporter (DaT) SPECT

Preservation of MTL in DLB compared to AD
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MIBG scintigraphy
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aFTLD-U, BIBD, NIFID FUS bvFTD. ALS+bvFTD FTLD-FUS

SD-NFT: senile dementia of the NFT type (F##&R#R# 25 1L B E F 41 ANE) . MND: motor neuron disease ((EE)—1—O#KH) |
aFTLD-U:atypical FTLD with ubiquitin-positive inclusion, BIBD: basophilic body disease (478314 # A ##5) . NIFID: neuronal
intermediate filament inclusion disease (###E HRR{% AR 715 AL 5t A fK5H)
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Rachel H Tan et al. Acta Neuropathol Commun. 2013
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+7I0CRFIBRAER (APP)
+JL+E=1)o1 (PST)
+7L+E=1)22 (PS2)
+7/RYRTATA> (ApoE)

FIOAK B IR

APP, PS1, PS2 TR ZBAREBEEERRELIRERETILYNIT—RESIESET,
ApoE €4 BRITFZILIYNAI—RORELRELREFRESFLTIRREFL
LT,

Subcellular Trafficking of APP/APLPs

(Kins S. et al. Neurodegener Dis 2006)
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(Querfurth HW. et al. NEJM 2010)
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(Xiao-chen Bai et al. Nature 2015)

Distribution of the missense, small insertion and deletion
mutations in PS1

@ Sites of FAD mutations

1. Pathogenic PS mutations impair y-secretase-dependent

Q sites of familial FTD mutations
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1111 lecee <l «f

e clece o1

e e leee o1
T O -
Plee coeeod

(Shen J. et al. PNAS 2006)

y-Secretase inhibitors mimic the effects of
pathogenic PS mutations

1AB42 1AB42 —lLAB42
—AB40 1AB40 1AB40
(e.. M146V) (e.g. L166P, C410Y) (e.g. A79V, insR352)
200
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S 42
[
o
© 100
=
s
]
x ABso
.
0 >
Low Moderate High

[ y-secretase inhibitor ]
(Shen J. et al. PNAS 2010)
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FDG & PiB PET .
' C-PiB PETIZ&AMM7IO/K 8 DI&H
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right lateral left posterior right mesial left

['8FIFDG-PET

(Villemagne VL. et al. J Mol Neurobiol 2008)
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a Healthy neuron
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Hyperphosphorylation

and tﬁcation

Tay stabilizes Tau phosphorylation

Prolongation neuronal
Axon and dendrites
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MAPT(microtubule—associated protein tau )

Mutations exonlexon9 exan]0 intron 10 exon 1l exon12

EI0+3 EI0+14
EI0+16
E10+19

E10+13

Tau
gene
4 \
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and translation
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Mutations
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and translation
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a-Synuclein
©  Neurotransmitter
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&5 Synaptobrevin
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(Vekrellis K., et al. Lancet Neurol, 2011)
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Lewy body pathology in the enteric nervous system (ENS) .
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Dopamine Transporter (DaT) SPECT
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(Armakola M., et al., Nat Genetics, 2012)
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Physiological and pathophysiological TDP-43
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Chen-Plotkin, A. S. et al. (2010) Nat. Rev. Neurol.

Fiod [0 5 4 B2 XN AE

i3 i B4 R AN AE FIIINLT—R
BT REITHLY
EYSoOMLLY 7ORERI#

HLIT (HEHY) BEMEARIZLLY)
RRIERMETRI-N TS AR RRICE®SNhD

SHERIEER | FroR SR - SRR - MRS S0
SEELHER : S DS TREBKIC IR
fER (X BEIE

=)

SHERIEER : DLy
SEEECHRIE  IRIRICSELE(TIE
SEREEEMER

2017/11/6

24



