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In vivo evidence for cell-to-cell propagation of

asS aggregates

Human autopsy sample Mice experiment
aS aggregates grafted DA neuron Synthet_ic
from fetal midbrain aS fibril
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BODY-FIRST,BRAIN-FIRST

BODY-FIRST PD BRAIN-FIRST PD
[imbic / amygdala limbic / amygdala
Substantia nigra / Substantia nigra .
FDOPA \ FDOPA L L
Parkinsonism Parkinsonism N
A
Locus coeruleus : Locus coeruleus & _
Neuromelanin & ¢ —— Neuromelanin ¢ ~_
RBD No RBD
Dorsal Motor Nucl. Dorsal Motor Nucl.
Donepezil PET & Donepezil PET normal

stellate ganglion

coeliac ganglion
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start

oaooo a-syn spatio-temporal propagation

sympathetic and vagal connections

stellate ganglion

coeliac ganglion

intestine |\

Heart predicted imaging findings and symptoms at
MIBG | 4  de novo stage of body-first or brain-first PD

(Horsager J, et al. Brain 143 :3077, 2000)




Q) U—FIOTRAFIY
- IRIERMNSD o RXRILLVDIGREITEANREEZ LT M ?.
L P
TIORADBRIKIZaRXRILALT74T)ILEFTALTERES
., JREZEN., ITHENSBTEITD.

P (L BT
Y G v’ﬂ' . 1/
g des /
/,. e o A 4
J}.- 4 / o s \
; RY A -
~y f 5 ‘\
X A
| <= O ‘ * %}\‘;‘&
¥ VAL Y
v X S . g o
7 ™ Rt ) & b e
~O ) e

Stereotaxically inoculated a-Syn
PFFs into the bilateral olfactory bulb

bulb

Via vagus
nerve

(Uemura N et al., J Neuropath Exp Neurol 2019
Uemura N et al., Mov Disord, 2021) 10
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3M p.i.
P-gSyn"
o et s
Inoculation sité. 1 | .t~ -
AON e Hippocampus
ﬁ Amygdala
Olfactory pathway
Entorhinal Ctx
Piriform Ctx i
- \,a'.f. . A, "»‘

‘ B
« ‘* X

£

(Rey NI, et al. J. Exp I\)I'\ed., 2016; Uemura N, et al. J Neuropath Exp Neurol., 2019)

Further spread of a-Syn pathology was rarely seen in WT mice up to 18M p.i.
a-Syn PFF injection to A53T BAC-SNCA Tg mice may enhance the phenotype.
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