%
—4
<
oc
[

Stemness Markers

(2z€) 101u0d AyjesH (z€7) |01uod AyyeaH (007) [043U0d AYljeaH (Z0€) |ouod AYyleaH  (9€€) VONSXE Ad  (£L€) VONSXE ad (0Z€) OM-VYDONS

Apnis ay3 ul papnjpul saul

A




o
hd
D
<
oc
-

Stemness Markers

Hoechst

(zz€) |]onuod AyyjesH (z€z) 101uod AyyesH (007) |043u0d AyyjesH (Z0g) [0au0d AyijesH  (9€€) YONSXE dd (£1€) VONSXE ad (0Z€) OM-VDNS

A

Apni1s ay3 ul papnaul saul




Stemness Markers

(¢ze€) |103u0d AyyjesH (z€t) |043u0d AyzjesH (00T) |043u0d AyijesH (Z0g) [013uod AyijesH  (9€€) VONSXE Ad (£1€) VONSXE ad (0Z€) OX-VDNS

A

Apn1s ay3 ul papn|aul saul




1500 - 20,
S c
2 1000 2
n wv
1] "
o [
s 2
X Q
) x
~ ()
X 5001 A
o} O
n o

WT-322  WT-232 3xSNCA  3xSNCA Fibroblast WT-322  WT-232  3xSNCA  3xSNCA Fibroblast
-317 -336 -317 -336

C @B 1532.3 (control)
4g22.1 (SNCA)

Normal Chromosomes




A

Healthy controls

3xSNCA PD patient

SNCA-KO

Hoechst

Healthy controls

3xSNCA PD patient

DB317

SNCA-KO
DB320

DB200 DB232 DB322

DB302

DB336

Bright Field







Total a-synuclein Total & pS129 a-synuclein

a-syn (NBP1-05194) a-syn (ab209538) merge Total a-syn pS129-a-syn

c
o
S
©
=
c
[
@
£
©
Y—
o
wv
>
©
©

180d diff
180d diff




pS129 a-syn
coIoaIization

syn
magnification

pS129a

Total a-syn

syn

Total a-

GFAP signal

VONSXE pa1ea.UN YINSXE  asejeydsoyd yINSXE 1M VONSXE

< uonedyipuenb uhs-e gz | Sd 13 |L10) 10) YIS - uonedypuenb uhs-e gz | sd 10} syse U (s214>0435€) UOIIEDYIIURND dY4D 10} SHySeN

OX-VDNS




Metabolite

A Dopamine- and tyrosine-associated genes

Dopamine Neurotransmiter Dopamine metabolism Tyrosine metabolism Gene expression level:

Upregulated
1 . Downregulated

LagFC
LogFC

0+ I---
il |

LINTC
APBEAI
SYN2
PPFIA3
SYNA
syT1 ]
CASK
PPFIA4
SYN3

SLC18AZ
COMT ]
NQOA

PPP2CA |
s0D1

PPP2CE ]

PREACE
™ ]

PREACH
Mma0a ]
MAOE
oo
COMT

ALDH1A3
FAHD1
MADA
A0X1
MADE
[s]sle}

ALDH1B1

B 6- C  0.03- ** D Genotype with DIABLO

Block: MET_SNCA Block: RNA_SNCA
A A

S
1

0.024

o

a Legend

A WT
O snca

0.014

Lactate in media
N

ccomponent 2
>

%

glutamate in media

0- 0.00- ' 2 2

WT 3xSNCA WT 3xSNCA o component 1

~
IS

E F G Component 1 Correlation cut-off
@ Positive Correlation k r=0.7

® Negative Correlation

MTMROL
AC046136.1
i KLHL10
Isoleucine=| AL353748.1
Glycine= AL359740.1

Valine=

LontsseY

Tyrosine=|

Glutamic_acid=

Genes
bl
»
=
w

L) L) L) L) L) L)
-0.2 0.0 0.2 0.4 0.6 0.8 1.0 MPDU1

Contribution

OR2B8

FOXD2-AS1 Expression

O wr

-1.0 -0.5 0.0 0.5 @ SNCA

Contribution



A Percentage of bursting events B Interspike interval

day15 day30 day70 day90 day15 day30 day70 day90
s B e e S
1004 — —=— —=— —— [  — 1 [
v 754
o)}
g 754 —
g w
) =
g B wr 2 sof B wr
504
E B 3xsNCA S B 3xsSNCA
@
25+ 251
* * -
04 0.0
V;T aslNcA V;T axslNcA V;T axslNcA V;T axslNcA V;T SXSINCA V;T &SINCA V;T &SINCA v;T SxSINCA
Wilcox—test, **p=0.001, *p=0.01, *p=0.05 Wilcox—test, ***p=0.001, **p=0.01, *p=0.05
C MAP2 Synaptophysin alpha-syuclein

D Synaptophysin PSD-95 MAP2

total alpha-synuclein

by . e

synapse & alpha-synculein
Synapse analysis

pS129 a-synuclein




	Figure S1
	Figure S2
	Figure S3
	Figure S4
	Figure S5
	Figure S6
	Figure S7
	Figure S8
	Figure S9
	Figure S10

