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Supplemental Figure S1. Profile of a-Syn expression in brain areas of A30P*A53T*a-Syn transgenic mice. (a) Coronal
brain sections showing h-a-Syn and m-a-Syn mRNA levels in several brain areas, as assessed by in situ hybridization.
Yellow frames and arrowheads indicate the brain regions quantified in b. Scale bar: 1 mm. (b) No differences between
groups were detected for m-a-Syn RNA expression in all brain areas analyzed. Data are represented as the mean + SEM.
Abbreviations: mPFC, medial prefrontal cortex; CPu, caudate putamen; HPC, hippocampus; SN¢, substantia nigra com-
pacta; VTA, ventral tegmental area; DR, dorsal raphe nucleus; LC, locus coeruleus.



(a) Tail Suspension Test (b) Novel Object Recognition Test

250+ 250- 1.0
o
zawo{ ° Ta0 RTINS
e '%' 2 . o £ T
£ 1504 S 1504 . °o & 067
£ * s o =
5 3 : s £ .
3 100- £ 100 E 044
= 50 @ 50- ao02q |°
0 0- 0.0
FONO FONO
[] non-Tg

B A30P*A53T*a.Syn

Supplemental Figure S2. (a) Both A30P*A53P*a-Syn and non-Tg mice showed a comparable immobility time in the tail
suspension test suggesting a non-depressed phenotype. (b) A30P*A53P*a-Syn transgenic mice showed similar times of
exploration between familiar and novel objects (FO and NO, respectively) compared to non-Tg mice. Data are expressed
as the mean + SEM, n = 10-15 mice/group. Two-way ANOVA and Sidak’s multiple comparisons test, ## p <0.01 compared
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Supplemental Figure S3. Absence of the DA and NE neurotoxicity after intracerebroventricular administration of IND-
1233-AS0. (a) Bar graphs show no differences in the number of SNc and VTA TH* cells or density of TH* striatal terminals.
(b,c) Bar graphs show no differences in the DAT (b) and NET (c) protein density in DA and NE neuronal bodies and their
brain projection areas. Values are the mean + SEM, n=4 mice/group.
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Supplemental Figure S4. Schematic representation of IND-1233-ASO molecule. The ASO consists of an antisense GapMer
of 18-mer single stranded DNA molecule with four 2’-O-methyl RNA bases at both ends to protect the internal DNA from
nuclease degradation and improve the binding to the target mRNA. Indatraline hydrochloride (major inhibitor of mon-
oamine transporters) was conjugated to 5’-carboxy-C10 modified oligonucleotide through an amide bond.



