250+
150-

100

<« ATXN2-Q58

# ATXN2-Q22

250-

mTOR f

250+

50+

T ———

WM et

P-mTORf
Actin

STAU1 f
Actin

150+

UPF1

Western blot

MTOR levels upregulation (hyperactivation)
in ATXN2[Q22/58] cells

IﬂXN?W’|->(§§;5 ‘

mTOR



SCAZ2 fibroblasts and ATXNZ2[-Q22/58] knock-in cells show inefficient autophagy function !!
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Overexpressed ATXN2 expanded repeats show inefficient autophagy function by accumulating LC3-Il
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Lowering mTOR levels normalizes Staufen1 levels in ATXN2[-Q22/58] knock-in SH-SYSY cells, leading
to autophagic clearance of increased Staufen levels in SCA2
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mTOR
ATXN2(Q)>22 :> [upregulation m=) Autophagy impairments
/hyperactivation] @

Staufen upregulation
[Reduced autophagic clearance]

mTOR knockdown =) Restore Autophagic activity
[Staufen clearance]
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