Supplementary Figure 1- Uncropped scans.
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Extended Data

Ext Data Figure 1b

70 — S
55— |y e - i

Ataxin-3 [~~~ il = A
35—

15— :
LC3 L |

Tubulin
70 — PR 1
55— -:-_“__--I

35— =

Beclin 1

== s e
56— " " oo e o !
35—

p62 )
70 — [ — — — = = — — "= S —— 1

55_|"'—‘" — W — — —

35—

Ataxin-3
70 —
55— [EE A g o !

35—

25—
LC3 e s msiigeiohn o0

15—

-
\
!
|
|

Actin
55 = mmmmmmm e e e e mmmm o -

Ext Data Figure 1c

70 — T S T |

35—

p62 > 10— e - —

. 55— | —
Actin | p— — —
I g
Ext Data Figure 3a
Beclin 1
70— ¢ Vol il R J
55_ - — T
35—
Actin
70 —
55—, [ Rl =
35 — — — ———— —— !
—_ 1

wsads

. 70 —
Beclin 1 5 e p—

35—

70 —

. 1
Actin . —— o e st : [ ——



Ext Data Figure 3c
Ext Data Figure 3d

Beclin 1
Input IP
i e 1
TO — i o s SR A : 1
55— :——--—-: 250— 1 '.:
I T e T 1 I 1
35— HA 130 : !
70— 'L I
FLAG s ~wmor owro w0 N :
70 —
55— AT !
35 I'&-—-““——-—‘I ——————
- 1
250— N
Actin J
70 HA 130- '
70 — 1
L L R T 009090909090 0 - - 1
e e e |
35— A ———1
70 — pEMiERs Ses RS R e e
1
. i1 55— | ———
Ext Data Figure 3g Beclin 1 |- !
FLAG" 35—
70 —
-1 1T . 70— &
L _ mases oanes , gl = = = ]
3/ s 2 Beclin1s5_:- |, __ 1 - -
35—
Actin
70 —
55— m—————- | Ext Data Figure 3f
GO b | [ — ————
IP Input
I e 1
1 1
: 250— L !
Ext Data Figure 3e HA :" !
1 1
VPS34 LIS S I
130—-
100— - B s -::-_~_' -
70— beossg i !
1
HA  250- |H ':
: . 3 ‘I
Actin : _____ :
70 — i
55— :' _____ 1 -
T e e e e (e = = i 1 [——=== 1
35— i vPs34 100- ! - ! | —
T il 1
70 - M B
55 §5. -----



FLAG

Actin

Ext Data Figure 4c

Beclin 1

Beclin 1

70 —

55 —

35—

70 —

55 —

35—

25—

Lc3s 15-

70 —

Beclin 1> 55 _

Act

Ext Data Figure 5a

in

35—

Ext Data Figure 4d

Ataxin-3 70—
55 — ! [

35—



Ext Data Figure 6a

Ext Data Figure 6b

Beclin 1
70— | e s 1
55— —-——-"‘:-‘--:-c—--— 70_Ir _____ .;
35 e 551 T e . o - -
35—
Actin
70—
55 — IS R
p62% 70— — a— — — — —
| o - - — - -
LC3 — S 1
15 — T T ]
- e el - -
(|- Lt
Ext Data Figure 6¢
GFP ;
55— Ry prnp——————_ <— Actin 70— .
} )
35— -d--—l_“ Beclinl . e v R !
o5 _ s sl - e ! - - IS -
35 —
]
FLAG »
e [T TR T 1 70—
55—, -~ - - Beclin 1 > _ — - ———__
L TS 1 55 1
Bo'h ewem  ee— eme Actin | o . o s —— o[
-— — 35— [ -
25 " -
55— L A NI U
B W e e e
e - Ext Data Figure 7b
Actin
Input IP
Ext Data Figure 7a | :
70—
IP |nput Ataxin-3 55 ::r_:
.. — i
|
9C> 55—,  ww wa v | S § a5 _
1 -— 1
1 1
35—'\ 1
FLAG : -— | 70 — | Mo oy o i 1
25—, bcemmm== ! Ataxin-3 L~ e
55— * i
3B ..
I9G> 55—,  SBERee -
1
: B | .
35— - | y 5t e I
FLAG 1 FLAG
25 T T . ® : il
— ! !
250— . Lo !
Beclinl1 . ' FLAG - e o
eclin 1 I ' I
s5- - 1SRERTS m % L
a I I
s o= 1
250— l" i : Cem O
Beclin1 | W R e ' Beclinl o ! an e '
i B
“inl . WEE | o s e @S0



Ext Data Figure 7c
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Table S1. Full statistical analysis of the data from Figure 1 and Figure 4.

Figure P value for test P value for post-test

Figure 1la  Two-way ANOVA (column factor sShRNA *** Bonferroni’s post-test (* P<0.05,
P<0.001, row factor BafAl *** P<0.001, interaction * *** P<0.001, N.S, not significant).
P<0.05).

Figure 1b  Two-way ANOVA (column factor shRNA ** P<0.01, Bonferroni’s post-test (** P<0.01,
row factor BafAl *** P<0.001, interaction P value *** P<0.001, N.S).
N.S).

Figure 1c One-way ANOVA (** P<0.01). Post-hoc Tukey'’s test (* P<0.05,

** P<0.01).

Figure1d  Two-way ANOVA (column factor siRNA ** P<0.01, Bonferroni’s post-test (* P<0.05,
row factor fasting ** P<0.01, interaction P value ** P<0.01, N.S).
N.S).

Figure 1e = Two-way ANOVA (column factor siRNA * P<0.05, Bonferroni’s post-test (* P<0.05,
row factor fasting ** P<0.01, interaction P value ** P<0.01, N.S).
N.S).

Figure4c  Two-way ANOVA (column factor HD ** P<0.01, row Bonferroni’s post-test (** P<0.01,
factor fasting N.S, interaction P value N.S). N.S).

Figure4d Two-way ANOVA (column factor HD *** P<0.001, Bonferroni’s post-test (** P<0.01,

row factor fasting * P<0.05, interaction * P<0.05).

*** P<0.001, N.S).




Table S2. List of patient-derived fibroblasts analysed in this study.

Disease Catalogue number Ref in the paper
HD GMO04285 HD1
GM04287 HD 2
GMO04476 HD 3
GM04867 HD 4
HD 940-01 HD 5
HD960-01 HD 6
HD305-01 HD 7
DRPLA AT2140102 DRPLA 1
GM13716 DRPLA 2
GM13717 DRPLA 3
SCA3 GMO06151 SCA31
GMO06153 SCA3 2
SCA7 GMO03561 SCA7 1
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