Supp. Fig. 6

o
S
A B & C & \°°¥ » P
o & é§ o c\:\(\ \\ﬁz QQ?
O S ) o X CAN
0 010305 1 2 4 8 16 32 64 128 ng/ml Dox L3 'f’ '\\ N\ 9 o '\\°
-, P
37 KD e s s s s s s s s s s s, |- GAPDH Kda Kda w
15KDA—] - 1236_] byt - EdCAl
-— 10 5 25 4 8 12 16 protA-Dynabeads (ul) 1048 - .. @8 @8 |HMW Edcd T - - (= complexes
12 3 4 56 7 8 9 10 1 12 v ug ug 100 200 300 400 IP antibody (ng coupled)
1 1 1 1 1 1 1 1 1 1 1 1 . "> WEDC3 720_| 720
_ —— & +0ut@ul® -c0Cs | BLOT 480_] 480~ Edc4
] T 15+ complexes
§ % — a-GAPDH
%g L1 2 3,45 6 7 8
22 109 INPUT 40% of IP (a-EDC4)
X 500 g total protein
5%
28 5]
ﬁ 1 2 3 4 5 6 1 2 3 4 5
= X
0 0 010305 1 2 8 16 32 64 128 ng/mlDox o-EDC4 BLOT c-EDC4 BLOT
’O\’D
&
N
> °
O R &
D \A'Q/o \foo & 4 \‘5* h*.o 6’;‘9 b:‘p 8"9 © 5“0 b’l"o ";k.o
© © © S & S & & @b"h & & FE 21 days old iPSc derived neurons
PLA signal
Kda
: 2e
- Kda Kda <8
1236] 3
1048} - ! - ]:Lgr;mw 1236 Ss
1236— s °
1048 [w— . - .- ¢ 1048 I:';J Q
720 High MW
. Edc3
480—] ¥ PLA signal
- || - 88 - .
e o
242 - - 8 g
S5
< c
Q%
66— - wa
3
[1 2 31 2 3] 1 2 3|1 2 3
4 l Low Expo High Expo ‘ Low Expo High Expo .
a-EDC4 a-EDC3
1% CHAPS
Blue Native PAGE | Blue Native PAGE | Blue Native PAGE | -0g10(p value)
o 3 B8 8 &
I S,
protein localization to 7:‘
I 35 il endoplasmic reticulum
< [
m > 100. ° 'J “ translational initiation —|
N 8 os M1 )
3 oo |/ nuclear-transcribed mRNA7:|
Pou P g ® catabolic process, NMD
piggyBac 5 w0 > %90 o N " viral transcription
2 8
3
= o protein targeting 4
‘ normalizer/selection module ‘ ‘ Reporter module ‘ g 60
Tether output = Nanoluc luminescence 2 % T T ¥ GO enrichment of LRT significant
Firefly luminescence NN ' log,FC genes in mRNA kinetic analysis
¥ RN =X
& @“‘yoo‘? \?&_\K,o“\ ,,6‘\‘, & Q,;}
& WV
AN-tethers
. . aSyn PFF aSyn PFF
SNCA . SNCA .
Copy number effect of SNCA PFF effect on SNCA 2 copy PFF effect on SNCA 4 copy
n=8179 p=4.2 e-06 1500 n=8527 p=2.2 e-19 2000 N=8932 p=1 ® (@)]
— 1000 - c w0
c 1500 ™ = (O]
3 1000 T <
38 1000 ! ISIRO)
500 500 | 00 < o O
| il Al — |0
0 pord Iri Tai=" 0 DRSSy i | Or 0 . —
A slope for decaying genes A slope for decaying genes A slope for decaying genes
(2 copy minus 4 copy) (No PFF minus PFF) (No PFF minus PFF)
n=9517 I p=1 n=9884 p=1 n=9446 p=0.00039 =
2000 —
IS 2000 2000 L
© 1000 1000 1000 g [
[ (O]
0 Moo 0 | P 0 et 1 s, O
2000 3000 < 8
= n=10111 p=0.66 2000 N=10213 p=1 n=8932 p=8.1 &% % o)
§ 2000 | TI-J
1000 1000 c o
1000 p )
0 - Al - 0 - 0 U
-2 0 2 -2 0 2 -2 0 2

A slope for up-slope genes
(2 copy minus 4 copy)

A slope for up-slope genes
(No PFF minus PFF)

A slope for up-slope genes
(No PFF minus PFF)



