WO 2020/236833

PCT/US2020/033638
1735
Ee)
U
j oy
©
Q
=
o -
L= Y]
o o
<z

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833

2/35

%\ 3

BN
R

SUBSTITUTE SHEET (RULE 26)

FIG. 1, continued

PCT/US2020/033638



PCT/US2020/033638

WO 2020/236833

3/35

S4OHL# o

panunuod ‘g "n|4

st vy
sprays Buney

THBLY VRN i 8

PR} W
AN,

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

4/35

¥4 TRLPS
FIG. 1, continued

i

A

G,

3. Ly oo PP,
B, B gy
4., PPy, WtV Y,

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/033638

WO 2020/236833

5/35

8¢ 'Old

A

Adeaayy

180-L ¥vD
A0

qyw

Aderayp

1821 ¥V
10

ayvw

V¢ 'Old

o

Mw:muﬁwﬁoﬁm:u
HRGFOIAD

a0
Aureon

juswlead |
| uneysofig

. #80
s $FAUBD

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833

B7

s o

G
SO *
S
R R 8
s

-

N

. S
‘\\ \w\\\

6/35

B0

FIG. 3

L

R
W
X

-
-
-

SUBSTITUTE SHEET (RULE 26)

PCT/US2020/033638



PCT/US2020/033638

7/35

panunuoo ‘g "oi4

WO 2020/236833

£ P 2y A
& & &£ £

G

oy

o
Bty

WW\\SQ\\%@\%\N

o

ST

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/033638

WO 2020/236833

8/35

SO0 = Xew
L X DU L =1y
BEIG A0 |

{5z, us0757cl)
SRIRlrey

oL

BHUDDBEBUGITY

CED
PR

HODYE
gusen

panuRuod ‘¢ ‘Old

2200
W ries

HOp
oBE0

CEGD
LA

HOONY
SRR AN

5¢ Aegy
37 Aeg
¥t Ae]
oL Aeg
4 Aer)

¢ Aegy

YD
SR,

S |
HYIEZOD
L Xg

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

9/35
= = =
e
:
HK a1
£
2 <
HIH A
& L
€3
i e
@ & & & i &
o 2] e o o] o
uoissardxe zzan abueyo piog
©

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

10/35

| SSEURREIESS_—.
-------------- - %

RN
A2 AR ‘?s,,?

- ST ————
rommm—————— ),

i NN &,
AR R T Y q,,?

»* d&)k\\\\\\\\\\\\k\\\\\\\\\\\\\\\\\\\\‘\\\\\\\\\\\\ <
e Y "%4

#HEAIMIIITIIINISUSUSUSSRRNNy g,
4 R T

e SR - .
A Y %"o

e —
-SSR

S A - AN SN <,

+GEINTINN..- g,
I AR %’,«,&}

P —
%%

AR,y o,
A0 N ‘%;ﬁ

L mmmm
A R Y

MG B

T Y "3;’

*WW\“&\\\\\\‘\\\\\\\\\\\\\\\\\\\W\\\\\\\\\ JO

e-mps—
X
< i < & <

L] xe - (-] [

Compound

NALMS Cells
FIG. 4, continued

2.5

UOISSRIIRS 2700 $HUBLD DI04

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

11/35

W

Compound

JB Cells

'\\\\_ A T T hhi : T

FIG. 4, continued

L

o Ok L

oSl 270 sDueyO Py

3.0

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

12/35

o
¥
\\\ \% i

&

2F7 Celis

Compount
FIG. 4, continued

N N N
\\\\‘\\\ \\ \\\ N N R Q\\ \\\
T n it \\ N NRTHIR
Liahiinag N T

2

uopssadye Zras sBusg prog

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/033638

WO 2020/236833

13/35

S "'Old

SR ¥ O = R

oI X 00D = U £603
SEDE R0
{1m7 uurnpspd) ¢
BRI 5128
Vs 241
FA LR
Y-
ol 7
P . 230G
50

BABZ K WA
G} W LupEEodig

o CL1 e MY 0L X P
BURRSIIT

Junesnisg GENG uEEndan 5 18 A

m | m | e ‘
7 £y Al
MYD 2200 HYD HIOW gulen g3t 10 Aeg

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

14/35

FIG. 6

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

15/35

@
o3
@

s A SR VRIS 1B
it S IRE LI S B 1

R
B

FIG. 6, continued

1

Time {min

S

QI
a\

4 ¥ * *
N D w@ow N oo

R e o o3

SHuRMNBONL SR panIoN
o

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

16/35

AT B A

o S PRV { VA
N Ty

GAPIRYT {200 v

sty S PR {00 0%
sl SG TG BB L2 v
sty 120 TPER AL 1)

FIG. 6, continued

e L R~ A

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/033638

WO 2020/236833

17135

s LHR S 3, gy
R REAR S e
B4 HIL Y 4 B PIT oo
W D Y OIS s
W LA VIS
W T IS
W S B
G I ARt
s LRI IR e

panupuoo ‘g "o|d4

funu oung
A %5 % % o

N
pazfeuLIoN

=
e

@
&

&8
©
SHSOSNONY Noetidn

S

W

&
o

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

18/35
& PRCR-GRE Translocatinn
§ 108 \,\\*\\“~‘§
I
dorst Tl
¢ |
]
g osn 1\1{?
& : N o WS
¥ E‘\x\\\&\\m%\*\s"\“}
§oxs
%
E
§ GG ) ¥ ¥ )
& 5 hEY i5 8
Fiwsee frnled
15 9
10 «

#i {ntd)

beta! defte  thele
PRU tsedorm

FIG. 7A

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

19/35

Transoloation of PRCE-GEP

N

{1004 nh3}

RS

g:yfm s
CLOE S 4

%
oy Pk

o 5 10 15 T
Time {ning

Moy malineyd Ovsoslin Fluorescencs
(3
P

30 4
g -~
g 61
& 43
€ 4
2 i1
N
o -
aipha defte epsilon
PEC isoform

FIG. 7B

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833

Mormafived poosclic Bipreyners

PCT/US2020/033638
20/35
Transoloation of BXESGFP
a¥ege 3 MUY
§ % 1% il
Thae fmin)
15 -

Ki{nps}

alpie delte
PRC Isaform

FIG. 7C

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833

{:aaro«"‘ %«"M{)

PCT/US2020/033638

21/35

B

5%

$.3%

Brmaticed Lytosohic Fhesrescems

DRty

i,w X

e FaesT
TS 2 AR
N

A

g

e

& H 1
Tinee fmind

3

15

2

12

ki {nat

Eo B+ I < B *

FIG. 7D

SUBSTITUTE SHEET (RULE 26)




WO 2020/236833

22135

KiintA}

PCT/US2020/033638

SUW217

ainhy

e
7
&
o
%k
22

“4

LR

o

Marrreatisond Lytemntic Fanwoyesnes
Z

E%3
%
.
£
g-m/
iz
Yt
-

f o delta
PR Bsoform

PRCS-GFP Tranalncation

2
2

FIG. 7E

5 3 i3

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

23/35

r% \g ?% X
D Tad @
roo P AN \*)&&;\“
Y
G35 A “\\\\&
R 1
250 4 ;§1§§%\\“1\
M
825 o
B ¥ ¥ Y Y
i ) in ik it
Time {ming
15 A
g 10 4
£ 2] o8
2 58
5
o

olphe  delle thetu
PRE Bnoform

FIG. 7F

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

24/35

5N

Ry

Rifntvi}

Hormatiyet Oy osalls Fuprosence

betod defte ¢ 5 kY 15 0
PKC fspform Tirse frste}

FIG. 7G

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

25/35

k2

iy
L

SUWZ20 betal - deita e a © »
PR isoform Yo

Kote: Lo in the shove chart &
baglnrdng of 1000 v

FIG. 7H

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

26/35

Boraonabine o S ahie i vs s ona e
5% ford #
F 3 13

i
agm?‘%”‘\\”’i‘x“& \ﬁﬁg&&

Qf{&)‘ ) ¥ E
W ¢ i 28 3¢
Thave {main}
T8 »
& ~

alohe  beted  delln
PRC lsotorn

FIG. 7l

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833

ffaﬁ?‘“ N Ve o m&“&

27135

f‘g % o
ok

%
Bt
P

Sormtized Oetomolic Blumrestorgy

PCT/US2020/033638

ol

LY

FIG. 7J

aipha bede 1 delta
BRT isaform

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

28/35

19§ g & 3 %K“sw\
N

B 3— Y
¥ ‘§§}; % SR AN
RN et SR
£ k\.{ \}%ﬁ“\&\x\\“-:%“\\‘lxﬁ
3 ?
880
3 :
RN
A .
& h53 3

e feing

By suwans

18

i (nh)

oiohe  defle  apsifon
PR isofonm

FIG. 7K

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833

3 {nn)

29/35

. N

; N\

wiphy betal delle  thety
PRC Yeaform

SUBSTITUTE SHEET (RULE 26)

FIG. 7L

Qi

‘ &
o Saggd
e 2

PCT/US2020/033638

5

=3



WO 2020/236833

30/35

TN S T

st

FIG. 7TM

e

ko4 bad

s
e

Hormstiond Dytosalic Fhutsrestonce

x

PCT/US2020/033638

sfphy epsifon delty thedn

PRC Isofurm

EA

3
%
I T { ‘:f%iz v
Ty Bt}
o 10

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

31/35
O R T | .
T,
. NI
Q.50 - i
I e
025 o LR
0.00 " . 1 N
9 5 0 15 B
Timee {inivg

PG lsaform

FIG. 7N

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

32135

Ki{nni}

clphe  delte  epsion 9 3 N
PHC isoform sl

FIG. 70

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

33/35

¥ inba}

FRACH N
B\

Al

Q2 SN

0% ; 5 2 5
ofohe  defte g i W £ £

PR isaform

FIG. 7P

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

34/35

suwa1i . &\‘% I,
£ 100 4 A_ﬁg\}\}}w }% & ﬁ el . i
P P il
3 DY o 1 ot i d% B
&
g 8 .
z g 4501
o b
£ o
X
£
, i . 0 . . T ‘
siphs  betal  delta o 1 0w 4n
PKC isoform Firne {min]
FIG. 7Q

SUBSTITUTE SHEET (RULE 26)



WO 2020/236833 PCT/US2020/033638

35/35

aipha deit
Stiwzdz PRC Isoform
138
200 Ay 1S
S . -
3 P l‘ﬁ%‘i@& ¥ i8R
OIS 4 A i}f § el 8
AR S8
R
$050 3‘1
2000 bt
Q.38
080 . ™"
& 18 K4 k3 A3
Tame {raind

FIG. 7R

SUBSTITUTE SHEET (RULE 26)



