WO 2021/062030

K101-C1316 (3 uM

K101-C1315 3 uM

K101-C1336 (3 uM

K101-C1303 (3 uM

K101-C1329 (0.3 uM

K-101 {1 uM

DMSO

K101-C1321 (0.3 uM

K101-C1318 (0.3 uM
K101-C1337 0.3 uM

K101-C1327 (0.3 uM

K-101 {1 uM

DMSO

1/11

P-PKDPKCu

(8816}
g-actin
P-Erki/2

SUBSTITUTE SHEET (RULE 26)

PCT/US2020/052545

Erk1/2

FiG. 1



WO 2021/062030 PCT/US2020/052545

2/11

P-PRKDIPKC
{8918}
P-PKDPKCp
(5744748}
factin
P-Erkii2
Erkif2

P-PKCS
. {1505

P-PKCA

(82498

K101-G1321 (0.1 M)
K101-C1321 (0.3 M)

K101-C1304 (0.06 p)

K101-C1304 (0.2 uM)

K101-C1302 (0.01 M)

FIG. 2

K101-C1302 (0.03 pM)

K101-C1301 {0.06 uM)

K101-C1301 (0.2 uM)

K-101 {1 uM)

DMSC

SUBSTITUTE SHEET (RULE 26)



WO 2021/062030

=
(]
pred
[«
=
o3
e
&

o~
o©2
-
<
o3

K101-C1333 (0.003 uM)
K101-C1333 (0.01 ulM}
K101-C1318 {0.2 uM)
K101-C1318 (0.6 uM)
K101-C1308 (0.1 ul)
K101-C1308 (0.3 uM}
K101-C1303 (1 uM)
K101-C1303 (3 uM)
K101-C1324 {0.02 uM)

K101-C1324 (0.06 uM)

K101 (1 M)

DMSO

_ PPKDIPKCy
S744/748)

PCT/US2020/052545

-Erkif2

=
G
N

FIG 3

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/052545

WO 2021/062030

4/11

v, Ol

unoe-g

A%

&V d

{snsi)
Mdrd

{8v2i9vi5)
M/ Oedd

()

800 Z0 €0

b

WO e00 SO0 L0 100 800

Z06VELD  LOBPELD 208¥EL0 10BPELD  [PELD

0

gog 800 L0 €0 10 €0

o €0

b0 €0

SYELD ZERID 62610

FARRS;

61813

bOLM

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/052545

WO 2021/062030

511

gy, 'old

£
OllRJ POZIBULIOY

uoe-g

{8625
§03d-d

)

GliBi PEZYBULICU
ugoe-g

{3168)
AW Did d

)

g €2

be 8¢

§2 17

ATV YA YA VAN YA AR B T A

gf L7

gL 07

b gl

800 20 €0 b 100 200 €00 L0 LU0 00 200 800 V0 €0 10 €0 10 €0 L0 €0
cleyElD  LOBYELD  Z0BVELD  BOBYELD  IpELD G¥ELO A2 62EL0 L2ELD 81EL0
04 ¥8 18 v/. ¥6 ¥6 &7 80L vOL ¥OL ¥0) 8/ @6 98 98 98 €% £9 €6 IS

e <0

g0 i

g e00

e L0 100 200 200 800

0 €0

Vo €20

Vg g0

AU A

Z06YELD

HOBPELD

AV 2R,

LOgvELD

LY¥ELD

GYeLD

FALAN]

BEELD

IXARSY

Bitl3

ot

}OLH

SUBSTITUTE SHEET (RULE 26)



WO 2021/062030 PCT/US2020/052545
6/11

K101 C1347 C134801  C134802

P-CaMIKii
(T286)

FIG. 5



WO 2021/062030 PCT/US2020/052545
7/11

KIDI-LL34807

Kin1-C1347

FIG. 6A

Drug Treatment [nM)

Sphere Formation in PANCL Cells




000000000000

KiD1-C1318

on in PANCL Cells

i
1804

KiB1-C1308

Sphere Formati

FIG. 6B




WO 2021/062030 PCT/US2020/052545

K101-C1345

L PrugTreatment{nM)

KiDi-£132%

FIG. 6C



150
i

Sphere Formation in PANCI Cel

.DrugTreatment(nM) =~

FIG. 6D



PCT/US2020/052545

WO 2021/062030

11/11

L °Old

(s¥a) LOSYELO-LOLA

LYE€LO-L0IA
208v€1LO- L0

SILTITEYY

uonoalul jeJownjesjul 3siiy Jaye sheq

i

§ § § § § § §¢

jerowmy-Ray Apep ¢ hqg pajeas sioung £ 73R




