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Figure 3A

MEFs

CHX() 0 4 8 12 0

Figure 3D

MEFs

SPOP**  SPOP*

IP: RIPK1

RIPK1

RIPK3

SPOP

B-actin

MEFs

sPop

SPOP

Figure 3B

IP: SPOP

WwCL

RIPK1

SPOP

MEFs

SPOP*  SPOP**

Figure 3E

<
a
[
&
SPOP
RIPK1
SPOP
o
s}
H
B-actin

IP: His

WCL

Figure 3C

MEFs
SPOP* SPOP™*
RIPK1
SPOP
sPoP
B-actin
Flag-RIPK3 N .
HA-SPOP - +
His-ub
HA

RIPK1



Figure 3G

o
O 3 5
Waspop @ S« )
Flag-RIPK3 oy s
— —
HA
g
E; '
: - -_. Flag
. B HA
"
3 .
.
’ I Flag
.
IS Q
Figure 3H Figure 31 i 4 O§ QQO
D 57
MG132 Kag-ub
BV 1 2 3 4A 4B 5 MyoCuin
g
+ + + + + + + Flag-RIPK3 B
[
Myc
-~ . ‘
-— e e=p =
FLAG :
Myc
o ——
—_ —
Flag
| -— —
o — —
2 L and
_ ‘
5
i Cullin3
- FLAG ) ! ‘
—
— — ..
GAPDH
a - .

Flag-RIPK3 FlagRIPKS




Figure 5E
Figure 5C

ccRCC

Normal

ccRCC

Normal

1# 2# 3# A#
©
- X
g &
. 3 z
- 8 2 = o =z o o ® o ® o ® o B
o T
¢ 8 3 3 % 3 & 3 5 g8 & B ¢ g §F & & 8 i g i
T ¥ & & £ £ T ¢ T I = = ~ s =z § 2z 8 2 s 2
RIPK1
——— .- b -

- .‘ RIPK3

SPOP
GAPDH
—
Figure 5F 786-O+RIPK3 HepG2 +RIPK3 MDA-MB-231+RIPK3
Flag-SPOP  _ + + - + + - + +
MG132 - - + - - + - - +
— . — - . RIPK2
- e . . -
- . — - ——
l GAPDH
Figure 5G
786-0 HepG2 MDA-MB-231
Flag-SPOP 0 0.5 2 2 0 Flag-SPOP 0 0.5 2 2 0 Flag-SPOP 0 0.5 2 2 0
MG132 - - + + MG132 - - + + MG132 - - + +

s “.- RIPK1

SPOP
E———-—— -

GAPDH

RIPK1

RIPK3

SPOP

GAPDH



Figure 6A

786-0 shRIPK1

786-0 PLKO sh1 sh2
DMSO + + + + + +
TS - + - + - +

-

——— — — —
Figure 6B
786-0 EV 786-0+RIPK3
+ + + +
DMSO
TSz - + - +

HepG2 shRIPK1
HepG2 PLKO sh1 sh2
+ + + + + +
- + - + - +
. .
R
i

o

HepG2 EV HepG2+RIPK3

Ll S

———

e E——

MDA-MB-231 shRIPK1

786-0 PLKO sh1 sh2
+ + + + + +
- + - + - +

c-PARP

c-CASP3

“ p RIPK1

- — —— GAPDH

MDA-MB-231 MDA-MB-231
EV +RIPK3
+ + + +
- + - +

O N e g—

RIPK1

PS166-RIPK1

P-RIPK3

RIPK3

P-MLKL

MLKL

GAPDH



oSO

Sunitinib

Sh164 o)

786-0 PLKO 786-0 ShRIPK1

-+ - L T

o w0 s w0 sw 0 0 w0 s 100 s
-

% o

- nu ..

- e 2

|

HepG2 PLKO HepG2 shRIPK1
L T T
T L
o o w0 sw o w0 se 0 o 0 s w0 50
B
“ ¥ s o) s §

MDA-MB-231 PLKO

MDA-MB-231 hRIPK1

bt

c-PARP

c-CASP3

RIPK1

GAPDH



