Extended Data Figure 1.




Extended Data Figure 1. (Continued)
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Extended Data Figure 2.
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Extended Data Figure 3.

D WN -

N =

o

Enrichment Score

«

Cell Viability

Cell Viability = Sensitivity to nuclear lkBa. =

)

Cell Viability

(Viability)

NFKkB target gene expression

Gene Set NES P-value FDR
CHARAFE_BREAST CANCER_LUMINAL_VS_MENSENCHYMAL DN 2.69 0 0
CHARAFE_BREAST CANCER_LUMINAL VS_BASAL DN 2.64 0 0
CHANDHI_BYSTANDER_IRRADIATION UP 258 0 0
HINATA_NFKB_TARGETS_KERATINOCYTE_UP 253 0 0
HINATA_NFKB_TARGETS_FIBROBLAST UP 2.51 0 0
Gene Set NES P-value FDR
HINATA_NFKB_TARGETS_FIBROBLAST UP 185 0 0973
BIOCARTA_ARAP_PATHWAY 1.81 0 0810
HINATA_NFKB_TARGETS KERATINOCYTE_UP 178 0 0946
HINATA_NFkB_TARGETS  ©  SKRAZ Mutlines from Figsb  f

c
oo JREROBALST P £ 10[P=533e-06 . 77 HCC44 H647 HCCA017
-0.05 | E; )
010 [ 2 08 -+ - + -+ sikBo/p
-0.30 |
33 N 2 04 ISR i one Ha
-0.45 © 2 "
-0.50 2 0. 4

E ;

HHHHHH“N”H 3 27 6801214

15 HCC44 15 H647 15 HCC4017 15 H2009 -
=o-silkBa/p
10 -=siNC
05
[]
0.0 -
00 0.1 1 1 10
i
— O
15 —+—H2882 o) Gor=0.845
«HCcCts B @ 008
z ~o-H1395 2 8
310 ~H030 |5 = o o
K] v 6 o
> -m-A549 = ® °
3 05 —e-HCC44 (2 [ 4]
) HCC4017|% & .
0.0 -#-H2009 2 0o °
0872 48720 0.1 T 10 100 20 30 40 50 60 70
(hr
H2882 H2009 BMS-345541[uM] BMS-345541 [AUC]
| DMSO KPT-185 1uM
15 DAPI  IkBa DAPI IkBa
— H2882 L
—-HCC15 o
10 —H2030 |5 §
—=- A549 5
0.5 - H2122
—s-H1573 § %
0.0d . . . —e-HCC44 %
0001 001 041 1 10 -
Trametinib [uM] 5
[G]
T
15 HCC44 15 H2009 3
—e— KPTonly 8
. —-— KPT+Tramet|n|b 0.1uM T
1.0 —— KPT+Trametinib 0.3uM o
KPT+Trametinib 0.9uM S
05 g
Ll—‘ N~
0 2
T T T T bk |
8007 001 o4 110 %8001 .01 8
I
KPT-185 [uM] KPT-185 [uM]



Extended Data Figure 4.
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Extended Data Figure 4. (Continued)
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