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Supplemental Figure 1. Gene dependency of TRAF4 and CBLC by cancer
lineage and transcript levels. (A) Boxplots show distribution of CRISPR
knockdown effect in cancer cells lines grouped by cancer lineage. (B)
Scatterplots show genetic dependency relative transcript abundance (TPM) for
TRAF4 and CBLC colored by cancer lineage.

[X-]
.
.
- . L
H .
—_ - . Y *
5 1 :
s o a* "
2 oo - S B Oncotree Lineage
g . e % .
i = L L *  Plewa *  Biliary Tract
a 3 . P o Kadney Bladdar/Urinary Tract
00 * =
T ; b 4, Uterus & Lymphoid
%‘ g * Lung * Hone
2 o . *  Ampula of Vater *  Soft Tissue
2 t 2 o Prosiate o Mysloid
.
. I o . © Breast *  GNS/Brain
0.5 r L . =
Fr . - . . 2 *  Head and Neck *  Liver
E .. . . 2 *  Esophagus/Stomach Skin
. §. » Carvix *  Peripheral Nervous Systam
. . b E us * Bowel Thyroid
1 E ) . Pancress . Eype
* N s Tastis Bladdar_Urinary
., "
. #  OuaryFallopian Tube
10 - u
et O \#é ez?}s’f‘ {Ac"_&@y & «\@«w"‘\«a&@ﬁo@“ P \f A a‘;}&o & P o o
£ & gf ‘bé\a & of ‘DQ-:‘ & \va(@ﬁ 4 Cf < \!‘
& e ST s
o e § & & o
T & o 4
< s & ¥
&
QQ
i 1.0
Cancer Lineage Type . . - -
TRAF4 transcript expression (TPM)
.
03 0a
. . .
. - * 1]
* . . ‘. ;
g .
£ . t . : .* Oncotree Lineage
5
2 _ . g T ol * Plours o Biliary Tract
z i -
g * i N T "‘_ e o Hidney Bladdar/Urinary Tract
o
g 2 S 3% [ Uterus *  Lymphoid
W@ 2 tSeTe % ' P
g P el damse .o ‘o
e T b:";'t 1 .;a R o AmpulacfVatsr ¢ Soft Tissue
§ ” s 7 g | ':‘ ..:'; ..-.J;’ * Prostate & Mysloid
§ . I o B _' ‘9 « Breast *  CNS/Brain
. « .
§ <. ] g, B % ®  Haad and Neck * Liver
o . : 11 T 3 i;' 1 *  Esophagus/Stomach Skin
| -
8 % ' ., . * Canix *  Peripharal Nervous Systam
L
. = Bowel Thyroid
06 . 9 3 . o -
! = ' ncreas ve
o & Testic Bladdar_Urinary
#  OuaryFallopian Tube
- -06
Do oo e B e P & g P Sz & A
0° o > 7l a a ¥ o R
st & T j:_i@ é‘a*"} Sl -}“’ Bl @”\ &, N ®\§ &
kv & o gt a &
ey i & @ s~> &
s\\ﬂ( f'p & G *"° & !
& < o' &
&F
of

o “ - @
Cancer Linneage Type CBLC transcript expression (TPM)



Supplemental Figure 2. Expanded transcriptomics profile. Violin plots show the
expression of CBL-c (A) and TRAF-4 (B) stratified by tissue or tumor sample type.
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Supplemental Figure 3. Unedited Western blots for Figure 3A blot 1.
Immunoblot shows CBL-c protein levels across tumor specimens and cell lines.
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Supplemental Figure 4. Unedited Western blots for Figure 3A blot 1.

Immunoblot shows GADH protein levels across tumor specimens and cell lines.
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Supplemental Figure 5. Unedited Western blots for Figure 3A blot 2.

Immunoblot shows CBL-c protein levels across tumor specimens and cell lines.
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Supplemental Figure 6. Unedited Western blots for Figure 3A blot 2.
Immunoblot shows GAPDH protein levels across tumor specimens and cell lines.
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Supplemental Figure 7. Unedited Western blots for Figure 3B. Immunoblot
shows CBL-c protein levels across heart tissue samples orin HT29 cells
transfected with control or siRNAs targeting CBL-c or unrelated protein KLHL12.
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Supplemental Figure 8. Unedited Western blots for Figure 3B, converted to
black and white for publication. Immunoblot shows GAPDH protein levels across
heart tissue samples or in HT29 cells transfected with control or siRNAs targeting
CBL-c or unrelated protein KLHL12.
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Supplemental Figure 9. Unedited Western blots for Figure 3B, original two-
color image from the LiCOR to better illustrate molecular weight markers.
Immunoblot shows GAPDH protein levels (green) across hearttissue samples orin
HT29 cells transfected with control or siRNAs targeting CBL-c or unrelated protein
KLHL12.
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Supplemental Figure 10. Unedited Western blots for Figure 7A. Immunoblot
shows TRAF-4 protein levels across tumor specimens and cell lines.
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Supplemental Figure 11. Unedited Western blots for Figure 7A, converted to
black and white for publication. Immunoblot shows GAPDH protein levels across
tumor specimens and cell lines.
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Supplemental Figure 12. Unedited Western blots for Figure 7A, original two-
color image from the LiCOR to better illustrate molecular weight markers.
Immunoblot shows GAPDH protein levels (green) across tumor specimens and cell
lines.
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Supplemental Figure 13. Unedited Western blots for Figure 7B. Immunoblot
shows TRAF-4 protein levels across heart tissue samples and in HT29 cells
transfected with control or TRAF-4-targeting siRNA.
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Supplemental Figure 14. Unedited Western blots for Figure 7B, converted to
black and white for publication. Immunoblot shows GAPDH protein levels across
heart tissue samples and in HT29 cells transfected with control or TRAF-4-targeting
SiRNA.

HT29 Heart
Z A o
2 3 =
9 L L ",
IN o o D
-] @ o N =t
I I 2 % b 3 9 &8 g &
NN X = o @ m(’c%w 74
© © £ 5 o £ 5 5 ™
=)



Supplemental Figure 15. Unedited Western blots for Figure 7B, original two-
color image from the LiCOR to better illustrate molecular weight markers.
Immunoblot shows GAPDH protein levels (green) across tumor specimens and cell
lines.
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