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Figure S1. Additional data on mouse models and on Tak1 expression in HCCs of different etiology.
(a) Steatohepatitis scores in livers of mice subjected to DEN-induced hepatocarcinogenesis with re-
spect to control and high-fat, high-carbohydrate diet. (b) Quantification of histologically determined
tumor size in mice subjected to DEN-induced HCC development with respect to control and high-
fat, high-carbohydrate diet. (c) Tumor number in mice subjected to DEN-induced HCC develop-
ment with respect to control and high-fat, high-carbohydrate diet by microscopic examination of
the left lateral hepatic lobe. (d) Scatter plot of nuclear Takl immunoreactivity in DEN-treated mice
on control or high-fat, high-carbohydrate diet in surrounding liver (x-axis) and HCC tissue (y-axis)
(n = 15). (e) Kaplan-Meyer plot displaying overall survival with respect to high and low nuclear
Cyld protein expression as detected by immunohistochemistry (HR 0.70, 95% confidence interval
0.55-0.89, p = 0.004.) (low: n =309, high: n = 209). (f) Scatter plot of nuclear Cyld expression (x-axis)
and nuclear Takl immunreactivity (y-axis) in human liver tissue (n = 515). (g) Scatter plot of age (x-
axis) and nuclear Tak1 expression in HCC tissue (y-axis) (n=528). (h) Quantification of nuclear Tak1
immunoreactivity in HCC and surrounding liver tissue as detected by immunohistochemistry in
the subgroup of patients suffering from a NASH-induced HCC. (I) Quantification of nuclear Takl
immunoreactivity in HCC and surrounding liver tissue as detected by immunohistochemistry in
the subgroup of patients suffering from an alcoholic steatohepatitis-induced HCC.
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Figure S2. Additional data on Takl expression in different etiologies. (a) Quantification of Takl
nuclear immunoreactivity as detected by immunohistochemistry in human liver tissue with respect
to presence or absence of infection with HCV. (b) Quantification of Tak1 nuclear immunoreactivity
in human HCCs that had developed upon HCV infection vs. other etiologies. (c) Quantification of
Tak1 nuclear immunoreactivity in human liver tissue with respect to presence or absence of NASH.
(d) Quantification of Takl nuclear immunoreactivity in human HCCs that had developed upon
NASH vs. other etiologies. (e) Real-time RT-PCR from extracts isolated from Huh? cells with pri-
mers specific for the constant exon 2 and the variable exon 12 of Takl1, indicating a predominance
of the isoform Tak1A lacking exon 12. (f) Quantification of nuclear Takl immunoreactivity in tumor
thrombi and the respective primary HCCs (n = 30). (g) Quantification of Tak1 expression according

to morphological tumor subtype.
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Figure S3. Additional data on Tak1 expression in the TCGA cohort.(a) Kaplan-Meyer plot display-
ing overall survival with respect to high and low expression of Takl mRNA in the TCGA cohort
(HR 1.89, 95% confidence interval 1.31-2.72, p <0.001). (b) Scatter plot of Takl mRNA expression (x-
axis) and estimated protein activity of Tak1 (y-axis) in human HCCs of the TCGA cohort (n = 371).
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Figure S4. Uncropped WB original images.



