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inhibitor TAE226 combined with Sorafenib slows
down hepatocellular carcinoma by multiple

epigenetic effects
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Correction to: ] Exp Clin Cancer Res 40, 364 (2021).
https://doi.org/10.1186/s13046-021-02154-8

Following publication of the original article [1], the
authors identified errors Figs. 3, 4, 5 and 6 specifically:

Figure 3d - Percentage of HCC cells in GO/G1, S and
G2/M phase of the cell cycle by PI staining and flow
cytometry analysis. Data are expressed as mean=+ SD of
at least three independent experiments and analysed by
2-tailed Student’s t test. *p <0.05; **p <0.01; ***p <0.001
vs. NT

Figure 4b - Quantitative analysis and representative
pictures of in vivo bioluminescence imaging analysed
before administration of compounds (day 0) and during
treatments at days 14, 21, 28 or 35. Luminescent signals
are expressed as mean=+SD of total flux of photons/
sec/cm2/steradian (p/s/cm2/sr). Data were analysed by
ANOVA test. (**p <0.01 n=6). Representative images of
immunofluorescence for PCNA (in red)

The original article can be found online at https://doi.org/10.1186/513046-
021-02154-8.
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Figure 5a, b, c - Heatmap representation of the expres-
sion of up-regulated; cancer-related genes in HepG2
and Huh7 cells in TAE226 >SOR compared to NT cells;
Venn diagrams showing the overlapping of up-regulated
(upper circles) and down-regulated (lower circles) genes
in HepG2 and Huh7 cells treated with TAE226>SOR
compared to NT cells.

Figure 6¢c - EZH2 expression after treatments, in
HepG2 and Huh?7 cells. aTubulin served as loading con-
trol. Values are the mean of arbitrary units £ SD of at
least three independent experiments. Data were ana-
lysed by 2-tailed Student’s t test. *p <0.05; **p <0.01;
***p <0.001 vs. NT

In addition, the revised Supplementary materials also
need to be corrected specifically, Additional files 6, 7 and 8.

The authors provided the Journal with the original data
files. The corrected figures are given here. The correc-
tions do not have any effect on the final conclusions of
the paper. The original article has been corrected.
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Fig. 3 Evaluation of pTyr397FAK, cell cycle, apoptosis and TS morphology in HCC cells after TAE226 > SOR treatment. A Scheme of the experimental
design. Representative immunoblot and quantitative analysis of pTyr397FAK expression after 48 h from treatment with the different drugs, in HepG2
(B) and Huh7 cells (C). aTubulin served as loading control. Values are the mean arbitrary units & SD of at least three independent experiments. Data
were analysed by 2-tailed Student’s t test. *p < 0.05; **p <0.01; ***p < 0.001 vs. NT. D Percentage of HCC cells in GO/G1, S and G2/M phase of the

cell cycle by Pl staining and flow cytometry analysis. Data are expressed as mean = SD of at least three independent experiments and analysed by
2-tailed Student’s t test. *p < 0.05; **p <0.01; ***p < 0.001 vs. NT. E Percentage of HCC cells dead or in early and late apoptosis measured by Annexin V
staining and flow cytometry. Data are expressed as mean =+ SD of at least three independent experiments and analysed by 2-tailed Student's t test.

**p<0.01;***p<0.001 vs. NT. F Representative brightfield and fluorescent images (Hoechst and PI) of multicellular TS from HepG2 and Huh7 cells
NT and after treatments
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Fig. 4 Effect of TAE226 > SOR on HCC growth in mouse xenograft model. A Scheme of the experimental design. Imaging analysis was performed
at different times (I). B Quantitative analysis and representative pictures of in vivo bioluminescence imaging analysed before administration of
compounds (day 0) and during treatments at days 14, 21, 28 or 35. Luminescent signals are expressed as mean = SD of total flux of photons/sec/
cm2/steradian (p/s/cm?/sr). Data were analysed by ANOVA test. (**p <0.01; n =6). Representative images of immunofluorescence for PCNA (in red)
(C) and pTyr397FAK (in green) (D) in mouse xenograft models after treatments. The nuclei are revealed by specific DAPI staining, displayed in blue.
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Fig. 5 Cancer associated genes upon FAK inhibition. A Heatmap representation of the expression of up-regulated (A) and down-regulated (B)
cancer-related genes in HepG2 and Huh7 cells in TAE226 > SOR compared to NT cells. C Venn diagrams showing the overlapping of up-regulated
(upper circles) and down-regulated (lower circles) genes in HepG2 and Huh?7 cells treated with TAE226 > SOR compared to NT cells. D Bar plots of the
10 most abundant pathways for commonly up-regulated (upper plot) or down-regulated (lower plot) genes in both HCC cells after treatment with

TAE226 > SOR




Romito et al. J Exp Clin Cancer Res (2022) 41:40 Page 50of 6

HepG2 Huh7

N
N

*%

H3K27me3 (fold change)
o -
Ko —
> -
H3K27me3 (fold change)
o —_
K —
%
L
CE

B HepG2 <&
© @7%
v
® «?g/"lz & «?gjx

Sy - -EZH2-
i

HepG2 Huh7

o

2 2
£15 1 £15 1
=
5 * g 1
g 1 u g N s
E 05 T Hkk i 'é 0 5 T iy '
[ < KKk
< o 5l . M =
o & & A e S
g S < & £
¥ & AF o
) )
% %
<X <X

Fig. 6 Effect of TAE226 > SOR on H3K27me3. A H3K27me3 levels measured by AlphaLISA assay and represented as fold change in HepG2 and Huh7
cells treated vs. NT. Data were analysed by 2-tailed Student’s t test. **p <0.01; ***p <0.001 vs. NT. Representative immunoblot (B) and quantitative
analysis (C) of EZH2 expression after treatments, in HepG2 and Huh?7 cells. aTubulin served as loading control. Values are the mean of arbitrary units
=+ SD of at least three independent experiments. Data were analysed by 2-tailed Student’s t test. *p < 0.05; **p < 0.01; ***p <0.001 vs. NT
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Supplementary Information

The online version contains supplementary material available at https://doi.
0rg/10.1186/513046-022-02247-y.

Additional file 6.
Additional file 7.
Additional file 8.
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