
Figure 1S. Differentially 
expressed genes between most 
sensitive and resistant models. 
Four models with tumor growth 
inhibition (TGI) < 30% (yellowinhibition (TGI) < 30% (yellow 
top bar) and three with TGI > 
70% (cyan top bar) were used 
for the analysis of baseline 
differential gene expression. All 
45 probes from 40 profiled 5 p obes o 0 p o ed
genes are shown. The genes 
were sorted form the most 
significantly differentially 
expressed (top) to least 
significant genes (bottom). The 
heatmap shows relative 
expression of each gene, red 
means that gene is over-
expressed compared to average 
in a given sample, blue under-
expressed The panel on theexpressed. The panel on the 
right shows in the left-right 
order: log2 of fold change, 
moderated t-test statistics p-
value and Benjamini and 
Hochberg's corrected p-values. g p
The left bar show genes up in 
sensitive (red) and resistant 
(blue) models.



Figure 2SA. Top genes
differentially modulated gene
between HCC1599 and the
remaining models. Comparison of
expression modulated after PF-
03084014 treatment and vehicle
treated samples between HCC1599
( i h l ) d h(right-most sample) and other
samples. Samples were sorted from
resistant on the left to sensitive on
the right. The heatmap shows
relative expression modulation of
each gene, red means that gene is
over expressed post PF 03084014over-expressed post PF-03084014
treatment compared to the vehicle
control, blue down-regulated by the
treatment. The panel on the right
shows from left to right: log2 of fold
change, moderated t-test statistics p-
value, Benjamini and Hochberg'svalue, Benjamini and Hochberg s
corrected p-values (FDR), and
gene/probe names. The left bar
show genes relatively up-regulated
(red) and down-regulated (blue) in
HCC1599 post-treatment compared
to other models. Note: Limma uses a
"pooled" variance estimate, and thus
it can estimate the variance with
only one array in a group
(HCC1599). In turn, p-values can be
calculated in our comparison and
are shown in the figure, but should
b i d i h ibe interpreted with great caution.

Figure 2SB. Unsupervised of cell
cycle gene modulation after
treatment. The heatmap shows
relative expression modulation of
each gene: red indicatesg
upregulation post PF-03084014
treatment compared to the vehicle
control, blue indicates down-
regulation following treatment.



Figure 3S. Plots of 
correlation between 
gene modulation after 
treatment and baseline 
expression The plotsexpression. The plots 
show correlation 
between expression 
modulation after PF-
03084014 treatment 
(log of fold change) ( og o o d c a ge)
compared with baseline 
expression of genes 
(log2 scale). The dashed 
line correspond to log 
fold-change of 0 (no 
change). Points on the 
left from this line 
correspond to samples 
with down-regulation of 
a given gene, points on 
the right are upthe right are up-
regulated after the 
treatment. Top genes 
with univariate p-value < 
0.1 are shown.



Figure 4S. Correlation 
between modulation after 
treatment and TGI. The 
plots show correlationplots show correlation 
between expression 
modulation after PF-
03084014 treatment (log of 
fold change) compared with 
tumor growth inhibition. 
The dashed line correspond 
to log fold-change of 0 (no 
change). Points on the left 
from this line correspond to 
samples with down-
regulation of a given generegulation of a given gene, 
points on the right are up-
regulated after the 
treatment. Top genes with 
univariate p-value < 0.1 are 
shown.s o



Figure 5S. Correlation between TGI and Notch-10 score. Comparison between g p
the Notch-10 score and tumor growth inhibition. The score is calculated as a 
sum expression of HES1, HES4, HES5, HEYL, HEY2, DTX1, MYC, NRARP, PTCRA, 
and SHQ1. The data were first normalized to the average (mean = 0) to have a 
similar zero-centered plot as Rao et al. 2009. Note that we keep the data in 
the log2 scale for consistency with other plots, while Rao et al. (2009) used 
l l h d f d llog10. See supplementary methods for more details.


