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Supplemental Figure S6. Representative H&E-stained sections from vehicle- and
sorafenib-, dasatinib- and sorafenib-dasatinib-combination-treated A549 and
A549/SRFres tumors. All tumors showed signs of necrosis.
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Supplemental Figure S7. Western blot analyses were performed to determine the
expression levels of selected proteins involved in the signaling pathways targeted by
sorafenib and dasatinib, or indicating the EMT activity and tumor cell invasive potential.
Representative Western blot images reflect the differential expression of indicated
proteins in A549 and A549/SRFres tumors treated with vehicle control, or 40 mg/kg/d
sorafenib, or 40 mg/kg/d dasatinib, or half-dose sorafenib-dasatinib combination.
Comparison of protein expression levels was made (A) among individual treatment
groups of the same tumor type (either A549 or A549/SRFres tumors), and (B) between
matched pairs of A549 and A549/SRFres tumors.
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Supplemental Figure S8. (A), (B), (C) and (D) Quantification of Western blot images
using the densitometric analysis shows that 20 mg/kg/d sorafenib treatment induces
MMP9 and vimentin expression and phosphorylation of Src, while 20 mg/kg/d dasatinib
treatment decreases the phosphorylation of SRC but increase the Y397 phosphorylation
of FAK and induces vimentin expression in A549/SRFres xenografts. Both 20 mg/kg/d
sorafenib and dasatinib treatments significantly decrease the phosphorylation of GSK3a
regardless of tumor types. (E) and (F) Comparison between the matched pairs of A549
and A549/SRFres tumors reveals significant increase in MMP9 expression in sorafenib-
treated A549/SRFres tumors, and in the phosphorylation of SRC in dasatinib-treated
A549/SRFres tumors. Error bars are SD. *P < 0.05 and **P < 0.01 using Kruskal-Wallis
one-way analysis of variance on ranks followed by the post-hoc Kruskal-Wallis multiple
comparison z-value test. +P < 0.05 compared with the counterpart A549 xenografts

using the paired sample t test.
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