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Abstract

Introduction: Advanced thyroid cancer (TC) patients have poor survival rates due to lack of effective
therapies. We’'ve shown that combined Src (Srci) and MAPK inhibition (MEKi) results in synergistic inhibition
of growth in vitro and in vivo, and increased apoptosis in BRAF- and RAS-mutant cells, while PIK3CA-mutants
are resistant. Here we further delineated the mechanism(s) of apoptotic regulation by dual Srci and MEKi.

BIM expression is increased in cells that are sensitive to combined Src and
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intensity was quantified using ImageStudio.
Figure 7: Induction of BIM in low BIM expressing cells sensitizes them to growth inhibition induced by Src and MEK1/2
inhibition. Top: T238 and CUTC60 parental, empty vector, or BIM overexpressing cells were treated with 1ng/mL of
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Figure 2: Analysis of apoptotic pathway of proteins on RPPA. The mean expression of apoptotic proteins on the RPPA (as defined ' pvereXpre_SS'on _Of BIM promOteS sensitivity to growth inhibition induced by Src and MEK1/2 inhibition
by MD Anderson Pathway Browser) in 7 cell lines treatment with either vehicle (left) or 50 nM dasatinib and 100 nM trametinib in otherwise resistant cell lines
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Hypothesis: Pro-apoptotic protein BIM is necessary for mediating sensitivity to combined Src and MEK1/2 were then analyzed by immunoblot analysis and probed for the indicated antibodies. Center and right: T238 and CUTC60
inhibition. empty vector (EV) and BIM expressing cells were treated with 1 ng/mL of doxycycline for 24 hours. Lysates were then analyzed

by immunoblot analysis and probed for the indicated antibodies. Band intensity was quantified using ImageStudio



