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Supplementary Figure S1. Wildtype (Wt) sequence and IRS4 frameshift deletion in exon 1 of IRS4 in cell line ITAC-3.

IRS4 exon 1 c.2244delC

Wt ATGATGTTT CCCAGA GTGA

ITAC-3 4 75 »




Supplementary Figure S2. Representative immunoblots for p-AKT, AKT, p-mTOR, mTOR, p-S6, S6, p-4E-BP1, 4E-BP1, p-ERK and ERK expression in cell line
ITAC-3 after 48 hours with everolimus and selumetinib treatment (A). Expression ratios of phosphorylated and unphosphorylated AKT (B), mTOR (C), S6 (D).
4E-BP1 (E) and ERK (F) upon exposure to everolimus, selumetinib and combination of everolimus and selumetinib (all at 50 nM dosis), normalized to

unexposed control cells. Experiments carried out in triplicate, expression ratios are shown as mean values + standard error of the mean.
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Legend. C: unexposed control cells; E: everolimus 50 nM; S: selumetinib 50 nM; E+S: everolimus 50 nM and selumetinib 50 nM; *: p=0.05-0.01; **: p=0.01-
0.001; ***: p<0.001.



