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Abstract

Background: Oncoprotein expression is controlled at the level of mRNA translation and is eFT226 Inhibits Target Gene Translation via Sequence Specific Regulatory eFT226 Inhibits Tumor Growth Across Diverse Vertical Inhibition of the PI3K-AKT-mTOR-elF4F Pathway is
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region (5-UTR) of mRNA facilitating ribosome scanning and translation initiation. 3’
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Figure 3. Translational downregulation of driver oncoproteins by eFT226 results in anti-tumor activity. A) Luciferase reporter Emax Apoptosis (48 h) eFT226 inhibits the traflslatlon of .k.ey oncopro.teln:c, via 5'-UTR regulatory motifs
gene constructs containing 5’-UTRs of FGFR1/2, HER2 or TUBA were transiently transfected into HEK293 cells and treated with Figure 4. eFT226 inhibits tumor growth in vivo in many, but not all, RTK driven cancers and blocks the e.xp.r(-::ssmn of specific on‘EOg.e“."f drivers and Ce!l cycle ta.rgets
Figure 1. elF4A is a central node controlling oncogenic gene expression. The RNA helicase elF4A is eFT226 for 4 h. B) mRNA distribution using polysome profiling: HER2 amplified MDAMB361 breast cancer cells were treated A-B) Ath;/mic nude or NOD/SCID mice were implanted with’ subcutaneou’s xenograft models 0]; * eFT226 shows significant tumor growth inhibition and regression as a single
an essential component of the translation initiation complex that regulates the translation of key with eFT226 prior to analysis by polysome fractionation and qPCR. eFT226 inhibits translation of HER2 and CCND1, but not of FGFR1/2 or HER2 driven tumors and treated with eFT226 administered Q4D IV, Tumor volumes agent across diverse RTK driven tumor types
oncogenes involved in tumor cell proliferation, survival and metastasis. Multiple oncogenic control gene, GAPDH. C) RTK driven cell lines used and their associated drivers. D) Representative western blots, 24 h were measured over time, and percent tumor growth inhibition (% TGI) was calculated. €) In vitro * Vertical inhibition of the PI3K-AKT-mTOR-elF4F pathway is synergistic in RTK
signaling pathways converge to modulate elF4A activity. eFT226 is a potent and specific inhibitor of treatment with eFT226. eFT226 induces a dose-dependent reduction in HER2, FGFR1/2, Cyclin D1 (CycD1) expression, but not Emax Apoptosis values of ::ancer lines (48 h treatment with eFT226, see Fig. 3E) are grouped based driven cancers
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, axis), % viability. Black curves (Ri axis), fold induction of apoptosis (Caspase activation) relative to . : . . . . . .
(colored red) ° Y 8 POP P predictor of response to eFT226 in vivo. malignancies harboring activating RTK alterations (NCT04092673)




