ERAS-601, a potent inhibitor of SHP2, synergistically enhances the activity of gilteritinib, a FLT3
inhibitor, in FLT3-mutated AML tumor models
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The combination of ERAS-601 with gilteritinib showed enhanced
inhibition of ERK1/2 phosphorylation in FLT3-ITD mutated MV-4-11 cells

ERAS-601 is a potent and selective small molecule allosteric inhibitor
of SHP2
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Figure 1. Schematic representation of ERAS-601 with gilteritinib combination

subcutaneous xenograft. Immunodeficient mice bearing MOLM-13 tumor xenografts were orally
dosed with indicated single agent and combination treatments. Tumors were measured on the
indicated days and mean tumor volumes were plotted. SEM, standard error of the mean.

601 with gilteritinib combination in
FLT3-ITD cell lines. MOLM-14, MOLM-13
and MV-4-11 cell lines were treated with
ERAS-601 and gilteritinib. Cell
- proliferation was assessed in a 5 day 2D
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Figure 8. Bioluminescent images of ERAS-601 with gilteritinib combination efficacy
in a FLT3-ITD mutant engraftment model. Immunodeficient mice harboring engrafted
luciferase labeled MOLM-13 cells (“MOLM-13-Luc”) were orally dosed with indicated
single agent and combination treatments. The figure shows representative
bioluminescence images of tumor-bearing mice at day 17 and day 28.
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The combination of ERAS-601 with gilteritinib achieved superior tumor
growth inhibition to respective ERAS-601 and gilteritinib
monotherapies in a FLT3-ITD mutated AML engrafted CDX model
MOLM-13-Luc
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The combination of ERAS-601 with gilteritinib showed enhanced
inhibition of ERK1/2 phosphorylation in FLT3-ITD mutated MOLM-14
cells

 The combination of ERAS-601 with gilteritinib inhibits RAS/MAPK
pathway signaling in FLT3-ITD mutant cellular models in vitro as
measured by pERK1/2 and cellular viability
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« ERAS-601 with gilteritinib achieves more durable tumor growth
inhibition than respective gilteritinib and ERAS-601 monotherapies
ﬂb‘;‘;‘;;““;h/f[ea:;‘le"l‘;e JBTMT'JL? in the FLT3-ITD mutant CDX AML MOLM-13 subcutaneous model
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Figure 4. Assessment of ERK1/2
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cells ("“MOLM-13-Luc”) were orally dosed with indicated single agent and combination treatments.
Bioluminescence intensity (BLI) was measured following luciferin injection on the indicated days
and mean BLI was plotted. Arrowheads denote imaging days; SEM, standard error of the mean.
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