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Using Osimertinib to benchmark in vitro cellular selectivity assays STX-721is a highly selective mutant EGFR binder relationship. . STX-721at 25-50 MPK demonstrates strong antitumor activity (25 MPK) to regression (50 MPK) in SVD knockin
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« Osimertinib balances strong potency for “classical” EGFR mutants (w/ or w/o T790M) with reduced activity for WT Day Day
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« Exon 20 selectivity for STX-721 exceeds that of key clinical competitor
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* STX-721is selective for acommon EGFR exon 20 mutation (insASV) in engineered 33/53 cells. STX-721 Selectivity is for the noted cell lines relative to EGFR pathway WT/dependent NCI-H2073 cells*. Homozygous . STX-721 demonstrated tumor regression doses of 25-100 MPK across a variety of EGFR exon 20 and HER2 — P
antiproliferative exon 20 selectivity approaches that of Osimertinib for LBS8R/T790M ("LRTM"), and is superior to exon 20 mutant derivatives were generated through CRISPR knockin at the endogenous EGFR locus. All cell exon 20 mutant models. Scorpion Therapeutics would like to acknowledge Dr. Robert Doebele for use of CUTO14 and CUTO17
other tested EGFR exon 20 benchmark inhibitors in this assay. lines noted are NSCLC, with the exception of SCCNC4, which is a sinonasal squamous carcinoma cell line. _ o P : P g . _ !
. Ba/F3 LRTM, insASV, and WT (+EGF) cells were exposed to varying concentrations of the noted compounds for 72 Error bars are standard deviation. »  All models except CUTO14 are PDX lines not cultured in vitro. Dr. Marl_o Hermsen for use of the SCCNCA4 cell line, and our partners at Pharmaron, Crown Bio,
hr prior to assessment using Cell Titer Glo (Promega), and antiproliferative IC,'s were determined in at least an n=5. - Right panel: pEGFR ICy,’s were determined using pEGFR pY1068 AlphaLISA. Noted selectivity is relative to « All doses shown were well tolerated. Champions Oncology, and Confluence

Selectivity is determined as the ratio of WT/insASV IC;,. Error bars denote 95% confidence intervals. EGFR WT/dependent NCI-H2073. Error bars are 95% confidence intervals.



