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INTRODUCTION INHIBITORY EFFECT OF AT13387 ON CELL PROLIFERATION AT13387 IS EFFECTIVE IN ERLOTINIB-SENSITIVE AND -RESISTANT EGFR-ACTIVATED XENOGRAFT MODELS
Epidermal growth factor receptor (EGFR) is activated in subsets AT13387 was tested in a panel of EGFR-driven NSCLC cell lines and potently inhibited HCC827 EGER Exoniove) NCI-H1975 EGER/(L858R/T790M) NCI-H1650 EGFR(Exon190e) PTEN null
of non-small cell lung cancer (NSCLC) by point mutations such proliferation of both erlotinib-sensitive and -resistant cells including a cell line with Erlotinib-Sensitive Erlotinib-Resistant Reduced Erlotinib-Sensitivity
as L858R and deletions in exonl9. EGFR-tyrosine kinase acquired erlotinib resistance (HCC827R).
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Inhibitor-sensitive and -resistant disease. increasing concentrations of erlotinib until resistance was acquired. Log [compound] (BM) Day Day Day
AT13387 is a fragment-derived, potent HSP90 inhibitor (Kd AT13387 inhibited the growth of EGFR-activated tumor xenografts, irrespective of their sensitivity to erlotinib.
O.71nM) currently being tested in a number of Phase 2 trials IN VlTRO SlGNALL | NG DEPL ET'ON OF CL IENT PROTE| NS Mice were treated with the following schedules: vehicle (cyclodextrin) ip 1gw, AT13387 70 mg/kg ip 1qw and erlotinib at 12.5 mg/kg po qd (HCC827 & NCI-H1650) or 75 mg/kg po qd (NCI-H1975).
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Rationale for overcoming kinase inhibitor irrespective of mutation status (L858R, T790M, Exonl9 deletion). Decreases in the levels AT13387 24h post dose 72h post dose SUMMARY AND CONCLUSIONS
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NSCLC driven by EGFR, including models resistant to erlotinib. - N— e tumors treated with a single dose of 70 mg/kg AT13387, whilst a reduction in phospho- z?;fzrste"’t";fét?zgﬂg'aijzfg:g;1;2;799
Cells were treated with indicated doses of AT13387 for 24 hours . ERK and phospho-S6 again demonstrated an inhibition of signalling. a S tex
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