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anticancer drug resistance
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Resistance to targeted therapies

the presence of molecular changes that enable a cancer cell
to escape the intended effect of targeted agents

(a) Alterations of the (b) Upstream and downstream (c) Bypass mechanisms
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Examples of resistance to
antitargeted anticancer drugs
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Role of T790M
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EGFR-TKIs evolution

How the EGFR Story Has Unfolded in NSCLC

Gefitinib withdrawn from US market
after failure to provide survival
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Current treatment paradigm for
metastatic EGFRm+ NSCLC
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Looking for mechanisms underlying
resistance to 3" generation EGFR-TKIs

First or second generation EGFR TKls Third generation EGFR TKils
(gefitinib, erlotinib or afatinib) (AZD9291 or rocilefinib)
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‘ Our study on CNX-2006, an analogue of rociletinib‘
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NSCLC cells

Antiproliferative effects
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Creation of a resistant clone to CNX-2006
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Controversial role of EMT

Cells resistant to to CO-1686 showed signs of Epithelial-to-Mesenchimal Transition (EMT)
(Walter et al., Cancer Discov 2014), but...
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Density

NGS and kinase array
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Role of NF-kB signaling
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Combination with bortezomib
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In conclusion
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Future strategies to overcome resistance

1. -OMICS profiling & molecular preclinical studies to identify resistance mechanisms
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