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Lay summary/progress report:
A decade ago oncologists lumped together all non-small-cell lung
cancers (NSCLCs) as a single disease and treated them with similar
ineffective regimens. Molecular discoveries in the last several years
have made it abundantly clear that NSCLCs that look similar are
molecularly diverse, and the differences from one tumor type to another
are vast. In 2004, epidermal growth factor receptor (EGFR) mutations
were identified in tumors from approximately 15%-20% of patients with
NSCLC (more than 200,000 patients a year worldwide). This finding
proved not merely scientifically interesting; it also changed clinical
practice. Patients whose tumors harbored EGFR mutations experienced
remarkable palliative improvement when they took oral drugs such as
gefitinib or erlotinib, which block the kinase domain of the EGFR protein
and are now approved for tumors that carry these mutations. However,
not all EGFR mutations are predictive of response to EGFR inhibitors
and in specific EGFR exon 20 insertions (the third most common type of
EGFR mutations) constitute the majority of insensitive mutations. Our
group is focused in studying why EGFR exon 20 insertion mutations are
different than other EGFR mutations and on how to develop novel
treatment strategies for tumors that harbor these changes. To
understand the patterns of resistance to EGFR inhibitors of EGFR exon
20 insertion mutations, in the first phase of the grant period, our research
team generated the most extensive preclinical database of
representative mutations using in vitro systems, structural models and
NSCLC cell lines with these specific EGFR mutations. With the support
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of the LCFA grant, we now understand the basic structure of the most
prevalent EGFR exon 20 insertion mutations and why drugs like gefitinib
and erlotinib are unable to inhibit these mutations. We have further
showed that all classes of EGFR inhibitors that in in clinical development
are unable to inhibit common EGFR exon 20 insertion mutations. To
circumvent the lack of precision therapies for this important group of
recalcitrant lung cancers, we have confirmed that a new class of anticancer medications (called heat shock protein 90 inhibitors [Hsp90]) has
activity against EGFR exon 20 insertion mutated lung cancers; and
further clinical development is planned. We hope our expanding our
research tools will be used to identify novel therapies that function as
precision therapies for EGFR exon 20 insertion mutated lung cancers.
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