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Background Methods (cont.) Results - Clinical
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* Primary treatment of ER+/HER2- metastatic breast cancer uses hormone
therapy, but developing resistance is common and can be quick

» Palbociclib, a CDK4/6 inhibitor (CDK4/6i) that halts cell cycle progression,
significantly improves PFS in conjunction with standard hormone therapies
used to treat ER+/HER2- metastases, but resistance is still inevitable [+ 5

« Lack of verified biomarkers for palbociclib resistance [®!
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Hypothesis

Metastatic ER+/HER2- breast cancer patients receiving therapy with
CDK4/6 inhibitors present distinct molecular profiles that contribute
to either acquired or intrinsic resistance to therapy. We hypothesize
that second line treatment of palbociclib in combination with
endocrine therapy such as fulvestrant will lead to worse outcomes
compared to first line treatment of palcociclib and aromatase
inhibitors such as letrozole due to different mechanisms of action DEG and GSEA analysis
that will influence the patient’s molecular profile.
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contribute to earlier intrinsic resistance than
letrozole.

D.) OS for early first line treatment vs early second
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