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Abstract Overall Survival and Established Models PDX Subtypes Cell Lines to interrogate combination therapies
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A limitation in the field of research around HR+/HER2- breast cancer is the lack R A P " s
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were molecularly characterized by whole-exome sequencing and gene [ T e s I T R136_early o Ty s R0 Root

expression analyses. The PDX models were highly represented by ESR1 i ol o [ | v foven] w |G [ e P 100 o)
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subtypes. The subtype of each model remained relatively static with passaging in s e - Subypets oug pessages o I— ¢ L,

NSG mice supplemented with estrogen pellets. Assessment of therapeutic [ Dy ey e i G R T Heterogeneity in Gene Expression Associated with PFS Pato o) Pao o)
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proliferation. Combined treatment resulted in potent arrest and generated in vivo

gene expression changes indicative of therapy-induced senescence. In select R‘36 L - i

cases, PDX tumors failed to proliferate following the cessation of treatment, 3|

supporting the potency of this therapeutic regimen. Pilot studies have used cell " | ' et
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which to combat therapeutic resistance in metastatic HR+/HER2- breast cancer. RB signature gene expression dichotomization associates with PFS. i

Overall survival, mutational status, and tumor histology from patient biopsies used to create Mutational Landscape of PDX Models
PDX models.
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Clinical sample molecular subtype transitions from mostly LumA to LumB/Her2 post-therapy.




