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Background

* There is an unmet need for biomarkers to guide the treatment selection in
MBC

« \We previously described phenotypic CTC heterogeneity in metastatic
castrate resistant prostate cancer (MCRPC), and showed that patients with

HR+ HER2+

high CTC heterogeneity have improved OS with chemotherapy, while : Subtype
patients with low CTC heterogeneity have longer OS with AR inhibitors = a ¢ Tissue HR+/HER2+ pts were
(Scher et al. 2017 Cancer Research) o i more enriched in cell type E

* Here, the same methodology was applied to evaluate the feasibility of CTC HR+/HER2+ TNBC K
heterogeneity analysis in MBC patients i = i . Tissue HER2+ pts were more

G

enriched in cell type G

Methods

114 blood samples from MBC patients were processed for CTC analysis with HER2 and 30.2%
. SN #0f CTCs: 362 353 464 177 626 587
AR assay utilizing the Epic Sciences platform. proportions: (13.8%)  (13.5%) (17.7%) (67.6%) (23.9%) <1.9%> (22.4%)
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3. CTCs undergo Principle Component Analysis (PCA) removing noise and redundant Circularity

dimensions, and weighing features with more variance. Unsupervised approach (K-
means) found 7 CTC subtypes from macro trends in high-dimensional biomarkers
across all CTCs. Shannon index was used to score intra-patient CTC heterogeneity

4. Single cells are identified, relocated, captured, whole genome amplified (WGA), library
orepared and low pass whole genome seguenced. Nuclear Area

Less

Circular Conclusions

 Diverse inter- and intra-patient phenotypic CTC heterogeneity was observed in this
More metastatic breast cancer cohort, consistent with findings seen in MCRPC and other
Speckles MBC cohorts (Beverly H et al, ASCO 2018)

Less « Studies linking degree and patterns of CTC heterogeneity to therapeutic outcomes are
Speckles oNngoing
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