B

L Epic Sciences, San Diego,4Baylor University Medical Center, Texas Oncology, Dallas, TX

Background

A Upregulationof HER and androgenreceptor (AR)are mechanismsof acquired
resistancdo endocrinetherapy

A Measurement of these proteins and their localization requires metastatic
biopsieswhichare costly,invasive and proneto undersampling

A A CTG@basedtest couldexpandthe clinicalutility of thesebiomarkers

A MBC blood sampleswere characterizedfor CTC prevalence, HER and AR
expressionon treatment and at time of disease progressionusing the Epic
Sciencegplatform

A. The Epic Sciences CTC Platform
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114 blood samples from 82 MBC Pts:
A
A A14 Samples tested for HER2 expression
A 1 A10 samples tested for AR expression
A

CTC/mL

HER2+ CTCs Are Identified in Tissue HER2- Pts
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CTC Counts Are Mostly Independent of MBC

Subtypes

AR+ CTCs

19.1% (21/110) Pts > O/mL

HER2+ CTCs

14.9% (17/114) Pts > O/mL

Total CTCs

76.3% (87/114) Pts > O/mL
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MBC Subtypes by Tissue IHC

Case Study: HER2+ and AR+ CTCs Disappear Post

Trastuzumab in a Tissue HER2- Pt

Enabling detection of HER2 and AR protein expression and localization in circulating tumor
cells (CTCs) of metastatic breast cancer (MBC) patients (pts)
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Single Cell CTC Genomics Confirm HER2
Amplification in Tissue HER2- Pts

A. Single Cell NGS Workflow

Whole Genome Amplification
Low-Pass Next Gen. Sequencing
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Quantify Copy Number Alterations (CNAs) and
Overall Chromosomal Instability (CIN)
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B. Case Study (Pt# 40-01, Tissue IHC ER+/HER2

Patient ID: 40-01
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Single cell genomics identifies CTCs with HER2 gene amplification

61.5% of CTCs In this patient had HER2 protein expression

Large scale transitions: a surrogate of chromosomal instability. It measures the number of
chromosome breaks between adjacent regions of at least 10OMb

Heterogeneous Genome Profiles Are Observed
Across Multiple Patients
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A Themajority (76.3%) of metastaticbreastcancerpatientshaddetectableCTCs

A Diverseexpressiorof HER and ARwere observedand these endocrinetherapy
resistancanarkerscouldpotentiallyguidesubsequentherapyselection

A Prospective evaluation of HER and AR on MBC LJi &£TCsas predictive
biomarkersof benefit from inhibitors of theseproteinsis needed




