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Background

®|n MBC, CTC enumeration is highly prognostic for
both progression free survival (PFS) and overall
survival (OS).

® Multiparametric technologies enable expanded
phenotypic profiing of CTCs, including ER and
HER2 assessment. Limited information is available
on the concordance of CTC ER and HER2 levels
compared to synchronously obtained tissue.

®\Ve assessed the prognostic performance of CTC
enumeration and phenotypic profiing of ER and
HER2 on CTCs with tissue across subtypes at
diagnosis of MBC or at time of progressing disease.

®The prospective, multi-institutional Aurora study
enrolled pts with MBC of any subtype either at
diagnosis of metastatic disease or at time of
progression on any line of systemic therapy. Pts
underwent a single time metastatic site biopsy,
consented to archival primary tissue collection, and
donated blood samples serially every 3-4 months
until disease progression.

®CTCs, from blood collected at study entry, were
identified as nucleated, EpCAM-+/cytokeratin+/
CD45- cells using an automated imaging system
(RareCyte, Seattle). ER and HERZ2 expression levels
were measured by mean fluorescence intensity
(MFI), with thresholds above 80 (ER) and 160
(HER2) considered positive. MFI variability was
assessed with coefficient of variation (CV).
Comparisons of ER and HERZ2 expression were
made to total RNAseq from paired metastatic tissue
biopsies.

®PFS and OS were calculated from the time of study
entry to last follow up or death.

zing circulating tumor cell (CTC) enumeration and phenotypic profiling in blood with synchronously obtained
tissue in metastatic breast cancer (MBC) in TBCRC /AURORA US

K. V. Giridhar', W. C. Nenad?, H. Ye', G. L. Wheeler?, T. Hinoue*, A. R. Michmerhuizen?, B. M. Felsheim?, U. R. Chandran®, B. J. Kelly?, E. R. Mardis®, P. W. Laird?*, J. M. Balko®, A. C. Garrido-Castro’, S.
Coppens?®, J. Bowen®, R. Nanda®, N. U. Lin?, C. K. Anders®, C. Isaacs™, J. J. Tao'", J. D. Anampa'?, N. Jahan', L. Huppert, A. DeMichele', B. H. Park®, S. Vinayak™, A. L. Delson®, M. M. Magbanua™,

c

Translational _
Research Consortium

BCRE

M. Balic®, H. A. Parsons’, A. V. Lee®, L. A. Carey?, L. Norton™, A. C. Wolff'', N. E. Davidson®, I. Krop?, T. A. King?', C. M. Perou?, K. A. Hoadley?, Aurora US Metastases Network. CBAFIQ\IE(?ESFI
"Mayo Clinic, 2University of North Carolina, *Nationwide Children’s Hospital, “Van Andel Research Institute, *University of Pittsburgh, ®Vanderbilt University Medical Center, ‘Dana-Farber Cancer Institute, ®The University of Chicago, °Duke Cancer Center, "°Georgetown RESEARCH
University, ""Johns Hopkins Sidney Kimmel Comprehensive Cancer Center, "?Albert Einstein College of Medicine, "*University of Alabama at Birmingham, “University of California San Francisco, *Penn Medicine, "®University of Washington, "®*Breast Science Advocacy FOUNDATION

Core, University of California San Francisco, ®Memorial Sloan Kettering Cancer Center, *°Yale Cancer Center, 2’ Emory University School of Medicine

No correlations observed between CTC ER-MFI
or HER2-MFI and tissue ESR71 or ERBB2 RNA

Patient Demographics
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CTCs were highly prognostic for both PFS and OS
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High intra-patient heterogeneity in ER and HER2 MFI observed in CTCs with higher ER-MFI observed in ER+ pts

Across all subtypes, the median CTC ER-MFI across was 36.2 (range 4.2-10,016.6) and the median HER2-MFI was 139.6 (range 4.2-2480.5). We
observed high intra-patient heterogeneity of ER-MFI (CV: 0.65 [0.34-1.25]; Fig 2A) and HER2-MFI (CV: 0.79 [0.42-1.54]; Fig 2B).

Pts with clinical ER+ MBC had a higher median ER-MFI compared to clinical TNBC (111.9 vs 68.6, p = 0.019); Fig 3.

However, 11 pts (26.8%) with clinical ER+ MBC had all CTCs with an ER-MFI| <80. Lower ER expression was observed in CTCs collected after prior
exposure to a SERD (median ER-MFI: post-SERD [n=8] 27 vs post-aromatase inhibitor [n=4] 252, p<2.22e-16).

The clinical impact of discordant clinical receptor
status and CTC receptor status warrants further
exploration.
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