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Summary Results

Experimental Design 2: Spatial Analysis on Tumor and Stromal ROls
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Metastatic Castrate-Resistant Prostate Cancer (mCRPC) is a continuum of disease.

Introduction Improved understanding of the biological mechanisms involved in disease progression is paramount for developing new Molecular Proflllng of mCRPC Samples using GeoMx Dlgltal Spatial Profiler (DSP)

clinical strategies in advanced prostate cancer (PC). The emergence of distinct subtypes of castrate resistant prostate cancer (CRPC)
represents the adaption of cancer cells to altered microenvironments and highlights the need for further understanding and

Experimental Design 1: Multi-analyte Analysis using Tumor Microarrays
characterization of tumor heterogeneity and the drivers of PC growth and resistance to therapy. P 9 y y 9 y

Methods A tissue microarray (TMA) comprising 3 tumor cores was constructed from 2 CRPC metastases obtained from 28 patients and Patients Metastases Samples Diverse Sites
included both soft tissue and decalcified bone metastases. The TMA was phenotypically diverse comprising 4 subtypes of CRPC: androgen N = 28 N = 56 N = 178 N =16
receptor (AR) active neuroendocrine (NE) negative tumors (AR+/NE-), neuroendocrine tumors (AR-/NE+), amphicrine or mixed tumors

H&E DSP

(AR+/NE+) and double-negative tumors (AR-/NE-), as defined by RNA-seq and immunohistochemistry. An immunophenotyping and
oncology RNA panel for the NanoString GeoMx™ Digital Spatial Profiler (DSP) was used to determine cell phenotypes within and in
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Results Spatial profiling of the TMA correlated strongly with bulk RNA-seq expression across AR, NE and cell cycle progression signature g ‘ ) % Lymph Node: '
scores. Further, averaged tumor cores per patient clustered strongly within their assigned subtype when assessed by DSP. DSP identified 4 D & &
intra-patient heterogeneity between assigned subtypes, while intra-patient heterogeneity within subtypes was also observed. Within *\*{.“;‘\ “ & O ¢ 3
multiple samples, differential expression of NE associated genes was identified between three tumor cores from the same tissue site. De- = s = g ; Z
calcified bone samples had a lower fold count than soft tissue analyzed from the same patient but still classified tumor and cellular & XX &
phenotypes. Notably, a strong intra-patient correlation between soft tissue and bone was observed. 2 mets 3 cores Tumor Microarray 500 um circles £ s e A:R+/NE_ i e
per patient per met (3 slides) N 008, 9 = Liver

Conclusion GeoMx DSP can provide critical insight into potential genetic drivers of the subtypes of CRPC with minimal sample input and
could potentially inform treatment strategies with the overall goal of improving clinical options for men with CRPC.
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