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« ESDs as a model to better understand colorectal
tumorigenesis

) * Opportunity to define biomarkers that are
specifically relevant in these early stage tumors
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« Spatial transcriptomics to capture the expression of many genes simultaneously in specific
locations within tissues

« pT1l CRC samples are particularly useful for these spatial approaches as they contain
different histologies within the same lesion
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GeoMx- Workflow
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8 Endoscopic Submucosal Dissections (ESD)
9 regions of interest (ROIs) per ESD
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® Spatial gene expression profiling

@ Stain @ Select ROI @ UV-Cleave @ Dispense @ Barcode
& Collect Count

DSP barcoded

antibodies Fluorescent

k k antibodies
3

Protein

nCounter

RNA

/ *
DSP barcoded 0
RNA probes RNAscope probes
(or fluorescent antibodies)

DSP barcodes

lllumina

RNA reagents

(UV cleavabile linker)

Photocleavable

Target linker
complimentary l
sequence\ T
~ DSP barcode

Target RNA ‘For Research Use Only. Not for use in diagnostic procedures’



STIMAG

o Data analysis and processing

European Resesrch Gouncil

@ Data processing and analysis

DSP Analysis Suite for initial QC.. Data exploration...
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Dimension reduction by tSNE
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Dimension reduction by tSNE
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tSNE dimension 2

Clear segregation of AOIs by
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Within segment, separation
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LI v Differentially expressed genes
¢ e during step-wise progression of CRC

DEGs in epithelium DEGs in stroma
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THY1 expression during step-wise
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Consecutive sections of tissue for comprehensive investigation of the tumor immune microenvironment
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Increase during CRC tumorigenesis

CD204+ and HLA-DR- macrophages
increase from normal tissue to cancer

STIMAG



é‘][cq Medical Center Macrophages in stroma of normal colon tissue B

Inset CD68 - CD68 CD204 HLA-DR

y
<

J. Roelands et al, Gut, 2022.



K-

] C

Leiden University
Medical Center

Macrophages in tumor stroma
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« Stromal SIRPa expression increases from normal to carcinoma tissue
« Epithelial CD47 expression increases from normal to carcinoma tissue
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Early-stage colorectal cancer

Spatially-resolved gene expression

Identification potential biomarkers
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GeoMx DSP project- pT1 CRC

Dataset posted on 2022-11-18, 08:54 authored by Jessica Roelands, Manon van der
Ploeg, Marieke E. lJsselsteijn, Hao Dang, Jurjen J. Boonstra, James Hardwick, Luuk J. A.

Download all (12.72 GB) Share Embed + Collect

C. Hawinkels, Hans Morreau, Noel de Miranda

GeoMx Digital Spatial Profiling gene expression data corresponding to manuscript

"Transcriptomic and immunophenotypic profiling reveals molecular and

immunological hallmarks of colorectal cancer tumorigenesis”.
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