LGR5 Key Takeaways
LGRS Is a Dynamic Stem Cell Protein That Can Be Exploited

by Common Carcinomas Including Head and Neck,
Colorectal, and Lung'-’

Visit www.cancerswildcard.com to learn more.

Epithelial Cancers (Carcinomas) Are Common and Have a Poor
Prognosis Despite an Established Treatment Target, EGFR’-®

+  Head and neck cancer (H&N), colorectal cancer (CRC), and lung
cancer (NSCLC) are examples of epithelial cancers®'°
— Collectively these cancers account for approximately 450,000
new cases and 200,000 deaths annually in the US (2026 estimate)’

* Pathogenic plasticity is an emerging cancer hallmark and
treatment resistance to EGFR-targeted therapy (via EMT)
is an example''-4
— EMT is the process of epithelial cells losing their stationary
characteristics (eg, cell-to-cell adhesion) and acquiring
mesenchymal traits that facilitate motility and invasion'>'2
Time — Mesenchymal-epithelial-transition (MET) is the complimentary
Figure is hypothetical and does not reflect data from a specific clinical study.®-2 process Where eplthellal Characteristics are restoredh’:
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"Mesenchymal” refers to cells that develop into connective tissue, blood vessels, and lymphatic tissue.
EGFR, epidermal growth factor receptor; EMT, epithelial-mesenchymal transition; NSCLC, non-small cell lung cancer.

Cancer Cells That Unlock LGR5 Expression Acquire
Pathogenic Plasticity and Can Initiate Tumors3~>*'

« In a healthy setting, adult stem cells in epithelial tissue ~ +  In a pathogenic setting, cancer cells can unlock LGR5

express a protein called LGR5® expression, which enables tumor initiation3>2'

— LGR5-positive cells support tissue homeostasis and — Intheinitial stages of colorectal tumorigenesis,
regeneration? the percentage of LGR5-positive cells can increase

— Inthe intestine, LGR5-positive cells are a small dramatically (10-fold; 70% of basal crypt)®
population of highly proliferative cells (<10% of basal — This allows cancer cells to attain stem-cell-like
crypt) that replace epithelial cells lost to shedding®?2% capabilities (pathogenic plasticity) that enable

proliferation and differentiation32'2425
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. : : S % ” Overexpression of LGRS occurs
‘“ LGRS5-positive (+) PN ‘“ across carcinomas and has been
epithelial cells® associated with poor outcomes*#626-28

LGRS, Leucine-rich repeat-containing G protein-coupled receptor 5.
'Adenomas and well/moderately differentiated adenocarcinomas.
Based on in situ hybridization (ISH) analysis of LGR5 mRNA expression.
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LGRS5 Is a Dynamic Regulator of Pathogenic Plasticity3-3

+ LGRS is a dynamic protein that is constantly recycled at the cell surface’?
— Cancer cells can use this dynamic to turn LGR5 expression on/off 3333536
and adapt to stress (eg, chemotherapy, radiation)>27-*
e Isthere a connection between LGR5 and resistance to Proliferation
EGFR-targeted therapy?+

— Cancer cells can transition between LGR5-positive and LGR5-
negative states to change their activity, resist treatment, and

metastasize30-36383941 > >
— Preclinical data show that LGR5 expression increases when cancer
cells are treated with EGFR-targeted therapy04243 Invasion Metastasis

— LGRS expression is silenced during epithelial-mesenchymal
transition (EMT),3%3'344" which is a resistance mechanism
to EGFR-targeted therapy'?'4

+  Because LGR5 is a moving target,"***3¢developing a therapeutic strategy
for it may require the integration of other targets or pathways?835424445

— LGRS s currently not an actionable biomarker32 Dormancy
— LGRS protein detection is possible for preclinical purposes (eg, western
blot, live cell imaging),* but a suitable, well-validated antibody for human
sample testing is not currently available32
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EMT, epithelial-mesenchymal transition; MET, mesenchymal-epithelial transition.

See the full LGR5 story at CancersWildCard.com
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