The Battle Against Epithelial Cancers
Epithelial Cancers Are Common and Have a Poor

Prognosis Despite an Established Target, EGFR'?

Visit www.cancerswildcard.com to learn more.

Head and Neck, Colon, and Lung Cancers Are Examples of
Epithelial Cancers With Poor Outomes’>-*

«  Epithelial cancers (carcinomas) arise
from cells that line the surfaces and
organs of the body>’8

+ Head and neck cancer (H&N),
< > ,l. colorectal cancer (CRC), and lung
F K 0, cancer (NSCLC) are common
- examples and collectively account

for approximately 450,000 new

Head and Neck Colorectal Lung cases and 200,000 deaths annually
(H&N) (CRC) (NSCLC) in the US (2026 estimate)1

« These cancers share risk factors
(eg, smoking, alcohol)®®1° and have
high rates of recurrence, treatment

resistance, and metastasis*®'"12
EGFR, epidermal growth factor receptor; NSCLC, non-small cell lung cancer.

Plasticity Is a Critical Hallmark That Helps Orchestrate
Cancer Pathogenesis™

+ Plasticity has recently emerged * Plasticity is a characteristic of stem-like-cells that enables self-renewal and
as a critical hallmark of epithelial differentiation into other cell phenotypes.'*' Plasticity is found in adult stem
cancers' cells that coordinate tissue homeostasis and injury repair'>1#
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Treatment Resistance to EGFR-targeted Therapy is an
Example of Pathogenic Plasticity'-?'

* EGFR overexpression occurs in 40%-97% of H&N, CRC, and NSCLC tumors, and is implicated in proliferation,
metastasis, and survival??223

+ EGFR-targeted therapies are available and
can block receptor signaling>#>2 A

— However, after an initial response to

treatment, it is common for epithelial
cancers to develop resistance??2%3

Progression

* Epithelial-Mesenchymal Transition (EMT) EGFR-targeted therapy
is an example of pathogenic plasticity and Tumor 8
an established resistance mechanism to burden
EGFR-targeted therapy'®-2'2
— EMT is the process of epithelial cells

losing their stationary characteristics
(eg, cell-to-cell adhesion) and acquiring
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mesenchymal traits that facilitate motility Treatment resistance
and invasion2 &

— Mesenchymal-epithelial-transition (MET) Time
is the complementary process where
epithelial characteristics are restored?>® Figure is hypothetical and does not reflect data from a specific clinical study.?”-?°

"Other resistance mechanisms include EGFR mutations (interference with treatment binding site) and downstream mutations (activation of signaling
pathways that bypass EGFR)."
"Mesenchymal” refers to cells that develop into connective tissue, blood vessels, and lymphatic tissue.?

See the full LGR5 story at CancersWildCard.com
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