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The aim of this project is to analyze the implication of Wnt/B-catenin
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Fig.1. Changes through adenoma — carcinoma sequence. (Modified from
Todaro, M., et al. (2010). Gastroenterology, 138(6), 2151-2162).
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Maintenance of colonic mucosa is given by two
processes regulated by Wnt/B-cat pathway: cell
production® within a crypt by proliferating stem cells

Wnt/B-catenin pathway is involved in important processes like SC
maintenance, cell proliferation, survival and differentiation.?
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Fig.4. Normal (A) and aberrant (B) crypt fission. A. (Adapted from Boman, B. & Fields, J. TCF c-Myc —| p21 Fig.6. EphB — ephrin B signaling involved in CRC invasion and metastasis. (Adapted from
(2013). Front. Oncol., 3, 244). B-catenin Merlos-Sudrez, A. & Batlle, E. (2008). Current Opinion In Cell Biology, 20(2), 194-200).

Fig.2. Wnt/ B-catenin signaling in three possible scenarios: Wnt OFF state3, Wnt ON state and
constitutively active state due to mutations of pathway components resulting in cancer. 4

Indiscriminated Wnt pathway
inhibition has devastating effects.

IHERAPEUTIC STRATEGIES

Resistance to conventional therapeutics is caused by presence of cancer stem cells (CSCs) and optimal therapies are those that target this population. Current treatment consists
in surgical intervention along with chemotherapy and radiotherapy but it cannot kill all CSC. Therefore, there is a great interest in developing strategies targeting selectively Wnt
signaling in CSCs.
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Wnt/B-catenin pathway controls maintenance of colon crypts production and renewal by

inducing SC proliferation. Thus, its alterations are responsible of CRC initiation and progression.

e Wnt pathway also regulates cell positioning along the crypts by controlling EphB-ephrinB
expression. EphB signaling inhibition during transition to carcinoma induces tumor invasion and
metastasis.

 There are promising current research strategies that target Wnt signaling. However, there is still

much work to do in order to downregulate Wnt pathway specifically in CSCs, preventing tumor

progression and cancer relapse after treatment.




