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Abstract: The Wnt/β-catenin signaling pathway is a growth control pathway involved in various biological processes as well as the 
development and progression of cancer. Colorectal cancer (CRC) is one of the most common malignancies in the world. The 
hyperactivation of Wnt signaling is observed in almost all CRC and plays a crucial role in cancer-related processes such as cancer 
stem cell (CSC) propagation, angiogenesis, epithelial-mesenchymal transition (EMT), chemoresistance, and metastasis. This review 
will discuss how the Wnt/β-catenin signaling pathway is involved in the carcinogenesis and progression of CRC and related 
therapeutic approaches. 
Keywords: Wnt pathway, colorectal carcinogenesis, APC, CRC therapy

Introduction
Colorectal cancer (CRC) is one of the most common malignancies in the world. Understanding the mechanisms involved 
in its development and progression can help to treat it more effectively. The findings of the last more than 20 years show 
that the main role in this process is played by pathologically increased activity of the Wnt/β-catenin signaling pathway.1

Wnt pathway is an intercellular molecular signaling pathway discovered in 1982 by Drosophila melanogaster, which 
performs essential functions throughout the animal kingdom, including humans.2 The Wnt signaling pathway participates 
in embryonic development and physiological homeostasis, but its deregulation has been implicated in tumor initiation 
and progression.3–6 Wnt signals are transmitted through at least three different intracellular pathways, including the 
canonical Wnt/ β-catenin signaling pathway, non-canonical Wnt/Ca2+ pathway, and non-canonical Wnt/PCP (planar cell 
polarity) pathway. All play important roles in tissue and organ formation and act as regulators of the cytoskeleton. The 
Wnt/β-catenin pathway is most recognized for its significance in CRC and will be discussed exclusively in this review.

We summarize the Wnt/β-catenin signaling pathway and its related regulation process, followed by the discussion of 
its involvement in CRC carcinogenesis and progression as well as related therapeutic approaches. The hyperactivation of 
Wnt/β-catenin signaling is observed in almost all CRC, and plays a crucial role in cancer stem cell (CSC) propagation, 
angiogenesis, epithelial-mesenchymal transition (EMT), chemoresistance, and metastasis. A number of drugs, phyto-
chemicals, and molecular agents targeting the Wnt pathway for the treatment of colorectal cancer have been developed.7 

Understanding the roles and mechanisms of Wnt/β-catenin signaling pathway in CRC will contribute to the development 
of new targeted drugs.

Wnt/β-Catenin Pathway
Overview of the Wnt/β-Catenin Pathway
The Wnt/β-catenin pathway is a growth control pathway involved in various biological processes, such as embryonic 
development, maintenance of stem cell state, cell renewal, and adult tissue homeostasis.3–6 The β-catenin protein is the 
central molecule and crucial nuclear effector of the canonical Wnt pathway, which is not only a transcription factor but 
also an important component of the cytoskeleton.
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In the absence of Wnt ligands, ubiquitin-dependent proteasome degradation keeps the β-catenin protein at the 
basal level.8 This process is controlled by a protein complex called the β-catenin destruction complex, which 
consists of the proteins Axis inhibition protein (Axin), Glycogen synthase kinase 3 (GSK3), Casein kinase 1 
(CK1), Adenomatous polyposis coli (APC), and the E3 ubiquitin ligase β-TrCP2. β-catenin is phosphorylated by 
CK1 and GSK3 sequentially, thus recognized by the E3-ligase β-TrCP2, which drives the ubiquitination and 
proteasomal degradation of β-catenin.9 This process allows the Groucho protein to bind to the T cell factor/ 
lymphoid enhancer factor (TCF/LEF), thereby blocking transcriptional promoters and enhancers of the Wnt/β- 
catenin pathway.

There are 19 Wnt ligands (Wnts) known in humans, which are all secretory palmitoleate glycoproteins.10 The glycosyl and 
lipid residues (specifically palmitic and palmitoleic acid residues) they contained give them a hydrophobic character which is 
essential for the secretion and function of Wnt ligands.11,12 Wnt ligands must be processed and exported, and then modified by 
an attachment of a lipid, palmitoleic acid, which is performed by Porcupine O-acyltransferase (PORCN) in the endoplasmic 
reticulum.13 From there, Wnt bound to the Wntless protein (Wls) is transferred to the cell membrane by the vacuolar system of 
the Golgi apparatus and subsequently secreted. The activation of Wnt/β-catenin signaling is initiated when Wnt ligands bind to 
the Frizzled (FZD) receptors and the low-density lipoprotein receptor-related proteins 5/6 (LRP5/6) co-receptors on the target 
cells, which leads to recruitment of Disheveled (Dvl), causing the relocalization of the destruction complex to the 
receptor.9,14,15 This process disrupts the activity of the β-catenin destruction complex, leading to an accumulation of β- 
catenin.16,17 β-catenin then translocates to the nucleus, interacting with TCF/LEF and co-activators, such as BCL-9 and 
Pygopus, to activate the Wnt target genes like c-MYC, CCND1 (the gene encoding cyclin D1), EGFR, and leucine-rich repeat- 
containing receptor 5 (LGR5) (Figure 1).18

The Regulation of the Wnt/β-Catenin Pathway
Several evolutionarily conserved protein families and genes are known to antagonize or regulate Wnt signaling. Wnt 
inhibitory factor (WIF), a secreted protein that has been recognized as an important Wnt antagonist, inhibits Wnt/β-catenin 

Figure 1 Wnt/β-catenin signaling in the target cell. In the absence of Wnt ligands, the free cytoplasmic level of β-catenin is reduced by the activity of the β-catenin 
destruction complex (Axin, APC, CK1 and GSK3). TCF/LEF together with other molecules act as repressors of gene transcription. The Wnt/β-catenin signaling is activated 
when Wnt ligands bind to the FZD receptors and the LRP5/6 co-receptors on the target cells, which leads to recruitment of Disheveled (Dvl), causing the relocalization of 
the destruction complex to the receptor. β-catenin accumulates and then translocates to the nucleus, interacting with TCF/LEF to activate gene transcription. (By Figdraw).
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signaling directly by binding to Wnt proteins.19 Dickkopf1 (DKK1), a member of the DKK family of proteins, competes 
with Wnt proteins to bind to LRP5/6 receptors, thus negatively regulating the initiation of signaling.20 Secreted FZD-related 
proteins (sFRPs), a kind of soluble proteins, block the initiation of Wnt signaling by trapping Wnt proteins directly or by 
binding to FZD receptors to prevent the interaction between receptors and Wnt ligands.21 In addition to these proteins, other 
inhibitors of Wnt signaling include wise/SOST, IGFBP, APCDD1, Cerberus(CER), and so forth.20 ZNRF3 and its homolog 
RNF43 are transmembrane E3-ubiquitin ligases that act as negative-feedback regulators of Wnt signaling by downregulat-
ing FZD receptors through ubiquitylation.22 R-Spondins (RSPO) is a family consisting of four secreted growth factors, of 
which RSPO2 and RSPO3 are RNF43/ZNRF3 ligands, which can derepress FZD receptors from RNF43/ZNRF3-mediated 
degradation by ubiquitination and activate Wnt signaling.23

The effect of the activated Wnt/β-catenin pathway varies considerably depending on the age of the organism, the type 
of tissue and cell, its location, functional status, and probably a number of other determinants.24 This indicates that the 
regulation of the signaling is more complex than just the presence or absence of β-catenin in the nucleus. There are four 
genes of TCF / LEF transcription factors, but there are many more of their products (different splicing, posttranslational 
modifications, including phosphorylation, etc.) and they differ in their effects. Some act activating even without β- 
catenin, others are unable to bind it and are persistent inhibitors (dnTCF / LEF), and others react with different promoters 
and affect other genes.25 Some are inhibitors due to their ability to export β-catenin from the nucleus such as inhibitor of 
β-catenin and TCF-4 (ICAT).26 In principle, the effect of the Wnt pathway is influenced by conformational changes in 
DNA, currently expressed genes, and the activity of other signaling pathways.

Overall, refined regulation of Wnt/β-catenin signaling can activate or inhibit the expression of specific genes to exert 
various biological functions. The identification of positive and negative regulators needs further investigation, which 
would help reveal the potential regulatory mechanism of β-catenin-dependent transcription and be therapeutically useful 
in a variety of disease settings.

Wnt/β-Catenin Pathway in Colorectal Carcinogenesis and Progression
Wnt/β-Catenin Pathway and Colorectal Carcinogenesis
Wnt signaling is an essential factor for normal intestinal function, and in particular, for the maintenance and self-renewal 
of epithelial stem cells located at the base of intestinal crypts.27 The epithelium of the colon and rectum is renewed in 
regular cycles of about 3–6 days, which is due to the intestinal stem cells (ISCs), the multipotent cells located at the base 
of mucosal crypts.28 They live at the crypt base all their lives and have the ability of an unlimited number of divisions, 
migrating towards the top of the villi while differentiating into mature mucosal cells with absorption functions, mucus- 
secreting goblet cells, or cells of the diffuse neuroendocrine system producing various hormonal agents.29,30 Mature cells 
cover about the upper third of the crypts. They travel further toward the intestinal lumen, where they undergo apoptosis, 
separate, and are replaced by new ones. Undifferentiated character, lifetime survival, the ability of unlimited division, and 
the production of different types of daughter cells are not autonomous properties of ISCs but are largely determined by 
Wnt signaling. The source of Wnt glycolipoproteins are myofibroblasts located subepithelial at the base of the crypts, 
which are essential for maintaining the local supply of stem cells, and thus for lifelong epithelial replacement.

Over the past few years, people have conducted extensive research on the ISC population and a number of ISC 
subpopulations have been identified. One cell type is the fast-cycling crypt base columnar (CBC) stem cells that express 
a Leucine-rich G-protein coupled receptor 5 (LGR5), which is identified as a direct regulator of Wnt activity 
subsequently.31 Wnt-mediated signaling is maintained at high levels by RSPOs in the LGR5+ intestinal stem cells, for 
RSPOs bridging an interaction between LGR4/5 and RNF43/ZNRF3 to sequester the ligases activities, leading to Fzd 
expression and continued signal activation.32

Alterations in core Wnt regulators were found in a sequencing project of 1134 colorectal cancer samples, noting the 
incidence of oncogenic Wnt activation in 96% of human colorectal cancers.33 The associations between hyperactiva-
tion of the Wnt/β-catenin signaling and the progression of colorectal cancer have been long identified. Aberrant 
activation of the Wnt signaling is mainly due to a disorder (mutation, deletion, attenuation of gene expression) of its 
three components, APC, β-catenin, and AXIN. The defection of APC and AXIN disrupts the formation and function of 
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the β-catenin degradation complex, which results in β-catenin being resistant to degradation and overexpression of Wnt 
pathway genes.

Abnormal regulation of the transcription factor β-catenin, which is the pivotal component of the Wnt signaling 
pathway, leads to early events in carcinogenesis.34–36 As a study of 720 colorectal patient samples shows, the loss of 
membrane β-catenin is remarkably associated with poor prognosis when using overall survival as the endpoint.37 The 
loss of membranous β-catenin is particularly prominent in the invasion front of colorectal cancer, and both membrane 
localization and invasion front are prognostic markers for prolonging disease-free survival. However, high nuclear 
accumulation in colorectal cancer is associated with worse disease-free survival, overall survival, and a higher probability 
of lymph node metastasis.38,39

Clinical studies have shown that about 70% of sporadic and hereditary colorectal cancer has APC gene deletion or 
mutation,40 which is recognized as one of the earliest genetic events in the development of CRC. Loss-of-function APC 
mutations are pathognomonic of familial adenomatous polyposis (FAP) and contribute to the development of the most 
sporadic colorectal cancer. Since APC is part of the destruction complex, its degradation can result in cytoplasmic 
accumulation of β-catenin protein, thus abnormally activating the Wnt/β-catenin pathway, and eventually leads to 
promoting cell proliferation, differentiation, and inducing carcinogenesis.

Due to elegant work in human cancer cell lines and murine models of intestinal neoplasia, it was highlighted that 
oncoprotein MYC is an essential downstream driver of Wnt/β-catenin driven carcinogenicity followed by APC loss.41 

Scholz et al reported that Wnt signaling can further promote MYC accumulation through post-transcriptional mechan-
isms, thereby enriching the availability of cytoplasmic pools of MYC transcripts.42 APC restoration can drive tumor-cell 
differentiation and sustained regression without relapse in colorectal cancer, as well as reverse the MYC-driven 
oncogenic state and reestablish tissue homeostasis.43 As mentioned earlier, the interactions between BCL9/9L and 
nuclear co-receptor complexes help activate the transcription of Wnt target genes. In CRC, BCL/9L appears to decrease 
the association of β-catenin in adherens junctions, promoting its nuclear translocation to upregulate Wnt signaling.44 

Moreover, loss of BCL9/9L suppressed many features of acute APC loss and subsequent Wnt pathway deregulation 
in vivo, resulting in a level of Wnt pathway activation that favored tumor initiation in the proximal small intestine and 
blocked tumor growth in the colon.45 These all demonstrate the key roles of APC mutations in both initiating and 
maintaining intestinal neoplasia and emphasize the importance of the Wnt pathway as a potential therapeutic target 
for CRC.

AXIN, GSK3, CK1, and E3 ubiquitin ligase β-TrCP2 as other main constituents of the β-catenin destruction 
complex, also play a role in CRC carcinogenesis. While APC is the most frequently mutated tumor suppressor gene in 
the Wnt pathway, mutations in the AXIN1 or AXIN2 genes have been found in a subset of CRCs as well as in 
a number of other cancer types.46 Some studies indicated that the expression and activity of GSK3β are both increased 
in CRC.47 GSK3β was found to contribute to higher cell proliferation and modulate the chemoresistance through the 
NF-ĸB pathway.48 It has been found that CK1 mutants affect the growth and proliferation of tumor cells and induce 
tumor growth in xenografts, and the expression level of CK1 correlates with poor survival in CRC.49,50 Increased 
expression of β-TrCP1 is associated with activation of both β-catenin and NF-ĸB, suggesting that the integration of 
these signaling pathways by increased β-TrCP expression may contribute to the inhibition of apoptosis and tumor 
metastasis.51

Wnt/β-Catenin Pathway and CRC Progression
From its initial function in CRC initiation, the Wnt/β-catenin pathway has evolved to explain more phenomena during the 
disease progression including cancer stem cell (CSC) propagation, angiogenesis, epithelial-mesenchymal transition 
(EMT), chemoresistance, tumor immunomodulation and ultimately responsible for tumor recurrence after therapy, 
metastasis and poor patient survival.52,53

Cancer Stem Cell (CSC) Self-Renewal and Differentiation
Wnt signaling plays a critical role in CRC stem cell (CSC) self-renewal in the intestinal crypt.54 Being activated in CSCs, 
the Wnt pathway upregulates transcription of genes necessary for proliferation (such as c-myc), cell cycling (such as 

https://doi.org/10.2147/CMAR.S411168                                                                                                                                                                                                                               

DovePress                                                                                                                                              

Cancer Management and Research 2023:15 438

He and Gan                                                                                                                                                          Dovepress

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://www.dovepress.com
https://www.dovepress.com


cyclin-D), anti-apoptosis (such as survivin), metabolic switching to aerobic glycolysis (PDK1, MCT-1), and invasion and 
metastasis (SLUG, MMP).55–60 Depending on whether the recruited co-activator of β-catenin is CREB-binding protein 
(CBP) or p300, Wnt activity will favor either differentiation or proliferation of CSCs. p300/β-catenin binding promotes 
CSC differentiation, whereas CBP/β-catenin binding favors the maintenance of CSC potency.61 In addition, the Wnt/β- 
catenin signaling target gene Lgr5 is a primary marker of CSCs in the intestinal crypt.62 CSCs are thought to be resistant 
to standard chemotherapeutic agents and, therefore, therapies targeting CSCs may provide an effective means of 
combating CRC.63 CSCs also play a critical role in tumor angiogenesis through their ability to generate functional 
blood vessels and transdifferentiate into tumor epithelial cells (ECs), which could modify the tumor microenvironment 
and survive outside of the primary tumor at metastatic sites.64,65

Angiogenesis
As one of the key mechanisms of malignant growth and tumor progression, angiogenesis is critical for colorectal cancer 
growth and metastasis and is one of the commonly accepted indicators of prognosis.66 β-catenin produced by the tumor 
cell directly induces VEGF production and an increase in vessel density, which was proved in the colon cancer cell lines 
(HCT116, SW620) and APC-Min/+ mouse model. This indicates the participation of β-catenin in angiogenesis 
initiation.67–69 A positive correlation was also demonstrated between the upregulation of VEGF-A expression and 
APC mutational status.69 Norrin is a non-Wnt ligand of the Fzd receptors, which can selectively bind to Fzd4 and 
activate Wnt signaling.3 This interaction is modulated via the regulation of Fzd4 expression by Wnt2.70 Norrin produced 
by colorectal cancer cells could increase EC growth and motility, which plays a key role in CRC tumor microenviron-
ment angiogenesis.71 As a predominant component of tumor microenvironment, cancer-associated fibroblasts (CAFs) 
play an important role in promoting tumor progression. In CRC, CAFs are highly enriched with the Wnt2 protein, one of 
the pro-angiogenic Wnt signaling components.72,73 The overexpression of Wnt2 protein was initially observed in CRC 
cells, with a knockdown of Wnt2 downregulating the expression of the Wnt/β-catenin target gene. In addition, the 
proliferative properties of Wnt2 were also demonstrated.74 Wnt2 overexpression increased tumor volume and vascular 
density in CRC xenografts. Additionally, the expression of proteins with pro-angiogenic properties, such as ANG-2, IL-6, 
granulocyte colony-stimulating factor (G-CSF), and placental growth factor, as well as vascular markers in human CRC 
are correlated with the Wnt2 level. Thus, it is demonstrated that Wnt2 plays a crucial role in the development of the 
active CAF phenotype in CRC, which increases angiogenesis by shifting the balance in support of pro-angiogenic 
signals.73

Epithelial-Mesenchymal Transition (EMT)
Overactivation of the Wnt/β-catenin pathway promotes epithelial-mesenchymal transition (EMT) by inducing the 
expression of EMT-related transcription factors. In colorectal cancer (CRC), EMT is associated with an invasive or 
metastatic phenotype in CRC and contributes a lot to chemotherapeutic resistance.53 Enhanced Wnt/β-catenin signaling 
in CRC cells increases the level of SNAIL, which represses E-cadherin and regulates EMT, thus promoting local 
invasion.75 Wnt3a protein overexpression in CRC promotes invasion and induces Snail expression, which is concomitant 
with EMT features, such as reducing the epithelial marker E-cadherin expression, increasing the mesenchymal marker 
Vimentin expression, and localization of nuclear β-catenin. DKK1 can partially reverse the expression of EMT-associated 
factors in Wnt3a-overexpressing cells.76 Transmembrane-4 L-6 family member-1 (TM4SF1) is a small plasma membrane 
glycoprotein, which is upregulated in CRC tissues more than in non-tumor tissues and is positively correlated with poor 
prognosis.77 TM4SF1 promotes the EMT and cancer stemness of CRC cells through the Wnt/β-catenin pathway. It is 
found that TM4SF1 modulates the Wnt/β-catenin -mediated regulation of Sox2 expression via c-Myc in CRC.78 Runt- 
related transcription factor 1 (RUNX1), a member of the RUNX family of transcription factors, which is function as 
critical lineage determinants in various tissues.79 RUNX1 expression is upregulated in CRC tissues and is closely 
correlated with cancer metastasis and EMT of CRC. In addition, RUNX1 can interact directly with β-catenin and target 
the promoter and enhancer regions of KIT to activate Wnt/β-catenin signaling in CRC cells, thereby promoting KIT 
transcription.80 KIT signaling may play a growth-stimulatory role in colon cancer.81
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Chemoresistance
Multidrug resistance (MDR) is a major impediment to the successful treatment of CRC, and overcoming MDR becomes 
a great challenge in fighting against CRC.82 ATP-binding cassette (ABC) membrane transporters can pump various 
chemotherapeutic agents out of cells to reduce intracellular drug accumulation and attenuate drug-induced cytotoxicity, 
which is one of the most typical mechanisms of MDR.1 Attenuating the efflux activity of most ABC transporters, which 
directly contribute to chemoresistance, could largely reverse the resistance.83 P-Glycoprotein (P-gp), also known as 
multidrug resistance protein 1 (MDR1) or ABCB1, is the most significant ABC transporter in the human gastrointestinal 
tract.84 Nuclear β-catenin has been shown to selectively bind CBP to the promoter region of the MDR1 gene, one of the 
target genes of TCF/LEF, in the Wnt/β-catenin signaling cascade.85 Many T-cell factor 4 (TCF4) binding sites were 
discovered in the MDR1 gene promoter, and this gene was shown to be transcriptionally downregulated in CRC 
following TCF4 inactivation, indicating MDR1 is a direct target of the TCF4/β-catenin transcriptional complex.86 The 
MDR1 gene’s expressed P-gp efflux may be reversed and drug-induced apoptosis could again be sensitive to drugs if 
endogenous β-catenin was depleted by RNA interference. Sec62 was first discovered as a protein involved in transloca-
tion in the endoplasmic reticulum membrane.87 By binding to β-catenin and boosting Wnt signaling, Sec62, which is 
increased by the METTL3-mediated m6A modification, aids in the stemness and chemoresistance of CRC. As a result, 
the m6A modification-Sec62-β-catenin molecular axis may serve as a therapeutic target for treating CRC.88 It is indicated 
that exosomal Wnts derived from fibroblasts could induce the differentiation of cancer cells to CSCs thus promoting 
chemoresistance in CRC, which suggests that interfering with exosomal Wnt signaling may help to improve chemo-
sensitivity and the therapeutic window.89

Wnt/β-Catenin Crosstalk with Other Pathways
Deregulation of the Wnt pathway alone is not enough to cause malignancy. Disorders of multiple signals are involved, 
such as transforming growth factor β (TGF β) pathway, epidermal growth factor signaling (EGF, with EGFR receptor and 
cascading interacting kinases Kras, Braf, and MAPK), nuclear factor kappa-B (NF-κB), Notch, Hippo/YAP, and PI3K/ 
AKT pathway.90–92

APC loss leads to the increase of β-catenin and RAS (especially mutant KRAS), which promotes the synergistic 
tumorigenesis of CRC.93 Through interaction with β-catenin and forming a complex, EGFR was proved to promote the 
invasion of cancer cells.94 IκB kinases (IKKs) interact with β-catenin and phosphorylate it, and IKK-α could specifically 
increase the expression of β-catenin dependent gene in CRC cell lines.95 The crosstalk between Wnt and Notch signaling 
was first reported in fruit fly which showed NICD can bind to Dvl1 and the subsequent Notch signaling and then regulate 
the Wnt pathway. Wnt/β-catenin signaling increases the Notch expression and triggers the onset of CRC through 
activation of Jagged-1.96 It has been shown that the Hippo pathway could inhibit Dvl phosphorylation, thus inhibiting β- 
catenin accumulation in the nuclear and transcription of Wnt/β-catenin/TCF target genes.97 PI3K has a substantial effect 
in the setting of carcinogenesis through modulating β-catenin signaling. It has been proposed that PI3K can inhibit 
GSK3β as a downstream target.98 AKT kinase may potentially cause β-catenin to become active. As a result, it has been 
demonstrated that the Wnt/β-catenin and PI3K-AKT pathway interact to promote unregulated cell cycle progression, 
increased cell proliferation, apoptosis escape, increased invasiveness and metastasis, and resistance to cancer treatment.99

Wnt/β-Catenin Pathway and Colorectal Cancer Therapy
The incidence rate of CRC is increasing year by year, early-stage patients can be treated by surgical resection, whereas 
the treatment of patients with metastasis remains challenging. Chemotherapy is the main treatment for advanced CRC, 
which significantly prolong the survival time and improve the quality of life. In recent decades, molecular targeted 
therapy has been progressing, and chemotherapy combined with targeted therapy has further improved the survival of 
patients with advanced CRC. The significance of the Wnt pathway in CRC is unquestionable. Experiments on human 
colorectal cancer cell lines show that its inhibition can stop the growth and cause apoptosis of tumor cells even in the 
presence of mutations in other signaling pathways.100,101 However, targeted WNT therapies have not made headway in 
the clinic.
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Non-Steroidal Anti-Inflammatory Drugs (NSAIDs)
NSAIDs are widely discussed drugs for colorectal carcinogenesis, which play an active role in both cancer prevention 
and cancer treatment.102 NSAIDs inhibit the enzyme cyclooxygenase (COX), and thus the production of prostaglan-
dins, substances that control a number of biological processes including immune and inflammatory. COX occurs in 
two isoforms, with COX1 performing several physiological roles, while COX2 is predominantly associated with 
pathological conditions. COX2 overexpression is present in both colorectal adenomas (40%) and carcinomas (85%) 
and generally leads to inhibition of apoptosis, angiogenesis, and disease progression. Prostaglandins produced by 
COX also increase β-catenin transfer to the nucleus and Wnt signaling activity, while NSAIDs can degrade β-catenin 
in cells and inhibit the Wnt/β-catenin pathway.103 Diclofenac and celecoxib have been proved to reduce the expression 
of AXIN2, Cyclin D1, and c-myc, which are all target genes of β-catenin. In addition, after treatment with diclofenac 
and celecoxib, the phosphorylation of β-catenin increased, and the phosphorylation of GSK3 decreased, thus the 
cytoplasmic accumulation and nuclear translocation of β-catenin were significantly reduced.104 These studies showed 
that NSAIDs can affect β-catenin, to reach to its related anti-tumor effect. Bowen et al demonstrated that the 
combination of an NSAID (sulindac) and a rexinoid (bexarotene) as a durable approach can prevent colorectal 
carcinogenesis of FAP through the Wnt/β-catenin pathway.105 Possibly, there is a role for aspirin or NSAIDs as 
primary prevention in those patients with a defined hereditary predisposition (eg, Lynch syndrome and FAP).106 

However, the serious adverse reactions of traditional NSAIDs as anti-cancer drugs cannot be ignored. Common side 
effects include gastrointestinal bleeding, liver and kidney damage, and long-term application of NSAIDs will also 
cause weight gain, edema formation, and fluid retention. Therefore, it should be viewed on an individual basis, 
balancing its beneficial effects on both cardiovascular disease and colorectal cancer incidence against the potential 
harms.

Therapeutic Target Molecules in Wnt Signaling
Targeting Wnt Ligand/Receptor Interface
Porcupine (PORCN), a membrane-bound O-acyltransferase, is involved in an essential step of Wnt ligands secretion.107 

Thereby, targeting PORCN is a way to inhibit Wnt signaling. Inhibitors of Wnt production (IWPs), a class of small 
molecules that could act as Wnt antagonists by targeting PORCN, was discovered.108 A more recent study identified 
another potent porcupine inhibitor LGK974 that inhibits the secretion of Wnt3a and effectively suppresses the growth of 
murine tumors induced by mouse mammary tumor virus-driven ectopic Wnt1 expression.109 The data indicate the 
therapeutic potential of PORCN inhibitors to treat cancers that are exogenous Wnt-dependent, such as LKB1 and RNF43 
mutations in CRCs.110 Loss-of-function mutations in the tumor suppressor kinase LKB1 fail to restrain the activity of 
FZD receptors, whereas RNF43 loss fails to remove Wnt receptors from the cell surface.111,112 A recent study found that 
the new PORCN inhibitor ETC-159 is extremely effective against genetically characterized human CRCs with RSPO2/3 
translocations.113

Targeting particular Wnt ligands or receptors that are identified to be overexpressed in malignancies is a further 
strategy for Wnt-receptor complex guided treatment. Salinomycin, a new LRP6 small molecule inhibitor, targets CSCs 
by inhibiting Wnt signaling through LRP6 degradation.114 In patient-derived xenograft mice models, tumor growth has 
been shown to be inhibited by the monoclonal antibody OMP-18R5 (OncoMed Pharmaceuticals/Bayer) by blocking Wnt 
ligand engagement.115 The information taken together suggests that Wnt ligand-receptor complexes can be targeted using 
an antibody or peptide therapy to inhibit Wnt signaling.

However, due to the extensive involvement of Wnt/β-catenin signaling in regulating various biological processes, it is 
difficult to separate the role of Wnt signaling in normal tissue homeostasis from its function in cancer growth. Wnt 
signaling inhibitors may produce harmful side effects because of their on-target impact on normal Wnt pathway 
signaling.

Targeting β-Catenin Destruction Complex
The destruction complex, composed of APC, AXIN, GSK3, and CK1, is the core network that regulates β-catenin 
degradation and thereby serves as a cytosolic gatekeeper for β-catenin-mediated transcription. As the destruction 

Cancer Management and Research 2023:15                                                                                     https://doi.org/10.2147/CMAR.S411168                                                                                                                                                                                                                       

DovePress                                                                                                                         
441

Dovepress                                                                                                                                                          He and Gan

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://www.dovepress.com
https://www.dovepress.com


complex enforces endogenous tumor suppression, it represents an attractive target to attenuate WNT signaling. In theory, 
there are numerous paths to stabilize the destruction complex, but the best explored is the regulation of AXIN function 
via Tankyrase activity.

Loss-of-function mutations of AXIN or decreased AXIN expression have been found to increase the expression of the 
Wnt downstream targets.116 Therefore, mutations of the AXIN gene are deemed to be linked to numerous neoplasms, 
especially CRC.117 Tankyrase enzymes (TNKS1 and TNKS2) are members of the Poly ADP-Ribose Polymerase (PARP) 
family of proteins that act to PARsylate AXIN, marking it for degradation, thus destabilizing the destruction complex. 
Numerous studies conducted over the past decade have revealed independent TNKS inhibitors to be powerful suppres-
sors of WNT pathway activity. Some of these studies have shown that TNKS blockade can prevent the proliferation of 
APC-mutant CRC cell lines in vitro and that it can be effective in vivo with APC-mutant adenomas.118,119 Despite the 
excitement surrounding TNKS inhibition as a potential therapy to cure the majority of APC-mutant CRCs, the field is 
shrouded in doubt as a result of the inconsistent information provided by numerous research regarding the toxicity of 
TNKS blocking. XAV939, initially identified as selectively inhibited β-catenin-mediated transcription via AXIN stabi-
lization, stabilized AXIN by inhibiting TNKS1 and TNKS2.120 In the APC-mutated CRC cell lines SW480 and DLD-1, 
XAV939 was also shown to block Wnt/β-catenin signaling by raising the level of the AXIN-GSK3β complex.121 G007- 
LK and G244-LM are novel tankyrase small-molecule inhibitors, exhibit about 50% inhibition of APC mutation-driven 
signaling by blocking poly(ADP-ribosylation)-dependent AXIN degradation in most CRC cell lines.118 Pyrvinium 
suppresses Wnt signaling and proliferation while specifically potentiating the CK1α kinase activator, which is utilized 
to treat colorectal cancer HCT116 and SW480 cell lines with mutations of the APC gene or β-catenin.122

However, more comprehensive reviews of these inhibitor analogs revealed intestinal toxicity, which restricts the full 
extent of the antitumor efficacy of these medications.118 Together, these studies highlight the therapeutic potential of 
tankyrase inhibitors for malignancies with APC mutations. However, due to the observation of nontumor-specific Wnt 
inhibition in preclinical models, safety concerns must still be addressed.

Targeting β-Catenin-Mediated Transcription
Gene transcription that is mediated by β-catenin is the final effector of Wnt pathway activation. It follows that 
suppressing this transcriptional response is the most effective way to prevent Wnt hyperactivation. However, genetic 
investigations have shown that complete deletion of β-catenin is blatantly harmful to normal intestinal epithelium.123 

Several teams have instead developed methods to prevent β-catenin from binding to particular transcriptional co- 
activators in order to combat this problem. With the description of ICG-001, a small chemical that specifically disrupts 
the interaction of β-catenin with CREB binding protein (CBP), but not p300, the first instance of this was published more 
than ten years ago.124 This can prevent the essential stem and/or progenitor cell transition points controlled by β-catenin 
/CBP from switching to β-catenin/p300.124

It has been demonstrated that disrupting the TCF/β-catenin connection efficiently prevents target gene activation and 
reduces colorectal cancer cell growth in vitro.125 The crucial connection between β-catenin and the transcription factor 
TCF4 is severely disrupted by LF3, a 4-thioureido-benzenesulfonamide derivative. In a mouse colon cancer xenograft 
model, LF3 also inhibited tumor development and promoted differentiation.126 By weakening both Ras and β-catenin, 
KYA1797K/ KY1220 successfully inhibited the development of colorectal cancer cells.127,128 In vitro and in mouse 
cancer models, MSAB (methyl 3-benzoate), a selective inhibitor of Wnt/β-catenin signaling, demonstrated a powerful 
and selective Wnt-dependent antitumor effect by downregulating Wnt/β-catenin target gene CRC cells.129 A further 
investigation revealed that the catenin responsive transcription inhibitors 3 (iCRT3), 5 (iCRT5), and 14 (iCRT14) 
similarly interfered with the TCF/β-catenin connection and reduced the expression of Wnt-targeted genes in CRC 
cells.130 To confirm how selective these compounds are in β-catenin/TCF targeting, to assess their toxicity, and to 
determine whether they have an impact on typical homeostatic tissue functions at the effective dose, further research into 
these compounds is necessary.

Chromatin state is also an influencing factor in regulating β-catenin-mediated transcriptional output. Chromatin 
chemical modifications include acetylation, deacetylation, methylation, demethylation, phosphorylation and dephosphor-
ylation, as well as ubiquitination, ADP ribosylation, etc., through which DNA accessibility to transcriptional regulators 
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can be increased or decreased, thereby coordinating gene expression. In Wnt signaling, several related chromatin 
modifiers have been identified as activators or inhibitors of Wnt/β-catenin transcription.131

Acetyltransferase p300/CBP-associated factor (PCAF) is a transcription cofactor, which has intrinsic histone acetyltrans-
ferase (HAT) activity.132 It is found that PCAF could increase the β-catenin transcriptional activity, induce its nuclear 
translocation, and up-regulate its protein level by inhibiting its ubiquitination and improving its stability.133 Some studies 
show that Lysine-Specific Demethylase 1 (LSD1/KDM1A) activates the Wnt/β-catenin signaling pathway by down-regulating 
the pathway antagonist DKK1, which contributes to colorectal carcinogenesis.134 It is reported that the NAD-dependent 
deacetylase sirtuin-1 (SIRT1) deacetylates β-catenin and suppresses its ability to activate transcription and drive cell prolifera-
tion. Moreover, SIRT1 promotes cytoplasmic localization of the otherwise nuclear-localized oncogenic form of β-catenin.135

Natural Bioactive Compounds
In recent years, accumulating evidence has revealed that some natural bioactive compounds from different dietary 
sources may regulate the activity of the Wnt signaling pathway in CRC to exert anti-cancer efficacy.136

Flavonoids, a class of plant bioactive compounds comprised of a group of natural polyphenols, may effectively 
protect against CRC by modulating the Wnt signaling pathway.137 For example, (-)-epigallocatechin-3-gallate (EGCG), 
the major polyphenol in green tea, exerts a preventive and anticancer effect on CRC by promoting the phosphorylation 
and proteasomal degradation of β-catenin through a mechanism independent of the GSK-3β and protein phosphatase 2A 
(PP2A).138 Another natural flavonoid, taxifolin, was shown to induce cell cycle arrest and tumor regression in CRC cells 
by activating Wnt/β-catenin signaling pathway.139

Anthocyanins/anthocyanidins (A/A) have emerged as potential phytochemicals capable of promoting relevant health 
benefits in CRC due to their known antioxidant and anti-inflammatory properties.140 A/A exert their anti-tumor effects 
against carcinogenesis via multiple mechanisms, one of which is reducing Wnt signaling and suppressing abnormal 
epithelial cell proliferation.141 A pentacyclic triterpenoid called ursolic acid (UA) has been discovered in a wide range of 
fruits, spices, and medicinal plants. UA may suppress the malignant phenotype of CRC, induce apoptosis, and arrest the 
cell cycle, possibly attenuating the Wnt/β-catenin signaling axis.142

Natural bioactive compounds usually have very low toxicity compared to common chemotherapeutic agents and are 
easily available through the diet. These properties make them good assistant medicines, which can prevent the risk of 
cancer progression and reduce the side effects of anti-cancer drugs.

Conclusions and Future Directions
The role of the Wnt/β-catenin pathway in the development of CRC is indisputable, not only in the initiation of colorectal 
cancer but also in its progression including cancer stem cell (CSC) propagation, angiogenesis, epithelial-mesenchymal 
transition (EMT) and chemoresistance. The past twenty years of intensive research have contributed to a deeper 
understanding of its components, regulations, target genes, functions, as well as the identification of novel activators 
and repressors. Understanding the potential genetic mutations of these targets is very important for the early diagnosis of 
CRC and the development of new targeted drugs.

Although numerous modulators of Wnt/β-catenin signal have made promising progress in the experimental treatment, 
there is not yet a clinically useful method for its direct inhibition. The reason is the complexity of the signaling systems 
and their regulation; for the influence of one component could lead to unpredictable and potentially very serious 
consequences. The inability to selectively affect only tumor tissue is another limitation, as the Wnt signaling performs 
many essential physiological functions in the body. Additionally, considerable crosstalk between the Wnt/β-catenin 
signaling and other signaling are important to designing therapeutic approaches.

Abbreviations
A/A, Anthocyanins/anthocyanidins; ABC, ATP-binding cassette; APC, Adenomatous Polyposis Coli; AXIN, axis 
inhibition protein; CAFs, cancer-associated fibroblasts; CBC, crypt base columnar; CBP, CREB-binding protein; CER, 
Cerberus; COX, cyclooxygenase; CRC, colorectal carcinoma; CSCs, cancer stem cells; DKK1, Dickkopf1; DVL, 
Disheveled; ECs, epithelial cells; EGCG, (-)-epigallocatechin-3-gallate; EMT, Epithelial-mesenchymal transition; FAP, 

Cancer Management and Research 2023:15                                                                                     https://doi.org/10.2147/CMAR.S411168                                                                                                                                                                                                                       

DovePress                                                                                                                         
443

Dovepress                                                                                                                                                          He and Gan

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://www.dovepress.com
https://www.dovepress.com


Familial Adenomatous Polyposis; FZD, Frizzled; GSK3, glycogen synthase kinase 3; HAT, histone acetyltransferase; 
ICAT, inhibitor of β-catenin and TCF-4; iCRT, catenin responsive transcription inhibitors; ISCs, intestinal stem cells; 
LEF/TCF, lymphoid enhancer-binding factor/T-cell factor; LGR5, leucine-rich G protein coupled receptor 5; LRP5/6, 
Lipoprotein receptor-related protein 5/6; LSD1, Lysine-Specific Demethylase; MDR, Multidrug resistance; MDR1, 
Multidrug resistance protein 1; MSAB, methyl 3-benzoate; Non-steroidal anti-inflammatory drugs (NSAIDs); PACF, 
p300/CBP-associated factor; PARP, Poly ADP-Ribose Polymerase; PCP, planar cell polarity; PORCN, Porcupine 
O-acyltransferase; PP2A, protein phosphatase 2A; RNF43, ring finger 43; RSPO, R-Spondins; RUNX1, Runt-related 
transcription factor 1; sFRPs, secreted FZD-related proteins; SIRT1, sirtuin-1; TM4SF1, Transmembrane-4L-6 family 
member-1; TNKS, Tankyrase; UA, ursolic acid; VEGF-A, vascular endothelial growth factor-A; WIF, Wnt inhibitory 
factor; Wls, Wntless protein; ZNRF3, zinc and ring finger 3.

Disclosure
The authors report no conflicts of interest in this work.

References
1. Cancer Genome Atlas Network. Comprehensive molecular characterization of human colon and rectal cancer. Nature. 2012;487 

(7407):330–337.
2. Nusse R, Varmus HE. Many tumors induced by the mouse mammary tumor virus contain a provirus integrated in the same region of the host 

genome. Cell. 1982;31(1):99–109.
3. Nusse R, Clevers H. Wnt/β-catenin signaling, disease, and emerging therapeutic modalities. Cell. 2017;169(6):985–999.
4. Clevers H, Nusse R. Wnt/β-catenin signaling and disease. Cell. 2012;149(6):1192–1205.
5. Choi BR, Cave C, Na CH, Sockanathan S. GDE2-dependent activation of canonical wnt signaling in neurons regulates oligodendrocyte 

maturation. Cell Rep. 2020;31(5):107540.
6. Jeong WJ, Ro EJ, Choi KY. Interaction between Wnt/β-catenin and RAS-ERK pathways and an anti-cancer strategy via degradations of β- 

catenin and RAS by targeting the Wnt/β-catenin pathway. NPJ Precis Oncol. 2018;2(1):5.
7. Zhao H, Ming T, Tang S, et al. Wnt signaling in colorectal cancer: pathogenic role and therapeutic target. Mol Cancer. 2022;21(1):144.
8. Polakis P. Wnt signaling in cancer. Cold Spring Harb Perspect Biol. 2012;4(5):a008052.
9. He X, Semenov M, Tamai K, Zeng X. LDL receptor-related proteins 5 and 6 in Wnt/beta-catenin signaling: arrows point the way. Development. 

2004;131(8):1663–1677.
10. Kusserow A, Pang K, Sturm C, et al. Unexpected complexity of the Wnt gene family in a sea anemone. Nature. 2005;433(7022):156–160.
11. Takada S, Fujimori S, Shinozuka T, Takada R, Mii Y. Differences in the secretion and transport of Wnt proteins. J Biochem. 2017;161(1):1–7.
12. Port F, Basler K. Wnt trafficking: new insights into Wnt maturation, secretion and spreading. Traffic. 2010;11(10):1265–1271.
13. Rios-Esteves J, Resh MD. Stearoyl CoA desaturase is required to produce active, lipid-modified Wnt proteins. Cell Rep. 2013;4(6):1072–1081.
14. Janda CY, Dang LT, You C, et al. Surrogate Wnt agonists that phenocopy canonical Wnt and β-catenin signalling. Nature. 2017;545 

(7653):234–237.
15. Bilic J, Huang YL, Davidson G, et al. Wnt induces LRP6 signalosomes and promotes dishevelled-dependent LRP6 phosphorylation. Science. 

2007;316(5831):1619–1622.
16. MacDonald BT, He X. Frizzled and LRP5/6 receptors for Wnt/β-catenin signaling. Cold Spring Harb Perspect Biol. 2012;4(12):a007880.
17. Stamos JL, Chu ML, Enos MD, Shah N, Weis WI. Structural basis of GSK-3 inhibition by N-terminal phosphorylation and by the Wnt receptor 

LRP6. Elife. 2014;3:e01998.
18. Azzolin L, Panciera T, Soligo S, et al. YAP/TAZ incorporation in the β-catenin destruction complex orchestrates the Wnt response. Cell. 

2014;158(1):157–170.
19. Jaschke N, Hofbauer LC, Göbel A, Rachner TD. Evolving functions of Dickkopf-1 in cancer and immunity. Cancer Lett. 2020;482:1–7.
20. Cruciat CM, Niehrs C. Secreted and transmembrane wnt inhibitors and activators. Cold Spring Harb Perspect Biol. 2013;5(3):a015081.
21. Rodriguez J, Esteve P, Weinl C, et al. SFRP1 regulates the growth of retinal ganglion cell axons through the Fz2 receptor. Nat Neurosci. 2005;8 

(10):1301–1309.
22. Moffat LL, Robinson RE, Bakoulis A, Clark SG. The conserved transmembrane RING finger protein PLR-1 downregulates Wnt signaling by 

reducing Frizzled, Ror and Ryk cell-surface levels in C. elegans. Development. 2014;141(3):617–628.
23. Jiang X, Cong F. Novel regulation of Wnt signaling at the proximal membrane level. Trends Biochem Sci. 2016;41(9):773–783.
24. MacDonald BT, Tamai K, He X. Wnt/beta-catenin signaling: components, mechanisms, and diseases. Dev Cell. 2009;17(1):9–26.
25. Arce L, Yokoyama NN, Waterman ML. Diversity of LEF/TCF action in development and disease. Oncogene. 2006;25(57):7492–7504.
26. Stow JL. ICAT is a multipotent inhibitor of beta-catenin. Focus on “role for ICAT in beta-catenin-dependent nuclear signaling and cadherin 

functions”. Am J Physiol Cell Physiol. 2004;286(4):C745–C746.
27. Barker N. Adult intestinal stem cells: critical drivers of epithelial homeostasis and regeneration. Nat Rev Mol Cell Biol. 2014;15(1):19–33.
28. van den Brink GR, Offerhaus GJ. The morphogenetic code and colon cancer development. Cancer Cell. 2007;11(2):109–117.
29. Kretzschmar K, Clevers H. Wnt/β-catenin signaling in adult mammalian epithelial stem cells. Dev Biol. 2017;428(2):273–282.
30. Tian A, Benchabane H, Ahmed Y. Wingless/Wnt signaling in intestinal development, homeostasis, regeneration and tumorigenesis: a drosophila 

perspective. J Dev Biol. 2018;6(2):8.
31. Barker N, van Es JH, Kuipers J, et al. Identification of stem cells in small intestine and colon by marker gene Lgr5. Nature. 2007;449 

(7165):1003–1007.

https://doi.org/10.2147/CMAR.S411168                                                                                                                                                                                                                               

DovePress                                                                                                                                              

Cancer Management and Research 2023:15 444

He and Gan                                                                                                                                                          Dovepress

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://www.dovepress.com
https://www.dovepress.com


32. de Lau W, Peng WC, Gros P, Clevers H. The R-spondin/Lgr5/Rnf43 module: regulator of Wnt signal strength. Genes Dev. 2014;28(4):305–316.
33. Yaeger R, Chatila WK, Lipsyc MD, et al. Clinical sequencing defines the genomic landscape of metastatic colorectal cancer. Cancer Cell. 

2018;33(1):125–136.e3.
34. Zhang X, Wang L, Qu Y. Targeting the β-catenin signaling for cancer therapy. Pharmacol Res. 2020;160:104794.
35. Wei CY, Zhu MX, Yang YW, et al. Downregulation of RNF128 activates Wnt/β-catenin signaling to induce cellular EMT and stemness via 

CD44 and CTTN ubiquitination in melanoma. J Hematol Oncol. 2019;12(1):21.
36. Zhou J, Toh SH, Chan ZL, et al. A loss-of-function genetic screening reveals synergistic targeting of AKT/mTOR and WTN/β-catenin pathways 

for treatment of AML with high PRL-3 phosphatase. J Hematol Oncol. 2018;11(1):36.
37. Bruun J, Kolberg M, Nesland JM, Svindland A, Nesbakken A, Lothe RA. Prognostic significance of β-catenin, E-cadherin, and SOX9 in 

colorectal cancer: results from a large population-representative series. Front Oncol. 2014;4:118.
38. Kamposioras K, Konstantara A, Kotoula V, et al. The prognostic significance of WNT pathway in surgically-treated colorectal cancer: β-catenin 

expression predicts for disease-free survival. Anticancer Res. 2013;33(10):4573–4584.
39. Veloudis G, Pappas A, Gourgiotis S, et al. Assessing the clinical utility of Wnt pathway markers in colorectal cancer. J BUON. 2017;22 

(2):431–436.
40. Kim S, Jeong S. Mutation hotspots in the β-catenin gene: lessons from the human cancer genome databases. Mol Cells. 2019;42(1):8–16.
41. Sansom OJ, Meniel VS, Muncan V, et al. Myc deletion rescues Apc deficiency in the small intestine. Nature. 2007;446(7136):676–679.
42. Scholz BA, Sumida N, De lima CDM, et al. WNT signaling and AHCTF1 promote oncogenic MYC expression through super-enhancer- 

mediated gene gating [published correction appears in Nat Genet. 2020 Nov;52(11):1265]. Nat Genet. 2019;51(12):1723–1731.
43. Dow LE, O’Rourke KP, Simon J, et al. Apc restoration promotes cellular differentiation and reestablishes crypt homeostasis in colorectal 

cancer. Cell. 2015;161(7):1539–1552.
44. Brembeck FH, Schwarz-Romond T, Bakkers J, Wilhelm S, Hammerschmidt M, Birchmeier W. Essential role of BCL9-2 in the switch between 

beta-catenin’s adhesive and transcriptional functions. Genes Dev. 2004;18(18):2225–2230.
45. Gay DM, Ridgway RA, Müller M, et al. Loss of BCL9/9l suppresses Wnt driven tumourigenesis in models that recapitulate human cancer 

[published correction appears in Nat Commun. 2019;10(1):1453]. Nat Commun. 2019;10(1):723.
46. Mazzoni SM, Fearon ER. AXIN1 and AXIN2 variants in gastrointestinal cancers. Cancer Lett. 2014;355(1):1–8.
47. Domoto T, Pyko IV, Furuta T, et al. Glycogen synthase kinase-3β is a pivotal mediator of cancer invasion and resistance to therapy. Cancer Sci. 

2016;107(10):1363–1372.
48. Shakoori A, Ougolkov A, Yu ZW, et al. Deregulated GSK3beta activity in colorectal cancer: its association with tumor cell survival and 

proliferation. Biochem Biophys Res Commun. 2005;334(4):1365–1373.
49. Richter J, Kretz AL, Lemke J, et al. CK1α overexpression correlates with poor survival in colorectal cancer. BMC Cancer. 2018;18(1):140.
50. Richter J, Ullah K, Xu P, et al. Effects of altered expression and activity levels of CK1δ and ɛ on tumor growth and survival of colorectal cancer 

patients [published correction appears in Int J Cancer. 2016 Aug 15;139(4):E5]. Int J Cancer. 2015;136(12):2799–2810.
51. Ougolkov A, Zhang B, Yamashita K, et al. Associations among beta-TrCP, an E3 ubiquitin ligase receptor, beta-catenin, and NF-kappaB in 

colorectal cancer. J Natl Cancer Inst. 2004;96(15):1161–1170.
52. Song J, Shu H, Zhang L, Xiong J. Long noncoding RNA GAS5 inhibits angiogenesis and metastasis of colorectal cancer through the Wnt/β- 

catenin signaling pathway. J Cell Biochem. 2019;120(5):6937–6951.
53. ten Berge D, Kurek D, Blauwkamp T, et al. Embryonic stem cells require Wnt proteins to prevent differentiation to epiblast stem cells. Nat Cell 

Biol. 2011;13(9):1070–1075.
54. Galluzzi L, Spranger S, Fuchs E, López-Soto A. WNT signaling in cancer immunosurveillance. Trends Cell Biol. 2019;29(1):44–65.
55. Wang H, Mannava S, Grachtchouk V, et al. c-Myc depletion inhibits proliferation of human tumor cells at various stages of the cell cycle. 

Oncogene. 2008;27(13):1905–1915.
56. Klein EA, Assoian RK. Transcriptional regulation of the cyclin D1 gene at a glance. J Cell Sci. 2008;121(Pt 23):3853–3857.
57. Jaiswal PK, Goel A, Mittal RD. Survivin: a molecular biomarker in cancer. Indian J Med Res. 2015;141(4):389–397.
58. Pate KT, Stringari C, Sprowl-Tanio S, et al. Wnt signaling directs a metabolic program of glycolysis and angiogenesis in colon cancer. EMBO J. 

2014;33(13):1454–1473.
59. Lowy AM, Clements WM, Bishop J, et al. beta-Catenin/Wnt signaling regulates expression of the membrane type 3 matrix metalloproteinase in 

gastric cancer. Cancer Res. 2006;66(9):4734–4741.
60. Wu ZQ, Li XY, Hu CY, Ford M, Kleer CG, Weiss SJ. Canonical Wnt signaling regulates Slug activity and links epithelial-mesenchymal 

transition with epigenetic Breast Cancer 1, Early Onset (BRCA1) repression. Proc Natl Acad Sci U S A. 2012;109(41):16654–16659.
61. Kahn M. Symmetric division versus asymmetric division: a tale of two coactivators. Future Med Chem. 2011;3(14):1745–1763.
62. Barker N, Clevers H. Leucine-rich repeat-containing G-protein-coupled receptors as markers of adult stem cells. Gastroenterology. 2010;138 

(5):1681–1696.
63. Curtin JC, Lorenzi MV. Drug discovery approaches to target Wnt signaling in cancer stem cells [published correction appears in Oncotarget. 

2018 Oct 5;9(78):34856]. Oncotarget. 2010;1(7):563–577.
64. Lizárraga-Verdugo E, Avendaño-Félix M, Bermúdez M, Ramos-Payán R, Pérez-Plasencia C, Aguilar-Medina M. Cancer stem cells and its role 

in angiogenesis and vasculogenic mimicry in gastrointestinal cancers. Front Oncol. 2020;10:413.
65. Shangguan W, Fan C, Chen X, et al. Endothelium originated from colorectal cancer stem cells constitute cancer blood vessels. Cancer Sci. 

2017;108(7):1357–1367.
66. Mody K, Baldeo C, Bekaii-Saab T. Antiangiogenic Therapy in Colorectal Cancer. Cancer J. 2018;24(4):165–170.
67. Hwang I, Kim J, Jeong S. β-Catenin and peroxisome proliferator-activated receptor-δ coordinate dynamic chromatin loops for the transcription 

of vascular endothelial growth factor A gene in colon cancer cells. J Biol Chem. 2012;287(49):41364–41373.
68. Kwon IK, Schoenlein PV, Delk J, et al. Expression of cyclic guanosine monophosphate-dependent protein kinase in metastatic colon carcinoma 

cells blocks tumor angiogenesis. Cancer. 2008;112(7):1462–1470.
69. Easwaran V, Lee SH, Inge L, et al. beta-Catenin regulates vascular endothelial growth factor expression in colon cancer. Cancer Res. 2003;63 

(12):3145–3153.

Cancer Management and Research 2023:15                                                                                     https://doi.org/10.2147/CMAR.S411168                                                                                                                                                                                                                       

DovePress                                                                                                                         
445

Dovepress                                                                                                                                                          He and Gan

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://www.dovepress.com
https://www.dovepress.com


70. Planutis K, Planutiene M, Moyer MP, Nguyen AV, Pérez CA, Holcombe RF. Regulation of norrin receptor frizzled-4 by Wnt2 in colon-derived 
cells. BMC Cell Biol. 2007;8:12.

71. Planutis K, Planutiene M, Holcombe RF. A novel signaling pathway regulates colon cancer angiogenesis through Norrin. Sci Rep. 2014;4:5630.
72. Kramer N, Schmöllerl J, Unger C, et al. Autocrine WNT2 signaling in fibroblasts promotes colorectal cancer progression. Oncogene. 2017;36 

(39):5460–5472.
73. Unterleuthner D, Neuhold P, Schwarz K, et al. Cancer-associated fibroblast-derived WNT2 increases tumor angiogenesis in colon cancer. 

Angiogenesis. 2020;23(2):159–177.
74. Jung YS, Jun S, Lee SH, Sharma A, Park JI. Wnt2 complements Wnt/β-catenin signaling in colorectal cancer. Oncotarget. 2015;6 

(35):37257–37268.
75. Yook JI, Li XY, Ota I, Fearon ER, Weiss SJ. Wnt-dependent regulation of the E-cadherin repressor snail. J Biol Chem. 2005;280 

(12):11740–11748.
76. Qi L, Sun B, Liu Z, Cheng R, Li Y, Zhao X. Wnt3a expression is associated with epithelial-mesenchymal transition and promotes colon cancer 

progression. J Exp Clin Cancer Res. 2014;33(1):107.
77. Lin CI, Merley A, Sciuto TE, et al. TM4SF1: a new vascular therapeutic target in cancer. Angiogenesis. 2014;17(4):897–907.
78. Tang Q, Chen J, Di Z, et al. TM4SF1 promotes EMT and cancer stemness via the Wnt/β-catenin/SOX2 pathway in colorectal cancer. J Exp Clin 

Cancer Res. 2020;39(1):232.
79. Levanon D, Groner Y. Structure and regulated expression of mammalian RUNX genes. Oncogene. 2004;23(24):4211–4219.
80. Li Q, Lai Q, He C, et al. RUNX1 promotes tumour metastasis by activating the Wnt/β-catenin signalling pathway and EMT in colorectal cancer. 

J Exp Clin Cancer Res. 2019;38(1):334.
81. Chen EC, Karl TA, Kalisky T, et al. KIT signaling promotes growth of colon xenograft tumors in mice and is up-regulated in a subset of human 

colon cancers. Gastroenterology. 2015;149(3):705–17.e2.
82. Bloise E, Ortiga-Carvalho TM, Reis FM, Lye SJ, Gibb W, Matthews SG. ATP-binding cassette transporters in reproduction: a new frontier. Hum 

Reprod Update. 2016;22(2):164–181.
83. Wu ZX, Teng QX, Cai CY, et al. Tepotinib reverses ABCB1-mediated multidrug resistance in cancer cells. Biochem Pharmacol. 

2019;166:120–127.
84. Krishna R, Mayer LD. Multidrug resistance (MDR) in cancer. Mechanisms, reversal using modulators of MDR and the role of MDR modulators 

in influencing the pharmacokinetics of anticancer drugs. Eur J Pharm Sci. 2000;11(4):265–283.
85. Xia Z, Guo M, Liu H, et al. CBP-dependent Wnt/β-catenin signaling is crucial in regulation of MDR1 transcription. Curr Cancer Drug Targets. 

2015;15(6):519–532.
86. Ma Y, Yang Y, Wang F, et al. Long non-coding RNA CCAL regulates colorectal cancer progression by activating Wnt/β-catenin signalling 

pathway via suppression of activator protein 2α. Gut. 2016;65(9):1494–1504.
87. Fumagalli F, Noack J, Bergmann TJ, et al. Translocon component Sec62 acts in endoplasmic reticulum turnover during stress recovery 

[published correction appears in Nat Cell Biol. 2016 Dec 23;19(1):76]. Nat Cell Biol. 2016;18(11):1173–1184.
88. Liu X, Su K, Sun X, et al. Sec62 promotes stemness and chemoresistance of human colorectal cancer through activating Wnt/β-catenin 

pathway. J Exp Clin Cancer Res. 2021;40(1):132.
89. Hu YB, Yan C, Mu L, et al. Exosomal Wnt-induced dedifferentiation of colorectal cancer cells contributes to chemotherapy resistance 

[published correction appears in Oncogene. 2019 Aug;38(35):6319–6321]. Oncogene. 2019;38(11):1951–1965.
90. Hu T, Li C. Convergence between Wnt-β-catenin and EGFR signaling in cancer. Mol Cancer. 2010;9:236.
91. Chen L, Qin F, Deng X, Avruch J, Zhou D. Hippo pathway in intestinal homeostasis and tumorigenesis. Protein Cell. 2012;3(4):305–310.
92. Tomar VS, Patil V, Somasundaram K. Temozolomide induces activation of Wnt/β-catenin signaling in glioma cells via PI3K/Akt pathway: 

implications in glioma therapy. Cell Biol Toxicol. 2020;36(3):273–278.
93. Lee SK, Hwang JH, Choi KY. Interaction of the Wnt/β-catenin and RAS-ERK pathways involving co-stabilization of both β-catenin and RAS 

plays important roles in the colorectal tumorigenesis. Adv Biol Regul. 2018;68:46–54.
94. Suzuki M, Shigematsu H, Nakajima T, et al. Synchronous alterations of Wnt and epidermal growth factor receptor signaling pathways through 

aberrant methylation and mutation in non small cell lung cancer. Clin Cancer Res. 2007;13(20):6087–6092.
95. Lamberti C, Lin KM, Yamamoto Y, et al. Regulation of beta-catenin function by the IkappaB kinases. J Biol Chem. 2001;276(45):42276–42286.
96. Bertrand FE, Angus CW, Partis WJ, Sigounas G. Developmental pathways in colon cancer: crosstalk between WNT, BMP, Hedgehog and 

Notch. Cell Cycle. 2012;11(23):4344–4351.
97. Imajo M, Miyatake K, Iimura A, Miyamoto A, Nishida E. A molecular mechanism that links Hippo signalling to the inhibition of Wnt/β-catenin 

signalling. EMBO J. 2012;31(5):1109–1122.
98. Liu YZ, Wu K, Huang J, et al. The PTEN/PI3K/Akt and Wnt/β-catenin signaling pathways are involved in the inhibitory effect of resveratrol on 

human colon cancer cell proliferation. Int J Oncol. 2014;45(1):104–112.
99. Toh TB, Lim JJ, Hooi L, Rashid MBMA, Chow EK. Targeting Jak/Stat pathway as a therapeutic strategy against SP/CD44+ tumorigenic cells 

in Akt/β-catenin-driven hepatocellular carcinoma. J Hepatol. 2020;72(1):104–118.
100. Barker N, Clevers H. Mining the Wnt pathway for cancer therapeutics [published correction appears in Nat Rev Drug Discov. 2007 

Mar;6(3):249]. Nat Rev Drug Discov. 2006;5(12):997–1014.
101. Gehrke I, Gandhirajan RK, Kreuzer KA. Targeting the WNT/beta-catenin/TCF/LEF1 axis in solid and haematological cancers: multiplicity of 

therapeutic options. Eur J Cancer. 2009;45(16):2759–2767.
102. Algra AM, Rothwell PM. Effects of regular aspirin on long-term cancer incidence and metastasis: a systematic comparison of evidence from 

observational studies versus randomised trials. Lancet Oncol. 2012;13(5):518–527.
103. Gurpinar E, Grizzle WE, Piazza GA. NSAIDs inhibit tumorigenesis, but how? Clin Cancer Res. 2014;20(5):1104–1113.
104. Sareddy GR, Kesanakurti D, Kirti PB, Babu PP. Nonsteroidal anti-inflammatory drugs diclofenac and celecoxib attenuates Wnt/β-catenin/Tcf 

signaling pathway in human glioblastoma cells. Neurochem Res. 2013;38(11):2313–2322.
105. Bowen CM, Walter L, Borras E, et al. Combination of sulindac and bexarotene for prevention of intestinal carcinogenesis in familial 

adenomatous polyposis. Cancer Prev Res. 2021;14(9):851–862.

https://doi.org/10.2147/CMAR.S411168                                                                                                                                                                                                                               

DovePress                                                                                                                                              

Cancer Management and Research 2023:15 446

He and Gan                                                                                                                                                          Dovepress

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://www.dovepress.com
https://www.dovepress.com


106. Ricciardiello L, Ahnen DJ, Lynch PM. Chemoprevention of hereditary colon cancers: time for new strategies. Nat Rev Gastroenterol Hepatol. 
2016;13(6):352–361.

107. Takada R, Satomi Y, Kurata T, et al. Monounsaturated fatty acid modification of Wnt protein: its role in Wnt secretion. Dev Cell. 2006;11 
(6):791–801.

108. Chen B, Dodge ME, Tang W, et al. Small molecule-mediated disruption of Wnt-dependent signaling in tissue regeneration and cancer. Nat 
Chem Biol. 2009;5(2):100–107.

109. Liu J, Pan S, Hsieh MH, et al. Targeting Wnt-driven cancer through the inhibition of Porcupine by LGK974. Proc Natl Acad Sci U S A. 
2013;110(50):20224–20229.

110. Koo BK, van Es JH, van den Born M, Clevers H. Porcupine inhibitor suppresses paracrine Wnt-driven growth of Rnf43; Znrf3-mutant 
neoplasia. Proc Natl Acad Sci U S A. 2015;112(24):7548–7550.

111. Lum L, Clevers H. Cell biology. The unusual case of Porcupine. Science. 2012;337(6097):922–923.
112. Koo BK, Spit M, Jordens I, et al. Tumour suppressor RNF43 is a stem-cell E3 ligase that induces endocytosis of Wnt receptors. Nature. 

2012;488(7413):665–669.
113. Madan B, Ke Z, Harmston N, et al. Wnt addiction of genetically defined cancers reversed by PORCN inhibition. Oncogene. 2016;35 

(17):2197–2207.
114. Lu W, Li Y. Salinomycin suppresses LRP6 expression and inhibits both Wnt/β-catenin and mTORC1 signaling in breast and prostate cancer 

cells. J Cell Biochem. 2014;115(10):1799–1807.
115. Gurney A, Axelrod F, Bond CJ, et al. Wnt pathway inhibition via the targeting of Frizzled receptors results in decreased growth and 

tumorigenicity of human tumors. Proc Natl Acad Sci U S A. 2012;109(29):11717–11722.
116. Kishida S, Yamamoto H, Ikeda S, et al. Axin, a negative regulator of the wnt signaling pathway, directly interacts with adenomatous polyposis 

coli and regulates the stabilization of beta-catenin. J Biol Chem. 1998;273(18):10823–10826.
117. Jin LH, Shao QJ, Luo W, Ye ZY, Li Q, Lin SC. Detection of point mutations of the Axin1 gene in colorectal cancers. Int J Cancer. 2003;107 

(5):696–699.
118. Lau T, Chan E, Callow M, et al. A novel tankyrase small-molecule inhibitor suppresses APC mutation-driven colorectal tumor growth. Cancer 

Res. 2013;73(10):3132–3144.
119. Waaler J, Machon O, Tumova L, et al. A novel tankyrase inhibitor decreases canonical Wnt signaling in colon carcinoma cells and reduces 

tumor growth in conditional APC mutant mice. Cancer Res. 2012;72(11):2822–2832.
120. Huang SM, Mishina YM, Liu S, et al. Tankyrase inhibition stabilizes axin and antagonizes Wnt signalling. Nature. 2009;461(7264):614–620.
121. Fan K, Li N, Qi J, et al. Wnt/β-catenin signaling induces the transcription of cystathionine-γ-lyase, a stimulator of tumor in colon cancer. Cell 

Signal. 2014;26(12):2801–2808.
122. Thorne CA, Hanson AJ, Schneider J, et al. Small-molecule inhibition of Wnt signaling through activation of casein kinase 1α. Nat Chem Biol. 

2010;6(11):829–836.
123. Fevr T, Robine S, Louvard D, Huelsken J. Wnt/beta-catenin is essential for intestinal homeostasis and maintenance of intestinal stem cells. Mol 

Cell Biol. 2007;27(21):7551–7559.
124. Emami KH, Nguyen C, Ma H, et al. A small molecule inhibitor of beta-catenin/CREB-binding protein transcription [corrected] [published 

correction appears in Proc Natl Acad Sci U S A. 2004 Nov 23;101(47):16707]. Proc Natl Acad Sci U S A. 2004;101(34):12682–12687.
125. van de Wetering M, Sancho E, Verweij C, et al. The beta-catenin/TCF-4 complex imposes a crypt progenitor phenotype on colorectal cancer 

cells. Cell. 2002;111(2):241–250.
126. Fang L, Zhu Q, Neuenschwander M, et al. A small-molecule antagonist of the β-Catenin/TCF4 interaction blocks the self-renewal of cancer 

stem cells and suppresses tumorigenesis. Cancer Res. 2016;76(4):891–901.
127. Cha PH, Cho YH, Lee SK, et al. Small-molecule binding of the axin RGS domain promotes β-catenin and Ras degradation. Nat Chem Biol. 

2016;12(8):593–600.
128. Cha PH, Choi KY. Simultaneous destabilization of β-catenin and Ras via targeting of the axin-RGS domain as a potential therapeutic strategy 

for colorectal cancer. BMB Rep. 2016;49(9):455–456.
129. Hwang SY, Deng X, Byun S, et al. Direct targeting of β-Catenin by a small molecule stimulates proteasomal degradation and suppresses 

oncogenic Wnt/β-catenin signaling. Cell Rep. 2016;16(1):28–36.
130. Gonsalves FC, Klein K, Carson BB, et al. An RNAi-based chemical genetic screen identifies three small-molecule inhibitors of the Wnt/ 

wingless signaling pathway. Proc Natl Acad Sci U S A. 2011;108(15):5954–5963.
131. Bian J, Dannappel M, Wan C, Firestein R. Transcriptional regulation of Wnt/β-catenin pathway in colorectal cancer. Cells. 2020;9(9):2125.
132. Yang XJ, Ogryzko VV, Nishikawa J, Howard BH, Nakatani Y. A p300/CBP-associated factor that competes with the adenoviral oncoprotein 

E1A. Nature. 1996;382(6589):319–324.
133. Ge X, Jin Q, Zhang F, Yan T, Zhai Q. PCAF acetylates {beta}-catenin and improves its stability. Mol Biol Cell. 2009;20(1):419–427.
134. Huang Z, Li S, Song W, et al. Lysine-specific demethylase 1 (LSD1/KDM1A) contributes to colorectal tumorigenesis via activation of the Wnt/ 

β-catenin pathway by down-regulating Dickkopf-1 (DKK1) [corrected] [published correction appears in PLoS One. 2013;8(12). doi:10.1371/ 
annotation/d090733e-1f34-43c5-a06a-255456946303]. PLoS One. 2013;8(7):e70077.

135. Firestein R, Blander G, Michan S, et al. The SIRT1 deacetylase suppresses intestinal tumorigenesis and colon cancer growth. PLoS One. 2008;3 
(4):e2020.

136. Cianciosi D, Varela-Lopez A, Forbes-Hernandez TY, et al. Targeting molecular pathways in cancer stem cells by natural bioactive compounds. 
Pharmacol Res. 2018;135:150–165.

137. Afshari K, Haddadi NS, Haj-Mirzaian A, et al. Natural flavonoids for the prevention of colon cancer: a comprehensive review of preclinical and 
clinical studies. J Cell Physiol. 2019;234(12):21519–21546.

138. Oh S, Gwak J, Park S, Yang CS. Green tea polyphenol EGCG suppresses Wnt/β-catenin signaling by promoting GSK-3β- and PP2A- 
independent β-catenin phosphorylation/degradation. Biofactors. 2014;40(6):586–595.

139. Razak S, Afsar T, Ullah A, et al. Taxifolin, a natural flavonoid interacts with cell cycle regulators causes cell cycle arrest and causes tumor 
regression by activating Wnt/ β -catenin signaling pathway. BMC Cancer. 2018;18(1):1043.

Cancer Management and Research 2023:15                                                                                     https://doi.org/10.2147/CMAR.S411168                                                                                                                                                                                                                       

DovePress                                                                                                                         
447

Dovepress                                                                                                                                                          He and Gan

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://www.dovepress.com
https://www.dovepress.com


140. Ravipati AS, Zhang L, Koyyalamudi SR, et al. Antioxidant and anti-inflammatory activities of selected Chinese medicinal plants and their 
relation with antioxidant content. BMC Complement Altern Med. 2012;12:173.

141. de Sousa Moraes LF, Sun X, Peluzio MDCG, Zhu MJ. Anthocyanins/anthocyanidins and colorectal cancer: what is behind the scenes? Crit Rev 
Food Sci Nutr. 2019;59(1):59–71.

142. Zhao H, Tang S, Tao Q, et al. Ursolic acid suppresses colorectal cancer by down-regulation of Wnt/β-catenin signaling pathway activity. J Agric 
Food Chem. 2023;71(9):3981–3993.

Cancer Management and Research                                                                                                   Dovepress 

Publish your work in this journal 
Cancer Management and Research is an international, peer-reviewed open access journal focusing on cancer research and the optimal use 
of preventative and integrated treatment interventions to achieve improved outcomes, enhanced survival and quality of life for the cancer 
patient. The manuscript management system is completely online and includes a very quick and fair peer-review system, which is all easy to 
use. Visit http://www.dovepress.com/testimonials.php to read real quotes from published authors.  

Submit your manuscript here: https://www.dovepress.com/cancer-management-and-research-journal

DovePress                                                                                                            Cancer Management and Research 2023:15 448

He and Gan                                                                                                                                                          Dovepress

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://www.dovepress.com
http://www.dovepress.com/testimonials.php
https://www.facebook.com/DoveMedicalPress/
https://twitter.com/dovepress
https://www.linkedin.com/company/dove-medical-press
https://www.youtube.com/user/dovepress
https://www.dovepress.com
https://www.dovepress.com

	Introduction
	Wnt/β-Catenin Pathway
	Overview of the Wnt/β-Catenin Pathway
	The Regulation of the Wnt/β-Catenin Pathway

	Wnt/β-Catenin Pathway in Colorectal Carcinogenesis and Progression
	Wnt/β-Catenin Pathway and Colorectal Carcinogenesis
	Wnt/β-Catenin Pathway and CRC Progression
	Cancer Stem Cell (CSC) Self-Renewal and Differentiation
	Angiogenesis
	Epithelial-Mesenchymal Transition (EMT)
	Chemoresistance

	Wnt/β-Catenin Crosstalk with Other Pathways

	Wnt/β-Catenin Pathway and Colorectal Cancer Therapy
	Non-Steroidal Anti-Inflammatory Drugs (NSAIDs)
	Therapeutic Target Molecules in Wnt Signaling
	Targeting Wnt Ligand/Receptor Interface
	Targeting β-Catenin Destruction Complex
	Targeting β-Catenin-Mediated Transcription

	Natural Bioactive Compounds

	Conclusions and Future Directions
	Abbreviations
	Disclosure

