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1. Introduction

Tumors originally develop from normal cells that acquire the ability to grow aberrantly and
metastasize to distant organs (Hanahan and Weinberg, 2000). These malignant
transformations are considered to be induced by the accumulation of multiple
genetic/epigenetic changes (Yamashita et al., 2008b). Although considered monoclonal in
origin, cancer is composed of heterogeneous cell populations. This heterogeneity is
traditionally explained by the clonal evolution of cancer cells through a series of stochastic
genetic events (clonal evolution model) (Fialkow, 1976; Nowell, 1976). In contrast, cancer
cells and stem cells have similar capabilities with respect to self-renewal, limitless division,
and the generation of heterogeneous cell populations. Recent evidence suggests that tumor
cells possess stem cell features (cancer stem cells) to self-renew and give rise to relatively
differentiated cells through asymmetric division, thereby forming heterogeneous populations
(cancer stem cell model) (Clarke et al., 2006; Jordan et al., 2006). Accumulating evidence
supports the notion that cancer stem cells can generate tumors more efficiently in
immunodeficient mice than non-cancer stem cells in hematological malignancies and in
various solid tumors (Al-Hajj et al., 2003; Bonnet and Dick, 1997; O'Brien et al., 2007; Ricci-
Vitiani et al., 2007; Singh et al., 2004).

Cancer stem cells are considered to be resistant to chemotherapy and radiotherapy, which
might be associated with the recurrence of the tumor after treatment (Boman and Huang,
2008; Dean et al., 2005; Diehn et al., 2009; Zou, 2008). These findings have led to the proposal
of “destemming” cancer stem cells (Hill and Perris, 2007) in order to induce their
differentiation into non-cancer stem cells or to eradicate cancer stem cells by inhibiting the
signaling pathways responsible for their self-renewal. Recent studies have supported this
proposal and suggest the utility of several factors to induce the differentiation of cancer
stem cells and facilitate tumor eradication; however, it is still debatable whether the simple
differentiation of cancer stem cells effectively eradicates tumors. Here, we summarize
current knowledge on the differentiation of cancer stem cells and discuss the utility and
limitation of differentiation therapy to eliminate cancer.

2. Cancer stem cell system

The consensus definition of a cancer stem cell is a cell within a tumor that possesses the
capacity to self-renew and to generate the heterogeneous lineages of cancer cells that
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comprise the tumor, as proposed by the AACR workshop in 2006 (Clarke et al., 2006). Thus,
cancer stem cells can only be defined experimentally and their self-renewal ability is
generally evaluated by the capacity of serially transplanted cells in immunodeficient mice. A
cancer stem cell may give rise to one or two daughter cells that have essentially the same
ability to replicate and generate differentiated non-cancer stem cells (Fig. 1 upper and lower
left panels).
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Fig. 1. Symmetric/asymmetric division of a cancer stem cell

Asymmetric cell division could be defined by the generation of one cancer stem cell and one
progenitor cell with the loss of self-renewal capacity (Fig. 1 lower right panel). If both
progenitors derived from a cancer stem cell lose the capacity of self-renewal by the
induction of differentiation, the cancer stem cell population would be depleted and the
tumor would subsequently shrink, according to the conventional cancer stem cell model.

2.1 Signaling pathways responsible for the self-renewal of cancer stem cells

A growing body of evidence suggests the similarities of normal stem cells and cancer stem
cells in terms of their self-renewal and differentiation programs. Indeed, the self-renewal
and differentiation programs in cancer stem cells are considered to be regulated by several
signaling pathways that are activated in normal stem cells (Lobo et al.,, 2007). These
signaling pathways seem to be activated during the process of normal organogenesis as well
as carcinogenesis in a tissue-dependent manner (Pardal et al., 2003). Therefore, underscoring
the significance of these signaling pathways on self-renewal and differentiation is critical for
the development of treatment strategies specifically targeting cancer stem cells.
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2.1.1 Wnt/B-catenin signaling

Wnt/B-catenin signaling has been studied primarily in developing embryos and was
demonstrated to modulate cell proliferation, migration, and differentiation in a cellular
context-dependent manner (Decaens et al., 2008; Giles et al., 2003; Moon et al., 2004; Ober et
al., 2006). Wnt signaling is involved in the decision of stem cells to self-renew or
differentiate during organogenesis, involving, for example, skin, intestine, bone marrow,
kidney, and liver development (Moon et al., 2004; Thompson and Monga, 2007). Moreover,
mutations of genes involved in Wnt/B-catenin signaling have been reported in a wide
variety of human cancers including colorectal cancer, gastric cancer, skin cancer, ovarian
cancer, liver cancer, and leukemia (Giles et al., 2003; Merle et al., 2005; Takebe et al., 2010;
Tan et al., 2008; Vermeulen et al., 2010; Woodward et al., 2007; Zhao et al., 2007).

Wnt signaling is mediated through a core set of proteins to activate the transcriptional
programs responsible for cell proliferation and development (Fig. 2). In the absence of Wnt
proteins, B-catenin is phosphorylated and degraded by the Axin-APC-GSK3f complex.
Once Wnt proteins bind to their receptor, Frizzled, the degradation complex is inactivated to
stabilize B-catenin, which leads to its accumulation in the nucleus and interaction with T-cell
factor (TCF) to activate the transcription of target genes (Moon et al., 2004).

Fig. 2. Wnt/ -catenin signaling. APC, adenomatous polyposis coli; f-cat, B-catenin; DSH,
Dishevelled; Frz, Frizzled; GSK3, glycogen synthase kinase 3; TCF, T-cell factor

Recent studies have demonstrated that Wnt/B-catenin signaling also plays a role in the
maintenance of cancer stem cells, including colorectal cancer (Vermeulen et al., 2010), breast
cancer (Li et al., 2003; Woodward et al., 2007), and liver cancer (Yang et al., 2008). We have
recently demonstrated that Wnt/p-catenin signaling augments self-renewal and inhibits the
differentiation of liver cancer stem cells by the expression of the stem cell marker EpCAM,
which results in the enrichment of the tumor-initiating cell population (Yamashita et al.,
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2008a; Yamashita et al., 2009). We have further demonstrated that small molecules, which
specifically inhibit the transcriptional activity of the TCF/B-catenin complex, can suppress
the cell proliferation of EpCAM-positive liver cancer cell lines, suggesting the utility of these

compounds for the eradication of cancers via the inactivation of Wnt/B-catenin signaling
(Yamashita et al., 2007).

2.1.2 Hedgehog signaling

The Hedgehog signaling pathway was initially identified as a regulator of segmental
patterning in Drosophila (Nusslein-Volhard and Wieschaus, 1980). Hedgehog signaling is
activated in developing embryos, especially in the skeleton and neural tube, and regulates
the cell proliferation, migration, and differentiation of stem cells (Varjosalo and Taipale,
2008). Several types of cancers are reported to have an activated hedgehog signaling
pathway, including glioma (Clement et al., 2007), prostate cancer (Sanchez et al., 2005),
breast cancer (Liu et al., 2006), pancreatic cancer (Li et al., 2007), and hematological
malignancies (Zhao et al., 2009).

Hedgehog signaling is regulated by several proteins, including ligands (Sonic Hedgehog,
Desert Hedgehog, and Indian Hedgehog), the Patched (Ptch) receptor, the Smoothened
(Smo) transmembrane protein, and the zinc finger transcription factor Gli (Merchant and
Matsui, 2010) (Fig. 3). In the absence of ligands, Ptch represses the activity of Smo and the
Gli-mediated transcriptional program is constitutively suppressed (Gli- suppressed). Once
ligands bind to Ptch, the repression of Smo is released and the Gli-mediated transcriptional
program is activated (Gli-activated).

Fig. 3. Hedgehog signaling. Gli-C, Gli complex; Gli-A, Gli-activated; Hh, Hedgehog; Ptch,
Patched; Smo, Smoothened

Accumulating evidence suggests that Hedgehog signaling regulates the self-renewal of
cancer stem cells in several types of cancer, including glioblastoma and leukemia (Clement
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et al., 2007; Zhao et al., 2009). Accordingly, Hedgehog signaling inhibitors have been
clinically tested and might be beneficial for patients with advanced medulloblastoma or
basal cell carcinoma, although Smo mutations in cancer cells confer resistance against such

inhibitors (Rudin et al., 2009; Von Hoff et al., 2009; Yauch et al., 2009).

2.1.3 Notch signaling

Notch signaling has a pivotal role in regulating cell-to-cell communication during
embryogenesis (Artavanis-Tsakonas et al., 1999), and is known to regulate stem cell fate in
various organs (Androutsellis-Theotokis et al., 2006; Fre et al., 2005). Mammalian Notch
ligands consist of the two structurally distinct families Delta-like ligands (DLLs) and Jagged
ligands (JAGs), and these ligands are bound to the cell membrane (Fig. 4). The activation of
Notch signaling is initiated by the binding of these membrane-bound ligands to Notch
receptors, which results in the release of the Notch intracellular domain into the cytoplasm
and nucleus by the y-secretase complex to activate the Notch-specific transcriptional program.

\ y-secretase complex

Notch -
DLL, JAG

Fig. 4. Notch signaling. DLL, Delta-like ligand; JAG, Jagged; NICD, Notch intracellular
domain

Notch signaling has been implicated in various types of cancers, including solid tumors and
leukemia (Pannuti et al., 2010). A growing number of recent studies has demonstrated that
the activation of the Notch signaling pathway can drive tumor growth via the expansion of
the cancer stem cell population (Korkaya and Wicha, 2009; Peacock and Watkins, 2008;
Wilson and Radtke, 2006). Indeed, the Notch signaling pathway has been demonstrated to
be active in cancer stem cells and to play a critical role in the self-renewal of cancer stem
cells (Fan and Eberhart, 2008; Fan et al., 2010; Wang et al., 2009). Thus, Notch signaling is
considered to be a good target for pharmacological inhibition to eradicate cancer stem cells,
and the effect of Notch inhibitors against Notch, including y-secretase inhibitors or
monoclonal antibodies, have been extensively evaluated (Pannuti et al., 2010).

2.2 Signaling pathways responsible for cancer stem cell differentiation
Although self-renewal pathways are considered to be critical targets for the eradication of
cancer stem cells, it is still debatable if differentiation pathways are equally effective for their
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eradication. Several recent studies have provided evidence of the utility and limitation of
the cancer stem cell differentiation strategy by modulating the signaling pathways
responsible for the differentiation of normal stem/progenitor cells.

2.2.1 Bone morphogenic protein signaling

Bone morphogenic protein (BMP) signaling is known to be activated during embryogenesis
and to play a pivotal role in the differentiation of neural and intestinal stem cells (Varga and
Wrana, 2005). BMPs belong to a subgroup of the transforming growth factor-f superfamily
and activate signaling through the BMP-receptor (BMPR)-mediated phosphorylation of
Smad proteins. Interestingly, recent studies have suggested the utility of BMPs to induce the
differentiation of brain cancer stem cells and facilitate brain tumor eradication (Lee et al.,
2008; Piccirillo et al., 2006). More recently, colorectal cancer stem cells have been shown to
lack the expression of BMP4, and the administration of BMP4 enhanced the terminal
differentiation, apoptosis, and chemosensitization of colorectal cancer stem cells (Lombardo
et al., 2011). Interestingly, the effects of BMP4 on the differentiation of colorectal cancer stem
cells appeared to be independent of the phosphorylation status of Smad, suggesting the
importance of non-canonical signaling pathways activated by BMP4 for the differentiation
of these cells.

2.2.2 Oncostatin M signaling

Oncostatin M (OSM) is a pleiotropic cytokine that belongs to the IL-6 family, which includes
IL-6, IL-11, and leukemia inhibitory factor (LIF). These cytokines share the gp130 receptor
subunit as a common signal transducer, and activate Janus tyrosine kinases and the signal
transducer and activator of transcription 3 (STAT3) pathways. However, gp130 forms a
heterodimer with a unique partner, for example, the IL6 receptor, LIF receptor, or OSM
receptor (OSMR); thus, each cytokine uniquely induces a certain signaling pathway
(Heinrich et al., 2003), and OSM is known to exploit distinct signaling in an OSMR-specific
manner (Kinoshita and Miyajima, 2002). Of note, OSM is known to activate the hepatocytic
differentiation program in hepatoblasts in an OSMR-specific manner (Kamiya et al., 1999;
Kinoshita and Miyajima, 2002).

We recently identified that OSMR is expressed in a subset of liver cancer stem cells
(Yamashita et al., 2010). Interestingly, OSMR-positive hepatocellular carcinoma (HCC) was
characterized by the abundant expression of stem cell markers and poorly differentiated
morphology, suggesting that OSMR is more likely to be expressed in HCC with
stem/progenitor cell features (Yamashita et al., 2008a). Of note, the OSM-OSMR signaling
pathway was maintained in these HCCs, and OSM induced hepatocytic differentiation in
liver cancer stem cells (Fig. 5).

Unexpectedly, we identified that the hepatocytic differentiation of liver cancer stem cells by
OSM resulted in enhanced cell proliferation in vitro and modest anti-tumor activity in vivo
when administered alone. However, we have further demonstrated that OSM-mediated
hepatocytic differentiation of liver cancer stem cells effectively suppresses HCC growth
when combined with conventional chemotherapy. It is possible that OSM may boost the
anti-tumor activity of 5-FU by “exhausting dormant cancer stem cells” through hepatocytic
differentiation and active cell division (Fig.6). A similar chemosensitization effect was
observed in colorectal cancer stem cells differentiated by BMP4 administration (Lombardo
et al., 2011).
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Fig. 5. Signaling pathways responsible for the self-renewal and differentiation of liver cancer
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Fig. 6. Effect of oncostatin M (OSM) on exhausting dormant liver cancer stem cells

3. Limitation of cancer stem cell differentiation

As described above, some of the signaling pathways for the differentiation of normal stem
cells may be maintained in cancer stem cells. To induce the differentiation of cancer stem
cells by specific ligands, the expression of the corresponding receptors bound to ligands is
clearly required, suggesting the importance of clarifying the mechanisms for receptor
expression regulation. Interestingly, BMPRs and OSMR were detected in colorectal and liver
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cancer stem cells, respectively, suggesting the possibility of ligand-induced differentiation
therapy in the clinic. However, the expression of these receptors might be transcriptionally
suppressed in a subset of cancers through methylation of their promoter regions (Deng et
al., 2009; Kim et al., 2009; Lee et al., 2008). Indeed, a recent study suggested that BMP-
mediated brain cancer stem cell differentiation failed in a subset of brain tumors in which
BMP receptor promoters were methylated and silenced (Lee et al., 2008). Therefore, cancer
stem cells may acquire resistance against differentiation therapy by additional epigenetic
changes during the differentiation treatment.

It has been postulated that both normal stem cells and cancer stem cells are dormant and
show slow cell cycles. Consistently, cancer stem cells are considered to be more resistant to
conventional cytotoxic chemotherapeutic agents than non-cancer stem cells, possibly due to
slow cell cycles as well as the increased expression of ATP-binding cassette (ABC)
transporters, robust DNA damage responses, and activated anti-apoptotic signaling (Bao et
al., 2006; Dean et al., 2005; Viale et al., 2009). Therefore, the induction of differentiation
programs in cancer stem cells may result in cell proliferation of the tumor. Indeed, we
recently demonstrated that differentiation of liver cancer stem cells by OSM increased cell
proliferation, at least in vitro (Yamashita et al.,, 2010). Our data clearly suggested the
necessity of conventional chemotherapy in addition to differentiation therapy to eradicate
non-cancer stem cells originating from cancer stem cells. Furthermore, although the
combination of OSM and conventional chemotherapy effectively inhibited tumor growth in
our model, we did not observe tumor shrinkage (Yamashita et al., 2010). If both progenitors
derived from a cancer stem cell lose their self-renewal capacity by the induction of
differentiation, the tumor should subsequently shrink following the depletion of cancer
stem cells. However, it is possible that ligand-based differentiation programs cannot
completely inhibit the self-renewal programs of target cancer stem cells. Thus, the induction
of differentiation in cancer stem cells with the eradication of non-cancer stem cells might not
be sufficient for the eradication of the tumor, which may suggest the importance of
inhibiting self-renewal as well as stimulating the differentiation of cancer stem cells.

A recent paper suggested that leukemia-initiating cells are composed of genetically diverse,
functionally distinct populations (Notta et al., 2011), suggesting the clonal evolution of
leukemia-initiating cells. Accordingly, cancer stem cells in solid tumors may also have a
distinct tumorigenic/metastatic capacity as well as chemoresistance with certain
genetic/epigenetic changes in each subclone as a result of clonal evolution. Thus, the cancer
stem cell model and the clonal evolution model are not considered to be mutually exclusive.
Therefore, clonal selection of cancer stem cells resistant to differentiation therapy might
occur with additional genetic/epigenetic changes during treatment as a result of clonal
evolution. The effects of differentiation therapy on the clonal evolution or genetic diversity
of cancer stem cells need to be clarified in the future.

4. Conclusion

The recent re-emergence of the cancer stem cell hypothesis has provided novel insights on
the effect of differentiation programs on cancer stem cells for the potential eradication of
tumors. Although the activation of several signaling pathways by certain cytokines may be
effective for the differentiation of cancer stem cells, their utility and limitation for tumor
eradication should be clarified in future to provide novel therapeutic opportunities for
cancer patients.

www.intechopen.com



Differentiation of Cancer Stem Cells 345

5. Acknowledgment

This work was supported in part by a grant from The Japanese Society of Gastroenterology.

6. References

Al-Hajj, M., Wicha, M.S., Benito-Hernandez, A., Morrison, S.J.,, & Clarke, M.F. (2003).
Prospective identification of tumorigenic breast cancer cells. Proc Natl Acad Sci U S
A, Vol. 100, No. 7, pp.3983-3988, 0027-8424 (Print)

Androutsellis-Theotokis, A., Leker, R.R., Soldner, F., Hoeppner, D.J., Ravin, R., Poser, SW.,
Rueger, M.A., Bae, S.K., Kittappa, R., & McKay, R.D. (2006). Notch signalling
regulates stem cell numbers in vitro and in vivo. Nature, Vol. 442, No. 7104, pp.823-
826, 1476-4687 (Electronic) 0028-0836 (Linking)

Artavanis-Tsakonas, S., Rand, M.D., & Lake, R.J. (1999). Notch signaling: cell fate control
and signal integration in development. Science, Vol. 284, No. 5415, pp.770-776, 0036-
8075 (Print) 0036-8075 (Linking)

Bao, S., Wu, Q., McLendon, R.E., Hao, Y., Shi, Q., Hjelmeland, A.B., Dewhirst, M.W., Bigner,
D.D., & Rich, J.N. (2006). Glioma stem cells promote radioresistance by preferential
activation of the DNA damage response. Nature, Vol. 444, No. 7120, pp.756-760,
1476-4687 (Electronic)

Boman, B.M., & Huang, E. (2008). Human colon cancer stem cells: a new paradigm in
gastrointestinal oncology. | Clin Oncol, Vol. 26, No. 17, pp.2828-2838, 1527-7755
(Electronic)

Bonnet, D., & Dick, J.E. (1997). Human acute myeloid leukemia is organized as a hierarchy
that originates from a primitive hematopoietic cell. Nat Med, Vol. 3, No. 7, pp.730-
737,1078-8956 (Print)

Clarke, M.F., Dick, J.E., Dirks, P.B., Eaves, C.]J., Jamieson, C.H., Jones, D.L., Visvader, J.,
Weissman, I.L., & Wahl, G.M. (2006). Cancer stem cells--perspectives on current
status and future directions: AACR Workshop on cancer stem cells. Cancer Res, Vol.
66, No. 19, pp.9339-9344, 1538-7445 (Electronic)

Clement, V., Sanchez, P., de Tribolet, N., Radovanovic, 1., & Ruiz i Altaba, A. (2007).
HEDGEHOG-GLI1 signaling regulates human glioma growth, cancer stem cell self-
renewal, and tumorigenicity. Curr Biol, Vol. 17, No. 2, pp.165-172, 0960-9822 (Print)
0960-9822 (Linking)

Dean, M., Fojo, T., & Bates, S. (2005). Tumour stem cells and drug resistance. Nat Rev Cancer,
Vol. 5, No. 4, pp.275-284, 1474-175X (Print)

Decaens, T., Godard, C., de Reynies, A., Rickman, D.S., Tronche, F., Couty, J.P., Perret, C., &
Colnot, S. (2008). Stabilization of beta-catenin affects mouse embryonic liver growth
and hepatoblast fate. Hepatology, Vol. 47, No. 1, pp.247-258, 1527-3350 (Electronic)

Deng, G., Kakar, S., Okudiara, K., Choi, E., Sleisenger, M.H., & Kim, Y.S. (2009). Unique
methylation pattern of oncostatin m receptor gene in cancers of colorectum and
other digestive organs. Clin Cancer Res, Vol. 15, No. 5, pp.1519-1526, 1078-0432
(Print)

Diehn, M., Cho, R.W.,, Lobo, N.A., Kalisky, T., Dorie, M.]., Kulp, A.N., Qian, D., Lam, J.S.,
Ailles, L.E., Wong, M., Joshua, B., Kaplan, M.]., Wapnir, 1., Dirbas, F.M., Somlo, G.,
Garberoglio, C., Paz, B., Shen, J., Lau, S.K., Quake, S.R., Brown, ].M., Weissman,
IL.,, & Clarke, ML.F. (2009). Association of reactive oxygen species levels and

www.intechopen.com



346 Cancer Stem Cells - The Cutting Edge

radioresistance in cancer stem cells. Nature, Vol. 458, No. 7239, pp.780-783, 1476-
4687 (Electronic)

Fan, X., & Eberhart, C.G. (2008). Medulloblastoma stem cells. | Clin Oncol, Vol. 26, No. 17,
pp-2821-2827, 1527-7755 (Electronic) 0732-183X (Linking)

Fan, X., Khaki, L., Zhu, T.S., Soules, M.E., Talsma, C.E., Gul, N., Koh, C., Zhang, J., Li, Y.M.,
Maciaczyk, J., Nikkhah, G., Dimeco, F., Piccirillo, S., Vescovi, A.L., & Eberhart, C.G.
(2010). NOTCH pathway blockade depletes CD133-positive glioblastoma cells and
inhibits growth of tumor neurospheres and xenografts. Stem Cells, Vol. 28, No. 1,
pp-5-16, 1549-4918 (Electronic) 1066-5099 (Linking)

Fialkow, P.J. (1976). Clonal origin of human tumors. Biochim Biophys Acta, Vol. 458, No. 3,
pp-283-321, 0006-3002 (Print)

Fre, S., Huyghe, M., Mourikis, P., Robine, S., Louvard, D., & Artavanis-Tsakonas, S. (2005).
Notch signals control the fate of immature progenitor cells in the intestine. Nature,
Vol. 435, No. 7044, pp.964-968, 1476-4687 (Electronic) 0028-0836 (Linking)

Giles, R.H., van Es, ].H., & Clevers, H. (2003). Caught up in a Wnt storm: Wnt signaling in
cancer. Biochim Biophys Acta, Vol. 1653, No. 1, pp.1-24, 0006-3002 (Print)

Hanahan, D., & Weinberg, R.A. (2000). The hallmarks of cancer. Cell, Vol. 100, No. 1, pp.57-
70, 0092-8674 (Print)

Heinrich, P.C., Behrmann, I., Haan, S., Hermanns, H.M., Muller-Newen, G., & Schaper, F.
(2003). Principles of interleukin (IL)-6-type cytokine signalling and its regulation.
Biochem |, Vol. 374, No. Pt 1, pp.1-20, 0264-6021 (Print)

Hill, R.P., & Perris, R. (2007). "Destemming" cancer stem cells. | Natl Cancer Inst, Vol. 99, No.
19, pp.1435-1440, 1460-2105 (Electronic)

Jordan, C.T., Guzman, M.L., & Noble, M. (2006). Cancer stem cells. N Engl ] Med, Vol. 355,
No. 12, pp.1253-1261, 1533-4406 (Electronic)

Kamiya, A., Kinoshita, T., Ito, Y., Matsui, T., Morikawa, Y., Senba, E., Nakashima, K., Taga,
T., Yoshida, K., Kishimoto, T., & Miyajima, A. (1999). Fetal liver development
requires a paracrine action of oncostatin M through the gp130 signal transducer.
EMBO ], Vol. 18, No. 8, pp.2127-2136, 0261-4189 (Print)

Kim, M.S., Louwagie, J., Carvalho, B., Terhaar Sive Droste, ].S., Park, H.L.,, Chae, Y.K,,
Yamashita, K., Liu, J., Ostrow, K.L., Ling, S., Guerrero-Preston, R., Demokan, S.,
Yalniz, Z., Dalay, N., Meijer, G.A., Van Criekinge, W., & Sidransky, D. (2009).
Promoter DNA methylation of oncostatin m receptor-beta as a novel diagnostic and
therapeutic marker in colon cancer. PLoS ONE, Vol. 4, No. 8, pp.e6555, 1932-6203
(Electronic)

Kinoshita, T., & Miyajima, A. (2002). Cytokine regulation of liver development. Biochim
Biophys Acta, Vol. 1592, No. 3, pp.303-312, 0006-3002 (Print)

Korkaya, H., & Wicha, M.S. (2009). HER-2, notch, and breast cancer stem cells: targeting an
axis of evil. Clin Cancer Res, Vol. 15, No. 6, pp.1845-1847, 1078-0432 (Print) 1078-
0432 (Linking)

Lee, J., Son, M.]., Woolard, K., Donin, N.M,, Li, A., Cheng, C.H., Kotliarova, S., Kotliarov, Y.,
Walling, J., Ahn, S., Kim, M., Totonchy, M., Cusack, T., Ene, C., Ma, H., Su, Q.,
Zenklusen, ]J.C., Zhang, W., Maric, D., & Fine, H.A. (2008). Epigenetic-mediated
dysfunction of the bone morphogenetic protein pathway inhibits differentiation of
glioblastoma-initiating cells. Cancer Cell, Vol. 13, No. 1, pp.69-80, 1535-6108 (Print)

www.intechopen.com



Differentiation of Cancer Stem Cells 347

Li, C,, Heidt, D.G,, Dalerba, P., Burant, C.F., Zhang, L., Adsay, V., Wicha, M., Clarke, M.F., &
Simeone, D.M. (2007). Identification of pancreatic cancer stem cells. Cancer Res, Vol.
67, No. 3, pp.1030-1037, 0008-5472 (Print) 0008-5472 (Linking)

Li, Y., Welm, B., Podsypanina, K., Huang, S., Chamorro, M., Zhang, X., Rowlands, T.,
Egeblad, M., Cowin, P.,, Werb, Z., Tan, L.K., Rosen, J.M., & Varmus, H.E. (2003).
Evidence that transgenes encoding components of the Wnt signaling pathway
preferentially induce mammary cancers from progenitor cells. Proc Natl Acad Sci U
S A, Vol. 100, No. 26, pp.15853-15858, 0027-8424 (Print) 0027-8424 (Linking)

Liu, S., Dontu, G., Mantle, 1.D., Patel, S., Ahn, N.S., Jackson, K.W., Suri, P., & Wicha, M.S.
(2006). Hedgehog signaling and Bmi-1 regulate self-renewal of normal and
malignant human mammary stem cells. Cancer Res, Vol. 66, No. 12, pp.6063-6071,
0008-5472 (Print) 0008-5472 (Linking)

Lobo, N.A., Shimono, Y., Qian, D., & Clarke, M.F. (2007). The biology of cancer stem cells.
Annu Rev Cell Dev Biol, Vol. 23pp.675-699, 1081-0706 (Print)

Lombardo, Y., Scopelliti, A., Cammareri, P., Todaro, M., lovino, F., Ricci-Vitiani, L., Gulotta,
G., Dielj, F., de Maria, R., & Stassi, G. (2011). Bone morphogenetic protein 4 induces
differentiation of colorectal cancer stem cells and increases their response to
chemotherapy in mice. Gastroenterology, Vol. 140, No. 1, pp.297-309, 1528-0012
(Electronic) 0016-5085 (Linking)

Merchant, A.A., & Matsui, W. (2010). Targeting Hedgehog--a cancer stem cell pathway. Clin
Cancer Res, Vol. 16, No. 12, pp.3130-3140, 1078-0432 (Print) 1078-0432 (Linking)

Merle, P., Kim, M., Herrmann, M., Gupte, A., Lefrancois, L., Califano, S., Trepo, C., Tanaka,
S., Vitvitski, L., de la Monte, S., & Wands, J.R. (2005). Oncogenic role of the frizzled-
7/beta-catenin pathway in hepatocellular carcinoma. | Hepatol, Vol. 43, No. 5,
pp-854-862, 0168-8278 (Print)

Moon, R.T., Kohn, A.D., De Ferrari, G.V., & Kaykas, A. (2004). WNT and beta-catenin
signalling: diseases and therapies. Nat Rev Genet, Vol. 5, No. 9, pp.691-701, 1471-
0056 (Print) 1471-0056 (Linking)

Notta, F., Mullighan, C.G., Wang, ].C., Poeppl, A., Doulatov, S., Phillips, L.A., Ma, ],
Minden, M.D., Downing, J.R., & Dick, J.E. (2011). Evolution of human BCR-ABL1
lymphoblastic leukaemia-initiating cells. Nature, Vol. 469, No. 7330, pp.362-367,
1476-4687 (Electronic) 0028-0836 (Linking)

Nowell, P.C. (1976). The clonal evolution of tumor cell populations. Science, Vol. 194, No.
4260, pp.23-28, 0036-8075 (Print) 0036-8075 (Linking)

Nusslein-Volhard, C., & Wieschaus, E. (1980). Mutations affecting segment number and
polarity in Drosophila. Nature, Vol. 287, No. 5785, pp.795-801, 0028-0836 (Print)
0028-0836 (Linking)

O'Brien, C.A.,, Pollett, A., Gallinger, S., & Dick, J.E. (2007). A human colon cancer cell capable
of initiating tumour growth in immunodeficient mice. Nature, Vol. 445, No. 7123,
pp-106-110, 1476-4687 (Electronic)

Ober, E.A., Verkade, H., Field, H.A., & Stainier, D.Y. (2006). Mesodermal Wnt2b signalling
positively regulates liver specification. Nature, Vol. 442, No. 7103, pp.688-691, 1476-
4687 (Electronic)

Pannuti, A., Foreman, K., Rizzo, P., Osipo, C., Golde, T., Osborne, B., & Miele, L. (2010).
Targeting Notch to target cancer stem cells. Clin Cancer Res, Vol. 16, No. 12,
pp.3141-3152, 1078-0432 (Print) 1078-0432 (Linking)

www.intechopen.com



348 Cancer Stem Cells - The Cutting Edge

Pardal, R., Clarke, M.F., & Morrison, S.J. (2003). Applying the principles of stem-cell biology
to cancer. Nat Rev Cancer, Vol. 3, No. 12, pp.895-902, 1474-175X (Print)

Peacock, C.D., & Watkins, D.N. (2008). Cancer stem cells and the ontogeny of lung cancer. |
Clin Oncol, Vol. 26, No. 17, pp.2883-2889, 1527-7755 (Electronic) 0732-183X (Linking)

Piccirillo, S.G., Reynolds, B.A., Zanetti, N., Lamorte, G., Binda, E., Broggi, G., Brem, H.,
Olivi, A., Dimeco, F., & Vescovi, A.L. (2006). Bone morphogenetic proteins inhibit
the tumorigenic potential of human brain tumour-initiating cells. Nature, Vol. 444,
No. 7120, pp.761-765, 1476-4687 (Electronic)

Ricci-Vitiani, L., Lombardi, D.G., Pilozzi, E., Biffoni, M., Todaro, M., Peschle, C., & De Maria,
R. (2007). Identification and expansion of human colon-cancer-initiating cells.
Nature, Vol. 445, No. 7123, pp.111-115, 1476-4687 (Electronic)

Rudin, C.M., Hann, C.L., Laterra, J., Yauch, R.L., Callahan, C.A., Fu, L., Holcomb, T.,
Stinson, J., Gould, S.E., Coleman, B., LoRusso, P.M., Von Hoff, D.D., de Sauvage,
FJ., & Low, J.A. (2009). Treatment of medulloblastoma with hedgehog pathway
inhibitor GDC-0449. N Engl ] Med, Vol. 361, No. 12, pp.1173-1178, 1533-4406
(Electronic) 0028-4793 (Linking)

Sanchez, P., Clement, V., & Ruiz i Altaba, A. (2005). Therapeutic targeting of the Hedgehog-
GLI pathway in prostate cancer. Cancer Res, Vol. 65, No. 8, pp.2990-2992, 0008-5472
(Print) 0008-5472 (Linking)

Singh, S.K., Hawkins, C., Clarke, I.D., Squire, ]J.A., Bayani, J., Hide, T., Henkelman, R.M.,
Cusimano, M.D., & Dirks, P.B. (2004). Identification of human brain tumour
initiating cells. Nature, Vol. 432, No. 7015, pp.396-401, 1476-4687 (Electronic)

Takebe, N., Harris, P.J.,, Warren, R.Q., & Ivy, S.P. (2010). Targeting cancer stem cells by
inhibiting Wnt, Notch, and Hedgehog pathways. Nat Rev Clin Oncol, Vol. 8, No. 2,
pp-97-106, 1759-4782 (Electronic) 1759-4774 (Linking)

Tan, X., Yuan, Y., Zeng, G. Apte, U, Thompson, M.D., Cieply, B, Stolz, D.B.,
Michalopoulos, G.K., Kaestner, K.H., & Monga, S.P. (2008). Beta-catenin deletion in
hepatoblasts disrupts hepatic morphogenesis and survival during mouse
development. Hepatology, Vol. 47, No. 5, pp.1667-1679, 1527-3350 (Electronic) 0270-
9139 (Linking)

Thompson, M.D., & Monga, S.P. (2007). WNT/beta-catenin signaling in liver health and
disease. Hepatology, Vol. 45, No. 5, pp.1298-1305, 0270-9139 (Print) 0270-9139
(Linking)

Varga, A.C., & Wrana, J.L. (2005). The disparate role of BMP in stem cell biology. Oncogene,
Vol. 24, No. 37, pp.5713-5721, 0950-9232 (Print) 0950-9232 (Linking)

Varjosalo, M., & Taipale, J. (2008). Hedgehog: functions and mechanisms. Genes Dev, Vol. 22,
No. 18, pp.2454-2472, 0890-9369 (Print) 0890-9369 (Linking)

Vermeulen, L., De Sousa, EEM.F., van der Heijden, M., Cameron, K., de Jong, ].H., Borovski,
T., Tuynman, J.B., Todaro, M., Merz, C., Rodermond, H., Sprick, M.R., Kemper, K.,
Richel, D.J., Stassi, G., & Medema, J.P. (2010). Wnt activity defines colon cancer
stem cells and is regulated by the microenvironment. Nat Cell Biol, Vol. 12, No. 5,
pp-468-476, 1476-4679 (Electronic) 1465-7392 (Linking)

Viale, A., De Franco, F., Orleth, A., Cambiaghi, V., Giuliani, V., Bossi, D., Ronchini, C.,
Ronzoni, S., Muradore, 1., Monestiroli, S., Gobbi, A., Alcalay, M., Minucci, S., &
Pelicci, P.G. (2009). Cell-cycle restriction limits DNA damage and maintains self-

www.intechopen.com



Differentiation of Cancer Stem Cells 349

renewal of leukaemia stem cells. Nature, Vol. 457, No. 7225, pp.51-56, 1476-4687
(Electronic)

Von Hoff, D.D., LoRusso, P.M., Rudin, C.M., Reddy, J.C., Yauch, R.L., Tibes, R., Weiss, G.].,
Borad, M.J., Hann, C.L., Brahmer, J.R., Mackey, HM., Lum, B.L., Darbonne, W.C.,
Marsters, J.C., Jr., de Sauvage, F.J., & Low, ]J.A. (2009). Inhibition of the hedgehog
pathway in advanced basal-cell carcinoma. N Engl | Med, Vol. 361, No. 12, pp.1164-
1172, 1533-4406 (Electronic) 0028-4793 (Linking)

Wang, Z., Li, Y., Banerjee, S., & Sarkar, F.H. (2009). Emerging role of Notch in stem cells and
cancer. Cancer Lett, Vol. 279, No. 1, pp.8-12, 1872-7980 (Electronic) 0304-3835
(Linking)

Wilson, A., & Radtke, F. (2006). Multiple functions of Notch signaling in self-renewing
organs and cancer. FEBS Lett, Vol. 580, No. 12, pp.2860-2868, 0014-5793 (Print) 0014-
5793 (Linking)

Woodward, W.A., Chen, M.S., Behbod, F., Alfaro, M.P., Buchholz, T.A., & Rosen, ].M. (2007).
WNT/beta-catenin mediates radiation resistance of mouse mammary progenitor
cells. Proc Natl Acad Sci U S A, Vol. 104, No. 2, pp.618-623, 0027-8424 (Print) 0027-
8424 (Linking)

Yamashita, T., Budhu, A., Forgues, M., & Wang, X.W. (2007). Activation of hepatic stem cell
marker EpCAM by Wnt-beta-catenin signaling in hepatocellular carcinoma. Cancer
Res, Vol. 67, No. 22, pp.10831-10839, 1538-7445 (Electronic)

Yamashita, T., Forgues, M., Wang, W., Kim, J.W.,, Ye, Q., Jia, H.,, Budhu, A., Zanetti, K.A.,
Chen, Y., Qin, LX,, Tang, Z.Y., & Wang, X.W. (2008a). EpCAM and alpha-
fetoprotein expression defines novel prognostic subtypes of hepatocellular
carcinoma. Cancer Res, Vol. 68, No. 5, pp.1451-1461, 1538-7445 (Electronic)

Yamashita, T., Honda, M., & Kaneko, S. (2008b). Application of Serial Analysis of Gene
Expression in cancer research. Curr Pharm Biotechnol, Vol. 9, No. 5, pp.375-382,
1873-4316 (Electronic)

Yamashita, T., Ji, J.,, Budhu, A., Forgues, M., Yang, W., Wang, H.Y., Jia, H., Ye, Q., Qin, L.X,,
Wauthier, E., Reid, L.M., Minato, H., Honda, M., Kaneko, S., Tang, Z.Y., & Wang,
X.W. (2009). EpCAM-positive hepatocellular carcinoma cells are tumor-initiating
cells with stem/progenitor cell features. Gastroenterology, Vol. 136, No. 3, pp.1012-
1024, 1528-0012 (Electronic)

Yamashita, T., Honda, M., Nio, K., Nakamoto, Y., Takamura, H., Tani, T., Zen, Y., & Kaneko,
S. (2010). Oncostatin m renders epithelial cell adhesion molecule-positive liver
cancer stem cells sensitive to 5-Fluorouracil by inducing hepatocytic differentiation.
Cancer Res, Vol. 70, No. 11, pp.4687-4697, 1538-7445 (Electronic) 0008-5472 (Linking)

Yang, W., Yan, H.X,, Chen, L., Liu, Q., He, Y.Q., Yu, L.X,, Zhang, S.H., Huang, D.D., Tang,
L., Kong, X.N., Chen, C,, Liu, S.Q., Wu, M.C.,, & Wang, H.Y. (2008). Wnt/beta-
catenin signaling contributes to activation of normal and tumorigenic liver
progenitor cells. Cancer Res, Vol. 68, No. 11, pp.4287-4295, 1538-7445 (Electronic)

Yauch, R.L., Dijkgraaf, G.J., Alicke, B., Januario, T., Ahn, C.P., Holcomb, T., Pujara, K.,
Stinson, J., Callahan, C.A., Tang, T., Bazan, J.F., Kan, Z., Seshagiri, S., Hann, C.L.,
Gould, S.E., Low, J.A,, Rudin, CM.,, & de Sauvage, F.J. (2009). Smoothened
mutation confers resistance to a Hedgehog pathway inhibitor in medulloblastoma.
Science, Vol. 326, No. 5952, pp.572-574, 1095-9203 (Electronic) 0036-8075 (Linking)

www.intechopen.com



350 Cancer Stem Cells - The Cutting Edge

Zhao, C., Blum, J., Chen, A., Kwon, H.Y,, Jung, S.H., Cook, ].M., Lagoo, A., & Reya, T. (2007).
Loss of beta-catenin impairs the renewal of normal and CML stem cells in vivo.
Cancer Cell, Vol. 12, No. 6, pp.528-541, 1535-6108 (Print) 1535-6108 (Linking)

Zhao, C., Chen, A., Jamieson, C.H., Fereshteh, M., Abrahamsson, A., Blum, J., Kwon, H.Y.,
Kim, J., Chute, ]J.P., Rizzieri, D., Munchhof, M., VanArsdale, T., Beachy, P.A., &
Reya, T. (2009). Hedgehog signalling is essential for maintenance of cancer stem
cells in myeloid leukaemia. Nature, Vol. 458, No. 7239, pp.776-779, 1476-4687
(Electronic)

Zou, G.M. (2008). Cancer initiating cells or cancer stem cells in the gastrointestinal tract and
liver. | Cell Physiol, Vol. 217, No. 3, pp.598-604, 1097-4652 (Electronic)

www.intechopen.com



Cancer Stem Cells - The Cutting Edge
Edited by Prof. Stanley Shostak

ISBN 978-953-307-580-8

Hard cover, 606 pages

Publisher InTech

Published online 01, August, 2011
Published in print edition August, 2011

Over the last thirty years, the foremost inspiration for research on metastasis, cancer recurrence, and
increased resistance to chemo- and radiotherapy has been the notion of cancer stem cells.The twenty-eight
chapters assembled in Cancer Stem Cells - The Cutting Edge summarize the work of cancer researchers and
oncologists at leading universities and hospitals around the world on every aspect of cancer stem cells, from
theory and models to specific applications (glioma), from laboratory research on signal pathways to clinical
trials of bio-therapies using a host of devices, from solutions to laboratory problems to speculation on
cancersa€™ stem cells@€™ evolution. Cancer stem cells may or may not be a subset of slowly dividing cancer
cells that both disseminate cancers and defy oncotoxic drugs and radiation directed at rapidly dividing bulk
cancer cells, but research on cancer stem cells has paid dividends for cancer prevention, detection, targeted
treatment, and improved prognosis.

How to reference
In order to correctly reference this scholarly work, feel free to copy and paste the following:

Taro Yamashita, Masao Honda and Shuichi Kaneko (2011). Differentiation of Cancer Stem Cells, Cancer Stem
Cells - The Cutting Edge, Prof. Stanley Shostak (Ed.), ISBN: 978-953-307-580-8, InTech, Available from:
http://www.intechopen.com/books/cancer-stem-cells-the-cutting-edge/differentiation-of-cancer-stem-cells

INTECH

open science | open minds

InTech Europe InTech China

University Campus STeP Ri Unit 405, Office Block, Hotel Equatorial Shanghai

Slavka Krautzeka 83/A No.65, Yan An Road (West), Shanghai, 200040, China

51000 Rijeka, Croatia FE EBMIERFEK6SS LiEEPrREB ARG DA 4058 TT
Phone: +385 (51) 770 447 Phone: +86-21-62489820

Fax: +385 (51) 686 166 Fax: +86-21-62489821

www.intechopen.com



© 2011 The Author(s). Licensee IntechOpen. This chapter is distributed
under the terms of the Creative Commons Attribution-NonCommercial-
ShareAlike-3.0 License, which permits use, distribution and reproduction for
non-commercial purposes, provided the original is properly cited and

derivative works building on this content are distributed under the same
license.




