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INTRODUCTION

Stem cells are defined as cells that have the ability to 
perpetuate themselves through self‑renewal and to generate 
mature cells of a particular tissue through differentiation. 
Stem cell biology has provided a platform to address many 
questions in developmental biology of inflammation and 
cancer. Carcinomas, which represent the most prevalent 
malignancies in humans, arise from normal epithelial tissues 
in a multistep progression from benign precursor lesions. 
Metastasis, the final step in malignancy, is the main cause 
of death for cancer patients.[1,2]

Stem cells are divided into three main categories: (1) Embryonic 
stem cells  (ESCs)  (2) germinal stem cells  (GSCs) and  (3) 
somatic/adult stem cells (ASCs). ESCs originate from the 
inner cell mass of blastocyst. They are omnipotent and 
have indefinite replicative life span. GSCs are derived from 
primary germinal layers of embryo. They differentiate 
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into progenitor cells to produce specific organ cells. 
Somatic/ASCs are progenitor cells having less replicative 
activity then ESCs. They exist in mature tissues such as 
hematopoietic, neural, gasterointestinal and mesenchymal 
tissues. The most commonly used ASCs derived from bone 
marrow are hematopoietic stem cells  (HSCs) and other 
primitive progenitor cells including mesenchymal stem 
cells and multipotent adult progenitor cells.[3]

ESCs were the source of stem cells for therapeutic purposes 
due to higher totipotency and indefinite life span compared 
to ASCs with lower totipotency and restricted life span. 
However, use of ESCs has ethical constraints (Department of 
Health, UK, National Institutes of Health and International 
Society for Stem Cell Research) and their use for research 
and therapeutic purposes are restricted[4,5] and prohibited 
in many countries throughout the world. Thus, for ease of 
availability and lesser constrained on ethical issue, ASCs 
are the stem cells most commonly used for research and 
therapeutic purposes. The other reason for the use of ASCs 
is their easy accessibility compared with ESCs.[5] ASCs can 
be obtained from many tissues including bone, synovium, 
deciduous teeth, adipose tissue, brain, blood vessels, blood 
and umbilical cord blood.[6‑9]

Advances in stem cell biology over the last two decades 
have provided new insights into cancer biology.[10‑12] Tumors 
show marked heterogeneity in morphology, proliferation 
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rates, genetic lesions and therapeutic response. Thus, 
not all tumor cells are equal. It is now believed that most 
tumors contain a small subpopulation of cells with stem 
cell properties, namely cells with the ability to perpetuate 
through self‑renewal and the ability to generate diverse 
mature cell types by differentiation.[13] These cells, termed 
cancer stem cells  (CSC), have the ability to produce the 
entire distinct cell types found in their original tumor.

CSCs, have been identified in many types of cancer, including 
colorectal, breast, ovarian, pancreatic, prostate, head and neck, 
melanoma, hematopoietic, brain tumors and also proved to be 
responsible for minimal residual disease, recurrence of tumors 
and tumor resistance to chemotherapy.[14‑16] They have also 
been identified in. The CSC concept postulates that, similar 
to the growth of normal proliferative tissues such as bone 
marrow, skin or intestinal epithelium, the growth of tumors 
is fueled by limited numbers of dedicated stem cells that are 
capable of self‑renewal. The bulk of a tumor consists of rapidly 
proliferating cells as well as post‑mitotic, differentiated cells.

Though, stem cells has many implications including 
developmental biology, fibrosis and epithelial mesenchymal 
transition the aim of this article is to give a short and 
comprehensive review of recent advances concerning CSC 
hypothesis and to describe its impact on modern molecular 
physiology and pharmacology research.

HISTORY

Rudolf Virchow, the father of modern cellular pathology, 
was a proponent of the cell theory, which stated that 
all cells come from other cells and all organisms are 
made up of cells. He provided the scientific basis for 
cancer by correlating clinical outcomes with microscopic 
findings (Virchow 1858).[1] However it still took 100 years 
until Makino introduced the term “tumor stem cell” for 
a small subpopulation of cells that were insensitive to 
chemotherapy and had chromosomal features different 
from the bulk of cells.[17,21] In the 1970s in vivo transplantation 
experiments and in vitro colony forming assays supported 
Makino’s observation that tumors could arise from rare 
cells with self‑renewal capacities. Experiments indicated 
that these cells are able to recapitulate all cell types within 
an individual tumor and establish immortal cell lines.[18‑21]

Stem cell concepts and their application to cancer are many 
decades old.[11] Since the 19th  century, tumors have been 
known to show explicit histological heterogeneity. In an 
article in 1937, Furth and Kahn established that a single cell 
from a mouse tumor could initiate a new tumor in a recipient 
mouse.[22,23] CSC was firstly formulated by Nordling in 1953.[24] 
Beginning in the 1960s, investigators noticed that a small 
minority of cancer cells initiate a tumor.[25] The theory that 

accumulation of deoxyribonucleic acid  (DNA) mutations 
gives rise to cancer was further suggested by Ashley, Knudson 
and Nowell in 1969, 1971 and 1976 respectively.[26‑29] Ashley 
postulated that a cancer initiating cell must survive long 
enough to accumulate at least three to seven genetic mutations 
necessary to generate cancer.[26] Nowell hypothesized that 
the inherent longevity and extensive proliferative capacity 
of a stem cell make it an ideal candidate cancer‑initiating 
cell.[28] Fialkow et al.,[29,30] demonstrated clonal hematopoiesis 
for both erythroid and myeloid series in patients with chronic 
myeloid leukemia in 1967 and this was accepted as the first 
evidence of the CSC concept.

The focus of cancer research shifted in the 1970s, when 
mutations in oncogenes and tumor suppressor genes were 
found to cause most human cancers. This let Nowell to 
formulate the clonal evolution concept,[28,30] stating “it is 
proposed that most neoplasms arise from a single cell of 
origin and tumor progression results from acquired genetic 
variability within the original clone allowing sequential 
selection of more aggressive sublines. Fearon and Vogelstein 
formulated a clonal evolution model for colon cancer, in 
which the progression from early adenoma to invasive 
carcinoma reflects the stepwise acquisition of mutations in 
specific cancer genes.[31] Scientists who discovered different 
stem cells in various tumors are listed in Table 1.

SELF‑RENEWAL OF 
HAEMATOPOIETIC STEM CELLS

One of the most important issues in stem cell biology is to 
understand the mechanisms of self‑renewal. Self‑renewal is 

Table 1: Cancer stem cell detection by various scientists

References Tumors

Furth and Kahn  (1937) In vivo initiation of tumor 
in a recipient mouse

Ashley  (1969) DNA mutation in cancer
Knudson and Nowell (1971 and 1976) DNA mutation in cancer
Lapidot et  al.  (1994) Acute myeloid leukemia
Bonnet and Dick  (1997) Acute myeloid leukemia
Al‑Hajj et  al. and 
Michael Clarke  (2003)

Breast cancers

Parker Gibbs of the University of 
Florida  (2003)

Bone cancer

Singh et  al. and Peter Dirks  (2004) Brain tumor
Bao et  al.  (2006) and 
Piccirillo et  al.  (2006)

Brain tumor

Dalerba et  al.  (2007), 
O’Brien et  al.  (2007), 
Ricci‑Vitiani et  al.  (2007)

Colon cancer

Li et  al.  (2007) Pancreatic cancer
Prince et  al.  (2007) Head and neck carcinomas
Zang et  al.  (2008b) Ovarian cancer
Alvero et  al.  (2009), 
Curley et  al.  (2009)

Ovarian cancer

Stewart et al. (2011) Ovarian cancer
DNA: Deoxyribonucleic acid
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crucial to stem cell function, because it is required by many 
types of stem cells to persist for the lifetime of the animal. 
It is also fundamental to understanding the regulation of 
cancer cell proliferation, because cancer can be considered 
to be a disease of unregulated self‑renewal.

In the hematopoietic system, multipotent progenitors constitute 
0.05% of mouse bone‑marrow cells and can be divided into 
three different populations: Long‑term self‑renewing HSCs, 
short‑term self‑renewing HSCs and multipotent progenitors. 
These populations form a lineage in which the long‑term 
HSCs give rise to short‑term HSCs, which in turn give 
rise to multipotent progenitors. As HSCs mature from the 
long‑term self‑renewing pool to multipotent progenitors, they 
progressively lose their potential to self‑renew but become 
more mitotically active. Whereas long‑term HSCs give rise 
to mature hematopoietic cells for the lifetime of the mouse, 
short‑term HSCs and multipotent progenitors reconstitute 
lethally irradiated mice for < 8 weeks.[10,32]

DEFINITION OF CSC

CSC is defined as a minority cell type within a tumor that has 
the characteristics of stem cells. Stem cells are determined 
by three main properties: Differentiation, self‑renewal 
and homeostatic control. Differentiation means the ability 
to give rise to a heterogeneous progeny of cells, which 
progressively specialize according to a hierarchical process. 
Self‑renewal is determined as the ability to form new stem 
cells with a capacity for proliferation and differentiation for 
maintenance of stem cell pool. Homeostatic control is the 
ability to balance self‑renewal and differentiation according 
to environmental stimuli and genetic constraints.[33]

ORIGIN OF CSC

CSCs were initially defined by their extensive self‑renewal 
capacity, tumorigenicity and multipotentiality. They are 
defined experimentally by their ability to regrow tumors 
hence, referred as tumorigenic cells. It is currently unclear 
whether CSCs arise from the transformation of stem cells 
or from the dedifferentiation of mature neoplastic cells.[34‑36]

A normal ASC is defined as a somatic cell that can 
undergo extensive cell division and has the potential to 
give rise to both stem cells and cells that differentiate 
into specialized cells. A  normal stem cell must possess 
two qualities to perform its natural function: Self‑renewal 
and differentiation. Self‑renewal is a special cell division 
that enables a stem cell to produce another stem cell with 
essentially the same development and replication potential. 
Differentiation is the second function of a stem cell which 
involves the production of daughter cells that become 
tissue‑specific specialized cells.

The hierarchy in which blood stem cells produce progenitor 
cells that subsequently produce multiple differentiated cells 
has been known for many years and numerous in vitro and 
in vivo assays have been designed to test the developmental 
potential of stem and progenitor cells. In the blood system, 
stem cells first differentiate into transiently amplifying 
progenitor cells. These cells rapidly proliferate for a short time 
and produce terminally differentiated cells, such as basophils 
and macrophages that are quiescent or die during normal 
tissue maintenance or damage. Because in many organs 
and tissues the cells with the longest life span are stem cells, 
they are more likely to accumulate the initial transforming 
mutations than transiently amplifying progenitor cells or 
mature cells of an organ with a shorter life span.[35,36]

CSC HYPOTHESIS

The original hypothesis of CSCs was based on the clonal 
theory of cancer initiation and progression. This hypothesis 
states that any normal stem cell, upon acquiring a mutation 
giving it selective growth advantage, gives rise to a 
neoplastic clone of homogenous neoplastic cells [Figure 1]. 
The clone, upon expansion and acquisition of additional 
mutations, expands as a tumor. This model, is called 
classical or stochastic, assumes that all cells within a given 
tumor have the same tumorigenic potential.[14,15]

A more‑recent hypothesis, the so‑called hierarchical model, 
suggests that any given tumor consists of a heterogeneous 
population of cells, with only a small proportion of them 
being CSCs.[16] However, that small, self‑renewing population 
of CSCs is responsible for tumor initiation and growth 
maintenance. Those CSCs could be tissue stem cells or a 
more differentiated progeny, which acquired self‑renewal 
capacity.[16,37,38] There are two mechanisms that could mediate 
the transformation of normal stem cells to CSCs:
•	 Early progenitor cells can gain mutations which gives 

them self‑renewal capacity[39]

Figure 1: Possible mechanism of cancer stem cell formation
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•	 Fully differentiated cells or cells in the late progenitor 
stage can become de‑differentiated to acquire the 
properties of stem cells.

It has been clear for decades that some cancers, including 
some germ lineage cancers, some neuroblastomas and 
some myeloid leukemias, can differentiate into progeny 
that have limited proliferative potential despite retaining 
the oncogenic mutations of their malignant progenitors.[40]

Although the overt differentiation in some germ lineage 
cancers and some neuroblastomas provided clinical 
evidence consistent with the CSC model, these rare and 
unusual malignancies are of uncertain relevance to more 
prevalent adult cancers. Thus, the CSC model gained 
increased attention when evidence emerged supporting 
the model in leukemia and breast cancer. The advent of 
flow cytometry made it possible to separate phenotypically 
distinct subpopulations of live cancer cells to compare 
their tumorigenic potential. Using this approach, some 
human acute myeloid leukemias and breast cancers were 
found to follow the CSC model,[11] suggesting that a broad 
spectrum of cancers might be hierarchically organized into 
tumorigenic and non‑tumorigenic components.[40] Since 
these studies were published, other studies have taken 
similar approaches to provide evidence that other human 
cancers also follow the CSC model, including colon cancer, 
pancreatic cancer, brain tumors and ovarian cancer.[40]

PATHWAYS REGULATING STEM 
CELL SELF‑RENEWAL AND 
ONCOGENESIS

Two major types of mutations are involved in the processes: 
Either activation of oncogenes or inactivation of tumor 
suppressor genes. In addition, the tumor microenvironment, 
that is, the CSC niche and cytokine loops play essential 
roles in the maintenance of CSCs and in tumor growth 
and development.[1,36,41,42] The tumor microenvironment is 
composed of diverse immune cells and stromal cells, as well 
as extracellular components. CSC functional traits might 
be sustained by this microenvironment, termed “niche.”[41] 
The CSC niche might not only regulate CSC traits but might 
also directly provide CSC features to non‑CSCs. In leukemia 
and in prostate carcinoma, cancer cells could hijack existing 
physiological stem cell niches. Although physiological stem 
cell niches are known to play important roles for quiescence 
maintenance and resistance to stress‑inducing treatments. 
The influence of the tumor niche on CSC function at the 
cellular and molecular level still remains to be elucidated.[1,43,44]

Stem cells are minority populations; thus, the inherent 
difficulty of studying molecular pathways with such a small 
amount of cells has dramatically slowed progress. Even with 

the existing drawbacks, multiple crucial pathways have 
been elucidated in the biology of CSCs and their normal 
counterparts. The group of protein family responsible 
for self‑renewal of normal and CSCs includes Bmi‑1, 
Wnt  (Wingless‑Int)/β‑catenin, Notch, Hox family, Efflux 
transporters and Telomerase and the maintenance of CSCs 
require Shh (sonic hedgehog) and Pten (phosphatase and 
tensin homolog deleted from chromosome 10). In normal 
stem cells these proteins helps in self‑renewal, regeneration, 
development, maintenance of hematopoietic stem cells and 
differentiation of precursor cells. Similarly, these proteins 
are up regulated and overexpressed by CSCs and/or tumor 
cell populations.[1]

STEM CELL MARKERS

Tumorigenic populations fulfilling the definition of CSCs 
have been identified in a number of human cancers, 
including leukemias,[45‑51] bladder cancer,[52] breast cancer,[53] 
central nervous system cancers,[54] colon carcinoma,[55‑57] head 
and neck cancer,[58] ovarian cancer,[59] pancreatic cancer,[60,61] 
malignant melanoma,[62] liver cancer [62] and Ewing 
sarcoma.[63] It is currently not known whether all cancers 
contain subpopulations of CSCs. Therefore, the current 
trend is to combine molecular markers to achieve higher 
specificity. The article briefs about markers that have been 
used to identify CSCs with an emphasis on markers relevant 
to head and neck squamous cell carcinoma[64] [Table 2].

PROGNOSTIC SIGNIFICANCE OF 
CSC

Resistance of tumors to the broad armamentarium of cancer 
treatments may largely be due to the presence of residual 
CSCs, which are very hard to eradicate. The presence of 
circulating tumor cells in patients with cancer correlates 
with poor prognosis.[65‑66] In CSC model, the functional 
differences between tumorigenic and non‑tumorigenic 
cells can have important implications for therapy. 
Evidence has been presented for radiation resistance in 
brain tumor‑initiating cells and breast cancer initiating 
cells. Cancer progression and therapy resistance may 
be influenced by the properties of cancers stem cells in 
cancers that follow the model, but therapy resistance and 
disease progression can also arise through genetic changes 
unrelated to the question of whether a cancer follows the 
stem cell model. There are several mechanisms that mediate 
CSC resistance to chemotherapy and radiation.[16] They 
include the quiescent nature of CSCs, their presence in 
hypoxic niches, the upregulation of DNA damage response 
and the increase in CSCs of drug efflux.

Alternative therapeutic methods of selectively targeting CSCs 
are currently in development. Interruption of key signaling 
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pathways (e.g., Wnt, hedgehog and Notch pathways) could 
be one such approach. On the other hand, application of 
epigenetic manipulations  (such as histone deacetylase 
inhibitors and DNA methyltransferase inhibitors) could 
lead to re‑expression of tumor suppressor genes. Another 
attractive approach is immunotherapy targeting CSCs.

CSCS–NANOTECHNOLOGY

In cancer various treatment modalities have been implicated 
since decades but none these have given promising results 
as a permanent cure. In order to overcome the chemo/radio 
resistance of CSCs, nanotechnology based novel methods 
are being explored. In 1978, Widder et al.,[67] first proposed 
the usage of nanoparticle for drug delivery application 
and stated that in cancer nanotherapeutics, tumor‑specific, 
targeting ligand/receptor based nanoparticle assembly 
will be employed for active targeted drug delivery. 
A novel strategy for blocking the ligands responsible for 
the interactions between the CSCs and the niche for their 
survival and colonization at the metastatic site had been 
studied recently.[2] Despite of various hurdles challenged 
by nanotechnology, it has started blooming into the clinical 
sector. Although the first generation of nanomedicines, 
which have reached to the clinics,[44] but still there is a 
necessity for even effective and precisely targetable drug 
delivery especially to the CSCs. Apart from active targeting, 
due to the factors such as high leaky tumor vasculature and 
hydraulic conductivity of tumor, the nanoparticles were up 
taken by the tumor by enhanced permeation and retention 
effect.[23,66,67]

CONCLUSION

CSCs are a specific subset of transformed cells that are able 
to sustain primary tumor growth according to a hierarchical 

pattern. Like any model, the CSC concept needs to be 
constantly adapted to the currently available data and thus 
is steadily evolving. CSCs may have unstable phenotypes 
and genotypes, which makes it difficult to identify reliable 
and robust biomarkers for the development of targeted 
therapies. Evolving the CSC concept will help to focus 
research toward developing improved therapies without 
risk of tumor recurrence and allow for the targeting of fatal 
late‑stage cancers.

ACKNOWLEDGMENTS

We would like to acknowledge the Principal and Vice 
Principal of Vishnu Dental College for allowing us to use 
the materials from the library.

REFERENCES

1.	 Lobo NA, Shimono Y, Qian D, Clarke MF. The biology of cancer 
stem cells. Annu Rev Cell Dev Biol 2007;23:675‑99.

2.	 Brabletz T, Jung A, Spaderna S, Hlubek F, Kirchner T. Opinion: 
Migrating cancer stem cells‑an integrated concept of malignant 
tumour progression. Nat Rev Cancer 2005;5:744‑9.

3.	 Sodhi  SP, Kapoor  P, Grover  D, Goyal  B. Role of stem cells in 
cancertherapy: A review. Indian J Oral Sci 2012;3:4‑7.

4.	 Thomson  JA, Itskovitz‑Eldor  J, Shapiro  SS, Waknitz  MA, 
Swiergiel JJ, Marshall VS, et al. Embryonic stem cell lines derived 
from human blastocysts. Science 1998;282:1145‑7.

5.	 Sagar J, Chaib B, Sales K, Winslet M, Seifalian A. Role of stem cells 
in cancer therapy and cancer stem cells: A review. Cancer Cell Int 
2007;7:9.

6.	 Awad  HA, Wickham  MQ, Leddy  HA, Gimble  JM, Guilak  F. 
Chondrogenic differentiation of adipose‑derived adult stem cells in 
agarose, alginate, and gelatin scaffolds. Biomaterials 2004;25:3211‑22.

7.	 Lee OK, Kuo TK, Chen WM, Lee KD, Hsieh SL, Chen TH. Isolation 
of multipotent mesenchymal stem cells from umbilical cord blood. 
Blood 2004;103:1669‑75.

8.	 Miura M, Gronthos S, Zhao M, Lu B, Fisher LW, Robey PG, et al. 
SHED: Stem cells from human exfoliated deciduous teeth. Proc 
Natl Acad Sci U S A 2003;100:5807‑12.

Table 2: Cancer stem cell markers

Markers Normal stem cell Cancer stem cell

Oct 3/4, Sox 2, Nanog Maintenance of pluripotency and self-renewal 
of embryonic stem cells

Highly expressed in poorly differentiated tumors than 
in well differentiated breast cancers, glioblastoma and 
bladder carcinoma
Up regulation of transcriptional factors in stem‑like cells

CD133 (prominin‑1) Marker for hematopoietic stem cells Expressed 
in epithelial cells and in somatic stem cells 
from neural tissues, prostate and kidney

Higher clonogenicity, invasiveness and tumorigenesis in 
human oral squamous cell carcinoma

CD44 Capacity of self‑renewal and differentiation Up regulation in solid malignancy  (breast cancers)
Up regulated in head and neck squamous cell carcinoma

Aldehyde dehydrogenase Stem like properties including colony 
formation, self‑renewal and tumorigenesis

Marker of normal and malignant human mammary stem 
cells
Prognostic marker for breast cancer and a strong 
predictor of metastasis and poor patient outcome

Side population Enriched in hematopoietic stem cells Identified in normal tissue like skin, lung, brain and liver
Identified in solid tumors like hepatocellular carcinoma, 
glioma, gastrointestinal cancer, ovarian cancer, 
neuroblastoma and breast cancer

CD:Cluster of differentiation



Kumar, et al.: Cancer stem cells

Clinical Cancer Investigation Journal | May-June-2014 | Vol 3 | Issue 3194

9.	 Sottile V, Halleux C, Bassilana F, Keller H, Seuwen K. Stem cell 
characteristics of human trabecular bone‑derived cells. Bone 
2002;30:699‑704.

10.	 Reya T, Morrison SJ, Clarke MF, Weissman IL. Stem cells, cancer, 
and cancer stem cells. Nature 2001;414:105‑11.

11.	 Dick  JE. Stem cell concepts renew cancer research. Blood 
2008;112:4793‑807.

12.	 Clevers H. The cancer stem cell: Premises, promises and challenges. 
Nat Med 2011;17:313‑9.

13.	 Kosovsky  M. Cancer stem cell  research. Biosciences 
2012;Volume 3:1‑8.

14.	 D’Angelo RC, Wicha MS. Stem cells in normal development and 
cancer. Prog Mol Biol Transl Sci 2010;95:113‑58.

15.	 Wang  JC, Dick  JE. Cancer stem cells: Lessons from leukemia. 
Trends Cell Biol 2005;15:494‑501.

16.	 Alison MR, Lim SM, Nicholson LJ. Cancer stem cells: Problems 
for therapy? J Pathol 2011;223:147‑61.

17.	 Makino S. The role of tumor stem‑cells in regrowth of the tumor 
following drastic applications. Acta Unio Int Contra Cancrum 
1959;15 Suppl 1:196‑8.

18.	 Hamburger A, Salmon SE. Primary bioassay of human myeloma 
stem cells. J Clin Invest 1977;60:846‑54.

19.	 Hamburger AW, Salmon SE. Primary bioassay of human tumor 
stem cells. Science 1977;197:461‑3.

20.	 Park CH, Bergsagel DE, McCulloch EA. Mouse myeloma tumor stem 
cells: A primary cell culture assay. J Natl Cancer Inst 1971;46:411‑22.

21.	 Welte Y, Adjaye J, Lehrach HR, Regenbrecht CR. Cancer stem cells 
in solid tumors: Elusive or illusive? Cell Commun Signal 2010;8:6.

22.	 Furth  J, Kahn M. The transmission of leukemia of mice with a 
single cell. Am J Cancer 1937;31:276‑82.

23.	 Nordling CO. A new theory on cancer‑inducing mechanism. Br J 
Cancer 1953;7:68‑72.

24.	 Reeve BC, Melton DA, Scadden DT. Stem cell science: Overviews 
of selected disease areas. Discovering and exploiting cancer stem 
cells. Unites states: Harvard Stem Cell Institute; 2008. p. 58‑69.

25.	 Ashley  DJ. The two “hit” and multiple “hit” theories of 
carcinogenesis. Br J Cancer 1969;23:313‑28.

26.	 Knudson AG Jr. Mutation, cancer: Statistical study of 
retinoblastoma. Proc Natl Acad Sci USA 1971;68:82‑3.

27.	 Nowell PC. The clonal evolution of tumor cell populations. Science 
1976;194:23‑8.

28.	 Topaloğlu O, Şahin M, Delibaşi T. Basic issues on cancer stem 
cells‑concept, in vitro models and therapeutic implications. Niche 
2012;1:17‑20.

29.	 Fialkow  PJ, Gartler  SM, Yoshida A. Clonal origin of chronic 
myelocytic leukemia in man. Proc Natl Acad Sci U S A 
1967;58:1468‑71.

30.	 Fearon  ER, Vogelstein  B. A  genetic model for colorectal 
tumorigenesis. Cell 1990;61:759‑67.

31.	 Morrison SJ, Wandycz AM, Hemmati HD, Wright DE, Weissman IL. 
Identification of a lineage of multipotent hematopoietic 
progenitors. Development 1997;124:1929‑39.

32.	 Dalerba P, Cho RW, Clarke MF. Cancer stem cells: Models and 
concepts. Annu Rev Med 2007;58:267‑84.

33.	 Chaffer  CL, Brueckmann  I, Scheel  C, Kaestli AJ, Wiggins  PA, 
Rodrigues  LO, et  al. Normal and neoplastic nonstem cells can 
spontaneously convert to a stem‑like state. Proc Natl Acad Sci U 
S A 2011;108:7950‑5.

34.	 Clarke MF, Dick JE, Dirks PB, Eaves CJ, Jamieson CH, Jones DL, 
et al. Cancer stem cells-Perspectives on current status and future 
directions: AACR Workshop on cancer stem cells. Cancer Res 
2006;66:9339‑44.

35.	 Podberezin M, Wen  J, Chang CC. Cancer stem cells: A  review 
of potential clinical applications. Arch Pathol Lab Med 
2013;137:1111‑6.

36.	 Cobaleda  C, Gutiérrez‑Cianca  N, Pérez‑Losada  J, Flores  T, 
García‑Sanz R, González M, et al. A primitive hematopoietic cell is the 
target for the leukemic transformation in human philadelphia‑positive 
acute lymphoblastic leukemia. Blood 2000;95:1007‑13.

37.	 Passegué E, Jamieson CH, Ailles LE, Weissman IL. Normal and 
leukemic hematopoiesis: Are leukemias a stem cell disorder or a 
reacquisition of stem cell characteristics? Proc Natl Acad Sci U S 
A 2003;100 Suppl 1:11842‑9.

38.	 Conway AE, Lindgren A, Galic Z, Pyle AD, Wu H, Zack JA, et al. 
A  self‑renewal program controls the expansion of genetically 
unstable cancer stem cells in pluripotent stem cell‑derived tumors. 
Stem Cells 2009;27:18‑28.

39.	 Magee JA, Piskounova E, Morrison SJ. Cancer stem cells: Impact, 
heterogeneity, and uncertainty. Cancer Cell 2012;21:283‑96.

40.	 Tlsty TD, Coussens LM. Tumor stroma and regulation of cancer 
development. Annu Rev Pathol 2006;1:119‑50.

41.	 Clarke MF, Fuller M. Stem cells and cancer: Two faces of eve. Cell 
2006;124:1111‑5.

42.	 Baccelli  I, Trumpp  A. The evolving concept of cancer and 
metastasis stem cells. J Cell Biol 2012;198:281‑93.

43.	 Frank NY, Schatton T, Frank MH. The therapeutic promise of the 
cancer stem cell concept. J Clin Invest 2010;120:41‑50.

44.	 Bonnet D, Dick JE. Human acute myeloid leukemia is organized 
as a hierarchy that originates from a primitive hematopoietic cell. 
Nat Med 1997;3:730‑7.

45.	 Castor A, Nilsson L, Astrand‑Grundström I, Buitenhuis M, Ramirez C, 
Anderson  K, et  al. Distinct patterns of hematopoietic stem cell 
involvement in acute lymphoblastic leukemia. Nat Med 2005;11:630‑7.

46.	 Cox CV, Evely RS, Oakhill A, Pamphilon DH, Goulden NJ, Blair A. 
Characterization of acute lymphoblastic leukemia progenitor cells. 
Blood 2004;104:2919‑25.

47.	 Cox  CV, Martin  HM, Kearns  PR, Virgo  P, Evely  RS, Blair A. 
Characterization of a progenitor cell population in childhood 
T‑cell acute lymphoblastic leukemia. Blood 2007;109:674‑82.

48.	 Ishikawa F, Yoshida S, Saito Y, Hijikata A, Kitamura H, Tanaka S, 
et al. Chemotherapy‑resistant human AML stem cells home to and 
engraft within the bone‑marrow endosteal region. Nat Biotechnol 
2007;25:1315‑21.

49.	 Matsui W, Wang Q, Barber JP, Brennan S, Smith BD, Borrello I, et al. 
Clonogenic multiple myeloma progenitors, stem cell properties, 
and drug resistance. Cancer Res 2008;68:190‑7.

50.	 Chan KS, Espinosa I, Chao M, Wong D, Ailles L, Diehn M, et al. 
Identification, molecular characterization, clinical prognosis, and 
therapeutic targeting of human bladder tumor‑initiating cells. Proc 
Natl Acad Sci U S A 2009;106:14016‑21.

51.	 Al‑Hajj  M, Wicha  MS, Benito‑Hernandez  A, Morrison  SJ, 
Clarke MF. Prospective identification of tumorigenic breast cancer 
cells. Proc Natl Acad Sci U S A 2003;100:3983‑8.

52.	 Singh  SK, Hawkins  C, Clarke  ID, Squire  JA, Bayani  J, Hide  T, 
et al. Identification of human brain tumour initiating cells. Nature 
2004;432:396‑401.

53.	 Dalerba  P, Dylla  SJ, Park  IK, Liu  R, Wang  X, Cho  RW, et  al. 
Phenotypic characterization of human colorectal cancer stem cells. 
Proc Natl Acad Sci U S A 2007;104:10158‑63.

54.	 O’Brien CA, Pollett A, Gallinger S, Dick JE. A human colon cancer 
cell capable of initiating tumour growth in immunodeficient mice. 
Nature 2007;445:106‑10.

55.	 Ricci‑Vitiani  L, Lombardi  DG, Pilozzi  E, Biffoni  M, Todaro  M, 
Peschle  C, et  al. Identification and expansion of human 
colon‑cancer‑initiating cells. Nature 2007;445:111‑5.

56.	 Prince ME, Sivanandan R, Kaczorowski A, Wolf GT, Kaplan MJ, 
Dalerba P, et  al. Identification of a subpopulation of cells with 
cancer stem cell properties in head and neck squamous cell 
carcinoma. Proc Natl Acad Sci U S A 2007;104:973‑8.

57.	 Zhang S, Balch C, Chan MW, Lai HC, Matei D, Schilder JM, et al. 



Kumar, et al.: Cancer stem cells

Clinical Cancer Investigation Journal | May-June-2014 | Vol 3 | Issue 3 195

Identification and characterization of ovarian cancer‑initiating 
cells from primary human tumors. Cancer Res 2008;68:4311‑20.

58.	 Hermann PC, Huber SL, Herrler T, Aicher A, Ellwart JW, Guba M, 
et al. Distinct populations of cancer stem cells determine tumor 
growth and metastatic activity in human pancreatic cancer. Cell 
Stem Cell 2007;1:313‑23.

59.	 Li  C, Heidt  DG, Dalerba  P, Burant  CF, Zhang  L, Adsay  V, 
et  al. Identification of pancreatic cancer stem cells. Cancer Res 
2007;67:1030‑7.

60.	 Yang ZJ, Ellis T, Markant SL, Read TA, Kessler JD, Bourboulas M 
et al. Medulloblastoma can be Initiated by Deletion of patched 
in Lineage-Restricted Progenitors or Stem Cells. Cancer Cell 
2008;14:135-45.

61.	 Suvà ML, Riggi N, Stehle JC, Baumer K, Tercier S, Joseph JM, et al. 
Identification of cancer stem cells in Ewing’s sarcoma. Cancer Res 
2009;69:1776‑81.

62.	 Schatton T, Murphy GF, Frank NY, Yamaura K, Waaga‑Gasser AM, 
Gasser M, et al. Identification of cells initiating human melanomas. 
Nature 2008;451:345‑9.

63.	 Zhou C, Liu J, Tang Y, Liang X. Inflammation linking EMT and 
cancer stem cells. Oral Oncol 2012;48:1068‑75.

64.	 Kelly PN, Dakic A, Adams JM, Nutt SL, Strasser A. Tumor growth 
need not be driven by rare cancer stem cells. Science 2007;317:337.

65.	 Riethdorf S, Wikman H, Pantel K. Review: Biological relevance 
of disseminated tumor cells in cancer patients. Int J Cancer 
2008;123:1991‑2006.

66.	 Dave B, Chang J. Treatment resistance in stem cells and breast 
cancer. J Mammary Gland Biol Neoplasia 2009;14:79‑82.

67.	 Widder  KJ, Senyei AE, Ranney  DF. Magnetically responsive 
microspheres and other carriers for the biophysical targeting of 
antitumor agents. Adv Pharmacol Chemother. 1979;16:213-71.

Cite this article as: Raj Kumar NG, Kashyap B, Bhupathi A, Babu GS, 
Nagaraja A, Birajdar S. Cancer stem cells: Recent advances, signaling 
and molecular markers. Clin Cancer Investig J 2014;3:189-95.

Source of Support: Nil, Conflict of Interest: None declared.


