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Cancer is the outcome of defective epigenetic copying of the
pattern of selective gene activity in differentiated cells
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Abstract
The selective gene silencing which accounts for the specialization characteristic of differentiated cells is the
result of reversible epigenetic modification of the genome. The process involved is heterochromatisation, a
major component of which is brought about by DNA methylation with associated modifications of histones
with consequent alterations in chromatin structure which control access to transcription sites. When cells divide
the chromatin pattern is disturbed. To retain the differentiated state of the cell the chromatin pattern of the parent
cell must be reproduced in the progeny. The mechanism involves the methylation of the replicated DNA strand
to correspond with the methylation pattern of the parent strand. The complex machinery, which implicates many
component elements, normally ensures that the pattern of gene silencing is accurately transmitted to the daughter
cells. However, permanent derangement of the copying mechanism would result in inappropriate re-expression
of previously silenced genes or failure of expression of previously active genes. It is the essence of the present
proposal that the initiating event(s) of carcinogenesis are irreversible events, such as mutations, affecting the
efficiency of the chromatin copying mechanism with resulting failure of fidelity of the vertical transmission of
the gene activity pattern. Thus, in the affected clone, there will be a divergent range of anomalous gene
expression with the emergence of sub-clones with abnormal structure and function, some of which will manifest
properties characteristic of the malignant growth syndrome, such as invasiveness, metastasis and escape from
proliferative control. This phase of carcinogenesis corresponds to what has been termed ‘progression’ and is
characterised by genetic instability in the affected cell lineage.
Keywords: cancer, two-stage carcinogenesis, DNA methylation, epigenetic gene silencing, chromatin pattern,
progression, initiation, malignant phenotype.
Introduction
The pathological diagnosis of malignancy rests on
multiple cellular structural and functional
abnormalities manifested as abnormal cytological
features and deranged tissue architecture (1). The
proposal advanced here is that these multiple
pleiotropic abnormalities are due to derangement of
the epigenetic process which maintains the normal
pattern of gene expression when differentiated cells
divide. The pattern-retaining mechanism involves a
range of detailed processes, but a central feature is
duplication of the pattern of DNA methylation.
Methylated DNA is involved in maintaining the

pattern of chromatin structure characteristic of
differentiated cell types in which segments of the
genome are unavailable for transcription (2). Because
the stability of the organism is crucially dependent on
the retention of the differentiated pattern, and
therefore the accurate reproduction of the gene
expression in daughter cells, it is probable that the
duplication of the epigenetic pattern is normally
subject to quality control involving the auditing of the
process and elimination of defective division
products.
The importance of mutations in carcinogenesis is
universally accepted and it is widely recognised that
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Figure 1. The principal epigenetic agency concerned in the maintenance of stability in the pattern of gene
expression is DNA methylation and the associated processes regulating chromatin structure, with
hypomethylation permitting reactivation of previously suppressed genes and hypermethylation resulting
in suppression of previously active genes.

cancer involves both genetic and epigenetic changes.
Although the order in which these occur may vary,
there is an advantage in proposing that mutational
events precede epigenetic derangement as a way of
explaining the apparent hypermutability of precancerous cells (3, 4).
In general, the present proposal (5) is that
carcinogenesis involves two stages: (a) Initiation, in
which mutations, or other heritable derangements,
affect the epigenetic mechanisms responsible for the
vertical transmission of the pattern of gene activity
characteristic of differentiated cells; and (b)
progression, in which the failure of fidelity of the
epigenetic mechanism results in genetic divergence
of the affected clone. This process is schematically
illustrated in Figure 1. Cells affected by agents that
interfere with normal transmission of the
epigenetically controlled pattern of gene expression
give rise to a pool of pre-malignant cells. When these
divide they produce sub-clones that exhibit divergent
evolution with anomalous gene activities, some of

which result in behavioural
characteristic of malignancy.

abnormalities

DNA Demethylation
In the early embryo there is a general demethylation
of methylcytosine bases in the DNA which is partly
through active demethylation by the action of DNA
demethylases (6,7) and partly through DNA
replication without methylation i.e. ‘passive’
demethylation (8,9). This seems to be a process that
erases patterns of silenced genes which may be
essential to obliterate the highly differentiated state
of the sperm and egg. It is possible that similar
processes are implicated in regaining ‘stem cell’
status in differentiated cells, as required in
regenerating organisms.
Generalised de novo Methylation
In multicellular organisms a majority of DNA
sequences are ‘permanently’ repressed. In mammals
most of this silencing is brought about in the embryo
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at the implantation stage by de novo DNA
methylation by two key enzymes, DNA
methyltransferase 3a and 3b (DNMT3a, DNMT3b)
(10). This phase of DNA methylation is ubiquitous
except for ‘protected’ potential transcriptional start
sites (mainly CpG islands). The protection
mechanism seems to involve binding to the potential
transcription site of RNA polymerase II which
recruits
SET-domain
proteins
(HK
methyltransferases) that methylate the lysine 4 of
histone H3 (H3K4) on adjacent nucleosomes (11).
The product (H3K4me) prevents binding by DNA
methyltransferase 3L (DNMT3L) which is part of the
de novo methylation complex (12) and thus excludes
de novo methylation by DNMT3a and DNMT3b.
This generalised and early DNA methylation appears
to be essential for embryogenesis since DNMT3a and
DNMT3b ‘knockouts’ in mice are lethal at the 8/9
days postcoitum stage (10).
While DNA methylation plays a central role in
stable long-term gene repression additional
mechanisms mediate gene silencing (13) such as the
polycomb complex binding (14) which also affects
chromatin structure through tri-methylation of
histone H3K27(15) although this mechanism is more
readily reversible (13).
Repressor cued de novo DNA methylation
At about the time of gastrulation further de novo
DNA methylation takes place affecting specific
genes previously protected from inactivation. In this
phase of development the DNA methylation is
secondary to histone modification and appears to
permit some flexibility in the permanency of gene
silencing. The sequence of events, for which an
example is the Oct-3/4 gene which is active in the
early embryo (16), seems to affect genes that have a
specific repressor bound to the promoter site (17).
The repressor recruits a G9a-complex containing a
histone de-acetylase (HDAC) and a H3K9
methyltransferase which tri-methylates H3K9 (18).
The methylated H3K9 binds heteroprotein 1 (HP1)
which results in the promoter site being included in
heterochromatin and finally G9a recruits DNMT3a
and DNMT3b bringing about de novo methylation
and stable repression (19). The timing of DNA
replication is influenced by the chromatin structure.
Euchromatin-associated DNA (which includes all the
housekeeping genes) is replicated early in S-phase,
whereas heterochromatin-associated DNA is
replicated late (20, 21). It is possible that latereplicating DNA is methylated either by DNMT1 if
already methylated, or by recruitment of DNMT3a
and DNMT3b where de novo methylation is
involved.
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It is evident that any interference with the
operation of the gene silencing pattern will be
detrimental to embryonic development and may be
implicated in developmental and childhood
malignancies, such as retinoblastoma, osteoblastoma,
neuroblastoma, and nephroblastoma.
Chromatin structure and Maintenance of DNA
methylation
In general DNA methylation operates by
modification of chromatin structure by modulation of
local structural features such as histone modification
and nucleosome positioning (22,23). Methylated
DNA is associated with heterochromatin, the
structure of which limits (or excludes) accessibility to
DNA of the transcription machinery.
Since the chromatin structure is disrupted during
replication (24) the pattern needs to be re-established.
The DNA methylation pattern is copied at the
replication forks (25). Although some details remain
obscure, the major process involved in maintaining
genomic
methylation
involves
DNA
methyltransferase 1 (DNMT1) which is associated
with DNA replication sites and restores bilateral
methylation to hemimethylated DNA (26). In
mammals, DNMT1 expression seems to be regulated
through the retinoblastoma pathway involving
retinoblastoma 1 (RB1) and retinoblastoma–binding
protein 4 (RBBP4) (27). DNMT1 is recruited to
replication sites by an interaction with proliferating
cell nuclear antigen (PCNA) (28) and other
chromatin-associated proteins, including ubiquitinlike plant homeodomain and RING finger domain 1
(UHRF1)
which
specifically
binds
to
hemimethylated DNA (29), and lymphoid-specific
helicase (LSH1) (30).
In addition there are processes that re-establish the
associated histone modification pattern, although the
details are not clear. It has been shown that
unmethylated DNA is packaged in euchromatin
nucleosomes with histones that are acetylated and
include H3K4me. By contrast, methylated DNA is
packaged with deacetylated histones with
unmethylated H3K4 and H3K9me (31). Reassociation with heterochromatin is determined by
DNA methylation (32,33) which thus determines the
stable long-term gene repression (silencing) observed
in differentiated cell lineages.
Failure of maintenance of gene silencing
In the case of adult malignancies the present
argument is based on the failure of replication of the
epigenetic silencing pattern which permits the
inappropriate re-expression of previously silenced
genes with consequent tissue disruption. The failure
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of fidelity of the vertical transmission of the gene
silencing pattern results in increasing heterogeneity
of gene expression enabling the ultimate emergence
of cells expressing the phenotypic characteristics of
the malignant syndrome, i.e. invasion, metastasis and
escape from proliferative control. Deregulation of
epigenetic mechanisms may result in both hyper and
hypomethylation or may entail other processes that
control the inheritance of chromatin patterning, but
since the consequences of a failure to accurately
replicate the epigenetic pattern are so devastating it
would be anticipated that systems have evolved to
check the accuracy of the pattern of somatic
inheritance and to eliminate those cells in which a
faulty pattern is detected. It is possible that this proofreading process is embodied in the apoptosis
mechanism. This notion is supported by evidence that
conditional knockouts of DNMTs in differentiated
somatic cells initiate apoptosis in a process dependent
on p53 (34,35). Since the general argument is that
cancer progression is brought about by deregulation
of epigenetic mechanisms it is of note that that the
histone variant macroH2A (36) fits the proposed
model.
Failure of quality control mechanism
The normal regulation of epigenetic inheritance may
be regarded as involving so-called ‘tumour
suppressor’ genes. There are several genes that fall
within this category. In particular, mutations of the
p53 gene are commonly found in malignant tumours
(37) and it is likely that p53 is implicated in the
mechanism of stable clonal transmission. Another
important gene in this category is the Rb gene (38).
In the normal cell cycle, pRb becomes
hyperphosphorylated during DNA synthesis and can
act as a transcriptional regulator. It forms part of the
methylation complex and is essential for normal
development. Knockout mice die at 14 days of
embryonic development (39).
Tumour suppressor genes and regulation of
DNMT1
One of the functions of p53 is the regulation of DNA
methylation by binding to the specificity protein Sp1
to form a repressor complex (p53/Sp1) that interacts
with the promoter region of DNMT1 and prevents
transcription (40). Deficiency of p53 permits
DNMT1 overexpression which may result in
abnormal methylation patterns. pRb also has a
regulatory function by binding to and inactivating the
transcription factor E2F which is a positive regulator
of the DNMT1 promoter (27). Hence, deficiency of
pRb also contributes to DNMT1 overexpression.
Overexpression of DNMT1 leads to anomalous DNA
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methylation including hypermethylation of tumoursuppressor gene promoters which is associated with
cellular transformation. Silencing of genes necessary
for normal function may result in expression of
malignant characteristics, as demonstrated by the
targeted methylation of the p16 suppressor gene in
mice (41).
Viral Carcinogenesis
In addition to mutations, the introduction of viral
genes can act by interfering with epigenetic
mechanisms. Studies of the effect of carcinogenic
viruses have shown that hepatitis B, hepatitis C,
Kaposi’s sarcoma-associated virus, Epstein-Barr
virus, and human papilloma virus modulate the
expression of DNA methylating enzymes (42). In the
case of HPV infection epigenetic alterations are
induced by the E6 and E7 oncoproteins which
influence the expression of DNMT1. The E6 and E7
oncoproteins of high risk HPV (HR-HPV) increase
the expression and activity of DNMT1 (43); E6 by
degrading p53 which binds to specificity protein 1
(Sp1) and chromatin-remodelling proteins to form a
complex that binds to the promoter region of DNMT1
and prevents transcription of the methylase. Thus, by
degradation of p53 there is overexpression of
DNMT1 and hypermethylation of the promoter
regions of important loci including those of tumour
suppressor genes. Modulation of DNMT1 expression
by E7 may occur by direct binding to DNMT1 which
modifies the conformation of the enzyme and
activates an interaction with DNA (44), or it may
occur indirectly by binding to pRb leading to pRb
degradation which releases the transcription factor
E2F which regulates DNMT1 promoter activity
resulting in overexpression of the methylase. The
resulting derangements might be quite modest in their
effects on clonal behaviour but could include
activation of mechanisms leading to de novo
methylation and/or active demethylation both of
which could lead to progressive loss of epigenetic
pattern.
Hypermutability
Among the major factors that determine the incidence
of cancer are the size of the cell population at risk, the
number of genes involved in generating the
characteristics of malignant transformation, and the
relevant mutation rate. Generally the recorded cancer
incidence rates in humans accord with an
approximately sixth power of age suggesting that six
independent mutational events are necessary to bring
about malignancy, i.e. six genes need to be affected.
This poses a problem because estimates of the
average mutation rate in humans is in the range 10-6
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per gene per year which underestimates by several
orders of magnitude the probability of a normal cell
undergoing transformation to a malignant cell, a
difficulty that has been appreciated for a long time
(45). A solution to the dilemma is to postulate that
carcinogenesis involves hypermutability, and this has
been suggested by a number of authors (3,4).
Two-stage Carcinogenesis
The basic idea is consistent with the accepted
pathological division of carcinogenesis into two
phases respectively known as initiation and
progression (46), in which the initiating events occur
against a background of normal mutation probability
and the progression involves an enhanced mutation
rate. This Two-Stage Model of carcinogenesis is
eminently compatible with the present proposal that
the second (progression) phase is due to epigenetic
failure to retain the differentiated pattern of gene
activity when a differentiated cell divides. In this
scenario, initiation involves the mutation or
interference with the action of genes instrumental in
accurately duplicating the epigenetic gene activity
patterns. Damage to or interference with the activity
of these genes results in the failure of fidelity of
vertical inheritance of gene activity patterns with the
development of progressive clonal aberration.
Calculations based on this model (47) are consistent
with observed cancer incidence data.
General Predictions of the model
This theoretical scenario of the process of
carcinogenesis makes certain predictions that are
consistent with the observed facts including:
 Since the proposed derangement affects the
mechanism of vertical transmission, cancer will
not occur in non-proliferating cells (e.g. CNS)
and will be rare in slowly proliferating cell
populations (e.g. muscle). Moreover, cancer
incidence in susceptible tissues will be
influenced by the relative proliferation rate (e.g.
pre- and post-menopausal breast cancer)(48).
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All malignancies and pre-malignant tissue will
manifest abnormalities of DNA methylation
(49,50).
 Malignant and pre-malignant cells will exhibit
chromatin abnormalities(51).
 Malignant and pre-malignant cells will exhibit
divergent clonal evolution (52).
 Malignant and pre-malignant cells will exhibit
uncoordinated and deranged metabolism with
expression of genes associated with earlier
developmental stages or of other tissue,
manifested as slow growth and structural
abnormalities (recognisable cytologically as
bizarre cells).
 There will be no general immunological
recognition of the anomalous proteins expressed
by malignant and pre-malignant cells since they
belong to the class of self-antigens.
The overall concept is consonant with long-held ideas
regarding the nature of cancer including dedifferentiation, cancer stem-cells and expression of
embryological characteristics (53).
Acknowledgements
I thank my colleagues in the Quintox Group for
useful discussions and encouragement. The work of
the Totteridge Institute for Advanced Studies is
supported by a generous grant from the Melanoma
Research Society.
Abbreviations
DNMT DNA methyltransferase;
HDAC histone deacetylase;
HP1 heteroprotein 1;
HPV human papilloma virus;
LSH lymphoid-specific helicase;
PCNA proliferating cell nuclear antigen;
RBBP retinoblastoma-binding protein;
SP
specificity protein;
UHRF ubiquitin-like and RING finger domain;

References
1. Muir’s Textbook of Pathology 15th Edition. Boca Raton FL: CRC Press. 2014.
2. Lande-Diner L, Cedar H. Silence of the Genes – mechanisms of long term repression. Nat Rev Genet.
2005 Aug; 6(8):648-54. doi:10.1038/nrg1639.
3. Loeb LA, Springgate CF, Battula N. Errors in DNA replication as a basis of malignant changes. Cancer
Res. 1974 Sept; 34: 2311-21.
4. Riley PA. Is the initial event in carcinogenesis an enhancement of the mutation rate? Free Radic Res
Commun. 1990;11(1-3):59-63.
5. Riley PA. Failure of fidelity of vertical transmission of epigenetic patterning as the basis of cancer.
Melanoma Res. 2014 Oct;24(5):424-7. doi: 10.1097/CMR.0000000000000100.
- 284 -

Cancer Research Frontiers. 2015 Sep; 1(3): 280-287. doi: 10.17980/2015.280

Perspective

6. Mayer W, Niveleau A, Walter J, Fundela R, Haaf T. Demethylation of the zygotic paternal genome.
Nature. 2000 Feb 3;403(6769):501-2. doi:10.1038/35000654.
7. Oswald J, Engemann S, Lane N, Mayer W, Olek A, Fundele R, et al. Active demethylation of the paternal
genome in the mouse zygote. Curr Biol. 2000 Apr 20;10(8):475-8. doi: 10.1016/S0960-9822(00)00448-6.
8. Reik W. Stability and flexibility of epigenetic gene regulation in mammalian development. Nature. 2007
May 24;447(7143):425-32. doi:10.1038/nature05918.
9. Sasaki H, Matsui Y. Epigenetic events in mammalian germ-cell development: reprogramming and
beyond. Nat Rev Genet. 2008 Feb;9(2):129-40. doi: 10.1038/nrg2295.
10. Okano M, Bell DW, Haber DA, Li E. DNA methyltransferases Dmnt3a and Dmnt3b are essential for de
novo methylation and mammalian development. Cell. 1999 Oct 29;99(3):247-57. doi: 10.1016/S00928674(00)81656-6.
11. Guenther MG, Levine SS, Boyer LA, Jaenisch R, Young RA. A chromatin landmark and transcription
initiation at most promoters in human cells. Cell. 2007 Jul 13;130(1):77-88. doi:
10.1016/j.cell.2007.05.042.
12. Ooi SK, Qiu C, Bernstein E, Li K, Jia D, Yang Z, et al. DNMT3L connects unmethylated lysine 4 of
histone H3 to de novo methylation of DNA. Nature. 2007 Aug 9;448(7154):714-7. doi:
10.1038/nature05987.
13. Jackson-Grusby L, Beard C, Possemato R, Tudor M, Farnborough D, Csankovszki G, et al. Loss of
genomic methylation causes p53-dependent apoptosis and epigenetic deregulation. Nat Genet. 2001
Jan;27(1):31-9. doi:10.1038/83730.
14. Lee TI, Jenner RG, Boyer LA, Guenther MG, Levine SS, Kumar RM, et al. Control of development
regulators by polycomb in human embryonic stem cells. Cell, 2006, 125, 301-313. doi:
10.1016/j.cell.2006.02.043.
15. Cao R, Wang L, Wang H, Xia L, Erdjument-Bromage H, Tempst P, et al. Role of histone H3 lysine 27
methylation in Polycomb –group silencing. Science. 2002 Nov 1;298(5595):1039-43.
DOI:10.1126/science.1076997.
16. Pesce M, Scholer HR. Oct-4: control of totipotency and germline determination. Mol Reprod Dev. 2000
Apr;55(4):452-7.
17. Fuhrmann G, Chung AC, Jackson KJ, Hummelke G, Baniahmad A, Sulter J, et al. Mouse germline
restriction of Oct 4 expression by germ cell nuclear factor. Dev Cell. 2001 Sep;1(3):377-87. doi:
10.1016/S1534-5807(01)00038-7.
18. Feldman N, Gerson A, Fang J, Li E, Zhang Y, Shinkai Y, et al. G9a-mediated irreversible epigenetic
inactivation of Oct-3/4 during early embryogenesis. Nat Cell Biol. 2006 Feb;8(2):188-94.
doi:10.1038/ncb1353.
19. Epsztejn-Litman S, Feldman N, Abu-Remaileh M, Shufaro Y, Gerson A, Ueda J, et al. De novo DNA
methylation promoted by G9a prevents reprogramming of embyologically silenced genes. Nat Struct Mol
Biol. 2008 Nov;15(11):1176-83. doi: 10.1038/nsmb.1476.
20. White EJ, Emanuelsson O, Scalzo D, Royce T, Fosak S, Oakeley EJ, et al. DNA replication-timing
analysis of human chromosome 22 at high resolution and different developmental states. Proc Natl Acad
Sci U S A. 2004 Dec 21;101(51):17771-6. doi: 10.1073/pnas.0408170101.
21. Goren A, Cedar H. Replicating by the clock. Nat Rev Mol Cell Biol. 2003 Jan;4(1):25-32. doi:
10.1038/nrm1008.
22. Eden S, Hashimshony T, Keshet I, Thome AW, Cedar H. DNA methylation models histone acetylation.
Nature. 1998 Aug 27;394(6696):842. doi:10.1038/29680.
23. Davey C, Pennings S, Allan J. CpG methylation remodels chromatin structure in vitro. J Mol Biol. 1997
Mar 28;267(2):276-88. doi: 10.1006/jmbi.1997.0899.
24. Lucchini R, Sogo JM. Replication of transcriptionally active chromatin. Nature. 1995 Mar
16;374(6519):276-80. doi:10.1038/374276a0.
25. Law JA, Jacobsen SE. Establishing, maintaining and modifying DNA methylation patterns in plants and
animals. Nat Rev Genet. 2010 Mar;11(3):204-20. doi: 10.1038/nrg2719.
26. Kim JK, Samaranayake M, Pradhan S. Epigenetic mechanisms in mammals. Cell Mol Life Sci. 2009
Feb;66(4):596-612. doi: 10.1007/s00018-008-8432-4.
27. McCabe MT, Davis JN, Day ML. Regulation of DNA methyltransferase 1 by the pRb/E2F1 pathway.
Cancer Res. 2005 May 1;65(9):3624-32. doi: 10.1158/0008-5472.CAN-04-2158.
- 285 -

Cancer Research Frontiers. 2015 Sep; 1(3): 280-287. doi: 10.17980/2015.280

Perspective

28. Chuang LS, Ian HI, Koh TW, Ng HH, Xu G, Li BF. Human DNA-(cytosine-5) methyltransferase-PCNA
complex as a target for p21WAF1. Science. 1997 Sep 26;277(5334):1996-2000.
DOI:10.1126/science.277.5334.1996.
29. Bostick M, Kim JK, Estève PO, Clark A, Pradhan S, Jacobsen SE. UHRF1 plays a role in maintaining
DNA methylation in mammalian cells. Science. 2007 Sep 21;317(5845):1760-4.
DOI:10.1126/science.1147939.
30. Dennis K, Fan T, Geiman T, Yan O, Muegge K. LSH, a member of the SNF2 family, is required for
genome-wide methylation. Genes Dev. 2001 Nov 15;15(22):2940-4. doi: 10.1101/gad.929101.
31. Jones PL, Veenstra GJC, Wade PA, Vermaak D, Kass SU, Landsberg N, et al. Methylated DNA and
MeCP2 recruit histone deacetylase to repress transcription. Nat Genet. 1998 Jun;19(2):187-91.
doi:10.1038/561.
32. Suzuki MM, Bird A. DNA methylation landscapes: provocative insights from epigenomics. Nat Rev
Genet. 2008 Jun;9(6):465-76. doi: 10.1038/nrg2341.
33. Weber M, Schubeler D. Genomic patterns of DNA methylation: targets and function of an epigenetic
marker. Curr Opin Cell Biol. 2007 Jun;19(3):273-80. doi: 10.1016/j.ceb.2007.04.011.
34. Jackson-Grusby L, Beard C, Possemato R, Tudor M, Fambrough D, Csankovszki G, et al. Loss of
genomic methylation causes p53-dependent apoptosis and epigenetic deregulation. Nat Genet. 2001
Jan;27(1):31-9. doi:10.1038/83730.
35. Lande-Diner L, Zhang Y, Ben-Porath I, Amariglio N, Keshet I, Hecht M, et al. Role of DNA methylation
in stable gene repression. J Biol Chem. 2007 Apr 20;282(16):12194-200. doi:10.1074/jbc.M607838200.
36. Kapoor A, Goldberg MS, Cumberland LK, Ratnakumar K, Segura MF, Emanuel PO, et al. The histone
variant macroH2A suppresses melanoma progression through rehgulation of CDK8. Nature. 2010 Dec
23;468(7327):1105-9. doi: 10.1038/nature09590.
37. Muller PAJ, Vousden KH. Mutant p53 in Cancer: New Functions and Therapeutic Opportunities. Cancer
Cell. 2014 Mar 17;25(3):304-17. doi: 10.1016/j.ccr.2014.01.021.
38. Nevins JR. The Rb/E2F pathway and cancer. Hum Mol Genet. 2001 Apr;10(7):699-703. doi:
10.1093/hmg/10.7.699.
39. Lin SC, Skapek SX, Lee EY. Genes in the RB pathway and their knockout in mice. Semin Cancer Biol.
1996 Oct;7(5):279-89. doi: 10.1006/scbi.1996.0036.
40. Lin RK, Wu CY, Chang JW, Hsu HS, Chen CY, Lu YY, et al. Dysregulation of p53/Sp1 control leads to
DNA methyltransferase-1 overexpression in lung cancer. Cancer Res. 2010 Jul 15;70(14):5807-17. doi:
10.1158/0008-5472.CAN-09-4161.
41. Yu D-H, Waterland RA, Zhang P, Schady D, Chen M-H, Guan Y, et al. Targeted p16 lnk4a epimutation
causes tumorigenesis and reduces survival in mice. J Clin Invest. 2014 Sep;124(9):3708-12. doi:
10.1172/JCI76507.
42. Jimenez-Wences H, Peralta-Zaragoza O, Fernandez-Tilapa G. Human papilloma virus, DNA methylation
and microRNA expression in cervical cancer. Oncol Rep. 2014 Jun;31(6):2467-76. doi:
10.3892/or.2014.3142.
43. Leonard SM, Wei W, Collins SI, Pereira M, Diyaf A, Constandinou-Williams C, et al. Oncogenic human
papillomavirus imposes an instructive pattern of DNA methylation changes which parallel the natural
history of cervical HPV infection in young women. Carcinogenesis. 2012 Jul;33(7):1286-93. doi:
10.1093/carcin/bgs157.
44. Burgers WA, Blanchon L, Pradhan S, de Launoit Y, Kouzarides T, Fuks F. Viral oncoproteins target the
DNA methyltransferases. Oncogene. 2007 Mar 8;26(11):1650-5. doi:10.1038/sj.onc.1209950.
45. Hanahan D, Weinberg RA. The hallmarks of cancer. Cell. 2000 Jan 7;100(1):57-70. doi: 10.1016/S00928674(00)81683-9.
46. Berenblum L. Carcinogenesis as a Biological Problem. New York: Elsevier Press. 1974.
47. Riley PA. Age-specific Incidence of Malignancy in Relation to the Epigenetic Model of Cancer
Progression. Fract. Geom. Num. Anal. Med. Biol., 2015, 1(3). In press
48. Surakasula A, Nagarjunapu GC, Raghavaiah KV. A comparative study of pre- and post-menopausal
breast cancer: Risk factors, presentation, characteristics and management. J Res Pharm Pract. 2014
Jan;3(1):12-8. doi: 10.4103/2279-042X.132704.
49. Baylin SB, Jones PA. A decade of exploring the caner epigenome: biological and translational
implications. Nat Rev Cancer. 2011 Sep 23;11(10):726-34. doi: 10.1038/nrc3130.
- 286 -

Cancer Research Frontiers. 2015 Sep; 1(3): 280-287. doi: 10.17980/2015.280

Perspective

50. Fukushige S, Horii A. DNA Methylation in Cancer: A Gene Silencing Mechanism and the Clinical
Potential of its Biomarkers. Tohoku J Exp Med. 2013;229(3):173-85. doi.org/10.1620/tjem.229.173.
51. Baylin SB, Esteller M, Rountree MR, Bachman KE, Schuebel K, Herman JG. Aberrant patterns of DNA
methylation, chromatin formation and gene expression in cancer. Hum Mol Genet. 2001 Apr;10(7):68792. doi: 10.1093/hmg/10.7.687.
52. Nowell PC. The clonal evolution of tumor cell populations. Science. 1976 Oct 1;194(4260):23-8.
DOI:10.1126/science.959840.
53. Markert CL. Neoplasia: A disease of cell differentiation. Cancer Res. 1968 Sep;28(9):1908-14.

- 287 -

