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Abstract: The dominant pathogenic model, somatic mutation theory (SMT), considers carcinogenesis
as a ‘genetic accident’ due to the accumulation of ‘stochastic’ DNA mutations. This model was
proposed and accepted by the scientific community when cancer mainly affected the elderly, but
it does not explain the epidemiological observation of the continuous increase in cancer incidence
among children and young adults. Somatic mutation theory has been proposed for a revision based
on the emerging experimental evidence, as it does not fully address some issues that have proven to
be crucial for carcinogenesis, namely: the inflammatory context of cancer; the key role played by the
stroma, microenvironment, endothelial cells, activated macrophages, and surrounding tissues; and the
distorted developmental course followed by the neoplastic tissue. Furthermore, SMT is often not able
to consider either the existence of specific mutations resulting in a well-defined cancer type, or a clear
relationship between mutations and tumor progression. Moreover, it does not explain the mechanism
of action of the non-mutagenic and environmental carcinogens. In the last decade, cancer research
has highlighted the prominent role of an altered regulation of gene expression, suggesting that
cancer should be considered as a result of a polyclonal epigenetic disruption of stem/progenitor cells,
mediated by tumour-inducing genes. The maternal and fetal exposure to a wide range of chemicals
and environmental contaminants is raising the attention of the scientific community. Indeed, the most
powerful procarcinogenic mechanisms of endocrine disruptors and other pollutants is linked to
their potential to interfere epigenetically with the embryo-fetal programming of tissues and organs,
altering the regulation of the genes involved in the cell cycle, cell proliferation, apoptosis, and other
key signaling pathways. The embryo-fetal exposure to environmental, stressful, and proinflammatory
triggers (first hit), seems to act as a ‘disease primer’, making fetal cells and tissues more susceptible
to the subsequent environmental exposures (second hit), triggering the carcinogenic pathways.
Furthermore, even at the molecular level, in carcinogenesis, ‘epigenetics precedes genetics’ as global
DNA hypomethylation, and the hypermethylation of tumor suppressor genes are common both in
cancerous and in precancerous cells, and generally precede mutations. These epigenetic models may
better explain the increase of cancer and chronic/degenerative diseases in the last decades and could
be useful to adopt appropriate primary prevention measures, essentially based on the reduction of
maternal-fetal and child exposure to several procarcinogenic agents and factors dispersed in the
environment and in the food-chains, as recently suggested by the World Health Organization.
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1. Introduction
It is well known that prenatal life is not fully protected in the uterus. However, it is only over
the last decade that research has been focusing on the mechanisms and modalities of maternal and
fetal exposure to a wide range of chemicals (i.e., endocrine disruptors), physical factors (such as
ionizing radiations), and biological agents (i.e., viruses) that may induce potentially adaptive and
predictive epigenetic modifications in the embryo-fetal genome, thus interfering with the programming
of tissues and organs in an often irreversible way. Embryo-fetal cells are, by definition, epigenetically
plastic. Indeed, it is during embryo–fetal development that trillions of cells that will constitute
our body differentiate, acquiring their own specific epigenetic program based on the information
reaching the fetus. Several studies have already documented that hundreds of epi-genotoxic molecules,
present in the placentas and umbilical cords, interfere with cell and tissue programming. This field
of investigation supports the Developmental Origins of Health and Disease theory (DOHaD), based
on the concept that the ‘early life environment’ has remarkable consequences for the adult health [1].
In particular, it is suggested that fetal cells might undergo reactive epigenetic changes, which represent
potentially adaptive-defensive responses to environmental factors (fetal programming). This could also
account for the current, unremitting increase of endocrine–metabolic, cardiovascular, immunological,
neurodevelopmental, and neurodegenerative diseases (epidemiological transition) [2]. Paradoxically,
cancer has not been studied so far in this perspective, because of a dominant pathogenic model,
the so-called somatic mutation theory (SMT), which considers cancer a sort of ‘genetic accident’
due to the accumulation of stochastic mutations. This model was proposed and accepted by the
scientific community when cancer generally affected old people, but it does not fit anymore with the
epidemiological observation of cancer’s significant increase in small children and young adults [3].
Usually, when a theoretical model based on simple assumptions (such as the theory of the accumulation
of stochastic mutations during life) is no longer able to explain the observed phenomena, it is time to
move towards new theories, by introducing new variables based on the emerging evidence. In this
perspective, as we will see, cancer could be much better explained as an ‘epigenetic disease’. Indeed,
infant cancer has registered one of the highest increase in incidence among all age groups and could
represent the most emblematic consequence of a distorted fetal programming, showing peculiar
characteristics also at the molecular level.
1.1. Reconsidering the Dominant Neo-Darwinian Model of Cancer
For almost half a century, the so-called somatic mutation theory has been the dominant paradigm
to explain carcinogenesis and, in particular, the development of tumors related to environmental
exposures (environmental carcinogenesis). According to this theory, cancer is considered a genetic
accident, resulting from the progressive accumulation of random (stochastic) mutations of DNA [4].
Some authors have already pointed out that this molecular model is the transposition of the
Neo-Darwinian paradigm [5] (which has dominated the field of evolutionary biology for over a
century) within the biomedical field. The Neo-Darwinian paradigm is precisely based on the idea
that the appearance of new species (macro-evolution) is the product of stochastic DNA mutations
(microevolution) producing advantages (fitness) and being ‘rewarded’ by natural selection. In the field
of carcinogenesis, instead of considering organisms and populations, scientists consider neoplastic
cells as wrongly evolving entities inside a multicellular organism [6]. At this point, it is important
to underline that, within the Neo-Darwinian model, mutations are supposed to emerge—usually
in accidental way—in the single genome, while natural selection operates on phenotypes (i.e.,
populations). The formation of a new species does not actually require the development of new
genes, but it only requires the accumulation of mutations within existing genes. Yet, it is natural
selection, operating on the medium-long term, which guides the evolutionary process.
It is not the purpose of this work to address the main criticisms to the Neo-Darwinian model. It is
enough to point out that some authoritative philosophers of science have already denied the scientific
validity of such a theory, largely based on the pure concept of ‘natural selection’. Some evolutionary
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biologists and geneticists have focused their criticisms of Neo-Darwinism on what they saw as
“unrealistic, ‘atomistic’ models of both gene selection and trait evolution” [7]. Other scientists put
at the center of the scene the basic molecular variations (genetic, epigenetic, and genomic) and the
modalities of their formation, as in the absence of variations, natural selection would have nothing to
act upon [8].
With regard to the most recent evolutionary theories, we can discuss the so-called Evo-Devo
theory (evolutionary–developmental biology), which analyzes the structure of the genome, in particular
the embryonic and fetal ones (epigenetically extremely plastic), from an evolutionary perspective.
It hypothesizes that some epigenetic modifications of the genes controlling the early embryonic
development (in particular the so-called master genes, remarkably conserved in evolution from
insects to mammals) would give rise to new characteristics in the adult phenotype, eventually being
transmitted to the descendants [9]. It is important to stress the revolutionary significance of this
theory that, according to many biologists, transcends the narrow horizon of the Neo-Darwinian theory.
Indeed, the Evo–Devo theory reconnects, after decades of separation, embryology (developmental
biology/ontogeny) and evolutionary biology (phylogeny). Moreover, it reverses the traditional
‘theory of recapitulation’—generally defined by Ernst Haeckel’s sentence “ontogeny recapitulates
phylogeny”—proposing ontogeny (namely embryonic development) as a sort of laboratory of
evolution, where nature tests new and different living forms (morphogenesis). It is important to
note that, according to this, the appearance of new characters within a population and even the advent
of new species would not require changes in the sequence of genes (mutations) but could derive from
simple changes in their regulation (epimutations) [10]. It should be clear that, in this perspective,
the focus of the evolutionary process shifts towards genomic ‘variations’ and the direct production
of new characteristics. This overshadows natural selection, which is a sort of deus ex machina in the
Darwinian paradigm, while for its opponents it is the weak point of the model.
1.2. Weak Points of the Somatic Mutation Theory and Contribution of Epigenetics in Better
Understanding Carcinogenesis
With specific regard to the issue of carcinogenesis, the SMT model has been criticized for
decades [11], and requires a revision based on new experimental studies [12]. Indeed, the SMT
fails to recognize the role of inflammation in carcinogenesis [13], and the key role played not only by
the stroma [14], the microenvironment [15], endothelial cells [16], activated macrophages [17], and
surrounding tissues [18], but also the distorted developmental course followed by the neoplastic
tissue [19]. Furthermore, SMT is often not able to prove either the existence of specific mutations
resulting in a well-defined neoplastic type [20], nor a clear relationship between mutations and tumor
progression [21]. Moreover, the SMT does not clarify the action of non-mutagenic carcinogens [22],
the unpredictability of tumor phenotypes, and the carcinogenic process itself [23]. Lastly, it is
noteworthy that some benign tumors, such as lipomas and adenomas, are characterized by a significant
number of mutations coinciding with those typical of the homologous neoplastic forms, liposarcomas
and adenocarcinomas [24].
Instead, in the last decade, cancer research has highlighted the prominent role of an altered
epigenetic regulation of gene expression [25]. Feinberg et al. had already suggested, in 2006, that
epigenetics and genetics should be combined to achieve a better understanding of cancer as a result of
“a polyclonal epigenetic disruption of stem/progenitor cells, mediated by tumor-progenitor gene” [21].
In general, we can say that epigenetics precedes genetics in carcinogenesis. Actually, in cancerous
and precancerous cells, global DNA hypomethylation (particularly of regulatory sequences) leads to
genomic instability, loss of imprinting (LOI) [26], activation and mobilization of retrotransposons [27],
transcription of proto-oncogenes [28] and genes encoding proteins involved in genomic instability [29],
and metastasis [30]. Still, the hypermethylation of the promoter sequences of various tumor suppressor
genes (TSGs) causes their transcriptional silencing [31]. Moreover, recent cancer genome analyses
have identified an impressive number of epigenetic enzymes that are deregulated in many types of
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cancer [32], whereas most miRNAs have different profiles in cancer compared with normal tissues and
may act as oncogenes and tumor suppressors [33].
Bert Vogelstein conceived some of the most well-known and universally accepted formulations of
the SMT model, according to which, the progressive accumulation of random ‘driver mutations’ of
specific genes that control the cell cycle, proliferation, and programmed cell death (proto-oncogenes,
tumor suppressor genes, and caretaker and gatekeeper genes), causes a deregulation of some key
molecular pathways and the neoplastic transformation [34]. It is on this basis that cancer has still
been recently framed as a genetic accident [35]. One of the most, if not the most cited articles
concerning the SMT model is the that by Hannah and Weinberg, concerning the so-called ‘hallmarks of
cancer’. Starting from the basic concept of the stochastic driver mutations in oncogenes and/or tumor
suppressor genes, these authors enumerate a series of functional modifications typical of the neoplastic
clone, namely: the insensitivity to growth-inhibitory (antigrowth) signals, the tendency to proliferate
even in the absence of specific growth signals, the ability to evade apoptosis and to produce its own
vascular system (angiogenesis), and the tendency to colonize the whole organism (metastasis) [36].
About ten years later, the same authors have expanded the list of hallmarks of cancer [37], and other
scientists have further enriched their basic scheme by proposing a series of ‘metabolic hallmarks’,
which are specific to the cell and the neoplastic clone [38].
One of the most intriguing criticisms of this model was proposed by a molecular biologist,
Yuri Lazebnik, who pointed out that almost all of the hallmarks proposed by Hannah and Weinberg
are not specific for cancer, being present in most of the benign tumors and in systemic inflammatory
diseases, such as psoriasis and mononucleosis [39]. The only true hallmark of cancer is the most
dangerous one, which usually determines the death of the organism itself, the tendency to metastasize.
This criticism is highly relevant, as the metastatic process, rather than being the product of specific
DNA mutations, is the consequence of the reactivation of an embryo-fetal program that allows
cells to change their epigenetic layout. This allows neoplastic cells to convert themselves from
stable epithelial cells into mesenchymal cells, capable of migrating to other body sites (epitelial
mesenchimal transition—EMT). Moreover, both the embryonic and the neoplastic cells, once they
have reached the destination site, tend to acquire a further molecular pathway (specular to the
previous one), which allows them to regain their original epigenetic program and to anchor to the
new tissue (mesenchimal epithelial transition—MET) [40]. The meaning of this should be evident;
the most important and typical molecular and functional modifications induced by the neoplastic
process are not the result of stochastic DNA mutations, but of the regain of specific epigenetic
modifications, typical of the embryo-fetal period. In this context, it is also interesting to note
that other fundamental characteristics of the neoplastic cell, such as the activation of the mobile
sequences [41], the oncogenes [42], and the telomerases that contribute to the immortalization of
the neoplastic cells [43] are not the result of DNA mutations, but of epigenetic modifications typical
of the embryo–fetal period. Furthermore, the activation of Long Interspersed Element-1 (LINE-1)
retrotransposon increases the risk of epithelial–mesenchymal transition and metastasis [44]. Despite all
of this evidence, the majority of scientists persist in their efforts to find the driver mutations that trigger
both cancer and metastasis. A complex evolutionary molecular approach (rigorously Darwinian) has
been developed to study, without too much success so far, the sequential progression of mutations [45].
Surprisingly, the mutations potentially associated with metastasis do not appear late, as was expected
in the context of the SMT theory [46]. On the contrary, it seems increasingly clear that the appearance
of the ‘driver mutations’ is not only typical of the initial phases, but also occurs in the subsequent
phases of the neoplastic process [47].
The literature discussed so far questions the basic concepts of the current carcinogenic paradigm,
based on SMT and cancer hallmarks. In the following section, we will argue that the adoption of an
Evo–Devo model could allow us to move in a decisive step towards understanding carcinogenesis.
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1.3. Towards an Evo–Devo Model in Carcinogenesis
In the middle of the 19th century, some German pathologists of Virchow’s entourage had already
noticed that neoplastic cells appeared, under a light microscope, very similar to embryonic cells.
The pathologist had already assumed cancer to be an ontogenetic process gone away, starting from
ectopic embryonic cells, or from embryonic residues, which—not having correctly completed the
entire migratory path up to the definitive sites—received molecular signals from the surrounding
tissues different from those necessary for their terminal differentiation, thus differentiating in abnormal
way [48].
The model proposed by the 19th century pathologists found conclusive proofs from the studies
concerning teratocarcinomas, which are neoplasms that develop from germ cells trapped in their
migratory path, usually in the abdomen, therefore receiving ectopic molecular signals and undergoing
uncontrolled proliferation. The result is a kind of dysontogenic draft of the whole organism, as the
product of a distorted developmental path. Owing to this, teratocarcinomas are composed of tissues
deriving from all the three of the embryonic layers of cells, the ectoderm, the endoderm, and the
mesoderm (thyroid tissue, dental sketches, bone tissue, cartilage, muscle, etc.) [49].
At this point, we can ask the following: Is it possible to adopt such a ‘dysontogenic model’
in the field of carcinogenesis? Is it also possible to hypothesize and demonstrate that other
neoplasms, particularly those characteristic of early childhood (which are dramatically increasing
in recent decades), instead of being the result of a slow accumulation process of stochastic
DNA mutations, recognize an epigenetic (and dysontogenic) origin in the embryo–fetal period?
This has already been proven, not only for cancer types deriving from embryonic drafts—such
as neuroblastoma, rabdiomiosarcoma, retinoblastoma, and nefroblastoma (better known as Wilms
tumor)—but also for some tumors typical of adulthood, such as vaginal adenocarcinoma, breast
carcinoma, and leiomyosarcoma.
We did not choose these three neoplasms by chance, and it is certainly not accidental that the
cancer types that have already been demonstrated to have dysontogenic origins are the neoplasms of
the endocrine system. Actually, scientists hypothesized a dysontogenic/embryo–fetal origin for these
cancers in the context of the research concerning maternal and fetal exposure to epigenotoxic molecules.
The latter represent procarcinogenic rather than mutagenic substances, belonging to the increasingly
wider category of endocrine disruptors, which are mimetic molecules able to interfere in the adult on
the endocrine system and to act—in the embryo or in the fetus—as morphogens or signal molecules
that interfere with the differentiation processes and the right development of the organism in the very
first steps of life. The first emblematic case of a possible dysontogenic and therefore carcinogenic action
certainly was the DES-tragedy (diethylstilbestrol). Diethylstilbestrol (DES) was a synthetic nonsteroidal
estrogen, advertised as “completely safe” for everyone, including mother and child, “even during
pregnancy”, and was administered from 1940 to 1971 to hundreds of thousands of pregnant women.
Unfortunately, DES was revealed to be a powerful transgenerational endocrine disrupter, causing the
onset of urogenital malformations and of very rare vaginal adenocarcinomas in the daughters of the
exposed women. Moreover, DES exposure determined a wide variety of developmental disturbances
in the offspring, including urogenital abnormalities, birth defects, infertility, altered gender behavior,
an increased risk for testicular cancer in ‘DES sons’, and for breast cancer after age 40, as well as
a significant increase of vaginal adenocarcinomas in ‘DES daughters’. In a recent update after a
40 year follow up, the association between prenatal DES exposure and clear cell adenocarcinoma
of the vagina and cervix was confirmed [50]. The teratogenic power of ionizing radiations and
that of some drugs and, more generally, their ability to interact, even at low doses, with the fetal
genome was already known in the 1950s, thanks to the studies (initially unfairly criticized) of Alice
Stewart [51]. In more recent years, Lorenzo Tomatis experimentally demonstrated the direct link
between the in utero exposure to DES of pregnant rats and the onset of (otherwise very rare) vaginal
adenocarcinomas in unexposed offspring, including in the second and third generations [52]. On this
basis, Tomatis also hypothesized that some childhood tumors could be the consequence of prenatal
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exposure to procarcinogenic chemicals [53]. In those years, epigenetics was only a theory and it
was not even possible to hypothesize the molecular mechanisms originating the unexpected cases of
transgenerational transmission of carcinogenic risk. Only after decades could scientists demonstrate
that DES is a powerful endocrine disruptor that interferes with the expression of several uterine genes
involved in tissue patterning, such as Wnt7a [54], Hoxa9, Hoxa10, and Hoxa11 [55], contributing to
changes in the tissue architecture and morphology. The DES tragedy not only showed for the first
time, the effects and, at least in part, the transgenerational carcinogenic mechanisms of a drug, but also
documented that this could happen by altering the fetal programming of tissues and organs. We could
also hypothesize that, within this model, the first hit in the process of carcinogenesis (tumor initiation)
might occur already in utero. In the following years, scientists have shown that in utero exposure to
DES can upturn the penetrance of a defective suppressor gene, while a second exposure (second hit) to
analogous molecules could trigger the second step (tumor promotion) of the neoplastic process [56].
Moreover, the in utero exposure to endocrine disruptors predisposes both to neoplastic forms and
to genitourinary malformations. This proves that the implicated molecular mechanisms are, at least
in this early period of life, essentially epigenetic, and also that they are capable of perturbing cell
differentiation and tissue development (fetal programming).
An important confirmation of the morphogenetic and carcinogenic potential of endocrine
disruptors came from the studies that demonstrated that both TCDD [57] (the so-called Seveso dioxin
recognized by the International Agency for Research on Cancer (IARC) as a potent carcinogen [58])
and PCBs [59] act in the fetus by altering the development of the mammary gland. The mammary
gland is an organ characterized by a high degree of plasticity due to the various conformations and
functions that it must fulfill across life and, particularly, during lactation [60]. It is not surprising that
the tumors most directly related to endocrine disruptors, breast [61] and prostate cancer [62], have
been among the most rapidly increasing in the world in the last few decades.
Bisphenol-A (BPA) is another endocrine-disrupting chemical that can induce persistent epigenetic
changes in the fetus, mainly in the developing uterus and breast. The molecular mechanisms by which
epigenetic alterations would produce an increased risk of breast neoplasia after in utero exposure
both to DES and BPA have been recently illustrated [63]. A model summarizing the main pathways
potentially involved in the BPA action in prostate cancer was proposed by Di Donato et al., as
follows: BPA could stimulate androgen receptor (AR)- and estrogen receptor (ER)-mediated gene
transcription, contributing either to the enhancement or inhibition of cell proliferation. This could
occur through epigenetic modifications such as those associated with the abnormal activity of
histone-modifying enzymes (sirtuins, LSD/KDM lysine-demethylases), recruited to chromatin by
steroidal receptors [64]. Santangeli et al. also proposed that the effects of BPA on female reproductive
function could involve an epigenetic mechanism. The inhibitory action of BPA on the ovary could
be due to its capacity to down-regulate the expression of luteinizing hormone/choriogonadotropin
receptor (LHCGR), both decreasing and increasing H3K4me3 and H3K27me3, and interfering with
DNMTs [65]. In conclusion, the most powerful procarcinogenic endocrine disruptors (molecules
increasingly widespread throughout the whole ecosphere and in all food chains), seem to interfere
epigenetically with the embryo-fetal programming of tissues and organs [66], thereby altering the
regulation of genes involved in cell cycle, cell proliferation, apoptosis, and other key signaling
pathways [67], rather than inducing stochastic mutations.
1.4. Environmental Exposures and Carcinogenesis
It has been demonstrated that small amounts of toxic pollutants, ionizing radiation, and possibly
electromagnetic fields (EMFs) and their synergic action [68] may interfere with the epigenetic
programming of fetal cells and tissues, which is one of the main causes of the continuous increase of
chronic–degenerative, inflammatory, and neoplastic pathologies (DOHaD—Developmental origins
of Health and Diseases) [69]. As for ionizing radiation, a clear epidemiological confirmation came
from the KiKK study, which reported a 1.6-fold increase in solid cancers and a 2.2-fold increase in
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leukemia among children living within 5 km of all German nuclear power stations, because of the
radionuclides released by reactors and incorporated by the gametes and/or directly by the fetuses
(as clearly suggested by the increase of ‘embryonic’ tumors). The most reliable hypothesis is that
the small quantities of radionuclides constantly emitted from the reactors had accumulated in the
food chains [70]. For this reason, the increase was not recorded in the first generation exposed, but in
subsequent generations. According to some authors, something similar is happening all over Europe
after the Chernobyl accident. Also, in this case, the most probable mechanism could be represented
by the epigenetic marks found in the gametes and transmitted from one generation to the next [71].
In addition to the increased incidence of thyroid cancers in the children not directly exposed, as a
result of the exposure of the parental gametes [72], further evidence came from the observation that
high rates of microsatellite mutations were observed in the children of the Chernobyl liquidators [73].
This also demonstrates that an epigenetic dysregulation underlies radiation-induced transgenerational
genome instability [74]. Recently, Wakeford reviewed more than 30 studies worldwide, and confirmed
the risks of exposure to radiation in utero (that is, the radiosensitivity of embryos and fetuses) [75].
1.5. Epidemiological Observations and Theoretical Models: The Epigenetic Paradigm Fits Better
What we have described so far needs a radical change, both in the dominant model of
carcinogenesis and in the current pathogenic models concerning the increasing chronic diseases
in the world. It is perhaps too early to propose this ‘dysontogenic model’ as the basic one to replace
the still dominant somatic mutation theory in the field of human carcinogenesis. Still, it is worthwhile
to propose some considerations regarding this complex issue.
Cancer prevalence has increased significantly worldwide over the past decades, becoming the
most common chronic and life-threatening pathology (it is universally known that about one person
out of two among the current inhabitants of our planet will develop sooner or later a malignant tumor).
Crucially, it is also spreading more rapidly among young people and especially among children and
adolescents [76], rather than in the elderly, as in the last century. These epidemiological trends would
already be sufficient to undermine the dominant paradigm, based on the theory of the accumulation of
stochastic mutations selected as advantageous for the cellular clone. Furthermore, the increase and
anticipation in the age of diagnosis is underway for many other chronic diseases—endocrine and
metabolic (the increase of obesity and type-2 diabetes is likely to be the biggest pandemic in human
history) [77], immuno-inflammatory (allergies, autoimmune diseases), neurodevelopmental disorders
(pervasive developmental disorders, schizophrenia, depression), and even neurodegenerative diseases
(especially, Alzheimer’s disease), for which an early epigenetic origin has been also assumed [78].
This observation is in full consonance with the theory of the fetal/epigenetic origins of adult diseases
(DOHaD), that in recent years, has been transformed from a pathogenic hypothesis to a general
theory allowing a unitary and convincing interpretation of the ongoing epidemiological transition. [2].
DOHaD has been able to link the increase of metabolic and cardiovascular pathologies to different
conditions of fetal distress (more and more frequently, as evidenced by the continuous increase in
placental alterations, stillbirths, and preterm births) [79].
We propose that adopting this new the paradigm would help us in understanding the
dramatic modifications in the incidence and prevalence of different forms of cancer, and above all,
the mechanisms by which an increasingly widespread early exposure to pollution may determine them.
A fundamental corollary of this is the inadequacy of the current approaches in the field of
environmental carcinogenesis. Indeed, if cancer and all other chronic inflammatory and degenerative
diseases are increasing around the world among young people, this is a result of the anticipation of
the exposure to the environmental factors that disturb the epigenetic programming in millions of
embryos and fetuses; traditional epidemiological and toxicological studies are not an adequate way
for studying and evaluating this phenomenon. The epidemiological studies present an important
limitation, because the most serious and widespread effects of this increasingly precocious exposure
are destined to manifest after decades and often only in the following generations [80]. For the
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toxicological studies, it is increasingly evident that the correlation between the exposure to toxic agents
and its effects should be reconsidered as the small doses are often—epigenetically—more dangerous
than the large ones (the critical windows of exposure being by far the most significant factor) [81].
Moreover, the real effects on the population will only be evident after decades (or even in future
generations).
2. Conclusions
The epigenetic paradigm for carcinogenesis represents a valuable model, which recognizes cancer
as a sometimes early (dysembryonic tumors), sometimes late consequence of a disrupted embryo-fetal
development. It would allow us to recognize at the origin of cancer, a sequence of reactive-adaptive
molecular and systemic mechanisms (potentially defensive) to multiple stressors perceived by the
organism as dangerous. As in other pathologies, the embryo-fetal exposure to environmental, stressful,
and proinflammatory triggers (first hit), seems to act as a ‘disease primer’, making fetal cells and tissues
more susceptible to the subsequent environmental exposures (second hit), triggering the carcinogenic
pathways. It is not uncommon that a better understanding of a pathology (and the related pathogenic
processes) allows for the comprehension of physiological processes. In this case, proposing a more
adequate carcinogenetic model would also contribute to unveiling the need for a paradigm shift in
biomedicine. Eventually, we could emphasize that such an epigenetic and reactive model could allow
us to adopt, also in the carcinogenic field, primary prevention strategies. These should be essentially
based on the reduction of maternal-fetal and child exposure to several procarcinogenic agents and
factors dispersed in the environment (as recently suggested by the World Health Organization) and in
the food-chains, that seem to be at the origin of the continuous increase of neoplastic, inflammatory,
and degenerative pathologies. The adoption of an epigenetic paradigm would also contribute to find
out innovative ‘informational’ therapeutic strategies [82], like those successfully adopted in some
highly malignant neoplastic diseases in early childhood [83].
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