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Abstract
The prevention of otherwise enhanced pro-apoptosis is signal targeting for the amplified MYC that induces powerful proliferation-prone
dysjunction between contrasting apoptosis and non-apoptosis as evident especially in the context of metabolic over activity and switching
to aerobic glycolysis of the Warburg phenomenon. It is the copy-number variability of amplified MYC that induces modulated non-apoptosis
that paradoxically is enhanced within contexts of increased protein synthesis and of hyper-proliferation of cells. Additionally, there evolves
the constitutive dimensions for transformation that opts for non-apoptosis of highly proliferative cells and of stem cells that are prevented to
undergo terminal differentiation.

Introduction
MYC constitutes an integrated panoramic reprogramming
agent that extensively controls the range of cell growth
factors, metabolic activities and also apoptosis induction. It is
widely activated in numerous cancer types in terms especially
of amplification of MYC that is expressed as copy-number
variation of the transcription factor. Micro-RNAs exert oncogenic
progression of various human malignancies and enhance cell
proliferation-associated protein expression, cyclin D1 and c-myc
[1].

Determined identification allows for the realization of
affected expression of hundreds of genes within the nuclear
compartment and permits integral response downstream of
the MYC pathways. Identification of oncogenic drivers could
guide targeted therapy of neoplasms [2]. Heat shock protein a8,
clusterin, and N-myc downstream-regulated gene 2 are involved
in abnormal cell division, proliferation and carcinogenesis of
liver cells during hepatocarcinogenesis [3]. Indeed, apoptosis is
induced particularly within a context of growth-stimulation of
cells throughout the body.
Such contrast effects allows identification of MYC as
constitutively active in practically all of the cells within the body
during development. Also, MYC allows a proliferation rather
than differentiation of stem cells and also of hematopoietic
progenitor cells. Sirtuin 1 is a member of the histone deacetylase
family and conceptually there is a distinct similarity between
tumorigenesis and cellular reprogramming with improved
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efficiency in the induced maintenance of the pluripotent state
[4].

Contextual Re-Constitution

Within such constitutive context, the essential amplification,
or more rarely translocation of the MYC gene, in oncogenesis
portrays the evolutionary conservation of the oncogenic
attributes of the MYC pathways. A potential molecular
mechanism in which the PIM 1 serine/threonine kinase family
member mediates crosstalk between signaling pathways
includes different Smad proteins and c-Myc which target
downstream transcription factors to trigger EMT [5]. In such
terms, permissive growth enhancement and proliferation of
affected cells promotes oncogenesis as related to ribosomal
biogenesis and of increased protein synthesis. A range of effects
of MYC targets the nucleolus in ribosomal biogenesis and also
enhanced open chromatin architecture of the nucleus with
increased susceptibility to transcription dynamics.
HOTAIR (HOX transcript antisense RNA) mediates
an oncogenic action of c-Myc that is essential for breast
carcinogenesis and is involved in self-renewal and proliferation
[6].

Loss of Integrating Functionality

Integrative dysfunction of amplified MYC contrasts cell
proliferation and growth with an apoptosis-inducing series
of protein-protein interactivities within contextual metabolic
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hyperactivities of protein synthesis and glucose utilization.
MUC13 contributes to rewiring of glucose metabolism in
pancreatic cancer and up-regulates the expression of Glut-1,
c-Myc and Bcl-2 that are implicated in glucose metabolism [7].
Apoptosis is referable dynamics in terms of the mitochondrial
membrane with an enhanced pro-apoptosis that is subject to
entry into the programmed cell death mechanistic pathways.
P-53 -regulated antioxidant signals are mediators of c-Myc
oncogenic functions in viral and non-viral lymphoid tumors and
also induce apoptosis as an intrinsic barrier against neoplastic
disorders [8]. Both caspase-dependent and caspase-independent
pathways in apoptosis induction are modulated by MYC and
these changes contrast with the also prevalent proliferation of
the affected cells.
A diverted series of induced pathway activities are
constitutive components of the developmental programs of
cells in general and these are highly conserved during evolution.
Only through a controlled interplay between metabolism,
extracellular stimuli, and intracellular signaling can successful
humour responses be mounted and alteration of this balance can
promote oncogenesis, as in B cells, including the involvement
of MYC and hypoxia-inducible factor 1-alpha [9]. MYC is one
the most common gene abnormalities in oncogenesis and
particularly implicates a loss of integrating dimensions of the
MYC gene pathways.

Metabolism

A strictly contextual conditioning of the metabolically
hyperactive cell as induced by MYC is also prone to apoptosis
and such scenario is propositionally constituted by an
amplification of the MYC gene situated within a desert region
of the DNA on chromosome 8. Single nucleotide variability is
distinctive among patients that develop cancer and is active
downstream in the MYC pathway. In such manner, the individual
tumor varies in discriminatory mode in individual patients,
and allows for a divergent series of pathway progressiveness.
Hyper-proliferation of cells is a major problem in osteosarcoma
and MicroRNA-204 is an essential regulator in carcinogenesis,
including osteosarcoma [10].
Dynamic realization incorporates apoptosis and antiapoptosis in a presumed equilibrium manner within various cell
types in the body, and is constitutive of stem cell biology in terms
particularly of cell proliferation. Hence, there emerges system
progressiveness that is both indicative and also dysfunctionally
reconstituted in oncogenesis. It is further to dys-equilibrium
dynamics that pro-apoptosis is context-realization in the
oncogenesis-promotion effects of amplified MYC action. Antiinflammatory drug resistance selectively promotes putative
cancer stem cells in genetically predisposed colon cancer [11].

Hyper-Proliferation

It would appear significant to consider the contrasting
milieu of proliferating cells as induced by amplified MYC to
proportionally implicate a series of both apoptotic and non002

apoptotic susceptibilities within the range of incident pathway
resolution or non-resolution. It is indeed in terms of such milieu
contrasts that oncogenesis emerges within the modulated
non-apoptosis that in turn operates to promote genomic
abnormalities as cells increase proliferative activity. Maternal
embryonic leucine zipper kinase (MELK) is a direct transcription
target of MYCN and MYC in neuroblastoma and MYCN increases
MELK expression via direct promoter binding [12].
Targeting of cells for oncogenesis is a primal dynamics of
induced modulation that generally implicates an imbalance
between non-apoptosis, growth and proliferation of cells and
metabolic hyperactivity with increased protein synthesis
and induced Warburg effect on carbohydrate metabolism.
Overactive MYC may cause miRNAs’ expression deregulation
through transcriptional and post-transcriptional mechanisms
and epigenetic alterations involving miRNAs dysregulation [13].

In such terms, overall modulation allows the interplay of
stem cells and also the constitutive series of cell types distributed
within the body. Besides MYC, other members of the MYC gene
family include MYCN and MYCL1 that specifically implicate also
neuronal-type cells as in neuroblastomas, and hematopoietic
cells or small cell lung carcinoma. c-Myc amplification-induced
cell cycle dysregulaion is common in oesophageal squamous
cell carcinogenesis and constitutes a therapeutic target by
JQ1 [14]. In such terms, therefore, constitutive dimensions
of reproduction of new cells allows for anti-apoptosis within
proliferating cells as dictated by loss of integrating functionality
of the MYC pathways. Micro-RNA activity is also modulated
by MYC and allows a permissive conditioning of translational
pathways of mRNA within further dimensional attempts at antiapoptosis formulation.

Translocation

In Burkitt’s lymphoma, there is 100% incidence of
translocation of the MYC gene that is entirely preserved in
integral structure and thus in conditions of preserved MYC
amplification/translocation. Propositional terms of reference
include the dimensional series of modulatory effects as wellprojected within systems of proliferation of cells and of proapoptosis; the latter is dysfunctionally unbalanced in terms of
dys-equilibtrium dynamics of non-apoptosis. It is to be realized
that MYC is implicated also in biogenesis of mitochondria
and hence influences such apoptosis/anti-apoptosis dysequilibrium. There is poor correlation of mutational landscapes
with phenotypes and this limits our understanding of
pathogenesis and metastasis of tumors such as pancreatic
ductal adenocarcinoma; different oncogenic gains and dosages
evolve along distinct evolutionary pathways with constrains
and contingencies that vary along defined routes to drive
oncogenesis [15].

Contrasting dys-Equilibrium in Transformation

Hence, there emerges a constitutive series of modulatory
roles for MYC that is especially susceptible to copy-number
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variability of the intact gene or of a less common translocation
series of changes that transform affected cells. It is further to
the essential constitutional dimensions of an intact MYC gene
that there is exposed a modulation of hyper-activities and dysequilibrium dynamics due to a severe loss of integrated action
of MYC. Tumor Necrosis Factor induces activation of the PI3K/
AKT pathway that negatively regulates differentiation of acute
myelogenous leukaemia cells through the re-regulated c-Myc
[16]. It is this dimensional loss of integrated action that induces
the amplified MYC gene that transforms cells within contexts
of prevention of apoptosis. Realization of induced apoptosis
on the one hand and of anti-apoptosis is seen as a biologic
transformation of the affected cells in terms that are strictly
proportional to non-constitutive copy-number variability of the
amplified MYC.

Conclusion

Dimensional dys-equilibrium allows for highly permissive
modulation of the principal cell proliferation programs to
enhance a contrasting role in apoptosis/non-apoptosis in
affected cells that subsequently transform as a functionality of
the copy-number variability of amplified MYC. In such terms,
the generic component pathways include a loss of integration of
MYC modulatory roles as an essential transcription factor within
the nuclear compartment. Involvement derivative is projected as
an inherent widespread dimensionality of stem cell involvement
that appears especially to enhance proliferative potentiality of
the cells. It is further to such considerations that the projected
loss of integrative action arises as contrasting non-apoptosis
in terms paradoxically of a dys-equilibrium with MYC-induced
enhancement of apoptosis in constitutive cells of the body. A
contrasting profile dimensionality is indeed the acquisition of
dysfunctional attributes of proliferating cells that are unable
to undergo apoptosis within contextual enhancement of MYC
amplification.
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