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Abstract

Highly cooperative integral participation of the Fibroblast Growth Factor Receptor (FGFR) and of the FGF ligand constitute a potentially
re-characterized component system in the further promotion of system pathways that integrate stimulus/response creation and re-creation.
The performance dynamics for spread allow for emergence phenomena that indicate the specific patterns of attribution that allow permissive
elements such as adaptor proteins and binding components that may include step-wise progression. The indicated proliferation of prostatic
stromal sub-components are projected in terms of ectopic implicated performance of the proliferating glandular epithelium and as significant
hypertrophy/hyperplasia and inflammation of the prostatic storm towards carcinogenesis. Participating Ectopic Receptor Biology and
Etiologic And Pathogenic Stromal Sub-Component Systems In Prostatic Carcinogenesis.

Introduction

Substantial correlation exists between ectopic FGFR1
localizationinprostaticglandular epithelial cellsand theinitiation
or more specifically the promotion of development of prostatic
adenocarcinoma in mouse models indicates the susceptibility of
these cells to aberrant FGFR dysfunction. Regulatory dysfunction
of the FGFR pathways is clearly carcinogenic and implicates
disordered pathway dysfunction within the system promiscuity
with such pathways as ERK, MAPK, RAS, and various subsequent
downstream effectors in carcinogenesis of the prostate. miR-512-
3p appears associated with the mitogen-activated protein kinase
signaling pathway and also cell adhesion, cell proliferation, cell
cycling and apoptosis [1].

Homeostatic disturbance

The homeostatic compartmentalization of prostatic
glandular epithelium as luminal and basal cell components
and also the neuroendocrine cellular component manifest
a derivative series of dimensions that appear intimately
responsive to the stromal subcomponents in terms of smooth
muscle and fibroblasts. Current proposed strategy is targeting
genes activated by androgen withdrawal to prevent emergence

of castration-refractory phenotypes [2].
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In such manner, the proliferation of androgen-dependent
epithelial cells is constitutively related also to hyperplasia and
PIN grades of atypia that progress in apparently orderly manner.
Smad3 linker phosphorylation is targeted by several kinases and
is an essential mediator of TGF-betal-induced transcriptional
responses during carcinogenesis [3]. Also, it is significant to
determine the capability of PIN lesions to stop the step-wise
progression of prostatic carcinogenesis with various forms of
promoters such as probasin and its modified forms.

The ectopic localization of FGFR1 is itself indicative of
substrate promiscuity in terms of advancing cell proliferation
and transformation. Prostate cancer progression and hormone
refractory disease indicate that these tumors may bypass the
androgen receptor by employing oestrogens and progestins for
their growth [4]. In such terms, ongoing substrate specificity is
dependent on binding of numerous forms of substrate to the
tyrosine kinase domains of the FGFR in essential transforming
mannerandasstrictly specified towardsthe dimensional attempts
at reconstitution of prostate gland-stromal interactivities.
Prostaticinfection with epithelial barrier disruption and arole for
microbiome may promote an inflammatory microenvironment
to promote prostate carcinogenesis [5].
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Progression

Step-wise progression is a hallmark of prostatic
carcinogenesis but such progression does not permit the
interactivities of glandular epithelial cells to transform in
terms only of PIN development. miR-486-5p plays a causative
role in prostate carcinogenesis and negatively regulates
multiple tumor suppressor pathways [6]. It is further to such
phenomenon that post-castration androgen independence is
itself a promotional series of agent modifications in the creation
of a transforming milieu towards invasive and metastasizing
prostatic adenocarcinoma. It is further towards the dimensional
reconstitution of adenocarcinomatous infiltration of the smooth
muscle/fibroblast stroma that the re-characterization of FGFR1
and FGFR2 receptivities permit the emergence of potential
carcinogenesis.

Promotional Events

Promotional phenomena as interactive epithelial/stromal
elements allow for the emergence for potential transformation
within systems of promiscuous dimensions that clearly indicate
a full participation of stromal reactivity and proliferation in
terms of progressing carcinogenesis. Reactive oxygen species
correlate with NADPH oxidases, angiogenesis and apoptosis in
prostatic cancer and other urologic cancer and play important
roles in carcinogenesis [7]. Such deliberate
between epithelial cells and stroma are strongly suggestive of
an ongoing driven direction of cooperative reconstitution of dys-
homeostatic pathways in its own right.

interactivities

Dimensional homeostatic mechanisms include heparan
sulfate constituting specific patterns of sulfation and also a
whole series of adaptor proteins that bind to the FGFR and
also involve tyrosine kinase signaling patterns. The conveyance
of signaling from the extra-cellular domains of the FGFR to
the tyrosine kinase domain is unclear but there is a series of
subsequent dimensional spread to signals that exert widespread
effector actions as dictated by multi-substrate binding within
the cell cytoplasm. Store-operated calcium entry (SOCE) is
important in the invasion and migration of cancer cells and
stomal-interacting molecule 1 (STIM1) is critical component of
SOCE and is implicated in activated PI3K/Akt signaling [8].

Step-wise progression

Promotional and directly active initiation is distinct from
a series of progressive steps in prostatic carcinogenesis as
also indicated by permissive transformation of the glandular
epithelial cells. The ectopic promotional effects that are induced
in such epithelial cells is secondary to signaling dimensions that
integrate the stimulus/response pathways arising primarily
as concerted dimensions of such system pathways as stromal
inflammation and disassociation of the stromal smooth
muscle cells from the glandular basement membrane. MiR-129
suppresses cell proliferation and metastases by targeting ETS1
via PI3K/AKT/mTOR pathway in prostate cancer [9],

Participating Events

Proliferation of stromal fibroblasts is integral to the
hypertrophy/hyperplasia of prostatic tissues within the further
cooperative integration of systems of expression that include
ectopic FGFR1 localization to the glandular epithelial cells. FOXA1
expression independently predicts early PSA recurrence in ERG
negative prostate cancers and constitutes a transcription factor
in androgen signaling relative to lineage specific gene expression
of the prostate [10]. Patterns of induced dimensionality also
include cooperative potential for metastasis and for also the
vascularization of the prostate stroma. EAF2, a tumor suppressor,
and p53 functionally interact and simultaneous inactivation of
both these and can drive prostate carcinogenesis [11]. Derivative
cooperation is a sharply defined dimensionality within the
systems of subsequent transformation and as further projected
by the essential permissiveness of progressive step-wise
development of increasing epithelial/stromal interactivities.
CXXC5 immunostaining is stronger in malignant acini than in
matched adjacent benign prostatic acini and is significantly
higher in prostatic cancer, high-grade prostatic intra-epithelial
neoplasia and proliferative inflammatory atrophy [12].

Performance dynamics of truncated receptor forms and the
inclusion of gene mutation or ablation allow for mouse-specific
species potential for experimental outcomes as dictated by
inducible ectopic localization of the receptor to the epithelial
cells.

Indeed, the further cooperative dysfunctionality of fibroblast
growth factor isoforms permit the participation of the glandular
epithelium in the promotion of divergent interactivity as well-
illustrated by the stromal proliferation of a concerted smooth
muscle and fibroblast cooperativity. Mitochondrial ATP synthase
mutations that accumulate during carcinogenesis may prove
significant for cancer cell escape from apoptosis [13].

Dys-Homeostasis

In such terms, the emerging phenomenon of androgen-
independent growth and spread of prostatic adenocarcinoma
that invariably develops after castration is further significant
participation of ectopic transfer of the FGFR signaling to
glandular epithelium.

Promotional increments for the involvement of further
dys-homeostasis is projected in terms of distributional
relative effector action within the systems for developmental
mimicry and as such allows for the distributional ubiquity of
the FGFR pathways in most tissues and organs in the body. As
such, the overall promotional events in prostatic glandular
cell transformations are derivative dimensions for potential
metastatic spread and indeed the permissive patterns for such
dimensions indicate the globally involved implications of the

FGFR dysfunctions.

In prostate carcinogenesis, decreased stromal Fas expression,
in contrast to higher glandular FasL positivity, is suggestive
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of sensitivity of epithelial and stromal cells to apoptosis and
protective mechanisms against apoptosis may undergo change
[14].

Transforming dynamics in metastasis

The events to metastatic
spread is permissive global participation of the smooth
muscle/fibroblast proliferative indices for receptive further
involvment as reflected in inflammatory/reparative attempts
at constitutive re-constitution of the prostatic glands and
epithelium. In such terms, dys-homeostasis of participating and
strictly confined compartments of glandular epithelium and
stromal compartments allows for often step-wise dimensions
for progression towards carcinogenesis within the prostate.
Promotional events are receptor based as indicated by the four
isoforms of such receptors on the one hand and for the further
categorization of FGF isoforms in constitutive stimulus/response
pathways.

linking of transformational

The indicative identity pathways allow for the emergence
of system characterization that implicates transfer dynamics of
receptors as a main mechanism of stimulus/response in terms
of an ongoing transforming link between the glandular epithelial
cells and the receptor pathway dynamics of a proliferative stromal
sub-compartment participation in transforming carcinogenesis.

Concluding Remarks

Promotional re-programming is a participating cooperativity
in terms of a proliferative and inflamed stroma that includes
transfer productivity and creative substitution of various
isoforms of receptor involvement centered on the glandular
epithelium. The neuro-endocrine system for such co-operative
dyshomeostasis the emergence for further
transformation in a ubiquitous fashion and as further detailed in
the establishment of androgen-independence of the progressing
prostatic adenocarcinoma.

allows for

The FGFR IlIb and Illc variants of the FGFR bind different
forms of FGFs and exert autocrine/paracrine effects in cancer;
the Illc variant is expressed in mesenchymal cells and during
epithelial-mesenchymal transition is expressed in various
organ cancers including prostate carcinoma [15]. In terms
beyond such characterization and repeated re-characterization
of the carcinogenesis pathways, the participation of permissive
elements indeed confirm the establishment of dimensional
spread as patterned routes of disseminated transforming dys-
homeostasis.
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