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Abstract

A permissive micro-environment enhances the realization of events that are principally characterized by accumulative
dynamics for further change that occur both in series and in parallel. The performance of significant participation of
macrophage dysfunction is essential attribute definition of the transforming pathways of myelin breakdown products as
first realized by dimensions of cooperative institution of accumulative process redefinitions. It is significant to consider the
recharacterized implements of lesion segregation as systems of performance of phagocytosis and as further degradation of

the lesion byproducts within the MS lesion pathways of consequence.
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Introduction

Non-resolution of the active pathologic lesions and
particularly the physicochemical changes as accumulation
of lesion burden lies as the central events in the clinico-
pathologic spectrum of multiple sclerosis. Effects memory T
cells populate healthy CNS parenchyma in humans and also
that CCR5-expressing lymphocytes as well as CCR5 ligands
are enriched in the CNS of patients with MS [1]. The definition
and incumbent aggregation and segregation of transforming
pathologic changes account for the evolutionary course of
Multiple sclerosis (MS). In MS, demyelinated CNS lesions
fail to sufficiently demyelinate despite the presence of
oligodendrocyte precursor cells capable of differentiating
into mature oligodendrocytes; in fact MS lesions contain
damaged myelin debris that can inhibit oligodendrocyte
precursor cell maturation and hinder repair [2]. As such, such
a concept contrasts with the evolution of active pathogenesis
as derived from etiologic causation and from participating
activity of the foci of demyelination and axonal transection.
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Non-Resolution

The conceptual frameworks of non-resolution indicate a
full display of forceful dynamics with noresolving dimensions.
It is clear that derived phenomena of injury in the MS brain
and spinal cord denote a series of primary determinants in
non-resolution of the demyelination.

As such, the further cooperative inherent dimensions
of such non-resolution indicate and implicate the derived
segregation of various influences within the further
breakdown events of the myelin sheaths. Evidence
suggests that ablation of microglia/macrophages during
the symptomatic phase of experimental autoimmune
encephalitis [EAE] reduces CNS inflammation and may
promote a permissive environment for demyelination [3]. It
is within such frameworks of operative dimension that MS
progression derives dynamics in the evolution especially of
the multiple and various pathogenetic pathways in delimiting
and further accentuating demyelinating lesions in the white
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matter of the brain. Hyaluronan is abundant in chronic
inflammation and contributes to lymphocyte activation,
polarisation and migration and may create a permissive
environment for autoimmunity [4].

Correlative Indices

Correlative indices of cooperative factors account for
a redistribution of lesions that include the further parallel
and in series dimensions of axon transection and also of the
outline phenomena of neurodegeneration in MS patients.

Gamma-delta 17 T cells are important in breaking
immunologic tolerance and enhancing inflammation in MS
in terms of their biologic traits such as development, effector
function, activation and plasticity [5].

Within such a scenario, the inevitable failure of
resolution of the CNS lesions indicates and further specifies
incumbent dimensions of persistence of pathologic
damage foci as indicated especially by persistence of
many cases with a relapsing/remitting clinico-pathologic
course of the disease. In such terms, derived outline
phenomena of additional lesions within the CNS account
for redistribution of pathogenesis as a secondary causative
series of transformations. In the course of such considered
dimensions, the MS pathology is incumbent non-resolution of
initial changes that lesion the myelin sheaths and the parent
axons. Hence, it is significant to view the causative agents as
directly significant in the resetting and further enhancement
of the previously established MS lesion.

Targeting

The actual targeting of events of the MS process is hence
a reconditioning of events within a milieu that is micro
environmentally persistent in nature but that is enhanced
passive resultant of integer processes of progression of
persistent pathologic lesions primarily found within the CNS
white matter.

In such terms, attributes of progressiveness are
dysfunctional consequences of a non-resolving series of
lesions that incorporate the specific dimensions for further
dynamic transformation. It is within such conceptual
frameworks of ongoing progression that MS includes the
phenomenon of derived increments of pathology and of
physicochemical segregation of the MS lesions.

Such prominence of non-resolving issues comes to define
the dynamics of the MS disease process in terms especially
of macrophage participation in the evolution of lesion
transformation. Such derivative phenomena of phagocytic
implications in pathogenesis are therefore involved in
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attribute factors in a series of transformations that include
the redefinition of each MS lesion within the CNS.

Dietary cholesterol enhances repair of demyelinated
lesion in the adult brain [6]. A permissive genetic disposition,
a pro-inflammatory intestinal microbial profile and the
accumulation ofautoreactive cellsin the gut-related lymphoid
tissue are conceptual requirements in pathogenesis of MS
[7]- The somatodendritic compartment directly suppresses
myelination and oligodendrocytes are able to myelinate
permissive structures in the absence of molecular cues [8].

In terms therefore of essential accumulative dimensions
of acquisition, there is implicated a series of further
progression steps within frameworks of an acquired nature.
The immunologic etiologic agents are pronounced attributes
of a T-helper pathway within the system profiles of such non-
resolution. The further cooperative implications include a
reconsideration of lesion burden that conclusively is derived
from the various transforming dimensions of cooperative
segregation of products of damage to the myelin sheath.
Extracellular cues in modulation of re-myelination may
include soluble, part of the extracellular matrix or mediators
derived from cell-cell interactions [9].

Consequential Conformation of Lesions

In various conformational consequences of the myelin
sheath there is implicated a macrophage dysfunctional
panorama of postoperative dimensions that carry over
the implicated segregation of byproducts of breakdown
of the myelin sheaths. The cooperative implications of
demyelination come to offer a series of transforming
cellular attributes that directly activate macrophage
dysfunctionalities. A new in vitro mouse oligodendrocyte
precursor cell migration assay reveals a role for integrin-
linked kinase operative in cell motility [10].

Immunosuppression therapy has a limited range of
efficacy in MS, arguing for a paradigm shift to strategies that
target oligodendrocyte lineage cells to achieve remyelination
[11]. Further to such considerations, the active and passive
pathogenesis of foci of catabolized myelin byproducts and
the failed clear resolution of lesions are cooperative within
systems of incremental dysfunctional states of participation
in MS nature definition of original etiology and subsequent
accumulative pathogenesis of lesion increment. Chondroitin
sulphate proteoglycans are key modulators in pathology of
the CNS [12].

Performance Indices

Performance redefinition is hence a direct consequence
of post etiologic dimension as dictated by systems of
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specific series of redefinition. The causative attributes of
such postulates therefore constitute a series and parallel
consequence within the performance dynamics of injury
that allow a highly permissive spectrum for progression
of accumulative lesions. It is within simple panoramas of
increment that dynamics of MS progression are attributes
of macrophage accumulation in their own right. Toll-like
receptor4 is a key player in axonal debris clearance by
microglia, thus allowing for a more permissive environment
for axonal outgrowth [13].

The complexities of the various agents in such primarily
consequential pathogenesis account for a redistribution
of lesions that redefines the momentum of especially the
relapsing/remitting disease course seen clinically in many
patients with MS. Netrin-1 expression within demyelinating
MS plaques inhibits oligodendrocyte precursor cell
recruitment with eventual permanent demyelination failure
[14].

Performance indices of non-resolution are hence
consequences within frameworks of altered homeostatic
control states as directly indicated by the macrophage
dysfunctionalities within the non-resolving individual MS
lesion in patients that suffer from the persistent evolution
of the injury to the myelin sheath and transected axons.
Diverting T helper cell trafficking through increased
plasticity attenuates autoimmune encephalitis [15]. It is
clearly in terms of the creation of a permissive series of
parallel events that the complexity of lesion transformation
accounts for difficulties in lesion definition in most patients
suffering from MS.

Concluding Remarks

The confines of conscription within the accumulative
dynamics of disease by-products are a failed dimension of
the permissive micr- environment that dictates the clinico-
pathologic indices of progression of the MS pathogenic
pathways. In such terms, overall indices for transforming
progression permit the redefinition of each pathologic
stage in MS lesion characterization. It is within the system
profile of modeled events that there emerges a realization
of lesion accumulation in terms of permissive attributes in
autoimmune processes of active versus passive acquisition
of dynamics of turnover of macrophage dysfunctionality in
phagocytosisand of removal of partly degradable by-produces
of consequence in MS evolution in the individual patient.
Such processes as depicted by permissive pathogenesis are
therefore a hierarchal system of series and parallel events
that target dyshomeostasis within micro environments of
persistent disease activity.
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