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Introduction
The diagnosis of a full range of primary brain tumors constitutes a challenge to therapeutic 

management of the patients in terms of the real potential for tumor response to immunotherapy. 
Inefficient delivery of immunostimulants across the blood-brain barrier is a main obstacle to 
overcome in induction of local immune responses in the brain [1]. The incremental progression 
of proliferation and spread of the tumor cells derives predetermined patterns of progression in 
constituting a non-operative response. A significant non-response within the system constitutional 
immune privilege of the Central Nervous System (CNS) is portrayed by patient outcome. Resting-
state fMRI detects altered whole brain connectivity related to glioma biology [2].

Immune Non-Response
The significant immune non-responsiveness of brain tumors in general is paramount 

consideration in terms that evolve further with increased progression of these lesions. It is further to 
such considerations that the immunity status of the CNS in specific terms conclusively predetermines 
aspects of biology of non-response within systems of appraised constitutional tumor pathogenesis. 
With the advances in single-cell RNA Sequencing, tumors can be dissected at the cell level, revealing 
multiple cell populations within tumors that drive evolution and treatment failure [3].

The constant crosstalk between the tumor microenvironment and the glioma cells determines 
the response to novel immunotherapies [4]. Radiomic profiles in high grade gliomas reveal distinct 
subtypes with prognostic import [5].

It is in terms of constitutional predetermination that the evolving biology of the individual 
neoplastic lesion induces significant deposition of tumor cells. Hierarchical restructuring of system 
biology are specific mechanics of the proliferation or spread phenomena. Integrin signaling is 
significant in glioma pathogenesis, formation of the tutor niche and brain tissue infiltration [6]. 
Constitutional etiologic derivation of the specific tumor lesion per seis significant attribute of the 
immune non-response. Myeloid-derived suppressor cells are a subset of immunosuppressive cells 
known to infiltrate the tutor microenvironment of glioblastoma; the CCL2-CCR2 axis is important 
for this process [7]. Surgical resection, radiotherapy or chemotherapy is inappropriate to specifically 
address the unique phenomena of tumor cell proliferation and spread within the CNS.

Attempts at Control
Derived assumptions in attempted control of spread of brain tumor spread are of phenomenal 
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Abstract
Dynamics of tumor etiology and pathogenesis are prime consequences of multiple transformations 
derived directly from a realized evolutionary premise that suggests conversion of cell proliferative 
activity to systems of infiltrativeness of CNS tissues high grade gliomas. It is further to be 
considered that the infiltrativeness predeterminant is constitutional derivation of dysfunctional and 
homeostatic measures of the overall panorama of system biology of the evolutionary potentiality. 
Projection of novel biologic antigenicity outside the immune repertoire is a response by the organ 
and system immune systems. It is further to conclusive evidential derivation of a high grade glioma 
that transformational biology involves a pathogenesis that overshadows the implications of biologic 
system control; loss of glioma control is evolutional change of antigenicity of the individual tumor 
cells in integral neoplastic lesions.
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significance in terms that are constitutionally predetermined as an 
individual neoplasm in the biology of the whole integral lesion.

It is with a view to such predetermination that constitutional 
system biology is a predominant factor in causation of the lesion at 
the time of its causative origin within the CNS. Epidermal Growth 
Factor Receptor mutation is a novel prognostic factor related to 
immune infiltration in lower-grade glioma [8]. It is further to such 
considerations that the overwhelming potential causation of a 
given brain tumor is subservient to the evolving course of a lesion 
that primarily spreads rather than primarily proliferates. Tumor 
infiltrating lymphocytes and programmed death ligand 1 are targets 
for immune checkpoint inhibition; this is relevant for immune 
modulation in glioma patients [9].

Etiologic Measures
Tumor biology of non-response to currently employed 

therapeutic measures is hence a non-response as system mechanics 
that outline and further accentuate the spread and inclusive 
infiltration of CNS tissues. The distribution of tumor-infiltrating T 
cells and PD-L1 expression has been reported in human gliomas; 
interferon-gamma is an important cause of PD-L1 expression in 
the glioma microenvironment [10]. The immune-modulation that 
is inherent phenomenon systemically is a significant factor in the 
actual evolution of a neoplastic lesion that arises in terms primarily 
predetermined within the evolving etiologic mechanics of tumor 
progressiveness. Performance dynamics of evolving tumors are a 
significant mechanistic prerogative within the system biologic spread 
of the lesion within the CNS.

The significant recapitulation of lesion dysfunctionality is an 
aspect of integral evolution that specifically concentrates and focuses 
as predetermined infiltrativeness of high grade gliomas. In such terms, 
the further derivatives of operability as dictated by proliferation 
of spread are paramount attributes of the progressiveness of such 
infiltrativeness of the CNS tissues. The tumor microenvironment 
greatly modulates tumorogenesis, invasion and progression [11]. 
The ongoing derivation of such biologic predetermination is a 
predominant attribute that mechanistically evolves and reshapes 
immunotherapeutic potential for control of the subsequent 
pathogenetic course options of the individual brain tumor lesions. 
Combined anti-CXCR4 and anti-PD-1 immunotherapy provides 
survival benefit in glioblastoma through immune cell modulation of 
the tutor microenvironment [12].

Infiltrativeness
Predominance of infiltrativeness potentiality in progression of 

high grade gliomas is significant in terms of immunotherapeutic 
considerations in control of tumor system biology. The overall 
predeterminations are incremental dyshomeostatic mechanisms 
in the developmental history of a specific lesion that incorporates 
specific antigenic epitopes as end stage for infiltration of both grey 
and white matter of the CNS.

Glioblastoma has a low immunogenic response and an 
immunosuppressive microenvironment induced by the precise 
crosstalk between immune cells and cytokines [13].

The evolution of transformation of lesions that initially are 
etiologically active foci of transformation calls into operative 
dysfunction the performance dynamics of replacement biology as also 
determined along similar lines as embryologically predetermined. It is 

within successive performance dynamics of replacement that the high 
grade glioma induces the development of proliferative infiltrativeness 
of the neoplastic cell. Scattered data is available about the activity of 
immunosuppressive or immunostimulatory cell types in glioblastoma 
and these include tumor-associated macrophages, tumor-infiltrating 
dendritic cells and regulatory T cells [14].

System and Organ Predetermination
System versus organ and cellular predetermination is a functional 

correlate of the cytokine systems in general, with a view towards the 
incorporation of lesion dysfunctions within homeostatic control 
systems of the CNS. The operative serial redefinitions of such 
potentialities of biologic dysfunction are hence the result of active 
homeostatic measures as borne out by the development of the initial 
evolution of the etiologically predetermined single focus of malignant 
transformation within the CNS.

Causation and Etiology
The causative factors in etiologic determination of infiltrativeness 

of the given neoplastic lesions are paramount evolutionary responses 
within the immune system itself rather than simply genetic factors 
in evolving pathologic predetermination of the integral high grade 
glioma. Intern adhesion molecules and components of angiogenesis 
may potentially be useful as tumor progression markers and prognostic 
and diagnostic purposes [15]. In such terms, carcinogenesis is an 
attribute of constitutional import within considerations of derivation 
of the growth and spread of the tumor lesion. AMPA receptors 
enhance perivascular glioma invasion via beta1 integrin-dependent 
adhesion to the extracellular matrix [16]. Within system biology of 
dynamic cell turnover, the emergence of neoplasia is constitutionally 
an attribute that derives biologic earmarks of a lesion that primarily 
evolves as infiltration of the CNS tissues.

It is beyond considerations of derivation that the biology of tumors 
in general constitutes an active acquisition of new biologic attributes 
of evolving transformation. It is thus in terms of a whole sequence 
of transformations that the included carcinogenesis processes target 
evolutionary potentialities of simple homeostatic predetermination.

Concluding Remarks
Substantial attributes of derivation of an individual high grade 

glioma as etiologically formulated are constitutional in terms of active 
operability issues of pathogenesis as further projected by a whole 
series of sequential homeostatic mechanisms within the CNS. It is 
further to such premises that the included integrity of a given tumor 
lesion predetermines constitutional attributes for carcinogenetic 
transformations. A given response as carcinogenic transformation 
implicates a whole system sequence of such transformations as 
projected within etiologic reformulations of such constitutional 
attributes. The further conformational derivatives are consequence 
restricted in terms that redefine each of the sequential transformations 
of tutor biology of the given neoplasm in terms that participate as 
infiltrativeness of the CNS tissues.
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