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No portion of this manuscript has previously been presented. Meningiomas, the most
common primary intracranial tumors, are histologically categorized by the World Health
Organization (WHO) grading system. While higher WHO grade is generally associated with
poor clinical outcomes, a significant subset of grade I tumors recur or progress, indicating
a need for more reliable models of meningioma behavior. Several groups have developed
risk scores based on molecular or immunologic characteristics. These classification
schemes show promise, with several models preliminarily demonstrating similar or
superior accuracy to WHO grading. Improved understanding of immune system
recognition and targeting of meningioma subtypes is necessary to advance the
predictive power, as well as develop new therapies. Here, we characterize meningioma
molecular drivers, predictive of recurrence and progression, and describe specific aspects
of the immune response to meningiomas while highlighting critical questions and ongoing
research. Relevant manuscripts of interest were identified using a systematic approach
and synthesized into this focused review. Finally, we summarize the ongoing and
completed clinical trials for immunotherapy in meningiomas and offer perspective on
future directions.

Keywords: meningioma, immunotherapy, immune microenvironment, prognostic model, risk score, meningioma
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INTRODUCTION

Meningiomas are the most common primary intracranial neoplasm, comprising approximately 40%
of all primary central nervous system tumors (1). Treatment for symptomatic or enlarging tumors
consists of maximum safe surgical resection with radiation therapy applied to residual, recurrent, or
high-risk lesions (2). There are no effective chemotherapy regimens for meningiomas and clinical
trials for targeted therapies are ongoing (3). Meningiomas are classified according to World Health
Organization (WHO) grade, with the majority (69-78%) classified as grade I, followed by grades II
and III (20.4-30% and 1-1.6%, respectively) (4, 5). Grades II and III tumors recur more frequently,
with rates varying between 28-52% and 40-84%, respectively (6–9). The degree of surgical resection
correlates with the risk of tumor recurrence or progression and is classified by the Simpson grading
May 2022 | Volume 12 | Article 8920041

https://www.frontiersin.org/articles/10.3389/fonc.2022.892004/full
https://www.frontiersin.org/articles/10.3389/fonc.2022.892004/full
https://www.frontiersin.org/articles/10.3389/fonc.2022.892004/full
https://www.frontiersin.org/articles/10.3389/fonc.2022.892004/full
https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles
http://creativecommons.org/licenses/by/4.0/
mailto:Cjacks53@jhmi.edu
https://doi.org/10.3389/fonc.2022.892004
https://www.frontiersin.org/journals/oncology#editorial-board
https://www.frontiersin.org/journals/oncology#editorial-board
https://doi.org/10.3389/fonc.2022.892004
https://www.frontiersin.org/journals/oncology
http://crossmark.crossref.org/dialog/?doi=10.3389/fonc.2022.892004&domain=pdf&date_stamp=2022-05-31


Kannapadi et al. Molecular and Immune Characteristics in Meningiomas
scale (10). However, many tumors recur despite aggressive
resection. Simpson grade 1 involves gross total resection of the
tumor with removal of affected dura and bone and has a 5-year
recurrence rate ranging from 0 to 21% (11). Grade 2, which
involves gross total resection with cautery of dural margin, and
grade 3, gross total resection, are associated with 5-year
recurrence rates of 5-33% and 0-40%, respectively (11).
Subtotal resection, classified as grade 4, is associated with a
5- and 10-year recurrence rate of 49-52% and 83%, respectively
(12, 13). While higher WHO grades are associated with worse
clinical outcomes, a grade I designation does not reliably predict
tumor behavior, as 10-47% of grade I meningiomas recur or
progress (14, 15).

WHO grade-matched meningiomas exhibit considerable
heterogeneity, particularly in genetic alterations and immune
cell infiltration. This diversity implies that a molecular and
inflammatory classification framework might ultimately prove
superior to the WHO grading system for predicting meningioma
behavior. Predictive risk scores based on these factors have
shown promise in identifying both high-risk grade I tumors
and low-risk grade III tumors. One such molecular classification
system defined four unique consensus molecular phenotypes and
found that an “immunogenic” phenotype was associated with
improved clinical outcomes (16). These findings indicate that a
detailed understanding of how the immune system recognizes
and attacks specific meningioma subtypes could more reliably
predict progression.

In this focused review, we consider meningioma tumor
characteristics, such as mutations, chromosomal aberrations,
and hypermethylation, that may carry prognostic value
independent of WHO grade. We also discuss specific aspects
of the immune response to meningiomas, including tumor-
intrinsic factors such as mutational burden as well as the
mechanics of immune recognition and tumor cell elimination.
Finally, we synthesize the available data and highlight some of
the necessary steps to develop a molecular and immunologic
classification scheme for meningiomas.
METHODS

We systematically reviewed the relevant literature on molecular and
immune environments of meningiomas, published on Pubmed
from database inception to April 2022. We identified 750 studies,
using the search string “(Meningioma AND immunology) OR
(Meningioma AND chemokine) OR (Meningioma AND
molecular AND classification)”. Included studies must (1)
describe meningiomas and (2) include characterization of
immunologic or molecular disease features. Exclusion criteria
include (1) non-English primary language (2) abstract only with
no full-text manuscript (3) studies of other brain tumors with no
data on meningiomas and (4) no discussion of clinical implications
of molecular/immune markers. 66 manuscripts were included after
abstract screening, and 40 manuscripts were included after full text
review. Remaining studies of interest were accessed based on the
reference lists of these manuscripts.
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MOLECULAR DRIVERS OF MENINGIOMA
RECURRENCE AND PROGRESSION

Meningiomas have several key molecular alterations that
have been extensively described (17, 18). The 2021 WHO
classification criteria incorporates 10 genes that are frequently
altered in meningiomas, including NF2, AKT1, TRAF7, SMO,
PIK3CA (19). Additionally, TERT promoter mutations have been
significantly associated with progressive recurrence in grade I
meningiomas (20). Since 40-60% of sporadic meningiomas have
a loss of NF2 expression, meningiomas can be molecularly
categorized into NF2 mutants and non-NF2 mutants, with
the latter predominantly comprised of TRAF7, KLF4, AKT1,
SMO, and P13K mutations (17, 18). Some of these molecular
biomarkers have been independently associated with
meningioma progression and recurrence (21, 22). In low grade
meningiomas, Youngblood et al. established a link between
mutations in the HH and TRAF7 genes and increased
recurrence rates (23). Recently, a number of studies have
demonstrated the prognostic implications of PI3K/AKT/mTOR
pathway mutations (24–26). One study of over 80 samples found
that an activating AKT1 mutation, upstream of mTOR, was
associated with recurrence and present in 32% of grade I tumors
(27). Mutations in the SMO gene have also been associated with
poor prognosis in grade I meningiomas (28). In a study of over
500 patients, Sievers et al. found that meningiomas with
CDKN2A/B homozygous deletions had a significantly shorter
time to progression or recurrence (29)

Several studies have also revealed that chromosomal
aberrations, such as 1p/14q codeletion, correlate with
recurrence (30–33). In one study of mostly grade I orbital
meningiomas, progressive tumors were more likely to have loss
of chromosome 1p and 6q (34). Specific metabolite
concentrations within tumor tissue have also been associated
with clinical outcome. Pfisterer et al. used magnetic resonance
spectroscopy to demonstrate that higher glycine to glutamine/
glutamate ratio, glutamine to glutamate ratio, and creatine
concentration is associated with rapidly recurring meningiomas
(35). Another study characterized a highly metabolically active
subgroup of benign meningiomas, linked to mutations in genes
regulating transcription and metabolism, and found this
subgroup to be associated with increased recurrence rates (36).

Radiation also has an important effect on the molecular
background and immune environment. Agnihotri et al.
compared the mutational and methylation profiles of
radiation-induced meningiomas, as a result of childhood
radiotherapy to the brain, with those of sporadic meningiomas.
Radiation-induced meningiomas were associated with structural
rearrangements of the NF2 gene, loss of chromosomes 1p and
22q, and decreased focal gene mutations that are characteristic of
non-NF2 tumors (37). Using whole genome sequencing, RNA
sequencing, and ChIP sequencing for histone H3K27ac,
Paramasivam et al. identified important differences between
sporadic meningiomas and those arising after radiation (38).
This study showed that although both sporadic and radiation-
induced meningiomas have features of homologous
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recombination repair (HRR) failure, the underlying cause varies,
with the former exhibiting greater genomic instability resulting
in deficiency of HRR genes and the later having exhausted HRR
at sites of radiation-induced DNA damage.

Characterizing the embryological origins of the meninges has
elucidated location-specific meningioma biomarkers that show
promise as prognostic indicators (39). Kalamarides et al.
characterize prostaglandin D synthase-positive meningioma
precursor cells and the embryonic window when mutations in
these cells cause meningioma development with distinct genetic
signatures (40). Using over 250 meningioma cases, Okano et al.
found that tumors originating from the paraxial mesoderm were
associated with mutations in AKT, KLF4, SMO, and POLR2A,
whereas neural crest-derived meningiomas were associated with
NF2 mutations (41). Additionally, this group identified POLR2A
mutations as a risk factor for recurrence.

The field of radiomics, which typically uses machine learning
to correlate quantitative imaging characteristics with tumor
features, has emerged as a promising, noninvasive method of
studying the molecular characteristics of tumors. While several
studies use imaging to accurately predict clinical outcome in
meningiomas (42, 43), researchers have only recently examined
the associations between imaging and the molecular landscape of
meningiomas. One study of 314 meningioma samples identified
specific radiologic features that predicted recurrence and overall
survival and found that tumors with certain features were more
likely to have higher somatic mutational burden, DNA
methylation, and expression of the pro-mitotic transcription
factor FOXM1 (44). In a prediction model using over 60 grade
II meningiomas, Shin et al. found that lower apparent diffusion
coefficient 10th percentile was an independent predictor of TERT
promoter mutation (45). Although the current understanding of
meningioma radiomics is in its nascency, the field shows great
promise for diagnostic and therapeutic application.

Recent efforts have made strides towards synthesizing
molecular risk factors into predictive models. Schmidt et al.
conducted a transcriptomic analysis that identified 8
differentially expressed genes, including PTTG1 and LEPR which
were associated with poor prognosis (46). Another group used
microarray transcriptomics to cluster meningiomas into three
prognostic groups, showing that CKS2, UBE2C, and TFPI2 were
associated with recurrence (47). Patel et al. generated a
transcriptomics-based grading system which was superior WHO
grade in predicting recurrence. This study found that the group
associated with the highest recurrence rate typically showed loss of
the DREAM complex, which regulates the cell cycle (48). Chen
et al. identified a 36-gene signature characteristic of clinically
aggressive meningiomas and developed a risk score that reliably
predicted recurrence and survival (49). This risk score was
significantly associated with overall survival, whereas WHO
grade was not, suggesting increased prediction accuracy. Dai
et al. identified over 1600 differentially expressed genes, enriched
in PI3K-Akt signaling pathways, extracellular matrix organization,
and cytokine-chemokine receptor interactions, among others (50).
While this group did not develop a prediction model for
recurrence based on these enriched pathways, further
Frontiers in Oncology | www.frontiersin.org 3
characterization of these genes in aggressive meningiomas shows
promise for improved classification schemes.

Epigenetic factors correlate with meningioma recurrence and
progression. Loss of trimethylated histone H3K27 has been
associated with recurrence of grades I and II tumors (51) (52)
(53). One study described a 49-gene expression signature associated
with high-risk tumors and found that hypermethylation of genes
associated with cell-cycle regulation and the WNT signaling
pathway, such as UCHL1 and SFRP1, predicted aggressive
behavior (54). Using 140 meningioma samples, Olar et al.
established a 64-CpG loci methylation predictor to categorize
tumors into two prognostic groups, which were independently
associated with recurrence (55). Both Sahm et al.’s classification
into 6 prognostic groups based on methylation of 40 genes and
Nassiri et al.’s methylome-based model more accurately predict 5-
year recurrence-free survival than clinical factors and WHO grade
(56, 57). Recently, Maas et al. developed a molecular-morphologic
score, based on histology, copy-number variation, and methylation
class, that significantly outperformed WHO grading in predicting
recurrence (58). Berghoff et al. defined three prognostic methylation
clusters, based on 126 meningioma samples, that are significantly
better at predicting PFS than WHO grade is (22). Synthesizing
DNA methylation, RNA sequencing, and cytogenetic data, Baylev
et al. classified meningiomas into three biological groups with
unique signatures and distinct prognoses (59). These efforts
demonstrate the potential superiority of molecular classification
schemes over histologic classification in predicting
meningioma outcomes.
IMMUNE SIGNATURES OF MENINGIOMAS

Alongside advances in molecular characterization, there has been
recent progress in understanding the immune composition of
meningiomas (Figure 1) . The meningioma immune
microenvironment is mostly comprised of macrophages,
T cells, and mast cells. Macrophages are the predominant
immune cell in meningiomas (60–62). Proctor et al. found that
tumor-associated macrophages account for almost 20% of all
cells in meningioma tissues, and that M2 polarization is
associated with recurrence (63, 64). An increase in peripheral
myeloid-derived suppressor cells (MDSCs) and programmed
death ligand 1 (PD-L1)+ monocytes is seen in patients with
high-grade meningiomas (65). Interestingly, a study of patients
with grade I and II meningiomas described expansion
of peripheral “MDSC-like” monocytes, with MDSC markers
but no T cell suppressive activity, and increased functional
MDSCs in tumor samples, suggesting the importance of
MDSC induction at the tumor site (66). A study of 40 brain-
invasive meningiomas found that 25% had macrophages or
microglia at the tumor-brain interface (67). These findings
suggest a central role for macrophages in driving meningioma-
immune cell interactions.

Cytotoxicity of tumor-infiltrating lymphocytes is essential
to immune responses against tumor cells. Regulatory T cells,
programmed cell death protein 1 (PD-1)+ CD8+ cells, and
May 2022 | Volume 12 | Article 892004

https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles


Kannapadi et al. Molecular and Immune Characteristics in Meningiomas
PD-1+ CD4+ cells are associated with high-grade and aggressive
tumors (65, 68, 69). High density of regulatory T cells are also a
prognostic marker for recurrence (68, 70). In a study of over 200
high-grade meningiomas, Rapp et al. report that increased
cytotoxic tumor-infiltrating lymphocytes are associated with
prolonged PFS (71). Tumor location may further play a role
in T cell infiltration. Comparing skull base to convexity
meningiomas, Zador et al. found increased activity of oncolytic
gamma-delta T cells in grade I skull base tumors (72). On the
other hand, cavernous sinus meningiomas exhibit decreased
immune cell infiltration, including cytotoxic lymphocytes,
regulatory T cells, and tumor-associated macrophages (TAMs),
as compared to convexity meningiomas (73). While this study
does not independently correlate these immune findings
to outcomes, further characterization of site-specific immune
microenvironments may better predict the role for immunotherapy
based on location and elucidate fundamental mechanisms of
immune cell egress into specific intracranial compartments.

In a systemic review of studies evaluating the meningioma
immune environment, mast cells were found to be present in up
to 90% of meningiomas classified as grades 2 and 3 and were
primarily located in perivascular areas (74). Peritumoral edema
was also correlated with mast cell infiltration. Another study of
secretory meningiomas, comprising 1.1% of meningiomas at this
institution, showed increased mast cell infiltration and edema
when compared to non-secretory tumors (75). Although this
subtype is rare and it is not clear whether mast cell presence is
Frontiers in Oncology | www.frontiersin.org 4
causative, the presence of mast cells may be leveraged as a
prognostic tool. In a study of grade I meningiomas, convexity
tumors were more associated with the presence of activated mast
cells compared with skull base tumors, and cytokine-cell
networks showed mast cells were most strongly correlated with
IL-6 (72).

Other important cells present in the tumor microenvironment
include dendritic cells. Interestingly, when Chen et al. used
CIBERSORT technology in 68 meningioma samples to
characterize the immune environment, increased dendritic cells
were found to be significantly associated with poor prognosis.
Samples were categorized as “high” or “low” dendritic cell count
based on the median content of cells, and differentially expressed
genes were identified in each group. The B cell receptor signaling
pathway was found to be activated in the “low” group, indicating
increased presence of B cells in these groups. The authors
hypothesized that increased dendritic cells may directly or
indirectly reduce B cell infiltration in meningiomas, leading to
worse outcome (76).

Alterations in antigen presentation appear to play an
important role in meningioma biology. Tumor mutations lead
to generation of neoantigens that can be processed by antigen
presenting cells (APCs) and loaded onto major histocompatibility
complex (MHC) molecules. Both soluble neo-antigens as well as
APCs can travel via the meningeal lymph vessels to the deep
cervical lymph nodes (77). Because meningiomas are extra-axial
and have varying degrees of brain invasion, the relative
A B

FIGURE 1 | (A) Meningioma tumor antigens are taken up by antigen presenting cells and carried to the meningeal lymphatic system, which drain to the deep
cervical lymph node. After antigen presentation and immune activation occurs in the lymph node, immune cells are trafficked to the tumor site. A “cold” meningioma
microenvironment consists of immunoregulatory cytokines, and immunosuppressive cell populations such as M2 polarized macrophages and regulatory T cells.
(B) Molecular classification schema developed using a multimodal characterization approach by Nassiri et al., including the most frequently point-mutated genes
within each category. Recurrence-free survival (RFS) at 5 years and the ESTIMATE score, quantifying immune infiltration based on expression of genes, are reported
for each group. Created with BioRender.com.
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contributions of brain-specific vs head and neck lymphatics in
driving antigen availability is unclear. Particularly, it is important
to determine the contribution of the glymphatic system, which is
characterized by the exchange of cerebrospinal fluid and
parenchymal interstitial fluid with eventual drainage into the
deep cervical lymph nodes via narrow periarterial channels
(78). Of potential importance, lymphatic vessels located in the
meninges are much wider than these periarterial channels.
Accordingly, the APCs presenting antigens could more readily
drain through the meninges vs. periarterial channels, which may
be limited to soluble antigens (79). Additionally, T cells, B cells,
and dendritic cells are present in meningeal lymphatics and
participate in immune surveillance (80). Lastly, studies
describing the effects of meningiomas on the cerebral
vasculature have shown increased permeability to proteins (81).
As such, it is possible that meningiomas are not protected by the
full complement of immunoregulatory mechanisms in the CNS
and, therefore, may be more susceptible to immune clearance
compared with other brain tumors once an adequate immune
response has been initiated.

The link between the glymphatic and meningeal lymphatic
systems is poorly understood. To-date there are no studies
examining the implications of these systems on antigen
presentation in meningiomas. As data emerge on this topic, it
may be of particular interest to characterize how proximity of the
tumor to lymphatic vessels, degree of immune surveillance, and
vascular permeability affect prognosis. Although T cell migration
from peripheral lymph nodes to meningioma tissue has yet to be
explored directly, extrapolating data from other brain tumors
and CNS inflammatory conditions it is likely that antigen-
educated lymphocytes travel via the afferent meningeal
lymphatic vessels. Immune cells then home to brain tumors by
chemokine stimulation (82). It remains to be shown which
pathways mediate meningioma antigen-specific responses.
However, meningiomas have been found to express several
cytokines and chemokines, indicating that they are
immunologically active (83, 84). Barbieri et al. found that at
least one of the CXC receptors 1-5 was constitutively expressed
in over 75% of meningiomas (85). Expression of CX3CL1, a
chemokine that mediates migration of T cells, dendritic cells, and
natural killer (NK) cells, positively correlates with tumor grade,
whereas CXCL16, a T cell and monocyte chemoattractant, has
increased expression in grade I samples (86). In a study
characterizing differentially expressed genes between meninges
and atypical meningiomas, Cao et al. found that CXCL2 and
CXCL8 levels were not only upregulated in tumor tissue, but also
independently associated with overall survival and recurrence
(87). Another group investigated the role of monocyte
chemoattractant protein-1 (MCP-1) in meningiomas and
found high expression and a positive correlation between
MCP-1 expression and macrophage infiltration (88). Similarly,
CCL2, a monocyte chemoattractant, was found to be highly
expressed in meningioma tissue (89). Cytokine-cytokine receptor
interaction networks have already been developed to inform
prognostic scoring of meningioma samples (72, 90). A consistent
finding of these studies is that the cytokine milieu is
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extraordinarily heterogenous between tumors, and some have
posited that ligand/receptor imbalance may impact tumor
progression (86). Taken together, these data suggest that a
predictive model accounting for the interactions between
immune cells and meningiomas could have a prognostic potential.
INTERACTIONS BETWEEN MOLECULAR
PATTERNS AND IMMUNE SIGNATURES

Tumor mutational patterns influence the composition of the
immune microenvironment. Broadly, increased mutational
burden has been reported in progressive and high-grade
meningiomas and may correlate with inflammation (91). Gill
et al. described more peritumoral edema in patients with
increased single nucleotide variants (92) and higher tumor
mutational burden is associated with increased immune cell
infiltration (33). Rutland et al. evaluated 145 meningioma
samples and found that a scattered distribution of lymphocytes
was associated with increased point mutations (93). In a phase II
clinical trial of 25 patients receiving nivolumab for grade II/III
meningiomas, patients with higher mutational burden were more
likely to respond to immunotherapy (94). The patient with the
longest recurrence-free survival was also deficient in MSH2, a
DNA mismatch repair gene (95). These studies provide evidence
that, as in many other neoplasms, availability of high-quality
antigens is a driver of immune responses against meningiomas.

While overall mutational burden may influence immune
infiltration, several specific mutational patterns have related to
unique immune signatures. Williams et al. described three
molecular patterns of high-grade and progressive grade I
meningiomas, and the majority of these 850 aggressive tumors
were classified as NF2-mutant (96). NF2-mutated grade I
tumors have a higher density of M2 macrophage infiltration
than that of tumors with AKT1 activating mutations, suggesting
that this genetic subset of grade I meningiomas may drive
immunosuppression. Alternatively, AKT1 activation may also
cause M1 polarization (97). M1 macrophages, along with NK
cells and recently activated lymphocytes, are also enriched in
tumors with chromosome 22 monosomy, indicating that genes
on chromosome 22 may be closely linked to immunosuppression
(98). Genetic alterations in meningiomas have been linked to
activity of immune checkpoint pathways. Among non-NF2-
mutated tumors, TRAF7 and AKT1 mutations are associated
with expression of PD-L1, IDO, and TDO2 (99). Tumors with
SMO and PIK3CA mutations have been linked to cytotoxic T-
lymphocyte-associated protein 4 (CTLA-4)+ lymphocyte
infiltration (100). One study found a significant association
between DNA polymerase epsilon mutations and CD8+
infiltration as well as improved PFS (101). Mast cell infiltration
has also been correlated with specific molecular drivers: Xie et al.
developed a risk score by analyzing differentially expressed genes
related to resting mast cells, immune cell abundance, miRNA-
mRNA co-expression network, and drug-gene interaction
prediction. Importantly, the 9 key genes identified were
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important in the signaling of TNF-alpha, IL-17, and other
cytokines, supporting the importance of further elucidating the
interplay between molecular and immunologic signatures (90).

Several groups have used data processing tools to further
characterize how the molecular tumor signature impacts the
immune environment. Nassiri et al. recently performed a
molecular analysis of 124 meningiomas of various locations
and histological subtypes that included DNA sequencing, DNA
methylation, RNA expression and single cell RNA sequencing.
They reported 4 distinct molecular subgroups based on an
integrative analysis of multi-platform genomic and epigenomic
data. One of the subgroups (MG1) was characterized by
expression of several immune pathways. This group of patients
had recurrent NF2 mutations and loss of chromosomal arm 22q
that resulted in biallelic inactivation of the NF2 gene.
Interestingly, this group was significantly enriched in T cell
and macrophage genes and demonstrated the highest levels of
cytokine and immune checkpoint molecule expression among
the subgroups. This group of patients also exhibited the longest
recurrence free survival. In contrast, subgroup MG4 was
characterized by expression programs that allow for higher
proliferation of tumor cells and contained the fewest
macrophage-associated genes. This group had the highest
recurrence rate compared to the other groups as well as the
highest tumor mutational burden. While the latter finding
contrasts with some previous reports, this data indicates that
proliferation of tumor cells may outpace immunologic clearance.
If this is the case, this subgroup may have a higher response rate
to immune checkpoint inhibitors (16). Chen et al. created two
clusters based on high versus low expression of RNAmethylation
regulators (m6A regulators) and correlated the groups to
immune infiltration. There were significant differences between
infiltration of plasma B cells, resting mast cells, and neutrophils,
as well as expression of IL-15 and IL-18 (102). These findings
suggest that incorporating the presence of specific mutations into
a predictive model may have value and guide implementation
of immunotherapy.

PD-L1 is one of the most frequently studied checkpoint
molecules in meningioma. Several studies have shown that PD-
L1 expression is independently correlated with worse clinical
outcome (103, 104). Additionally, Karimi et al. found that co-
expression of PD-L1 with hypoxia-induced genes, such as
NFKB2 and CA9, correlates with tumor progression (105).
While these studies have established an association between
PD-L1 expression and tumor progression, the use of PD-L1
alone as a biomarker may be limited by generally infrequent
expression. Johnson et al. reported PD-L1 positivity values of 3%,
6%, and 18% for grades I, II, and III, respectively (106). The
Tumor Immunity in the MicroEnvironment (TIME) scale, which
categorizes tumors according to PD-L1 and tumor-infiltrating
lymphocyte (TIL) positivity, has been implemented to predict
responses to immunotherapy in several types of tumors (107).
Yeung et al. used multiplex quantitative immunofluorescence to
classify 73 meningiomas according to the TIME scale and found
that most fell into the poor responder groups of PD-L1lowTILlow

and PD-L1lowTILhigh. Notably, PD-L1 was more highly expressed
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on CD68+ macrophages than tumor cells, and PD-L2 was more
strongly associated with T cell proliferation and cytotoxicity than
PD-L1 (108). Both PD-L2 and B7-H3 expression have been
associated with mutations of the mTOR pathway, including
PI3K, AKT1, and mTOR (100). Interestingly, this study found
PD-L2 to be most enriched in grade I meningiomas. Taken
together, these findings indicate that PD-L2 and B7-H3 may play
a more central role in meningiomas and, accordingly, PD-1
blockade may have activity in PD-L1 negative tumors. Based on
the emerging relationship between tumor genomics and the
immune microenvironment, further exploration of genomic
alterations and immune-based risk predictors is warranted.
CLINICAL STUDIES

Clinical implementation of immunotherapy for meningiomas is
still in its nascency. Early studies investigating the use of
interferon alpha for recurrent meningiomas produced negative
results (109). One retrospective case series of patients with
recurrent grade II or III meningiomas treated with interferon
alpha noted no radiographic responses at first evaluation and
progression free survival was 17% at 6 months (110). A phase 2
study investigating interferon alpha for recurrent grade I
intracranial meningiomas also reported no neuroradiographic
responses, and PFS at 6 months was 54% (111).

Immune checkpoint inhibition has shown anecdotal promise
and is currently being evaluated in clinical trials. Two case
reports have been published describing the use of nivolumab
for recurrent meningiomas. A case report of a patient on
nivolumab for advanced lung cancer who also had recurrent
right sphenoid wing meningioma reported significant reduction
in both tumor size and brain edema following initiation of
therapy (112). Another report described a response to
checkpoint blockade in a MSH2-deficient tumor. After therapy
the patient had a marked increase in CD8+ T cell infiltration of
the tumor. The patient continued to receive nivolumab bi-weekly
for over 2 years and experienced a marked response (95).

Based on these early reports, there are now several ongoing
clinical trials aimed at evaluating checkpoint blockade for
meningiomas (Table 1). While three of the trials are recruiting
patients for anti-PD1 monotherapy, most studies include at least
one treatment arm investigating combination therapy regimens.
Given Han et al.’s findings that patients who received radiation
have higher expression of PD-L1, four trials are investigating the
synergy between immunotherapies targeting the PD-1/PD-L1 axis
and various types of radiation therapy (103). In a phase II study of
the anti-PD1 agent pembrolizumab, patients have improved PFS
rates at 6 months, compared to historical controls, and a non-
significant association between increased PD-L1 expression and
reduced tumor growth (113). Additionally, two trials include
treatments targeting the CD28-CTLA-4 pathway. While
nivolumab with or without ipilimumab therapy in recurrent
atypical meningiomas does not show improvement in 6 month
PFS, a subset of tumors with increased mutational burden may
have higher response rates (94, 95). Successful completion of these
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trials will provide valuable insights into the clinical utility of
immune checkpoint blockade for meningiomas.
CONCLUSION

Ongoing work focused on tumor-immune interactions has the
potential to afford valuable insights into the drivers of
meningioma behavior. The link between tumor cell alterations
and the immune landscape is particularly intriguing intersection.
Although immune-based characterization of meningiomas has
only recently garnered interest, ongoing efforts in this area will
drive more robust prediction models and new therapeutic
strategies for patients with recurrent and progressive tumors.
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Immunophenotypic Identification and Characterization of Tumor Cells and
Infiltrating Cell Populations in Meningiomas. Am J Pathol (2012) 181:1749–
61. doi: 10.1016/j.ajpath.2012.07.033

61. Borch J de S, Haslund-Vinding J, Vilhardt F, Maier AD, Mathiesen T.
Meningioma–Brain Crosstalk: A Scoping Review. Cancers (2021) 13:4267.
doi: 10.3390/cancers13174267

62. Yeung J, Yaghoobi V, Miyagishima D, Vesely MD, Zhang T, Badri T, et al.
Targeting the CSF1/CSF1R Axis Is a Potential Treatment Strategy for
Malignant Meningiomas. Neuro-Oncol (2021) 23:1922–35. doi: 10.1093/
neuonc/noab075

63. Proctor DT, Huang J, Lama S, Albakr A, Van Marle G, Sutherland GR.
Tumor-Associated Macrophage Infiltration in Meningioma. Neuro-Oncol
Adv (2019) 1:vdz018. doi: 10.1093/noajnl/vdz018

64. Presta I, Guadagno E, Di Vito A, Malara N, Mignogna C, Maisano D, et al.
Innate Immunity may Play a Role in Growth and Relapse of Chordoid
Meningioma. Int J Immunopathol Pharmacol (2017) 30:429–33.
doi: 10.1177/0394632017730241

65. Li YD, Veliceasa D, Lamano JB, Lamano JB, Kaur G, Biyashev D, et al.
Systemic and Local Immunosuppression in Patients With High-Grade
Meningiomas. Cancer Immunol Immunother CII (2019) 68:999–1009.
doi: 10.1007/s00262-019-02342-8

66. Pinton L, Solito S, Masetto E, Vettore M, Canè S, Della Puppa A, et al.
Immunosuppressive Activity of Tumor-Infiltrating Myeloid Cells in Patients
Frontiers in Oncology | www.frontiersin.org 9
With Meningioma. OncoImmunology (2018) 7:e1440931. doi: 10.1080/
2162402X.2018.1440931

67. Grund S, Schittenhelm J, Roser F, Tatagiba M, Mawrin C, Kim YJ, et al. The
Microglial/Macrophagic Response at the Tumour-Brain Border of Invasive
Meningiomas. Neuropathol Appl Neurobiol (2009) 35:82–8. doi: 10.1111/
j.1365-2990.2008.00960.x

68. Fang L, Lowther DE, Meizlish ML, Anderson RCE, Bruce JN, Devine L, et al.
The Immune Cell Infiltrate Populating Meningiomas is Composed of
Mature, Antigen-Experienced T and B Cells. Neuro-Oncol (2013) 15:1479–
90. doi: 10.1093/neuonc/not110

69. Everson RG, Hashimoto Y, Freeman JL, Hodges TR, Huse J, Zhou S, et al.
Multiplatform Profiling of Meningioma Provides Molecular Insight and
Prioritization of Drug Targets for Rational Clinical Trial Design.
J Neurooncol (2018) 139:469–78. doi: 10.1007/s11060-018-2891-8

70. Herold-Mende C, Ull T, Rapp C, Dettling S, Jungk C, Sahm F, et al. IMPS-
14Prognostic Role of Regulatory T-Cells in Primary and Recurrent
Meningioma. Neuro-Oncol (2015) 17:v116. doi: 10.1093/neuonc/nov217.14

71. Rapp C, Dettling S, Liu F, Ull AT, Warta R, Jungk C, et al. Cytotoxic T Cells
and Their Activation Status are Independent Prognostic Markers in
Meningiomas. Clin Cancer Res (2019) 25:5260–70. doi: 10.1158/1078-
0432.CCR-19-0389

72. Zador Z, Landry AP, Balas M, Cusimano MD. Landscape of Immune Cell
Gene Expression Is Unique in Predominantly WHO Grade 1 Skull Base
Meningiomas When Compared to Convexity. Sci Rep (2020) 10:9065.
doi: 10.1038/s41598-020-65365-7

73. Kosugi K, Tamura R, Ohara K, Morimoto Y, Kuranari Y, Oishi Y, et al.
Immunological and Vascular Characteristics in Cavernous Sinus Meningioma.
J Clin Neurosci (2019) 67:198–203. doi: 10.1016/j.jocn.2019.06.003

74. Polyzoidis S, Koletsa T, Panagiotidou S, Ashkan K, Theoharides TC. Mast
Cells in Meningiomas and Brain Inflammation. J Neuroinflamm (2015)
12:170. doi: 10.1186/s12974-015-0388-3

75. Tirakotai W, Mennel H-D, Celik I, Hellwig D, Bertalanffy H, Riegel T.
Secretory Meningioma: Immunohistochemical Findings and Evaluation of
Mast Cell Infiltration. Neurosurg Rev (2006) 29:41–8. doi: 10.1007/s10143-
005-0402-9

76. Chen X, Tian F, Lun P, Feng Y. Profiles of Immune Infiltration and its
Relevance to Survival Outcome in Meningiomas. Biosci Rep (2020) 40:
BSR20200538. doi: 10.1042/BSR20200538

77. Yankova G, Bogomyakova O, Tulupov A. The Glymphatic System and
Meningeal Lymphatics of the Brain: New Understanding of Brain Clearance.
Rev Neurosci (2021) 32:693–705. doi: 10.1515/revneuro-2020-0106

78. Eide PK, Vatnehol SAS, Emblem KE, Ringstad G. Magnetic Resonance
Imaging Provides Evidence of Glymphatic Drainage From Human Brain to
Cervical Lymph Nodes. Sci Rep (2018) 8:7194. doi: 10.1038/s41598-018-
25666-4

79. Carare RO, Bernardes-Silva M, Newman TA, Page AM, Nicoll JAR, Perry
VH, et al. Solutes, But Not Cells, Drain From the Brain Parenchyma Along
Basement Membranes of Capillaries and Arteries: Significance for Cerebral
Amyloid Angiopathy and Neuroimmunology. Neuropathol Appl Neurobiol
(2008) 34:131–44. doi: 10.1111/j.1365-2990.2007.00926.x

80. Louveau A, Smirnov I, Keyes TJ, Eccles JD, Rouhani SJ, Peske JD, et al.
Structural and Functional Features of Central Nervous System Lymphatic
Vessels. Nature (2015) 523:337–41. doi: 10.1038/nature14432

81. Long DM. Vascular Ultrastructure in Human Meningiomas and
Schwannomas. J Neurosurg (1973) 38:409–19. doi: 10.3171/jns.1973.38.
4.0409

82. Ousman SS, Kubes P. Immune Surveillance in the Central Nervous System.
Nat Neurosci (2012) 15:1096–101. doi: 10.1038/nn.3161

83. Würth R, Barbieri F, Bajetto A, Pattarozzi A, Gatti M, Porcile C, et al.
Expression of CXCR7 Chemokine Receptor in Human Meningioma Cells
and in Intratumoral Microvasculature. J Neuroimmunol (2011) 234:115–23.
doi: 10.1016/j.jneuroim.2011.01.006

84. Tang T, Xia Q-J, Chen J-B, Xi M-R, Lei D. Expression of the CXCL12/SDF-1
Chemokine Receptor CXCR7 in Human Brain Tumours. Asian Pac J Cancer
Prev APJCP (2012) 13:5281–6. doi: 10.7314/apjcp.2012.13.10.5281

85. Barbieri F, Bajetto A, Porcile C, Pattarozzi A, Massa A, Lunardi G, et al. CXC
Receptor and Chemokine Expression in Human Meningioma. Ann NY Acad
Sci (2006) 1090:332–43. doi: 10.1196/annals.1378.037
May 2022 | Volume 12 | Article 892004

https://doi.org/10.1073/pnas.1912858116
https://doi.org/10.1093/neuros/nyaa355
https://doi.org/10.3892/ol.2018.8376
https://doi.org/10.1007/s00401-018-1844-9
https://doi.org/10.1007/s00401-018-1844-9
https://doi.org/10.1093/neuonc/noab036
https://doi.org/10.1093/neuonc/noab036
https://doi.org/10.1093/neuonc/noaa303
https://doi.org/10.1097/NEN.0b013e31826bf704
https://doi.org/10.1097/NEN.0b013e31826bf704
https://doi.org/10.1007/s00401-017-1678-x
https://doi.org/10.1016/S1470-2045(17)30155-9
https://doi.org/10.1093/neuonc/noz061
https://doi.org/10.1200/JCO.21.00784
https://doi.org/10.1126/sciadv.abm6247
https://doi.org/10.1016/j.ajpath.2012.07.033
https://doi.org/10.3390/cancers13174267
https://doi.org/10.1093/neuonc/noab075
https://doi.org/10.1093/neuonc/noab075
https://doi.org/10.1093/noajnl/vdz018
https://doi.org/10.1177/0394632017730241
https://doi.org/10.1007/s00262-019-02342-8
https://doi.org/10.1080/2162402X.2018.1440931
https://doi.org/10.1080/2162402X.2018.1440931
https://doi.org/10.1111/j.1365-2990.2008.00960.x
https://doi.org/10.1111/j.1365-2990.2008.00960.x
https://doi.org/10.1093/neuonc/not110
https://doi.org/10.1007/s11060-018-2891-8
https://doi.org/10.1093/neuonc/nov217.14
https://doi.org/10.1158/1078-0432.CCR-19-0389
https://doi.org/10.1158/1078-0432.CCR-19-0389
https://doi.org/10.1038/s41598-020-65365-7
https://doi.org/10.1016/j.jocn.2019.06.003
https://doi.org/10.1186/s12974-015-0388-3
https://doi.org/10.1007/s10143-005-0402-9
https://doi.org/10.1007/s10143-005-0402-9
https://doi.org/10.1042/BSR20200538
https://doi.org/10.1515/revneuro-2020-0106
https://doi.org/10.1038/s41598-018-25666-4
https://doi.org/10.1038/s41598-018-25666-4
https://doi.org/10.1111/j.1365-2990.2007.00926.x
https://doi.org/10.1038/nature14432
https://doi.org/10.3171/jns.1973.38.4.0409
https://doi.org/10.3171/jns.1973.38.4.0409
https://doi.org/10.1038/nn.3161
https://doi.org/10.1016/j.jneuroim.2011.01.006
https://doi.org/10.7314/apjcp.2012.13.10.5281
https://doi.org/10.1196/annals.1378.037
https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles


Kannapadi et al. Molecular and Immune Characteristics in Meningiomas
86. Li G, Hattermann K, Mentlein R, Mehdorn HM, Held-Feindt J. The
Transmembrane Chemokines CXCL16 and CX3CL1 and Their Receptors
are Expressed in Human Meningiomas. Oncol Rep (2013) 29:563–70.
doi: 10.3892/or.2012.2164

87. CaoM,Wang Y. Bioinformatic Analyses Determine the Importance of CXCL2
and CXCL8 in Atypical Meningioma Development and Reoccurrence. Turk
Neurosurg (2021). doi: 10.5137/1019-5149.JTN.34984-21.2

88. Sato K, Kuratsu J, Takeshima H, Yoshimura T, Ushio Y. Expression of
Monocyte Chemoattractant Protein-1 in Meningioma. J Neurosurg (1995)
82:874–8. doi: 10.3171/jns.1995.82.5.0874

89. Mehdipour P, Javan F, Jouibari MF, Khaleghi M, Mehrazin M. Evolutionary
Model of Brain Tumor Circulating Cells: Cellular Galaxy.World J Clin Oncol
(2021) 12:13–30. doi: 10.5306/wjco.v12.i1.13

90. Xie H, Yuan C, Ding X, Li J, Li Z, Lu W. Identification of Key Genes and
Pathways Associated With Resting Mast Cells in Meningioma. BMC Cancer
(2021) 21:1–12. doi: 10.1186/s12885-021-08931-0

91. Bi WL, Greenwald NF, Abedalthagafi M, Wala J, Gibson WJ, Agarwalla PK,
et al. Genomic Landscape of High-Grade Meningiomas. NPJ Genomic Med
(2017) 2:15. doi: 10.1038/s41525-017-0014-7

92. Gill CM, Loewenstern J, Rutland JW, Arib H, Pain M, Umphlett M, et al.
Peritumoral Edema Correlates With Mutational Burden in Meningiomas.
Neuroradiology (2021) 63:73–80. doi: 10.1007/s00234-020-02515-8

93. Rutland JW, Gill CM, Loewenstern J, Arib H, Pain M, Umphlett M, et al.
NF2 Mutation Status and Tumor Mutational Burden Correlate With
Immune Cell Infiltration in Meningiomas. Cancer Immunol Immunother
CII (2021) 70:169–76. doi: 10.1007/s00262-020-02671-z

94. Bi WL, Nayak L, Meredith DM, Driver J, Du Z, Hoffman S, et al. Activity of
PD-1 Blockade With Nivolumab Among Patients With Recurrent Atypical/
Anaplastic Meningioma: Phase II Trial Results. Neuro-Oncol (2022) 24:101–
13. doi: 10.1093/neuonc/noab118

95. Dunn IF, Du Z, Touat M, Sisti MB, Wen PY, Umeton R, et al. Mismatch Repair
Deficiency in High-Grade Meningioma: A Rare But Recurrent Event Associated
With Dramatic Immune Activation and Clinical Response to PD-1 Blockade.
JCO Precis Oncol (2018) 2:PO.18.00190. doi: 10.1200/PO.18.00190

96. Williams EA, Santagata S, Wakimoto H, Shankar GM, Barker FG, Sharaf R,
et al. Distinct Genomic Subclasses of High-Grade/Progressive Meningiomas:
NF2-Associated, NF2-Exclusive, and NF2-Agnostic. Acta Neuropathol
Commun (2020) 8:171. doi: 10.1186/s40478-020-01040-2

97. Adams CL, Ercolano E, Ferluga S, Sofela A, Dave F, Negroni C, et al. A Rapid
Robust Method for Subgrouping Non-NF2 Meningiomas According to
Genotype and Detection of Lower Levels of M2 Macrophages in AKT1 E17K
Mutated Tumours. Int J Mol Sci (2020) 21:1273. doi: 10.3390/ijms21041273

98. Domingues PH, Teodósio C, Otero Á, Sousa P, Ortiz J, Macias M del CG,
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