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Abstract 

 Tremendous success using CAR T therapy in hematological malignancies has garnered 

significant interest in developing such treatments for solid tumors, including brain tumors. This 

success, however, has yet to be mirrored in solid organ neoplasms. CAR T function has shown 

limited efficacy against brain tumors due to several factors including the immunosuppressive 

tumor microenvironment, blood-brain barrier, and tumor-antigen heterogeneity. Despite these 

considerations, CAR T-cell therapy has the potential to be implemented as a treatment modality 

for brain tumors. Here, we review adult and pediatric brain tumors, including glioblastoma, 

diffuse midline gliomas, and medulloblastomas that continue to portend a grim prognosis. We 

describe insights gained from different preclinical models using CAR T therapy against various 

brain tumors and results gathered from ongoing clinical trials. Furthermore, we outline the 

challenges limiting CAR T therapy success against brain tumors and summarize advancements 

made to overcome these obstacles.  

 

Keywords: chimeric antigen receptor, T-cell, glioblastoma, pediatric brain tumor, pediatric 

glioma, preclinical brain tumor models 
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1. Introduction 

 

Although tremendous advancements in traditional cancer treatment, including surgery, 

radiation, and chemotherapy, have contributed to improved outcomes, cancer remains a difficult 

and grim disease to treat. More recently, treatment focus has shifted to targeted therapies that 

interfere with specific proteins involved in tumorigenesis as well as immunotherapies that 

promote the host‘s immune system to kill cancer cells. One cancer immunotherapy of increasing 

interest entails genetically modifying a patient‘s T-cells to express chimeric antigen receptors 

(CARs). CAR T-cells are a form of adoptive cell therapy that has demonstrated remarkable 

success in treating hematological malignancies. While preclinical and clinical models provide 

encouraging results, treatment of solid cancers using CAR T-cell therapies remain limited. Solid 

tumors present a unique set of challenges, such as an immunosuppressive tumor 

microenvironment, that hinder the success of CAR T treatment. The blood-brain barrier (BBB) 

and treatment-induced neuroinflammation present further obstacles in application of this therapy 

to brain tumors (Daneman and Prat, 2015). Despite these considerations, CAR T-cell therapy 

has the potential to be implemented in the treatment of brain tumors in adult and pediatric 

populations. In this review, we discuss preclinical models of CAR T-cell development for adult 

and pediatric brain tumors, as well as progress in clinical translation and challenges specific to 

brain tumors and their microenvironment. 

 

2. CAR T-Cell Engineering: A Brief Overview 

 
Since conceptualization of the CAR over 25 years ago, the goal has been to create 

genetically-engineered cells encompassing the antigen-specificity of antibodies combined with 

the potency of immune cells (Zhang et al., 2016; Singh and Mcguirk, 2020). In its simplest form, 

CAR structure consists of an antibody or ligand-derived ectodomain fused with a hinge, 

transmembrane domain, and an intracellular T-cell signaling domain (Mirzaei et al., 2017; 

Newick et al., 2017). When expressed by T-cells, CAR allows recognition of a target antigen 

without presentation by the major histocompatibility complex (MHC), bypassing a immune 

requirement required by physiological T cells (Sadelain et al., 2013). The ability of CAR T-cells 

to activate in an MHC-independent fashion makes this a promising immunotherapy, as MHC 

downregulation is a hallmark tumors use to mediate immune escape  (Reiniš, 2010; Rodriguez 

et al., 2017).  

CAR T-cells have undergone four generations of evolution, which are defined by the 

incorporation of different intracellular signaling domains (Figure 1A). First-generation CARs 

contain a single intracellular domain, most commonly CD3δ. After the development of first-

generation CARs, studies demonstrated the activation and anti-tumor potential of CAR T-cells 

but showed limited efficacy in clinical trials due to a lack of T-cell proliferation and persistence 

(Jackson et al., 2016; Roselli et al., 2021; Wang et al., 2017). To enhance T-cell expansion and 

persistence, advances in CAR design introduced one or two co-stimulatory domains to develop 

second and third-generation CAR-T cells, respectively. Common co-stimulatory domains 

incorporated in the CAR molecule include CD28, 4-1BB, CD27, ICOS, and/or OX40 (Sadelain et 

al., 2013). Most recently, CAR design has been optimized to include antitumor cytokines and 

ligands, such as IL-2 and 4-1BB, respectively, generating ―armored‖ fourth-generation CAR T-

cells (Yeku and Brentjens, 2016).  
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Theoretically, the MHC-independent fashion of CARs allows the receptor to redirect the 

effector functions of a T-cell to structures other than protein epitopes, like carbohydrates and 

glycolipids, broadening its applicability (Chmielewski et al., 2013; Patterson et al., 2020; 

Rodriguez et al., 2017). For the application of CARs in cancer treatment, however, the 

engineered target antigen should ideally only be expressed on cancer cells and not on normal 

cells to limit potential off-target therapeutic effects. CAR T-cell manufacturing can take place 

once a target is chosen and involves the collection, selection, transduction, expansion, and 

reinfusion of patient-derived lymphocytes, although this process is beyond the scope of the 

review (Feins et al., 2019; Frigault and Maus, 2016). To date, the most clinically studied target is 

CD19, a B-cell receptor-associated protein, present in most B-cell hematological malignancies. 

Exciting progress using CD19 CAR T-cell therapy for the treatment of B-cell leukemia and 

lymphomas led to the first two FDA approved CAR T-cell therapies in 2017: tisagenlecleucel 

(Kymriah, Novartis Pharmaceutical Corp) and axicabtagene ciloleucel (Yescarta, Kita Pharma, 

Inc.) (Maude et al., 2014a; Meng et al., 2021; Vairy et al., 2018).  

While progress in CAR T-cell therapy for the treatment of hematological cancers has led 

to breakthrough therapeutics, CAR T-cell application in the treatment of solid tumors is limited. 

This limitation is due to differences in physical and physiological characteristics of solid and 

blood cancers. For example, tumor cells in the blood are easily infiltrated by CAR T-cells in 

contrast to tumor cells in organs that can exist deep within the body and are relatively concealed 

for access by T-cells (Liu et al., 2021). Additionally, as mentioned above, cancers such as B-cell 

leukemia and lymphoma universally express CD19, but solid tumors rarely express one unique 

tumor-specific antigen (Martinez and Moon, 2019). CAR T-cell trafficking and persistence, tumor 

antigen heterogeneity, and the immunosuppressive tumor microenvironment (TME) all present 

major obstacles that hinder the success of CAR T therapy in solid tumors (Thomas et al., 2021). 

Currently, the brain is the most common solid tumor undergoing clinical trials and presents 

further difficulties due to the semipermeable properties of the blood-brain barrier (BBB) 

(Patterson et al., 2020). Nonetheless, studies have shown early promise of CAR T-cell efficacy 

in the treatment of glioblastoma multiforme (GBM), providing a foundation for further 

investigation using brain cancer models.  

In this review, we focus on CAR T-cell therapy for the treatment of adult and pediatric 

brain tumors. We will also discuss preclinical models and their clinical translation as well as the 

challenges of CAR T-cell therapy for brain cancer. 
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Figure 1. Evolution of chimeric antigen receptor (CAR) design. (A) Chimeric antigen receptor (CAR) constructs 

consist of an extracellular ligand-binding domain, most often a single-chain variable fragment (scFv) as the antigen-

recognition domain, a transmembrane domain, and one or more intracellular domains compromised of 

immunoreceptor tyrosine-based activation motifs (ITAM).  First-generation constructs contain a single signal 

activation domain, most commonly derived from a CD3δ chain. Over the past two decades, CAR design has evolved 

into second-generation and third-generation CARs that incorporated one or two co-stimulatory domains, respectively. 

Inclusion of additional signaling domains, such as CD28 and 4-1BB, promote persistence and anti-tumor activity of 

CAR-T therapy and are necessary to avoid exhaustion observed with first-generation CAR cells. Most recently, 

fourth-generation known as ―armored‖ CARs have been engineered to express a cell-surface or secreted 

immunomodulatory molecules, such as cytokines and/or ligands, to enhance T-cell function and favorably modify the 

tumor microenvironment. (B) Monovalent CARs can be generated to universally target one specific tumor antigen, 

whereas multivalent CARs can target several tumor antigens at once. Multivalent CARs are of increasing interest 

since multi-antigen targeting can overcome tumor heterogeneity. Figure made in BioRender.com.  

 

3. Adult Brain Tumors 
 

3.1 Glioblastomas  

 

GBM is the most prevalent and lethal primary brain tumor in adults, with an incidence of 

3.19 per 100,000 individuals (Dapash et al., 2021). While GBMs can occur at any age, the 

incidence increases significantly with age and the median age at diagnosis is 65 years old 

(Chen et al., 2021). The standard therapeutic regimen, notably known as the Stupp Protocol, 

involves safe maximal surgical resection followed by adjuvant chemoradiation with 

temozolomide (TMZ) (Dapash et al., 2021; Stupp et al, 2005). Despite aggressive treatment, the 

5-year survival is only 7.2% in the United States (Wu et al., 2021). 

While prognosis remains poor, GBMs display specific genetic alterations during their 

progression that can be predictive of survival and allow for the creation of therapeutic 

interventions based on molecular targeting. Alterations in molecular markers such as isocitrate 
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dehydrogenase (IDH) mutations, epidermal growth factor receptor (EGFR) 

amplification/overexpression, and O6-methylguanine DNA methyltransferase (MGMT) promoter 

hypermethylation are used to determine survival prognosis (Janjua et al., 2021; Lima et al., 

2012). For example, patients diagnosed with IDH-mutant GBM, a mutation representing the 

malignant transformation of a low-grade pre-existing glioma to GBM, typically indicates a longer 

survival outcome when compared to patients with IDH-wildtype GBM (Eckel-Passow et al., 

2015; Kim, 2021; Louis et al., 2016). 

 

3.1.1 Antigenic Targets for GBMs 

 

IL-13Rα2 is a monomeric high-affinity interleukin-13 (IL-13) receptor expressed in over 

75% of GBM tumors (Bagley et al., 2018; Marei et al., 2021; Xu et al., 2022a). IL-13Rα2 is 

highly expressed in normal testis tissue but not elsewhere in the body, making it a favorable 

target antigen for CAR T-cell therapy (Sharma and Debinski, 2018). IL-13Rα2 is one of the two 

binding chains of cytokine receptor IL-13.  Secreted by activated T-cells, IL-13 plays a 

significant role in eliciting pro- and anti-inflammatory immune response (Wadajkar et al., 2017). 

In most cells, IL-13 binds to IL-13Rα1, the low-affinity chain, and joins with IL-4Rα. The 

heterodimer complex formed results in downstream signal activation of the STAT6 transcription 

factor, which can promote apoptosis (Thaci et al., 2014). However, in cancer cells (and in some 

normal cells), free IL-13 binds strongly with IL-13Rα2, and in turn, fails to activate signaling. 

Consequently, IL-13Rα2 is often referred to as a ―decoy‖ receptor since it essentially sequesters 

IL-13, thus providing an apoptosis escape mechanism for GBM cells (Junttila, 2018; Rodriguez 

et al., 2017). As a result, overexpression of IL-13Rα2 promotes tumor progression and is a 

prognostic marker for poor patient survival (Brown et al., 2013). 

Commonly, in vitro assays are relatively less labor-intensive methods performed during 

the initial steps of CAR T-cell evaluation to determine CAR activation and activation-signaling 

pathways involved. In vitro models, such as 2D cell cultures, allow researchers to assess 

cytokine production through harvested cultures and harvested target cells are often subject to 

flow cytometry for killing potency evaluation (Si et al., 2022). While in vitro cultures and assays 

are useful for establishing CAR T specificity and killing kinetics, they often do not provide 

information on the interaction between engineered T-cells and the tumor microenvironment or 

on possible systemic side effects (Si et al., 2022; Vávrová et al., 2011) (Figure 2). Thus, after 

confirmation of CAR activation and potency through in vitro assays, many preclinical models 

move to in vivo animal models, most commonly using immune-comprised mice, which lack 

functional T, B, Natural Killer (NK), and dendritic cells allowing for the establishment of human 

tumors and analysis of human CAR T-cells (Ito et al., 2002)(Table 1). Table 1 summarizes brain 

tumor preclinical models used in the development of CAR T cell therapy. Several preclinical 

studies have evaluated IL-13Rα2 as a target for CAR T-cell therapy in GBM tumor models. IL-

13Rα2-specific CAR T-cells termed IL-13-zetakine have been developed. City of Hope 

researchers expanded low-passage Glioblastoma stem cell (GSC), tumorsphere and serum-

differentiated glioma lines from patient GBM specimens and assessed the expression of IL-

13Rα2 positive cells (Brown et al., 2012). While IL-13Ra2 expression varied, IL-13Ra2-positive 

cells were observed in both GSCs and differentiated tumor cell populations. The sensitivity of IL-

13-zetakine-mediated killing was compared in both IL-13Rα2+ GSC and differentiated tumor cell 

lines in vitro and in non-obese diabetic with severe compromised immunodeficiency (NOD-scid) 

mice which showed that both cell lines were killed with comparable potency. Importantly, this 

demonstrated that stem/progenitor-like properties were not intrinsically resistant to IL-13-
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zetakine-mediated killing, providing evidence that IL-13Rα2-targeting could potentially eliminate 

the refractory GSC component of GBMs. 

These findings led to the first clinical trial of IL-13Rα2-targeted CAR T therapy to 

establish the safety and efficacy of engineering, expanding, and delivering IL-13Rα2-specific 

CAR cells in three patients with recurrent GBM (Brown et al., 2015). First-generation IL-13-

zetakine CD8 T-cell clones were safely administered intracranially and demonstrated transient 

anti-glioma activity in 2 of 3 patients. A subsequent preclinical model by the same group aimed 

to optimize IL-13-zetakine CARs by including a 4-1BB co-stimulatory domain to enhance anti-

tumor potency and persistence for the treatment of GBM. The potency of second-generation IL-

13Rα2-targeted CAR, termed IL-13BBδ T-cells, were compared to previously constructed first-

generation IL-13-zetakine CARs in a ffLuc+ PBT030-2 GBM xenograft model (Brown et al., 

2018). Mice treated with a single injection of IL-13-zetakine CD8 clones exhibited some tumor 

growth control and improved survival only at the highest dose (1 X 106), whereas a single 

administration of IL-13BBδ T-cells at lower doses (0.3 x106 and 0.1x106) were significantly more 

effective. Additionally, the impact of dexamethasone on the anti-tumor potency of IL-13BBδ was 

assessed, as this corticosteroid is most commonly used for the management of vasogenic 

edema and intracranial pressure in patients with brain tumors (Kostaras et al., 2014). IL-13BBδ 

CAR Tanti-tumor potency and cell-mediated effects were completely eliminated only in mice that 

received the highest dose of dexamethasone (5mg/kg), suggesting that in vivo anti-tumor 

effects of IL-13BBδ CAR T-cells could be maintained in the presence of low-dose 

dexamethasone. In vivo models also showed that local intracranial delivery of IL-13BBδ CAR T- 

cells were superior to intraventricular administration. The encouraging evidence and lack of 

dose-limiting toxicities of this preclinical model provided a rationale for clinical translation, in 

which one patient with recurrent, multifocal GBM. This patient received six weekly intracavitary 

infusions of IL-13BBδ CAR T-cells which resulted in complete tumor regression of lesions in the 

brain and spine (Brown et al., 2016). Unfortunately, the patient developed new tumors, likely 

due to target antigen immunity, which will be discussed in more detail later in the review. 

Although the patient had a recurrence, this remarkable case study provided data on the safety 

of locoregional delivery of CAR T-cells into the cerebrospinal fluid (CSF) and activation of host 

immune responses after CAR T delivery (Feldman et al., 2021). 

More recently, researchers in Beijing generated a CAR derived from a murine antibody 

targeting IL-13Rα2 and humanized the sequence to form a humanized anti-IL-13Rα2 CAR (Xu 

et al., 2022). The group developed a third-generation CAR, incorporating both CD28 and 4-1BB 

as costimulatory chains for the CD3δ domain and subsequently evaluated their expansion, anti-

GBM efficacy, and cytokine release in vitro and xenograft mouse models using U251 and U373 

cells. In vitro results demonstrated that humanized anti-IL-13Rα2 CAR-targeting did not secrete 

increased levels of IL-6, a significant driver of cytokine release syndrome (CRS), the most 

common neurologic toxicity associated with CAR T therapy (Santomasso et al., 2022). 

Furthermore, there was low expression of IL-10, an inducer of T-cell dysfunction (Giavridis et 

al., 2018; Rivas et al., 2021; Xu et al., 2022). Intravenous administration of IL-13Rα2 CAR T-

cells inhibited tumor growth and significantly prolonged the survival of tumor-bearing mice in the 

first 40 days. However, tumors relapsed after day 40 in both U251 and U373 generated 

intracranial tumors. To further understand the origin of anti-GBM activity of humanized third-

generation IL-13Rα2 CAR T-cells, investigators studied the gene expression profiles of the cells 

using high-throughput sequence data. Two notable genes highly expressed in the CAR T-cells 

were MYH9 and FLNA, necessary for T-cell motility and T-cell adhesion and trafficking, 

respectively (Jacobelli et al., 2004; Savinko et al., 2018). While tumor relapse occurred, the 
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study was the first to investigate humanized third-generation IL-13Ra2-specific CAR targeting 

for GBM with potential as a candidate tool for clinical application. 

As mentioned in section 3.1, epidermal growth factor receptor (EGFR) is a molecular 

target used as a prognostic biomarker in GBM. EGFR is a tyrosine kinase receptor that is 

overamplified and/or mutated and contributes to tumor development and progression 

(Sigismund et al., 2018). The variant III mutation of the EGFR, EGFRvIII, is the most commonly 

found EGFR variant in GBM (Brennan et al., 2013), resulting from a deletion of exons 2 and 7, 

subsequently creating a junction site with a new glycine residue in the extracellular domain 

(Choi et al., 2019; Sugawa et al., 1990). Unlike wild-type EGFR, EGFRvIII is minimally 

expressed in normal tissue and is a strong tumor-restricted antigen expressed in approximately 

50% of GBM tumors (Akhavan et al., 2019; Choi et al, 2019; Marei et al., 2021). Thus, the 

EGFRvIII epitope is an ideal candidate for CAR T targeting. 

Third-generation EGFR vIII-specific CAR designed with 4-1BBδ and CD28 co-stimulatory 

domains have been constructed. A preclinical model evaluated the potency and efficacy of 

these CAR constructs alone and when co-transduced with miR-17-92, the most significantly 

upregulated microRNA cluster in interferon gamma (IFN- γ )-producing T helper type-1 (Th1) 

cells (Ohno et al., 2013; Xiao et al., 2008). Mice with intracranial U87-EGFRvIII tumors received 

a single intravenous infusion of miR-17-92 co-transduced CAR T-cells, EGFRvIII-specific CAR 

T-cells alone, or mock-transduced T-cells (n =10) and were administrated daily injections of 

TMZ for 5 days beginning on the day of CAR T-cell treatment. All mice in the control group died 

within 3 weeks, whereas 1 mouse died in the EGFRvIII-specific CAR T group and 2 died miR-

17-92 co-transduced CAR T-cells. Forty-nine days post-T-cell infusion, 4 mice receiving 

EGFRvIII-specific CAR T-cells alone and 3 mice treated with co-transduced miR-17-92 survived 

and were re-challenged with U87-EGFRvIII cells. Tumor cells grew in all four mice treated with 

EGFRvII-specific CAR T alone, whereas none of the three mice treated experienced tumor 

growth. This study demonstrated the safety and efficacy of EGFRvIII-specific CAR T-cells alone 

and provided evidence that durability could be enhanced with co-expression of miR-17-92 in 

CAR T-cells. Other studies that determined to enhance the potency of the EGFRvIII CAR 

construct focused on the humanization of the scFV to promote persistence of the modified T-

cells while avoiding immediate rejection or allergic responses caused by murine scFV-based 

CARs (Johnson et al., 2015). 

In 2017, a first-in-human study involving 10 patients with recurrent EGFRvIII-positive 

GBM who each received a single dose of intravenously delivered second generation (4-1BB, 

CD3δ) humanized anti-EGFRvIII CAR T-cells was published (NCT02209376) (O‘Rourke et al., 

2017). CAR T-EGFRvIII cell infiltration induced immunosuppressive effects on the GBM 

microenvironment, including significant upregulation of immunosuppressive molecules such as 

indoleamine-2,3-dioxygenase (IDO) 1, PD-L1, transforming growth factor (TGF)-β and IL-10, 

creating a barrier to the efficacy of this therapy. While a clinical benefit could not be clearly 

determined, this study provided the feasibility of and safety of CAR T-EGFRvIII as there was no 

cross-reactivity with wild-type EGFR, and demonstrated that the constructs could traffic to the 

brain and lead to decreased antigen expression in GBM. 

In a pilot dose-escalation trial, third-generation EGFRvIII CAR T-cells were administered 

intravenously to 18 patients with recurrent EGFRvIII+ GBM after lymphodepleting chemotherapy 

(Goff et al., 2019). EGFRvIII CAR T-cells were supported post-infusion with low-dose 

intravenous interleukin-2 (IL-2), a multifaceted cytokine involved in CD8+ T-cell differentiation 

that is associated with systemic toxicities at high doses (Jiang et al., 2016; Rosenberg et al., 

1994; Skrombolas and Frelinger, 2014). All patients developed transient leukopenia and 
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thrombocytopenia and, unfortunately, one patient died four hours after the highest dose (6 x 

10^10 cells) was administered. While the persistence of CAR cells correlated with cell dose, 

treatment failed to induce objective tumor regression or prolong survival. More recently, Agliardi 

et al used an orthotopic GBM mouse model to demonstrate that when combined with a single 

intra-tumoral dose of IL-12, EGFRvIII CAR T targeting could achieve durable anti-tumor 

responses in contrast to EGFRvIII CAR T infiltration alone (Agliardi et al., 2021). IL-12, a 

proinflammatory cytokine that is responsible for the induction and enhancement of cell-mediated 

immunity has been shown to enhance anti-tumor response in mouse models of ovarian cancer 

(K.G. Nguyen et al., 2020; Koneru et al., 2015). Similar to high doses of IL-2, systemic IL-12 is 

poorly tolerated, therefore, the study aimed to observe if local delivery to the tumor site would 

achieve an anti-tumor response while limiting systemic toxicity. Within the GBM tumor 

microenvironment (TME), the addition of IL-12 led to a decreased proportion of CAR –T-cells 

expressing high levels of programmed cell death protein 1 (PD-1) and lymphocyte activation 

gene 3 protein (LAG3), inhibitory receptors that have been extensively associated with 

dysregulation of antigen-specific T-cells in patients with chronic infection and cancer (Barber et 

al., 2006; L. T. Nguyen and Ohashi, 2015; Petrovas et al., 2006; Sakuishi et al., 2010). 

Furthermore, local injection to the tumor caused a transient upregulation of IL-12-induced 

cytokines (ie IFN- γ and CXCL9) that resolved 11 days post-injection, demonstrating that 

benefits could be observed while limiting systemic toxicity. 

Ephrin type-A receptor (Epha2) is a 130 kDa, 976 amino acid transmembrane 

glycoprotein belonging to the Eph family of receptor tyrosine kinases (Wykosky and Debinski, 

2008). EphA2 is overexpressed in most cancers, promoting tumorigenesis through its 

involvement in cell proliferation, invasion, and migration (Baharuddin et al., 2018). EphA2 is 

activated by ephrin ligands and has a role in angiogenesis and tumor neovascularization when 

bound to endogenous ephrin 1 ligand, its most common ligand (Rodriguez et al., 2017; Wykosky 

et al., 2005). Except for some epithelial cells, EphA2 has limited expression in normal tissue 

(Kilian et al., 2021). However, EphA2 is strongly overexpressed in GBM tumors and associated 

with astrocytoma grade, making it another ideal target antigen used for developing GBM 

therapies (Wykosky et al., 2008.). 

Development of second-generation EphA2-specific CAR T-cells with a CD28 

costimulatory domain produced immunostimulatory cytokines IFN- γ  and IL-2 that effectively 

caused tumor lysis in vitro and regressed EphA2+ GBM tumors in vivo (Chow et al., 2013). A 

subsequent study compared the anti-GBM efficacy of three CARs with either a CD28, 4-1BB or 

CD28.4-1BB signaling domain demonstrated no significant difference in phenotype and effector 

function of CAR T-cells in vitro (Yi et al., 2018). Similarly, no significant differences in CAR T-

cell persistence in vivo were observed. This finding added to the debate whether CARs 

constructed with two costimulatory domains enriched T-cells with superior effector functions 

than with a CAR construct containing only one costimulatory intracellular signaling domain 

(Milone et al., 2009; Zhao et al., 2015). The lack of optimized potency missing in CD28.4-1BB 

EphA2-CAR T-cells highlighted the potential need for cytokine signaling in addition to the 

required activation and co-stimulation signaling of CAR constructs (Yeku and Brentjens, 2016). 

While this strategy enhances CAR T-cell potency and persistence, it could increase the risk of 

unwanted side effects. Recently, Lin et al published preliminary results of the first-in-human trial 

of EphA2-specific CAR T-cells to study the feasibility, safety, and clinical response of infusion in 

three patients with EphA2-positive recurrent GBM (NCT 03423992)(Q. Lin et al., 2021). 

Although CAR T proliferation in the brain could not be measured due to the unavailability of 

tumor tissue, it was observed in the CSF of one patient which exhibited robust proliferation of 
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CAR T-cells. This observation indicated that EphA2-specific CAR T-cells were able to cross the 

BBB and expand in the host TME. MRI imaging demonstrated stable disease in one patient, but 

the other two patients showed progressive disease post-CAR T infusion. The study showed that 

intravenous infusion of EphA2 CAR T-cells was tolerable with transit efficacy but future studies 

with adjusted doses and infusion frequencies are needed to further investigate the safety and 

efficacy of EphA2-CAR T-cells for the treatment of GBM. The need for further study assessing 

the persistence and longevity of EphA2-CAR T is also warranted. 

Human epidermal growth factor receptor 2 (HER2), a receptor with tyrosine kinase 

activity, is a targeted antigen for GBM CAR T therapy. HER2 exists as a monomer on the cell 

surface and homo- or heterodimerization of this protein leads to autophosphorylation of tyrosine 

residues within the intracellular domain of the receptor that leads to activation of downstream 

pathways (Iqbal and Iqbal, 2014). The activated signaling pathways include Ras/MAPK and 

PI3K/Akt resulting in cell proliferation, survival, differentiation, invasiveness, and tumorigenesis 

(Zhu et al., 2021). HER2 is expressed in various cancers and is widely used as a prognostic and 

predictive marker in breast cancer. Specifically, HER2 is overexpressed in up to 80% of GBMs 

but has limited expression in healthy central nervous system (CNS) tissue (L. Zhang et al., 

2016).  

Preclinical models of medulloblastoma and GBM showed that HER2-CAR T-cells 

induced tumor regression and antitumor activity, respectively, becoming candidate tools for 

clinical application (Ahmed et al., 2015). While clinical usage of HER2 was initially challenged 

due to systemic toxicities, as will be discussed in the following section, second-generation 

(CD28 domain) anti-HER2 CAR T-cells derived from virus-specific T-cells (VST) were studied in 

phase 1 dose-escalation study for GBM (J. G. Zhang et al., 2007). HER2-CAR VST-cells 

(1x106/m2 to 1 x 108/m2) were intravenously administered to 17 patients with HER2+ GBM 

without prior lymphodepletion. Other than two patients that experienced seizures and 

headaches most likely related to the T-cell infusion, no dose-limiting toxicity was observed. 

qPCR was used to measure in vivo detection of the CAR T-cells in peripheral blood and 

analysis at 6 weeks post-infusion showed the presence of HER2 CARs in 7 of 15 patients. Only 

two patients had detectable HER-CAR cells 12 months post-infusion, and none were detected 

after 18 months. MRI imaging was used to assess tumor response 6 weeks after infusion, which 

showed a partial response in 1 patient and stable disease in 7 patients. The median overall 

survival was 11.1 months after the first T-cell infusion and 24.5 months after diagnosis. A 

difference between this study and others mentioned earlier in the review is that the trial included 

7 children (median age, 14 years; range, 10-17 years). As children have a better prognosis than 

adults, it may have contributed to the outcome. However, no significant difference was seen in 

the probability of survival of children and adults. Treatment of HER+ GBM with HER2-CAR 

VSTs was feasible and safe, but the trial warranted the need to improve anti-GBM activity and 

efficacy of the CARs. 

 

3.1.2 Multivalent CARs 

 

Tumor heterogeneity and varying antigen expression profiles within GBM patients led 

researchers to develop CAR T-cells targeting multiple tumor antigens to avoid these potential 

immune escape mechanisms (Liang et al., 2005; J. G. Zhang et al., 2008) (Figure 1B). Hedge et 

al created a bispecific CAR molecule incorporating both HER2 and IL-13Rα2 scFv-domains to 

make a tandem CAR exodomain (TanCAR) tethered to a CD28 signaling endo-domain (Hegde 

et al., 2016). TanCAR T-cells demonstrated enhanced and sustained ex vivo antitumor activity 
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in comparison to unispecific HER2 and IL-13Rα2 CAR T-cells in U373 cells. Through 

observation of IFN- γ  and IL-2 secretion levels, simultaneous targeting of both TAAs induced 

significantly higher cytokine secretion by TanCAR T-cells than did exposure to a single target. 

Furthermore, in an orthotopic GBM model, TanCAR T-cells extended the median overall 

survival to 86 days (p = 0.0002) in comparison to 53 days and 55 days using only HER2 and IL-

13Rα2 CAR T-cells, respectively. Since HER2 and IL-13Rα2 antigen pair expression varied 

between patients making successful clinical translation challenging, Bielamowicz et al 

incorporated a third target antigen in an attempt to overcome GBM variability (Bielamowicz et 

al., 2018). CAR constructs using a single tricistronic vector encoding second-generation (CD28 

δ-signaling domain) HER2, IL-13Rα2, and EphA2 targets, termed UCAR T-cells, were 

developed. Analysis using primary GBM patient samples with confirmed intercellular expression 

variability showed that the UCAR T-cells captured nearly 100% of tumor cells and exhibited 

significantly higher cytokine production compared to mono- and bi-specific CAR T-cells. In 

established GBM patient-derived xenografts, UCAR T-cells demonstrated higher and more 

sustained antitumor effects and significantly prolonged the survival of treated animals. While the 

preclinical study demonstrated promising results of using U CAR T-cells, further work is needed 

to determine efficacy and safety since increasing the number of targeted antigens also 

increases the risk of ―on-target off-tumor" effects that could result in serious damage to healthy 

tissue (Bader et al., 2021). 

 

Figure 2. Preclinical CAR T brain tumor models. Schematic representation of the preclinical models used to 

investigate the application of CAR T-cells in brain tumors. The complexity of the models increases from left to right. 

Canine and primate tumor models have been used to further study the safety of CAR T-cells before transitioning to 

clinical trials. Figure made in BioRender.com. 

 

3.2 Metastatic brain tumors 

 

While GBMs are the most common primary brain malignancy in adults, brain metastases 

(BMs) account for the majority of adult intracranial tumors. Metastatic brain cancer develops as 

tumor cells from primary cancers present in other organs travel and spread through the blood, a 

phenomenon deemed as ‗hematogenous seeding‘, and invade the brain (Barajas and Cha, 

2016). Although less frequent than hematogenous spread, CNS metastasis can also result from 

direct geographical invasion (Achrol et al., 2019; Barajas and Cha, 2016). While various factors, 

such as underreporting of metastatic brain tumor cases, hinder a more precise prevalence and 

incidence, it is estimated that 20-40% of adult patients with cancer develop metastatic brain 

tumors (Achrol et al., 2019; Nayak et al., 2012.; Tsukada et al., 1983). 
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The most common site of intracranial metastases is the brain parenchyma, but it can 

also spread to the cranium, dura, leptomeninges, and rarer, to the pituitary, pineal gland, or the 

choroid plexus (Nayak et al., 2012). In adult patients, the majority of BMs originate from lung, 

breast, and skin cancers, with lung cancer leading as the most recurring source of metastases 

(Achrol et al., 2019; Nayak et al., 2012.). Most often, BMs are discovered after the diagnosis of 

an initial primary cancer but BMs can be identified even before the diagnosis of a primary tumor 

(Sacks and Rahman, 2020). The mainstay treatment of BMs involves a multimodal approach, 

including a combination of surgery, radiation (both stereotactic radiosurgery and whole-brain 

radiation therapy), chemotherapy, immunotherapy, and palliative care (Achrol et al., 2019; X. Lin 

and DeAngelis, 2015; Sacks and Rahman, 2020; Soffietti et al., 2020). 

 

3.2.1 Antigenic Targets for metastatic brain tumors 

 

Currently, systemic therapies for patients with BMs are mainly based on molecular 

biomarkers assessed in the primary tumor. Multiple studies have shown novel alterations in the 

metastatic site (Ding et al., 2010; Paik et al., 2015.; Xie et al., 2014). Sequencing analysis of 86-

patient-matched brain metastases showed that 53% of BMs harbored potentially targetable 

mutations not detected in the matched primary tumor sample (Brastianos et al., 2015). Thus, the 

―branched evolution‖ pattern of BMs can lead to heterogeneity of the primary and metastatic 

tumor, posing obstacles of developing targeted therapies for BMs. Additional challenges to the 

creation of more precise therapies for BMs include tissue sampling, as some patients are not 

candidates for resection or have tumors in inaccessible sites. The brain microenvironment can 

also lead to spatial heterogeneity (Ali et al., 2021). Nonetheless, genomic profiling of a primary 

tumor and brain metastases using tumor samples, CSF fluid, and liquid biopsy have provided 

molecular profiles of BMs in different cancer types (Chicard et al., 2018; Pentsova et al., 2016). 

Approximately 20-25% of breast cancers have overexpression of HER2 (Eroglu et al., 

2014). Up to 50% of HER2+ breast cancer patients develop brain metastasis, often the final 

lethal consequence of many cancers (Leone and Lin, 2019). As mentioned earlier, the HER2 

signaling cascade activates several pathways, including Ras-MAPK and PI3K, that when altered 

or enhanced, are associated with an increased risk of metastases formation (Bryan et al., 2021). 

Initially, HER2 as a CAR target was challenged due to the death of a patient with HER2+ 

metastatic colon cancer following HER2-CAR T-cell infusion (Morgan et al., 2010). Despite this, 

as described above, the application of lower doses of HER2 in CAR T therapy provided safety 

and antitumor effects in GBM and sarcoma trials (J. G. Zhang et al., 2008). The findings of 

these studies led City of Hope researchers to develop two second-generation HER2-CAR-4-

1BB/CD28 CARs to compare antitumor activity of each co-stimulatory signaling domain in in 

vitro and in vivo orthotopic human xenograft models of breast cancer that metastasized to the 

brain (Priceman et al., 2018). In addition, they assessed the different routes of administration 

(intravenous, local intratumoral or regional intraventricular) to determine which resulted in the 

most effective CAR T trafficking. Both HER2–28δ or HER2BBδ CAR T-cells were cocultured 

with various tumor targets to measure the tumor-killing abilities influenced by each costimulatory 

domain. Using flow cytometry to quantify tumor killing, 4-1BB-specific HER2-CAR T-cells 

demonstrated improved tumor-killing, with lower levels of T-cell exhaustion and greater in vitro 

antigen-dependent proliferation when compared to CD28-specific HER2-CARs. This finding 

aligned with prior studies of leukemia and solid tumor models that suggested further therapeutic 

durability with 4-1BB stimulation compared to CD28 (Long et al., 2015; Maude et al., 2014b). 

Equivalent antitumor responses and extended survival of mice were observed after intracranial 
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and intraventricular delivery of 0.5 x 106 CAR T-cells. In comparison, intravenous delivery of 

HER2 CAR T-cells resulted in only partial antitumor response even at 10-fold higher doses. The 

study was the first to provide preclinical evidence of using regional intraventricular delivery of 

HER2-CAR T-cells to effectively target breast cancer metastasis to the brain. They 

demonstrated potency and selective targeting of 4-1BB-specific HER2 CAR T-cells and effective 

intraventricular administration of the CAR T-cells established a platform for clinical translation. 

City of Hope researchers are currently recruiting for a phase I trial to study the dosage and side 

effects of intraventricular administration of HER2 CAR T-cells in patients with recurrent brain or 

leptomeningeal metastases (NCT03696030). 

 

 

Table 1. Summary of seven preclinical models used in CAR T-cell therapy evaluation for brain 

tumors. 

 Model Advantages Limitations Uses Examples 

In vitro 
models 

Cell culture 
assay 

Less labor 
intensive, easier 
to scale up 

Cannot detect 
systemic immune 
response, off-target 
effects 

Determination 
of CAR 
activation, 
cytokine 
production, 
TAA density 

 Brown et 
al., 2012 

Tumor-derived 
organoids 

Recapitulation of 
TME, 
heterogeneity, 
patient tumor 
genetics 

Dependent on 
availability and 
quality of resected 
tumor, variable 
reproducibility  

Examine 
interaction 
with TME, 
assess 
antigen 
escape 

Jacob et al., 

2020 

            

  
  
  
  
  
  
  
  
  
  
  
  
  
  

In vivo 
models 

Syngeneic 
mouse 

Intact immune 
system, allowing 
the investigation 
of off-tumor 
effects 

non-human CAR T 
cells, limiting 
clinical relevance; 
does not capture 
tumor 
heterogeneity 

Evaluate host 
immune 
effects and 
safety 

 Kilian et al., 
2021 

Immune-
compromised 
mouse 

Lack some or all 
adaptive 
immune cell 
population, 
allowing for 
human CAR T-
cell persistence 
in mouse  

Difficult to assess 
CAR T-cell 
interaction between 
host immune 
response  

Analyzing 
efficacy of 
CAR T-cells 
targeting TAA  

Brown et al., 
2012; 
Santomasso 
et al., 2022 

Humanized 
mouse 

Study of human 
CAR T-cells with 
intact immune 
system to mimic 
potential off-
target effects;  

Limited studies 
available, limited 
sources for 
humanization, more 
time-consuming 

Observation of 
potential 
adverse 
events, such 
as CARS  

O‘Rourke et 
al., 2017; 
Norelli et al., 
2018  

Canine brain 
tumor model 

Recapitulation of 
TME, tumor 
heterogeneity, 
clinical and 
genetic 

Expensive, emotive 
nature of treatment 
trials on pets, one 
preclinical study 
reported specific to 

Safety 
validation for 
both human 
and canine 
clinical trials 

Yin et al., 
2018 
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similarities to 
human glioma; 
able to mimic 
potential clinical 
side-effects 

brain, 

Primate brain 
tumor model 

Recapitulation of 
TME, tumor 
heterogeneity, 
clinical and 
genetic 
similarities to 
human glioma; 
able to mimic 
potential clinical 
side-effects 

Expensive, small 
study size, limited 
existing studies  

Safety 
validation for 
human clinical 
trials 

Nellan et al., 
2018 

 

 

4. Pediatric Brain Tumors 
 

4.1 Diffuse Midline Gliomas (DMGs) 

 

Diffuse intrinsic pontine glioma (DIPG) is an aggressive and universally fatal tumor 

arising from the brainstem which accounts for the leading cause of brain tumor-related deaths in 

children (Pellot and De Jesus, 2022). A type of pediatric high-grade glioma, DIPGs were 

redefined after the 2016 World Health Organization (WHO) classification of CNS tumors in a 

new classification known as H3 K27M-mutant diffuse midline gliomas (DMG). The H3 K27 

mutation results in the substitution of lysine with methionine in position 27 of histone 3, in 

isoforms H3.1 and H3.3 (Pellot and De Jesus, 2022; Srikanthan et al., 2021). DIPGs, now under 

the classification of DMGs are almost exclusive to the pediatric population, with an estimated 

200-300 children diagnosed in the United States annually (Warren, 2012). The median age at 

diagnosis is 7 years of age (Misuraca et al., 2015; Pellot and De Jesus, 2022). 

DIPGs arise in the brainstem, most notably infiltrating the pons, and often diffusing to 

adjacent locations such as the thalamus and cerebellum; metastasis to extracranial sites is rare 

(Gururangan et al., 2006; Yanagawa et al., 1996). Treatment includes short-term use of 

steroids, specifically dexamethasone (Pellot and De Jesus, 2022), radiotherapy, and targeted 

chemotherapy (Aziz-Bose and Monje, 2019; Jalali et al., 2010; Srikanthan et al., 2021). Of 

these, radiotherapy is the only treatment for prolonging progression-free survival (Hargrave, 

2012; Jalali et al., 2010; Mathew and Rutka, 2018). Furthermore, due to the critical anatomical 

location of DIPGs, surgical resection is not feasible. Performing a stereotactic biopsy, a more 

advanced and minimally invasive procedure, is met with resistance and is not commonly 

undertaken due to tumor location (Jalali et al., 2010). Due to the limited and ineffective 

treatment options, the prognosis is devasting; median survival is between 8 to 12 months and 

less than 1% at 5 years from diagnosis (Grasso et al., 2015; Mathew and Rutka, 2018; Pellot 

and De Jesus, 2022; Warren, 2012). 

 

4.1.1 Antigenic Targets for DMGs 

 
GD2 is a glycosphingolipid containing two sialic acids (disialyl ganglioside). GD2 is a 

tumor-associated antigen and serves as a potential target for various cancers including DIPG, 
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neuroblastoma and osteosarcoma (Yuen et al., 2020). In cancer, GD2 attaches tumor cells to 

extracellular matrix proteins (Cheresh et al., 1986) and initiates tumor development through cell 

proliferation, motility, adhesion, and invasion depending on the tumor type (Nazha et al., 2020). 

Generally, gangliosides are widely expressed in normal tissue, making most subtypes 

unsuitable for targeted therapy. However, GD2 has limited expression in normal tissue, with low 

expression mostly restricted to neurons, skin melanocytes and peripheral nerves (Doronin et al., 

2014; Nazha et al., 2020). To determine what antigens could be potential candidates for CAR T 

therapy for DIPG, Mount et al screened cell surface antigens using an antibody array in six 

patient-derived DIPG cultures and found high GD2 expression in all H3K27M+ DIPG cultures 

studied (Mount et al., 2018). This led researchers to develop second-generation human 

GD2BBzδ -CAR T-cells and observed GD2-dependent killing and cytokine generation after the 

cells were exposed to the DIPG cultures. To further confirm the specificity of GD2-CAR T-cells 

towards H3K27M DIPG, generated GD2 knockout DIPG cells using CRISPR-Ca9-mediated 

deletion of GD2 synthase. As a result of the loss of GD2 antigen expression, cytokine 

production was not observed. Once the specific reactivity of GD2-CAR T-cells to H3K27M+ cells 

was confirmed, Mount et al evaluated in vivo efficacy of GD2-CAR T-cells against DIPG using 

orthotopic mouse xenografts of DIPG cultures derived from post-mortem patient tissue. In 

comparison to the control group, all mice exposed to GD2-CAR T-cells demonstrated complete 

tumor clearance. 

The findings of the preclinical model provided a rationale for expansion to a first-in-

human Phase 1 clinical trial using GD2-CAR T therapy for H3K27M-mutated diffuse midline 

gliomas (NCT04196413) (Majzner et al., 2022). Preliminary results of four patients, 3 with 

intracranial DIPG and 1 with spinal cord DMG (ages 5-25 years old), showed that all patients 

developed CRS after day 6 or day 7 post-infusion, developing fevers between (39.4°C and 

40.4°C) and symptoms consistent with tumor inflammation-associated neurotoxicity (TIAN). 

TIAN most often manifested as worsening of existing neurocognitive deficits but also led to 

increased intracranial pressure and resulted in obstructive hydrocephalus. The worsening 

neurocognitive symptoms were managed with intensive supportive care and treatment with 

immunosuppressive drugs (tocilizumab and anakinra) and/or corticosteroids. While the on-tumor 

neurotoxicities were observed, patients did not develop any symptoms associated with on-

target, off-tumor toxicity. In the preliminary findings, three out of four patients had radiographical 

and clinical benefits after IV administration of GD2 CAR T-cells and all patients had additional 

benefits after the second dose of CAR T-cells were administrated intraventricularly. Serum and 

CSF samples suggested that this finding could be due to enhanced pro-inflammatory cytokines. 

The trial will continue to treat patients H3K27M+ DIPG patients using GD2-CAR T-cell therapy 

to determine safety, efficacy, and optimal dosage and administration regimen. 

B7-H3 (CD276) is a transmembrane protein belonging to the B7-CD28 family, an 

important class of immune checkpoint molecules that regulate immune responses through co-

stimulatory and co-inhibitory signaling (Collins et al., 2005; Maachani et al., 2020). The exact 

role of B7-H3 remains unclear. When it was first identified in 2001, B7-H3 was characterized as 

a T-cell stimulating protein, but increasing evidence suggests that B7-H3 may be better defined 

as a co-inhibitory protein, as reports show it inhibits T-cell activation, promoting tumor growth 

and aggressiveness (Feng et al., 2021; Lee et al., 2017; Prasad et al., 2004). B7-H3 

consistently inhibits IFN- γ , IL-13, IL-10, IL-2 production, and NK cell activity. In addition, B7-H3 

also has nonimmunological pro-tumorigenic abilities, such as chemoresistance, as increased 

levels of B7-H3 in melanoma correlated with activation of the JAK2/STAT3/survivin-dependent 
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pathways, known to limit success of chemotherapy and radiation therapy and thus also 

contributes to a poor clinical outcome (Maachani et al., 2020; Z. Zhang et al., 2020). 

Although the exact role of B7-H3 has not been clearly defined, there is no doubt that its 

overexpression constitutes B7-H3 as an ideal candidate for immunotherapy application. In one 

study investigating B7-H3 protein and mRNA expression in brainstem glioma specimens, 100% 

of the DIPG specimens (median age of 6.5 years) showed B7-H3 immunoreactivity in 

comparison to the non-diffuse brainstem glioma group (median age of 12.0 years), of which only 

28% stained positive for B7-H3 (Z. Zhou et al., 2013). Further analysis demonstrated that B7-H3 

mRNA expression was significantly higher in DIPG samples in comparison to juvenile pilocytic 

astrocytoma and normal brain, providing evidence of utilizing B7-H3 as a therapeutic target in 

DIPG. In another preclinical model, second-generation (4-1BB) B7-H3 CAR T-cells were studied 

in pediatric tumors including in vitro and in vivo models of osteosarcoma, medulloblastoma, 

Ewing sarcoma, and DIPG. The study revealed that B7-H3 CAR T-cells in mice significantly 

prolonged survival in medulloblastoma and DIPG models because of significant production of 

IFN- γ, TNFα, and IL-2. Currently, locoregional delivery of second-generation B7-H3 CAR T-

cells in pediatric patients with DMG/DIPG and recurrent or refractory CNS tumors is being 

investigated (NCT04185038). Researchers at Seattle Children‘s Hospital are establishing a 

treatment regimen with either 2 or 3 doses of B7-H3 CAR T-cells and evaluating CAR T 

distribution within the CSF, trafficking of the cells in the blood, and observing clinical response 

to infusion. The study was last updated in March 2022 and is in its recruitment phase. 

 
4.2 Medulloblastomas 

 
Medulloblastoma (MB) is the most common malignant neoplasm in children, making up 

20% of all pediatric primary CNS tumors (Martin et al., 2014). Pediatric patients with MB 

between ages 1 and 9 years old had an incidence rate of 6.0 per million when compared to an 

incidence rate of 0.6 per million in adults (Smoll and Drummond, 2012). Because of the rare 

occurrence of MB in adults, our discussion will primarily focus on MB in the pediatric population. 

2021 WHO Classification of CNS Tumors added new subgroups to the four previously 

established primary groups of MBs: WNT-activated, SHH-activated, group 3, and group 4 with 

the first two named based on distinct activation signaling pathways and the latter two involving 

non-WNT/non-SHH MBs (Louis et al., 2021; Taylor et al., 2012). Now, through deeper analysis 

involving methylation and transcriptome profiling, 4 subgroups of SHH and 8 subgroups of non-

WNT/non-SHH have been created, mirroring current innovations for subgroup-specific treatment 

of MBs (Gershanov et al., 2021; Louis et al., 2021). 

By definition, MB tumors are exclusive to the posterior fossa, developing in the 

cerebellar vermis (Roussel and Hatten, 2011). The molecular classification of MB can provide 

insight into the clinical manifestation of disease and contribute prognostic value. For example, 

WNT-activated tumors most often present in children between the ages of 7 and 14 years old, 

whereas SHH-activated tumors most often occur in infants (and later in adulthood) (Juraschka 

and Taylor, 2019; Orr, 2020). Furthermore, the WNT subtype had the best overall survival, while 

the MYCN-amplified SHH subtype had the worst (Korshunov et al., 2010; Orr, 2020). Standard 

treatment includes surgical resection, craniospinal irradiation, and adjuvant chemotherapy. 

Advances in treatment regimen have increased the 5-year survival to 70-80% in patients greater 

than 3-years-old (Juraschka and Taylor, 2019; Martin et al., 2014; Roussel and Hatten, 2011). 

Innovative treatments using molecular subtyping are now underway to reduce the increased risk 
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of neurocognitive impairment and long-term morbidity associated with current care (Kijima and 

Kanemura, 2016; Orr, 2020; Sayour and Mitchell, 2017). 

 

4.2.1 Antigenic Targets for Medulloblastomas 

 
As mentioned above, HER2 is known to be overexpressed in breast cancer and has 

served as a target antigen for CAR T therapy in both metastatic brain cancer and GBM models. 

Additionally, HER2 expression is observed in approximately 40% of medulloblastoma and is 

associated with worse overall and progression-free survival (Nellan et al., 2018). Given that 

HER2 is not detected in the normal brain, the use of HER2-CARs in the eradication and 

treatment of medulloblastoma has been examined. In 2007, the first evaluation of HER2 CAR T-

cells against medulloblastoma demonstrated that CARs killed HER2+ medulloblastomas ex vivo 

but also led to tumor regression in vivo in an orthotopic xenogenic SCID model (Ahmed et al., 

2007). HER2 CAR T-cells containing CD3 signaling without the inclusion of a co-stimulatory 

signaling domain were directly injected in established medulloblastomas in 12 mice and 

compared to 10 untreated mice. Tumors injected with HER2 CAR T-cells were undetectable up 

to 55 days post-administration and tumor-bearing mice treated with CARs had significantly 

higher survival than the control groups. However, tumors eventually recurred in all mice treated 

with the first-generation HER2-specific T-cells. The nonresistance and limited efficacy of CARs 

were likely due to the use of first-generation CD3 constructs since co-stimulatory domains were 

missing, and thus, prevented further enhancement. A recent study, which investigated the 

efficacy of using second generation HER2 CAR T-cells with CD3  signaling domain and a 4-

1BB co-stimulatory domain in vivo and xenograft mouse models, revealed improved response 

and durable regression (Ahmed et al., 2007). Nellan et al also found that intraventricular 

delivery of HER2-specific T-cells was feasible and safe in non-human primates (NHPs). 

Currently, a phase 1 clinical trial is underway investigating locoregional HER2-specific CAR T-

Cell therapy for HER2-positive recurrent and refractory pediatric CNS tumors, such as gliomas, 

ependymomas, medulloblastomas, and germ cell tumors (NCT03500991). 

Two other target antigens for CAR T therapy against medulloblastoma are B7-H3 and 

PRAME. The pan-cancer antigen, B7-H3 has moderate-to-high expression levels in 

medulloblastoma (W. T. Zhou and Jin, 2021), with a recent study showing as high as 96% of 

B7-H3 expression in pediatric medulloblastoma (Li et al., 2022). As mentioned earlier, second-

generation B7-H3 CAR T-cells demonstrated efficacy and success by completely regressing 

medulloblastoma xenografts (Majzner et al, 2019). Along with DMGs, pediatric 

medulloblastomas are also currently studied in the clinical trials of second-generation B7-H3 

CAR T-cells (NCT04185038). PRAME is a cancer-testis antigen (CTA), a family of tumor-

associated antigens expressed in the testis and restricted elsewhere in healthy tissue 

(Steinbach et al., 2002). Growing evidence suggests that several CTAs stimulate epithelial 

mesenchymal transition (EMT) and generation of cancer stem-like cells, contributing to 

tumorigenesis, invasion, and metastasis, as well as drug resistance (Salmaninejad et al., 2016; 

Wei et al., 2020). Specifically, PRAME likely contributes to disease progression by functioning 

as a dominant repressor of retinoic acid (RA) receptor signaling. Specific to its role in antitumor 

activity, RAs induce growth arrest, differentiation, and apoptosis of tumor cells (Altucci and 

Gronemeyer, 2005; Epping and Bernards, 2006). PRAME interferes with RA signaling and thus 

provides a growth advantage to cancer cells. PRAME is expressed in approximately 80% of 

medulloblastomas and could potentially serve as an ideal target for immunotherapy. A recent 

study examining CAR T-cells specific for the PRAME-derived peptide SLL showed some 
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efficacy in orthotopic medulloblastoma models (Orlando et al., 2018). While PRAME-based CAR 

T therapies are in its early stages, these results as well as overexpression of PRAME in 

medulloblastoma, provide a promising outlook for future development. 

 

 

4.3 Ependymomas 

 
Ependymomas are the third most common brain tumor in children, comprising 8-10% of 

all pediatric CNS tumors (Amirian et al., 2012; Kilday et al., 2009). Ependymal tumors can 

manifest in the brain or spinal cord in both adult and pediatric populations. While approximately 

60% of adult ependymal tumors originate in the spinal cord, almost 90% of pediatric 

ependymomas originate intracranially (Villano et al., 2013). For this review, we will only focus on 

the latter. Ependymomas are classified based on anatomical location and histopathological and 

molecular characteristics. The three primary classifications include supratentorial, posterior 

fossa (PF) and spinal ependymomas, most recently updated to include ZFTA and YAP1 fusions 

and groups PFA/PFB as subgroups for the first and second category, respectively (Villano et al., 

2013). In addition, ependymal tumors can be classified as grade I, II, and III based on 

malignancy (Jünger et al., 2021). 

The most frequent site of pediatric ependymomas is in the PF, followed by supratentorial 

sites, and rarely, the spinal cord. Like in the case of medulloblastomas, molecular classifications 

led to distinct clinical manifestations and outcomes (Jünger et al., 2021.; Upadhyaya et al., 

2019). PFA ependymal tumors are usually only present in infants, whereas PFBs occur equally 

in adolescents and adults; and the latter is associated with worse overall survival (Pajtler et al., 

2015; Patterson et al., 2020; Upadhyaya et al., 2019). Regardless of location and age, the 

standard treatment is surgery, ideally aggressive gross total resection (GTR), followed by 

radiation therapy, and a second surgery (if necessary) (Merchant et al., 2019).  Tumor 

recurrence is a concern, and therefore, aggressive GTR is associated with the lowest mortality 

rate and longest progression-free survival (Cage et al., 2013). Overall, the 5-year survival rate 

for patients who undergo standard treatment range between approximately 75-85% but 

numbers can fall as low as 37% and 26% for patients with recurrence and subtotal resection, 

respectively (Pejavar et al., 2012; Thorp and Gandola, 2019; Tsang et al., 2018). 

 

 
4.3.1 Antigenic Targets for Ependymomas 

 
HER2, IL-13Rα2, EphA2, and Survivin are overexpressed in ependymomas (Donovan et 

al., 2020; Yeung et al., 2013). Survivin is a member of the inhibitor of apoptosis protein (IAP) 

family and inhibits apoptosis primarily by preventing caspase-9 activation within a functional 

apoptosome, but it can also operate in a caspase-independent fashion (Fukuda and Pelus, 

2006; Rafatmanesh et al., 2020). Survivin blocks cancer cell death, providing an opportunity for 

cancer cells to proliferate. In addition to its antiapoptotic role, survivin regulates mitosis by 

promoting microtubule stability and regulating the spindle assembly checkpoint (Preusser et al., 

2005a). Survivin is sometimes referred to as a ―universal‖ tumor antigen (Andersen and thor, 

2002) due to its overexpression in a vast majority of cancers and is commonly associated with 

resistance to chemotherapy and tumor recurrence (Altieri, 2003). Specifically, in ependymomas, 

the significance of survivin as a prognostic value has yet to be clearly defined. In a study of 

pediatric ependymomas and choroid plexus tumors, low levels of nuclear survivin were 
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associated with advanced disease and/or tumor grade (Altura et al., 2003). However, two other 

studies examining both adult and pediatric ependymomas found a correlation between survivin 

expression and increasing tumor grade (Altura et al., 2003; Preusser et al., 2005b). While these 

conflicting reports may be the result of the inclusion of different subtypes of ependymomas and 

choroid plexus tumors, the expression of survivin in ependymomas has heightened focus on its 

use in immunotherapies. For example, oncolytic viruses with incorporation of survivin can likely 

synergize with CAR T-cells and promote greater potent antitumor effects (Harrison et al., 2021). 

A preclinical study investigating the route of delivery and efficacy of monovalent and 

trivalent (TRI) CAR T-cells for the treatment of medulloblastoma and ependymoma was recently 

published (Donovan et al., 2020). After identifying high expression of EPHA2, HER2, and IL-

13Rα2 in three ependymoma subgroups, TRI CAR T-cells incorporating the three-target 

antigens were exposed to PFA ependymoma xenograft models. The TRI CARs were compared 

to monovalent HER2 CAR T-cells since HER2 protein expression remained consistent across 

the PFA ependymomas analyzed. Compared to non-transduced T-cells, both TRI and HER2 

CARs showed an antitumor response, with no significant difference between the two types of 

CARs. The study demonstrated that CAR T therapy using either monovalent or TRI CAR T-cell 

is a promising therapy for ependymomas, but because recurrence is high, further work is 

needed to maintain durable outcomes. A comparison of completed and ongoing CAR T therapy 

clinical trials in both adult and pediatric populations can be seen in Figure 3.  

 

 
Figure 3. Comparison of Adult and Pediatric brain tumor CAR T therapy Clinical Trials. Data was 

curated using www.clinicaltrials.gov upon search with key phrases ―CAR T brain cancer‖ and ―CAR T brain.‖ 

Ongoing and completed trials included. Withdrawn clinical trials were excluded from data generation. The 

figure was created using Tableau.com (Tableau 2016).  
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5. Challenges of CAR T Therapy in Adult and Pediatric Brain Tumors 

5.1 Difference in tumor-antigen targets 

 

Identifying novel antigen targets for neoplasms is crucial for preventing off target 
recognition during CAR T-cell treatment. Research has postulated that genetic mutations can 
form neoantigens in tumor cells, which can be used as targets. One of the main concerns 
differentiating this technique between adult and pediatric brain tumors is the low mutation 
burden in pediatric tumors, which makes searching for unique therapy targets challenging (Patel 
et al., 2020). Various pediatric tumor targets have been identified, including but not limited to 
EGFRVIII, HER-2, B7-H3, GD2, IL-13RA2, EPHA2, survivin, PRAME, CD70, PDPN (Melcher 
and Kerl, 2021; Patterson et al., 2020). One of the most consistently expressed is B7-H3 and 
GD2, proving to be potential targets for CAR T-cell therapy (Haydar et al., 2021; Majzner et al., 
2019). Research in adult brain tumors has shown a higher mutation load and, therefore, more 
significant potential for neoantigen targeting (Rahal et al., 2018). The specific targets for adult 
brain tumors have been described in clinical trials and research studies and include 
EGFR/EGFRvIII, IL-13Ra2, B7-H3, and HER2 (Y. J. Lin et al., 2022). Current CAR T-cell 
therapy proposes a steppingstone in potential therapy against brain tumors.  

Several clinical trials are underway that utilize these molecular targets for CAR T-cell 

therapy directed against brain tumors—focusing specifically on GD2, EGFRvIII, HER2, B7-H3, 

CD147, and IL-13Ra2. Recent preclinical studies have found other potential molecular targets 

for CAR T-cell therapy in GBM, such as CAIX, EphA2, CD70, TROP2, and CSPG4 (Y. J. Lin et 

al., 2022). EphA2 is a receptor tyrosine kinase that binds to ephrin-A family ligands. EphA2 is 

highly expressed in glioblastoma and only expressed at low levels in normal brain tissue (Chow 

et al., 2013). EphA2 overexpression in GBM is associated with poor prognosis and aids in tumor 

cell migration, invasion, angiogenesis, and metastasis (Chow et al., 2013; Yi et al., 2018). 

Another candidate antigen target- carbonic anhydrase IX (CAIX) was examined using 

immunohistochemistry in 59 glioblastoma patients. CAIX is a molecular target induced by 

hypoxia that is highly expressed in GBMs and rarely found in normal tissue (Y. J. Lin et al., 

2022; Proescholdt et al., 2012). Levels of CAIX expression were also shown to be associated 

with overall survival (Proescholdt et al., 2012). CD70, a type 2 transmembrane protein-ligand for 

CD27, has shown to be involved in a mechanism by which some GBM cell lines can kill T-cells 

(Chahlavi et al., 2005; Y. J. Lin et al., 2022). This key- mediator in T-cell death could be linked 

to the dysfunction of such cells in the TME. CSPG4 (also known as NG2) is a chondroitin sulfate 

proteoglycan highly involved in brain development and malignancy transformation (Y. J. Lin et 

al., 2022; Tsidulko et al., 2017). Reduced tumor growth was observed in GBM xerographs 

treated with lentiviral encoded shRNAs targeted toward CSPG4 (Y. J. Lin et al., 2022; Tsidulko 

et al., 2017). TROP2 is a glycoprotein and an epithelial cell adhesion molecule expressed in 

gliomas and glioblastomas (Lenárt et al., 2020; Y. J. Lin et al., 2022). TROP2 in glioblastomas 

promotes growth and dissemination and upregulation of VEGF levels (Lenárt et al., 2020).   

In pediatric brain tumors, major discrepancies were identified based on tumor type and 

anatomical location.HER2 was expressed in 40% of medulloblastomas and no expression in 

normal brain tissue. This further highlights its use for CAR-T cell therapy, and recent studies 

have shown that first-generation CAR T-cells targeting HER2 led to regression of 

medulloblastoma in orthotopic xenogeneic murine models (Ahmed et al., 2007). B7-H3 CAR T-

cells were also shown to be effective in anti-tumor activity, with regression of solid tumors in 

xenograft models of medulloblastoma (Majzner et al., 2019). Other CAR T-cell target antigens 

found to have positive results in preclinical trials for medulloblastomas and GBM are EPHA2, 

HER2, and IL-13Rα2 (Bielamowicz et al., 2018; Donovan et al., 2020). In pediatric 
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ependymomas, EphA2, Survivin, IL-13Rα2, and HER2 were highly expressed (Y. J. Lin et al., 

2022; Yeung et al., 2012; J. G. Zhang et al., 2008). For pediatric high-grade gliomas, one study 

found that systemic administration of GD2-targeted CAR T-cells in patient-derived H3-K27M+ 

DMG orthotopic xenograft models was able to clear engrafted tumors (Mount et al., 2018).  

While these preclinical findings are promising, future clinical trials will be needed to identify if 

these antigen targets are actually conducive to CAR T treatment of brain tumors.  

 

5.2 Route of CAR T delivery 

 

Most trials and current treatments with CAR T-cells are delivered intravenously (IV) 

(Figure 4A).  With IV administration, significant questions arise regarding the amount and 

distribution of treatment when directly targeting brain tissue. Techniques such as laser 

thermotherapy, electroporation, and transcranial ultrasound have been studied to alter the BBB, 

which has been postulated as a possible route for CAR T-cell therapy delivery, as well as other 

techniques such as direct delivery to the brain or intraventricular system for a targeted approach 

to therapy (Rodriguez et al., 2017). Current therapy delivery for brain tumors includes IV, 

Intraventricular, and intratumoral. The difficulty surrounding CAR T-cell therapy for brain tumors 

is the properties of the BBB that make it challenging to deliver treatment. Because of the 

difficulties posed by the BBB, many investigators have focused on regional and direct CAR T-

cell delivery for treating brain tumors. 

Various studies have shown the efficacy of regional administration of CAR T-cell 

therapy. When mesothelin-targeted CAR T-cells were administered directly into the lung, it 

resulted in better efficacy and persistence of treatment for lung cancer (Adusumilli et al., 2014). 

This form of delivery for therapy is more appealing because there was also efficacy in tumors 

outside the regional space where the CAR T-cells were delivered. With the results obtained 

from this study, phase 1 clinical trials were begun for safety evaluation of such treatment in 

primary or secondary pleural malignancies. When discussing treatment for brain tumors, the 

major question arises about the chosen delivery method that can have both the most potent 

effect on the tumor and minor side effects or toxicities in surrounding structures. This becomes 

increasingly important when delivering CAR T-cell treatment and overcoming the BBB. IV 

delivery of CAR T-cells is one of the most common delivery modes for this treatment. Because 

of its systemic approach, it has been used widely for treating hematologic malignancies. Many 

studies have debated this treatment method because of potential toxicities to other parts of the 

body. This mode of therapy has been proven to have poor outcomes against solid malignancies 

due to the challenges of both the systemic effects of the treatment and the obstacles posed by 

the TME (Grosskopf et al., 2022). 

Because of these difficulties in the systemic delivery of CAR T-cells, new delivery methods are 

being engineered to benefit the patient and decrease toxicity. Some of these new delivery 

methods exploit biopolymer scaffolds that contain stimulatory molecules that can improve 

systemic delivery for solid tumor treatment (Grosskopf et al., 2022). The authors showed that 

biopolymer implants could potentially enhance CAR T-cell therapy. Other studies also 

demonstrated the capability of biodegradable scaffolds to surpass the TME and disperse anti-

tumor T-cells (Stephan et al., 2014). Smith et al tested biopolymer implants to deliver CAR T-

cells for treating solid tumors directly. This method exposed solid tumors to a high number of 

immune cells for a more extended period. This demonstrates that CAR T-cells can migrate from 

the biopolymer scaffolds and eradicate solid tumors more effectively compared to a systemic 

delivery approach. 
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The authors showed superior responses in mouse models of pancreatic cancer and 

melanoma treated with the regional delivery compared to systemic approaches. This regional 

approach has various advantages, one being the ability to overcome the challenges of the TME. 

The downside to the biopolymer scaffolds is their complexity in manufacturing and application to 

different tumor types (Grosskopf et al., 2022). Effective CAR T-cell therapy aims to deliver high 

treatment concentrations to the specific sites where the tumor is located. Systemic approaches 

face significant disadvantages when it comes to both delivery and extra tumoral toxicities in the 

patient. For this reason, locoregional treatment options have become a new area of interest for 

direct treatment of these solid malignancies while decreasing extra tumoral toxicities. Momin et 

al demonstrated that intratumoral administration of fused anti-tumor cytokines to collagen-

binding protein lumican in cancer mouse models could prolong anti-tumor effects in the region 

with little systemic toxicity. 

Although intravenous/systemic approaches have been the mainstream therapy delivery 

for various tumor types, overcoming the CNS barrier has been the goal to potentiate better brain 

tumor therapies while decreasing systemic toxicities. Given the challenges of TME and systemic 

delivery, locoregional delivery strategies have been used to bypass these hurdles. Locoregional 

delivery methods include both intratumoral and intraventricular approaches. Intratumoral 

approaches include the delivery of CAR T-cells directly into the tumor. At the same time, 

intraventricular relates to the delivery of the CAR T-cells into the CSF through the ventricular 

system. Intraventricular therapy delivery can bypass most hurdles in the brain parenchyma 

except for the glia limitans (Akhavan et al., 2019). Many studies have found that locoregional 

delivery is far superior to systemic delivery of CAR T-cell treatment (Agliardi et al., 2021). With 

an orthotopic GBM mouse model, Agliardi et al showed that CAR T-cells targeting tumor-

specific epidermal growth factor receptor variant III (EGFRvIII) fail to control tumors but, when 

coupled with regionally delivered IL-12, attain durable anti-tumor responses. IL-12 increases 

CAR T-cell cytotoxic effects and modifies the TME with few systemic effects (Agliardi et al., 

2021). Compared to IV treatment, regional injection of CAR T-cells improved T-cell tumor 

infiltration in many preclinical models of brain malignancies (Mulazzani et al., 2019; Priceman et 

al., 2018; Theruvath et al., 2020). 

Intraventricular delivery methods have been well-tolerated in both pediatric and adult 

populations (Cohen-Pfeffer et al., 2017). Locoregional delivery requires that a catheter be 

placed to access the tumor or the CSF cavity. Although these devices have been used 

previously for numerous chemotherapeutic approaches, they have the potential for severe 

infection if not properly monitored. Priceman et al reported that intracranial delivery of CAR-T 

cells directed against HER2 showed high anti-tumor activity and effective treatment of brain 

metastases. This study compared regional and systemic delivery of HER2-CAR T-cells in a 

preclinical BBM1 model. They showed that HER2-CAR T-cells delivered intracerebroventricular 

(ICV) had complete tumor regression and proved more effective than a 10-fold higher dose 

delivered via IV, which only showed partial tumor regression (Priceman et al., 2018). 

Similarly, Brown et al found that intracranial delivery of CAR T-cells has an anti-tumor effect 

that supersedes IV administration. Because the IV route has been shown to be less effective 

when utilizing CAR T-cell therapy for GBM, a comparison of the IV and intracranial route of IL-

13BBδ T-cell delivery in the orthotopic tumor xenograft model showed that IV administered CAR 

T-cells had no therapeutic benefit over intracranial delivery (Brown et al., 2018). When 

comparing locoregional deliveries (intratumoral and intraventricular), studies have shown better 

tumor targeting and overall clinical response in intraventricular delivery (Weist et al., 2018) 

(Figure 4B, 4C). CAR T-cells, labeled with the radionuclide 89Zr, showed that intertumoral 
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delivery remained localized, while intraventricular delivery distributed throughout the CNS and 

was found in the spine, spleen, blood, and liver of mice when followed by PET imaging (Weist et 

al., 2018). Intraventricular delivery of CAR T-cells showed an overall better clinical response, 

and locoregional delivery showed a decreased risk of systemic toxicities. A study focusing on 

medulloblastomas showed that CAR T-cells directed against HER2 effectively cleared 

medulloblastoma with regional and IV delivery. However, IV delivery required a higher dose to 

prove effective and intraventricular delivery had no systemic toxicity (Nellan et al., 2018). 

Researchers focusing on CNS lymphomas in mice showed that IV administration of anti-CD19 

CAR T-cells had poor tumor infiltration compared to intracerebral administration. 

Intracerebral delivery of anti-CD19 CAR T-cells demonstrated deep invasion into the tumor, 

reduced growth, and stimulated regression (Mulazzani et al., 2019). Locoregional delivery of 

CAR T-cell therapy appears to be a safe and effective treatment option for brain tumors. This 

delivery method bypasses the limitations and barriers posed by the BBB and TME compared to 

systemic therapeutic approaches (Sridhar and Petrocca, 2017). Overall, intertumoral delivery of 

CAR T-cell therapy holds promise because it can bypass the challenges of the BBB and has the 

potential for higher therapeutic dosing concentrations within the brain target without the 

expected systemic toxicities that IV administration possesses (Loya et al., 2019). A study that 

looked at one patient with recurrent multifocal glioblastoma treated with anti IL-13Rα2 CAR T-

cells looked to compare both intracavitary and intraventricular delivery routes (Brown et al., 

2016). In this patient, both delivery methods showed low toxicity but varied when comparing 

effectiveness in distant tumor sites. Intracavitary delivery of CAR T-cells showed a decrease in 

local tumor recurrence but showed little effect in detaining the progression of the tumor in 

distant locations. Intraventricular therapy delivery showed regression of all CNS tumors (Brown 

et al., 2016). Although various factors intervene in the outcome of both therapeutic delivery 

routes in this patient, the data provides an insight into the mechanisms of both delivery methods 

in brain tumor therapy; more investigation is needed to assess the differences in clinical and 

therapeutic effects. This topic has been wildly studied in adult tumors, but research has also 

supported similar outcomes of delivery routes in pediatric patients. Studies focusing on the 

regional treatment of CNS tumors using anti-HER2-CAR T-cells in a pediatric population 

showed that intra-CNS delivery of this therapy is well tolerated (Vitanza et al., 2021). Further 

research is needed to compare and determine the best treatment delivery option in adult and 

pediatric populations. 
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Figure 4. Types of treatment mechanisms for brain tumors. A) Intravenous (IV) administration of CAR T-cells is 

the most common route of delivery in current treatments and clinical trials. CAR T-cells intravenously delivered is 

challenging for treatment against solid tumors, as it is difficult for the cells to locate, infiltrate, and expand within the 

tumor microenvironment. (B) Regional intraventricular (ICV) delivery involves injecting the CAR T-cells into the CSF 

through the ventricular system. In CAR T treatment for brain tumors, ICV delivery was first used in a case of recurrent 

glioblastoma and resulted in the regression of all CNS tumors. (C) CAR T-cells can also be injected directly in the 

intra-tumoral cavity, negating the need of CAR T-cells migrating across the blood brain barrier. Figure made in 

BioRender.com. 

 

5.3 Blood-brain barrier 

 

The blood brain barrier (BBB) is a major component in protecting the brain from harmful 

toxins and chemicals. The blood vessels found in the CNS have distinct characteristics that 

allow for tight regulation of movement between particles in the blood and particles in the brain. 

This tight control allows for proper function and protection of neural tissue and plays a key role 

in many brain pathologies. The BBB is the distinct name given to the blood vessels in the 

central nervous system that possess the characteristics for tight regulation of movement in and 

out of the brain. Unlike other blood vessels in the body, the CNS vasculature is not fenestrated. 

This limits the amount and type of molecules that can make it to the brain. This type of control 

that the BBB provides serves as protection for the brain but presents an obstacle to therapeutic 

interventions (Daneman and Prat, 2015). The BBB is located at the interface between the brain 

tissue in the capillary walls; it consists of endothelial cells with tight junctions that line the walls 

of the capillaries, astrocytes with the end-feet process, and the basement membrane. The 

primary component of the BBB is the endothelial cells of the microvasculature, which possess 

unique properties not found in other tissues. These endothelial cells contain tight junctions that 

limit the influx and efflux of molecules (Daneman and Prat, 2015). The low levels of transcytosis 

that occurs in CNS endothelial cells allow for the restriction of solutes (Coomber and Stewart, 

1985). The cellular component of the BBB also includes mural cells, which include the pericytes 

and the vascular smooth muscle cells of the microvasculature (Daneman and Prat, 2015). 

Pericytes are found in higher numbers in the BBB; they contain contractile proteins that control 

the diameter of the vasculature, which alters blood flow (Hall et al., 2014; Peppiatt et al., 2006). 

Pericytes have important roles in regulating blood flow, angiogenesis, and immune cell 

infiltration (Armulik et al., 2011; Daneman and Prat, 2015; Shepro and Morel, 1993). Another 

component is the basement membrane divided into inner and outer, also referred to as vascular 
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glia limitans perivascularis (Daneman and Prat, 2015; del Zoppo and Milner, 2006; Sorokin, 

2010). Astrocytes are also an important component of the BBB. Astrocytes have perivascular 

end-feet that can secrete effector molecules that aid in regulating and interacting between 

endothelial cells and pericytes in the BBB (Cabezas et al., 2014). Astrocytes also play a major 

role in brain homeostasis; they provide a link between the cells of the BBB and serve as a 

transport and metabolic barrier controlling water, neurotransmitter, and ionic levels (Abbott et 

al., 2006; Cabezas et al., 2014; Kadry et al., 2020). 

Not much is known about the specific differences between the adult and the pediatric 

BBB. Studies have suggested that age does influence the structure and permeability of the 

BBB. As one ages, the BBB experiences an increase in disruptions in locations inside the brain 

parenchyma that are most vulnerable to age-related changes (Verheggen et al., 2020). It is 

widely accepted that when the brain is developing, it is more vulnerable to infection and toxins 

than the adult brain (Costa et al., 2004; Schmitt et al., 2017). Systemic administration of drugs 

has been found to reach a higher concentration in the neonatal brain when compared to adults; 

this vulnerability is postulated to be due to the sensitivity of the brain to these toxins (Costa et 

al., 2004; Schmitt et al., 2017). The continuing development, differentiation, proliferation, and 

migration of cells in the developing brain is believed to aid in this heightened sensitivity. As 

these developmental changes decline with age, so does the sensitivity and vulnerability of the 

CNS (Saunders et al., 2012; Schmitt et al., 2017). Higher brain concentrations of toxins and 

drugs in immature brains are not entirely due to the increased permeability of the BBB; other 

factors such as the immaturity of metabolic and physiologic processes can influence the 

increased vulnerability of immature brains (Schmitt et al., 2017). These aspects become more 

crucial when treating brain malignancies, as dosing regimens for adults have differing effects on 

the pediatric population. When it comes to brain tumors, research has shown that there is an 

increase in vascular permeability due to a compromised BBB as well as disruption of tight 

junctions (Kadry et al., 2020; Long, 1970) (Figure 5B). Liebner et al conducted a study indicated 

that in gliomas, there is an increase in vascular permeability that contributes to developing 

symptoms and junctional protein dysregulation. This study found that expression of claudin-1 is 

lost, and claudin-5 is downregulated in the microvessels of glioblastoma multiforme (Liebner et 

al., 2000). Other reports state that tight junction openings in astrocytoma and metastatic 

adenocarcinoma are due to loss of occludin (Papadopoulos et al., 2001). The secretion of 

VEGF by brain tumors may be also involved in the down-regulation of tight junctions and the 

increase of the vascular permeability (Kadry et al., 2020; Papadopoulos et al., 2001). Saadoun 

et al concluded that there was a significant correlation between an increased expression of 

aquaporin-4 (AQP4) and BBB opening in high-grade astrocytoma and adenocarcinomas. With 

the results observed in these studies, it appears that brain tumors can dysregulate the BBB to 

some extent, although the difficulties encountered for therapeutic intervention are still present. 

Although this increase in permeability is responsible for the development of cerebral edema and 

possible exposure to some substances, the permeability has not been shown to ease the 

delivery of drug therapy to brain neoplasms. This is partly due to P-glycoprotein (P-gp), a major 

protein in the BBB that pumps products out of the CNS. The expression of this protein can help 

determine the amount and effect of the chemotherapeutic drug in the brain. It has been 

hypothesized that low expression of the P-gp provides a more permeable environment for 

chemotherapy drugs (Abdallah et al., 2015). 

Treatments for brain tumors must take into consideration the gross anatomy as well as 

the microscopic components that enable the BBB to detain from letting any substance pass. P-

gp overexpression in tumor cells reduces intracellular drug levels, which affects the cytotoxicity 
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of a wide range of anticancer medicines (Abdallah et al., 2015). The BBB modulates the rate of 

T-cell mobilization by limiting leukocyte movement into the CNS (Engelhardt, 2010). T-cell 

recruitment is frequently inhibited in the presence of malignancy. This decrease may give 

cancer cells an immunological escape mechanism (Sackstein et al., 2017). Therapeutic 

modalities must adapt to provide the proper molecular structure to surpass the hurdles 

encountered by the BBB. Crossing the BBB is an important step when dealing with systemic 

CAR T therapy for CNS malignancies. Side effects such as brain swelling due to the BBB 

disruption have been observed after CAR T-cell therapy (Gust et al., 2017; Huang et al., 2022). 

The disruption of the BBB due to malignancy has also been put into question. Because GBM 

has previously been shown to disrupt the BBB, medication, antibody, and immune cell 

accessibility should not be an issue. However, it has been shown that the BBB can remain intact 

in the presence of GBM (Maggs et al., 2021; Sarkaria et al., 2018). Further investigation is 

needed to assess BBB disruption in the presence of malignancy. 

 

 

 
Figure 5. Barriers to CAR T-cell brain tumor treatment. (A) The use of steroids (shown in orange) is 

common in patients with brain tumors to manage cerebral edema but has many systemic 

immunosuppressive effects. Some patients remain on dexamethasone, a common steroid used in the 

treatment for brain tumors, indefinitely. Studies have found that dexamethasone prevents immune 

infiltration of CAR T-cells, limiting the effectiveness of CAR T therapy in brain tumor patients. (B) The BBB 

is a unique physical barrier that creates challenges for CAR T delivery. Direct infiltration of CAR T cells 

into the brain tumor, surgical resection cavity, or cerebrospinal fluid are methods to circumvent this 

obstacle. (C) Cerebral edema is a neurological adverse event that can arise from CAR T treatment. 

Malignant cerebral edema that is not managed well can lead to significant morbidity and even mortality. 
Figure made in BioRender.com. 

5.4 Tumor microenvironment  

 
Although the fundamental biological concept of pediatric and adult brain tumors is the 

same, pediatric brain tumors have a lower mutational load and a TME with decreased 

immunosuppression compared to adult brain tumors (Abedalthagafi et al., 2021; Patel et al., 

2020; Wang et al., 2019). These differences make treatment very difficult. Studies determining 

appropriate treatment for adult brain tumors may not be as effective as their pediatric 

counterpart and may lead to differing adverse effects (Abedalthagafi et al., 2021). Although the 

interaction between the tumors and their microenvironment is highly dependent on the location 

and molecular component of the malignant cells, a significant amount of effort and research has 

found essential elements that both populations share regarding the TME. Interaction between 

the tumor cells and their microenvironment determines the progression or regression of the 

Jo
ur

na
l P

re
-p

ro
of



malignancy in the brain. Some of the most studied aspects of the tumor microenvironment have 

been the interaction between the cancer cells and the surrounding immune milieu, while others 

research the impact of hypoxia in the TME (Abou-Antoun et al., 2017). 

The local TME can affect the efficacy and persistence of CAR T-cells anti-tumor activity. 

Adult and pediatric brain tumors have heterogeneous TMEs with grade and molecular subtype 

specific immune compositions. Research has found that this immunosuppression is highly 

accentuated in solid tumors (Lindo et al., 2021). The TME comprises multiple cellular 

components that can aid in the tumorigenesis of cancer cells. The TME greatly depends on 

tumor type, anatomical location, and its cellular components, consisting of macrophages, 

dendritic cells, monocytes, neutrophils, mast cells, stromal cells, NK cells, and B and T-cells 

(Quail and Joyce, 2013). These heterogeneous microenvironment components respond to 

nearby signals, and aid in both immunosuppression or tumor development and growth. While 

CAR T-cell therapy has shown remarkable results in other malignancies, different compositions 

of TME raise concern for adverse events when applying similar mechanisms to brain tumor 

therapy. Once CAR T-cells bind to their associated antigen, they can extend their function and 

release signaling molecules that alter the TME and activate immune cells and inflammatory 

modulators (Lindo et al., 2021). 

Macrophages 

As mentioned above, the tumor microenvironment comprises a complex and interactive 

system that establishes the conditions for potential malignancy (Figure 6). Macrophages, a 

significant component of solid cancers, are one of the most abundant immune cells in this 

interactive environment. Macrophages were classically divided into M1 and M2 subgroups. Th1 

cells induce M1, primarily through lipopolysaccharides (LPS) and IFN-γ, to secrete cytokines 

that have a pro-inflammatory and tumoricidal role (Øynebråten et al., 2019; Pasquereau et al., 

2017; Quail and Joyce, 2013; Saqib et al., 2018). Th2 cells, with the aid of mast cells and 

basophils, release mainly IL-13 and IL-4 to induce M2 cell release of anti-inflammatory and 

tumor progression mediators (Pasquereau et al., 2017; Saqib et al., 2018). However, research 

has found that the plasticity and function of macrophages go beyond anti/pro-inflammation and 

immune response roles; they also serve as a critical component in the TME (Lindo et al., 2021). 

When circulating macrophages enter the TME, they are denoted as tumor-associated 

macrophages (TAMs), a subset of macrophages that play an essential role in the TME and 

serve as regulators of tumorigenesis (Kaina et al., 2020; Quail and Joyce, 2013). Although 

macrophages were previously recognized for their role in possible immunity against tumors, 

recent studies have found evidence to support the claim that TAMs indeed support malignancy 

progression (Quail and Joyce, 2013). TAMs aid in tumor progression by promoting 

angiogenesis, migration, invasion, intravasation, and overall mitigation of the immune responses 

against tumor cells, as well as playing a significant role in metastasis (Condeelis and Pollard, 

2006; Qian and Pollard, 2010).   
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Figure 6. Theoretical targets of CAR T-cells. CAR molecules target tumor cell surface antigens. CAR 

T-cells could target other cancer expressed molecules such as carbohydrates and glycolipids. The 

cytotoxicity of CAR T-cells is dependent on interplay with these targets. Figure made in BioRender.com. 

 

Macrophages are one of the most abundant cells found in this environment. TAMs are 

called to the environment in response to tumor cells; these execute a pro-tumorigenic function 

to aid tumor survival (Hambardzumyan et al., 2015). Further studies showed that while 

macrophages are the most abundant cell population in the TME, they lack T-cell co-stimulatory 

factors, preventing T-cell expansion in the TME (Hussain et al., 2006). Overall, we can interpret 

that TAMs significantly interact with brain tumor cells, stimulating these to release cytokines to 

recruit more TAMs, releasing pro-tumorigenic factors into the TME (Quail and Joyce, 2017).  

Another study focusing on the microglia population of glioblastomas found that in the TME, 

colony-stimulating factor 1 receptor (CSF-1R) plays a vital role in tumor invasion. The 

researchers showed that by blocking the CSF-1R, there was a decrease in glioblastoma 

invasion due to inhibition of microglial cell signaling (Coniglio et al., 2012). This indicates that 

the interaction between microglial cells and glioblastoma leads to possible tumor invasion and 

progression. The different roles that macrophages play in both normal tissue and the TME could 

be explained by the differing phenotypes, as macrophages have plasticity and can become 

polarized to fit better the physiological context of the environment (Quail and Joyce, 2013). 

TAMs have also been found in significant quantities in hypoxic tumor regions (Quail and 

Joyce, 2013). The recruitment of these TAMs is controlled by endothelin-2 and VEGF 

upregulation (Lewis and Murdoch, 2005). Accumulating TAMs in these hypoxic regions has 

therefore been correlated to the increase in angiogenesis, change in polarization of the 

macrophages, and development of an invasive tumor composition (Escribese et al., 2012; Lewis 

and Murdoch, 2005). Macrophages appear to have a crucial role in tumor progression and 

metastasis. An example is breast cancer mouse models; removal through homozygous null 

mutation in colony-stimulating factor 1 (CSF-1) showed decreased tumor progression and 

metastasis (Condeelis and Pollard, 2006; E. Y. Lin et al., 2001). 
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Dendritic cells and Astrocytes 

Dendritic cells are another essential component of the TME. These cells primarily play a 

role in tumor antigen presentation that can elicit an anti-tumor response in T-cells. This function 

is currently being considered with the development of vaccines for brain tumors (Quail and 

Joyce, 2017). Astrocytes play a significant role in TME. Recent studies have found that 

astrocytes may exert a protective role in cancer cells in the brain. Astrocytes can down-regulate 

pro-inflammatory factors such as TNFα and downstream suppress MHCII and CD80, impairing 

the antigen-presenting ability of monocytes and microglial cells, interrupting T-cell activation 

(Lorger, 2012; I. Yang et al., 2010). 

 

The role of immune cells in brain TME 

Neutrophils, like macrophages, have a differing role in tumor evolution; they can express 

a pro-tumoral or an antitumoral effect (Coffelt et al., 2016). Tumor-associated neutrophils 

(TANs) have exhibited plasticity in their ability to undergo different roles depending on the 

exposure to various signaling molecules in the TME (Y. J. Lin et al., 2021). Friedlender et al. 

showed that TGFβ signals TANs to take on a pro-tumorigenic role, while the presence of IFN-β 

or the inhibition of TGFβ signals an anti-tumor role of TANs. Research has even found that 

neutrophils are of prognostic value in brain cancers. Utilizing a cohort of patients that were 

treated with bevacizumab after radio chemotherapy or chemotherapy at recurrence, found that a 

high number of neutrophils found before therapy initiation is related to a positive response to 

bevacizumab therapy (Bertaut et al., 2016). Fossati et al analyzed gliomas for neutrophil 

infiltration and found that 70% of the samples had significant infiltration of neutrophils, correlated 

with tumor grade. The circulating number of neutrophils and their infiltration in tumors could be 

directed by specific factors released by gliomas (Fossati et al., 1999). 

Although scattered information is available about the activity of immunosuppressive or 

immunostimulatory T-lymphocytes in the TME, it has been described that T-lymphocytes can be 

reprogramed in the TME and lead to an immunosuppressive state that aids in tumor growth.  

Studies with gliomas showed an overall decrease in the number of circulating Th cells but an 

increased number of T regulatory (Treg) cells, with a prominent population of them infiltrating 

the tumor (Fecci et al., 2014). Treg cells are usually involved in activating other B and T-cells 

and have a vital role in the regulation of cytotoxic lymphocytes (Gasteiger et al., 2013). Treg 

cells have a variety of impacts on tumorigenesis, given their complicated regulatory activities in 

response to various triggers (von Boehmer and Daniel, 2012). Treg cells, like myeloid-derived 

suppressor cells (MDSCs), a heterogenous population of early myeloid progenitors and 

immature myeloid cells, limit tumor-associated antigen presentation and impair cytotoxic T-cell 

activity by blocking cytolytic granule release (Quail and Joyce, 2013; von Boehmer and Daniel, 

2012). 

         Fibroblasts are a multipurpose cell type that deposit extracellular matrix, help maintain 

structure, regulate immunological responses, and maintain homeostasis (Quail and Joyce, 

2013). Cancer-associated fibroblasts (CAFs) are found in large numbers in the TME, exhibited 

in breast CAFs which can promote metastasis and dissemination in malignant and premalignant 

mammary epithelial cells by imparting a mesenchymal-like morphology (Dumont et al., 2013; 

Quail and Joyce, 2013). 

The differences between adult and pediatric brain tumors vary in location and 

microscopic composition, as well as the distinct interactions with the TME. Primary studies have 

shown that adult brain tumors tend to have a more immunosuppressive TME than pediatric 

brain tumors (Haberthur et al., 2016). In the previous research, Haberthur et al wanted to see if 
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the immune escape found in adult tumors could also be observed in the pediatric population. 

They evaluated the expression of NKG2D and NK and myeloid cell infiltration in pediatric brain 

tumors. Results showed that compared to normal brain tissue, high-grade gliomas had no 

remarkable NK or myeloid cell infiltration and did not show upregulation of NKG2 ligand 

expression (Haberthur et al., 2016). This suggests a less immunosuppressive TME than adult 

brain tumors.  

In medulloblastomas, the TME is still being investigated to characterize the distinct 

aspects of its composition. Medulloblastomas are categorized into four subgroups: Group 3, 

Group 4, WNT, and sonic hedgehog (SHH) (Margol et al., 2015). Human medulloblastoma with 

active SHH signaling (SHH-MB) has considerably more TAMs than other MB subtypes, 

according to a study (Dang et al., 2021; Patterson et al., 2020). Another study demonstrated the 

immune components of the microenvironment in SHH and group 3 medulloblastomas (Pham et 

al., 2016). Pham et al created two SHH-driven and group 3 medulloblastoma animal models for 

preclinical testing in immunocompetent C57BL/6 mice. Compared to group 3, SHH murine 

model tumors had considerably more dendritic cells, infiltrating lymphocytes, myeloid-derived 

suppressor cells, and TAMs (Pham et al., 2016). Group 3 tumors, on the other hand, had more 

significant numbers of CD8+ PD-1 + T-cells among the CD3 group. In animals with intracranial 

tumors of this group, PD-1 inhibition had more significant anti-tumor activity, and peripheral PD-

1 inhibition also led to a substantial rise in CD3+ T-cells in the TME. This study showed higher 

frequencies of lymphocytes and myeloid cells in the subgroup SHH compared with group 3. 

There was a higher expression of PD-1 on lymphocytes in group 3 and not the SHH subgroup. 

Blocking the expression of the PD-1 was related to a higher anti-tumor effect and overall 

survival benefit due to tumor regression after treatment with anti-PD-1 therapy (Pham et al., 

2016). Pharm et al also showed that Ptch1 medulloblastoma tumors contain higher numbers of 

MDSCs and TAMs.  Medulloblastoma cells emit Shh ligands, which cause granule cells to 

release placental growth factor (PlGF); despite being an angiogenic factor, inhibiting PlGF has a 

very mild antivascular effect in these tumors (Batista et al., 2015). Instead, PlGF communicates 

with cancer cells via the neuropilin 1 (NRP1) receptor, activating downstream survival cues. 

Stating that medulloblastomas are dependent on PIGF secretion in the microenvironment and 

secretion of SHH ligands by cancer cells stimulates PlGF, which has a downstream effect on 

cell survival (Batista et al., 2015). 

Other studies that have focused on high-grade gliomas have shown differences in the 

genetic composition of these tumors between the adult and pediatric populations. The 

development of these tumors occurs in distinct spatial and temporal designs that concur with 

myelination in pediatric and adolescent brains (Jones et al., 2017). Overall, immune cells are 

essential in both adult and pediatric gliomas. However, functioning roles in pediatric brain 

tumors are less understood than in their adult counterpart; studies have shown the involvement 

of TAMs as a promoter of tumor progression, correlating the presence and possibly the number 

of immune cells with the progression of the malignancy (Patterson et al., 2020). Other studies 

have shown the differences between DIPG and adult glioblastomas, demonstrating the non-

inflammatory microenvironment of DIPG and the lack of a prominent immunosuppressive 

system (Lieberman et al., 2019; G. L. Lin et al., 2018). While both pediatric low-grade glioma 

(pLGG) and high-grade pediatric glioma (pHGG) had CD163+ macrophages and CD8+ T-cells 

in significant quantities, DIPG had no increase in immune cells (Lieberman et al., 2019). 

Although several studies have shown that the TME of adult GBM is highly immunosuppressive, 

a recent investigation of adolescent brain tumors found low expression of PD-L1 in tumor-

infiltrating cells and a low amount of NKG2D ligands in serum (Lieberman et al., 2019). 
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Examination of the inflammatory features of DIPG and adult GBM found that in primary DIPG 

tissue, the leukocyte (CD45+) compartment is mainly constituted of CD11b+ macrophages and 

small amounts of CD3+ T-lymphocytes (G. L. Lin et al., 2018). Adult GBMs had a more 

prevalent population of T-lymphocytes in comparison with DIPG. RNA sequencing of 

macrophages isolated from primary tumor tissues showed that although both tumors (DIPG and 

GBM) had macrophages that played significant roles in ECM remodeling and angiogenesis, 

DIPG-associated macrophages expressed fewer inflammatory markers (G. L. Lin et al., 2018). 

Overall, high-grade lesions in pediatric tumors are depleted of lymphocyte cells. 

In contrast, low-grade lesions were found to have a mixed composition of cells and a 

higher proportion of inflammation subtypes (Abdel-Khaleq et al., 2021). HGGs, which contained 

a more significant number of lymphocytes, showed a decrease in survival. Recent studies have 

revealed the effects of age on TME and tumor susceptibility. A study that used time-of-flight 

mass cytometry to compare cellular components in pediatric medulloblastomas, metastatic 

Ewing sarcoma, pHGG, and atypical teratoid/rhabdoid tumors to adult glioblastoma tumor 

samples found that glioblastomas in adults and HGG in pediatric patients contained low 

amounts of T-cells and similar amounts of intratumor immune populations. In contrast, 

medulloblastomas had a higher amount of CD4+ and CD8+ T-cells when compared to adult 

glioblastoma (Mochizuki et al., 2019). It has also been stated that pHGG TME cells expressed 

higher levels of PD-L1, B7-H3, and TGF β 1 than pLGG or DIPG (Lieberman et al., 2019). 

Another component of the heterogeneous population of cells found in TME is the 

MDSCs. Suppression of MDSCs serves as an essential mechanism by which evasion of the 

immune system can be achieved, and it occurs primarily due to abnormal myelopoiesis in 

cancer (Almand et al., 2001). MDSCs can mitigate immune responses, aiding in the progression 

of different diseases (Lindo et al., 2021; Lv et al., 2019). MDSCs have been shown to support 

the progression of infections, inflammatory diseases, and cancer (Lv et al., 2019). Clusters of 

these cells have been found in tumors and have shown to suppress T-cell function and increase 

immunosuppression in response to environmental factors surrounding them (Kumar et al., 2016; 

Lindo et al., 2021). These studies have shown that the efficacy of CAR T-cells is reduced by 

MDSCs and restored once MDSCs are depleted from the TME (Lindo et al., 2021). Using 

specific antibody targets that can decrease the amount of MDSCs can enhance CAR T-cell 

function (Fultang et al., 2019). Fultang et al showed the identification of CD33 surface markers 

in MDSCs. With the applied use of an antibody-drug (Gemtuzumab ozogamicin) that targeted 

the specific surface marker identified CD33, the study showed increased cell death and 

restoration of the function of CAR T-cells with targets against GD2, mesothelin, or EGFRvIII. 

VEGFR2-positive MDSCs decreased when subjected to targeted therapy of IL-12 + VEGFR2 

CAR T-cells (Chinnasamy et al., 2012). Noman et al showed that MDSCs in tumors express 

PD-L1 differently from peripheral MDSCs. In tumor-bearing animals, hypoxia triggered the 

overexpression of PD-L1, which was dependent on HIF-1α (Noman et al., 2014). This 

upregulation was observed on splenic MDSCs and macrophages, dendritic cells, and tumor 

cells. Results showed that TME exposed to hypoxia in vivo increased MDSCs expression of PD-

L1 and consequently suppressed tumor-infiltrating lymphocytes (Noman et al., 2014). Overall, 

they display the use of methods that target specific markers on MDSCs and their potential in 

overcoming the TME in solid tumors and aiding in CAR T-cell therapy. MDSCs have been 

shown in various animal models to induce tumorigenesis, with the reduction of these cells 

dramatically reducing metastasis (Quail and Joyce, 2013). The observation corroborates these 

results that cancer patients have higher MDSCs found in the periphery, which has been found to 
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correspond with advanced illness and ineffective treatment (Almand et al., 2001; Diaz-Montero 

et al., 2009). 

When discussing adult glioblastomas, hypoxic conditions were associated with 

increased stability and maintenance of the tumor cells in these regions (Abou-Antoun et al., 

2017; Iwadate et al., 2016). Results from the studies showed that hypoxic conditions could 

utilize mechanisms involving TGF β and HIF-1 α to contribute to the maintenance of GMB cells 

(Abou-Antoun et al., 2017; Pistollato et al., 2009). The influence of a hypoxic environment has 

not been well studied in pediatric brain tumors. Research has found that high-grade pediatric 

glioma-derived precursors were able to expand when exposed to hypoxic conditions, which 

inhibited p53 activation and subsequent astroglial differentiation of HGG precursors (Abou-

Antoun et al., 2017; Pistollato et al., 2009). This study found that HGG precursors produced 

bone morphogenetic protein (BMP) signaling, which under high oxygen tension arrests mitosis, 

subsequently finding that this signaling pathway is halted by hypoxia (Pistollato et al., 2009).   

 

5.5 Treatment Toxicity and Risks 

 

Efforts to implement CAR T-cell therapy in treating brain tumors have proven difficult, not 

just because of the complex nature of the TME but also the significant toxicities it could entail 

(Lindo et al., 2021). CAR T-cell therapy is associated with unique toxicities that often result from 

on-target effects and reverse when CAR T-cells are exhausted (Maggs et al., 2021). CRS had 

not been observed during the development of CD19 CAR T-cells and was only recognized after 

phase I clinical trials commenced (Maggs et al., 2021). In patients, activation of CAR T-cells 

caused an elevation of inflammatory cytokines, which subsequently resulted in symptoms such 

as fever, hypotension, tachycardia, cerebral edema and in some cases multiorgan failure and 

death (Maggs et al., 2021) (Figure 5C). While the hallmark characteristics of CRS are 

associated with increased cytokine levels, most typically IL-10, IL-6 and IFN-γ, now deemed as 

―core cytokines‖ of CRS, the mechanisms underlying the clinical manifestations were initially 

unclear. To better understand the complex pathogenesis of CRS, two murine models have been 

reported (Giavridis, van der Stegen, et al., 2018; Norelli et al., 2018). 

One model used SCID-beige mice, a strain of double-mutant mice that lack B- and T-

lymphocytes and reduced NK activity, to establish conditions whereby human CD19.28z CAR T-

cells would initiate CRS within a few days of infusion, reflecting clinical manifestations 

(Giavridis, van der Stegen, et al., 2018; Shibata et al., 1997). Tumor cells from a Burkitt 

lymphoma human cell line (Raji cells) were intraperitoneally injected in mice and after 

vascularization of solid masses, thirty million CD19.28z cells were transferred to the mice. CRS 

was exhibited 2 to 3 days after infusion. Interestingly, 18 out of 19 cytokines in the serum 

cytokine profile elicited in mice were highly similar to those reported in clinical studies. High 

levels of murine IL-6, a predominantly myeloid-derived cytokine and signature cytokine of CRS, 

caused researchers to track the source of IL-6 released during CRS. Through RNA-seq analysis 

of purified dendritic cell, macrophage and monocytic populations from the peritoneum and 

spleen, it was discovered that the main source of IL-6 originated from macrophages and 

monocytes. After this discovery, the team investigated the role of inducible nitric oxide synthase 

(iNOS), an enzyme that is expressed by macrophages upon their activation. Macrophages 

showed the highest induction of NO production, which is known to cause vasodilation and 

hypotension, two common symptoms of CRS. It was demonstrated that this production was 

induced by IL-1 and IL-6 during CRS. 
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 A second model used humanized NSG mice that were infused with ALL-CM leukemic 

cells and later targeted with either CD19.28z or CD44v6.28z CAR T-cells (Norelli et al., 2018). 

To study the pathogenesis of CRS and neurotoxicity, the second most common side effect of 

CAR T treatment, investigators used T-cells derived from triple transgenic mice (SGM3) 

transplanted with hematopoietic stem and progenitor cells (HSPCs). In comparison to NSG 

mice, HSPC-humanized SGM3 mice is a strain known to better support human 

lymphohematopoiesis. The study concluded that monocytes, rather than CAR T-cells, were 

responsible for systemic release of IL-6. Investigators also discovered that IL-1 preceded IL-6 

production, demonstrating that IL-1 is the primary cytokine causing CRS and neurotoxicity. Both 

mouse models independently showed that macrophages and monocytes, not CAR T-cells, 

directly mediate CRS and neurotoxicity. 

As mentioned above, neurotoxicity is another complication observed from CAR T 

therapy. This complication, now termed immune effector cell-associated neurotoxicity syndrome 

(ICANS), is the second most common adverse event after CAR T infusion (Santomasso et al., 

2022). Early signs of ICANS include expressive aphasia, tremor, and dysgraphia with symptoms 

later progressing into seizures and a comatose state (Siegler and Kenderian, 2020). While the 

two murine models have provided insight behind the mechanisms of ICANS, it is relatively less 

understood than CRS, taking on a highly variable course in patients. For example, severe 

ICANS can develop rapidly after CRS has begun or it can take up to three- or four-weeks post-

CAR T infusion for clinical symptoms to manifest (Santomasso et al., 2022) Interestingly, CSF 

protein levels are elevated in patients with severe ICANS, likely exhibiting increased blood-CSF 

barrier permeability (Neelapu et al., 2018).  

Several developments have emerged to combat the toxicities associated with CAR T 

therapy. In patients, IL-6 blockade via tocilizumab, an anti-IL-6 receptor antibody, has resulted 

in dramatic reversal of CRS (Norelli et al., 2018). Tocilizumab is often used alone, but can be 

paired with steroids to manage fever and hypotension caused by CRS, but this treatment fails to 

revert severe neurotoxicity (Maude et al., 2018; Turtle et al., 2016).  After determining that IL-1 

preceded IL-6 production, investigators used leukemic HuSMG3 mice to test CRS 

responsiveness to anakinra, an IL-1 receptor antagonist, and whether it performed better than 

tocilizumab (Norelli et al., 2018). Both tocilizumab and anakinra were effective at preventing 

CRS by both CD19.28z and CD44v6.28z CAR T-cells and did not interfere with in vivo CAR T-

cell expansion. However, after a median of 30 days, HuSGM3 mice that received either control 

or tocilizumab, occurrence of lethal neurological syndrome was observed. This phenomenon 

was not exhibited in mice that received anakinra, and instead, it effectively prevented meningeal 

thickening caused by macrophage infiltration. 

 

6. Discussion  

 
There have been significant developments in the last decade that have allowed for the 

application of CAR T-cells for adult and pediatric brain tumors. However, high grade gliomas 

and many pediatric brain tumors continue to carry a grim prognosis. Standard chemotherapeutic 

and radiotherapy treatment can cause neurological deficits in patients, especially in the pediatric 

population. This as well as the large success of treating hematologic neoplasms with CAR T-

cells has led to a push in developing CAR T treatments which would increase survival in 

patients suffering from brain tumors. Current research in the field of CAR T-cell therapy for brain 

tumors seems to be a three-pronged approach: 1. to increase T-cell invasion and persistence at 

the tumor site, 2. to increase antigen recognition to adapt to the multiforme nature of these 
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tumors, and 3. to modify these CARs to better handle an immune evasive TME.  While major 

progress has been made to identify targets common in both pediatric and adult brain tumors, 

further preclinical and clinical research is needed to address current gaps such as antigen 

escape mechanisms, multivalent antigen targeting, best mode of delivery and increasing 

persistence. Additionally, continued  research is warranted to study the application of CAR T-

cells in the developing brain and defining its microenvironment, especially when considering 

CARs for the treatment of pediatric brain tumors. Despite these challenges, the future of CAR T-

cells for adult and pediatric brain tumors is promising.  

 

Author Contributions 

GG: conceptualization, data curation, writing – original draft, review, and editing. KP: writing, 

data curation – original draft. MRR: figure construction, editing, and writing. AR: 

conceptualization, supervision, and writing – review and editing. All authors contributed to the 

article and approved the submitted version.  

 

Funding 

The project described was supported by the Translational Research Institute (TRI), grants UL1 

TR003107 (M.R.R and A.R.) and TL1 TR003109 (M.R.R.) through the National Center for 

Advancing Translational Sciences of the National Institutes of Health (NIH). The content is 

solely the responsibility of the authors and does not necessarily represent the official views of 

the NIH. Additionally, this research was funded by funds from the University of Arkansas for 

Medical Sciences Vice Chancellor for Research (A.R.). 

 

Declaration of Competing Interest 

None. 

 

References 
Abbott, N. J., Rönnbäck, L., & Hansson, E. (2006). Astrocyte–endothelial interactions at the blood–brain 

barrier. Nature Reviews Neuroscience 2006 7:1, 7(1), 41–53. https://doi.org/10.1038/nrn1824 
Abdallah, H. M., Al-Abd, A. M., El-Dine, R. S., & El-Halawany, A. M. (2015). P-glycoprotein  

inhibitors of natural origin as potential tumor chemo-sensitizers: A review. Journal of Advanced 
Research, 6(1), 45–62. https://doi.org/10.1016/J.JARE.2014.11.008 

Abdel-Khaleq, S., Alim, L., Johnston, A., Adam, K., Galvin, R., Maeser, D., Gruener, R.,  
Huang, S., Johnson, T. S., Pacholczyk, R., Aguilera, D., Al-Basheer, A., Bajaj, M.,   

Berrong, Z., Castellino, R. C., Eaton, B. R., Esiashvili, N., Foreman, N., Heger, I. M., … Gershon, 
T. (2021). IMMU-03. CHARACTERIZING THE IMMUNE MICROENVIRONMENT OF PEDIATRIC 
BRAIN TUMORS. Neuro-Oncology, 23(Supplement_1), i27–i27. 
https://doi.org/10.1093/NEUONC/NOAB090.111 

Abedalthagafi, M., Mobark, N., Al-Rashed, M., & AlHarbi, M. (2021). Epigenomics and  
immunotherapeutic advances in pediatric brain tumors. Npj Precision Oncology, 5(1), 34–34. 
https://doi.org/10.1038/s41698-021-00173-4 

Abou-Antoun, T. J., Hale, J. S., Lathia, J. D., & Dombrowski, S. M. (2017). Brain Cancer  
Stem Cells in Adults and Children: Cell Biology and Therapeutic Implications. Neurotherapeutics, 
14, 372–384. https://doi.org/10.1007/s13311-017-0524-0 

Achrol, A. S., Rennert, R. C., Anders, C., Soffietti, R., Ahluwalia, M. S., Nayak, L., Peters,  
S., Arvold, N. D., Harsh, G. R., Steeg, P. S., & Chang, S. D. (2019). Brain metastases. Nature 
Reviews Disease Primers, 5(1). https://doi.org/10.1038/s41572-018-0055-y 

Adusumilli, P. S., Cherkassky, L., Villena-Vargas, J., Colovos, C., Servais, E., Plotkin, J.,  
Jones, D. R., & Sadelain, M. (2014). Regional delivery of mesothelin-targeted CAR T cell therapy 
generates potent and long-lasting CD4-dependent tumor immunity.  

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.1038/nrn1824
https://doi.org/10.1016/J.JARE.2014.11.008
https://doi.org/10.1093/NEUONC/NOAB090.111
https://doi.org/10.1038/s41698-021-00173-4
https://doi.org/10.1007/s13311-017-0524-0
https://doi.org/10.1038/s41572-018-0055-y


  Science Translational Medicine, 6(261). 
https://doi.org/10.1126/SCITRANSLMED.3010162/SUPPL_FILE/6-261RA151_SM.PDF 

Agliardi, G., Liuzzi, A. R., Hotblack, A., De Feo, D., Núñez, N., Stowe, C. L., Friebel, E., Nannini, F., 
Rindlisbacher, L., Roberts, T. A., Ramasawmy, R., Williams, I. P., Siow, B. M., Lythgoe, M. F., 
Kalber, T. L., Quezada, S. A., Pule, M. A., Tugues, S., Straathof, K., & Becher, B. (2021). 
Intratumoral IL-12 delivery empowers CAR-T cell immunotherapy in a pre-clinical model of 
glioblastoma. Nature Communications 2021 12:1, 12(1), 1–11. https://doi.org/10.1038/s41467-
020-20599-x 

Ahmed, N., Brawley, V. S., Hegde, M., Robertson, C., Ghazi, A., Gerken, C., Liu, E., Dakhova, O., 
Ashoori, A., Corder, A., Gray, T., Wu, M.-F., Liu, H., Hicks, J., Rainusso, N., Dotti, G., Mei, Z., 
Grilley, B., Gee, A., … Gottschalk, S. (2015). Human Epidermal Growth Factor Receptor 2 
(HER2) –Specific Chimeric Antigen Receptor–Modified T Cells for the Immunotherapy of HER2-
Positive Sarcoma. Journal of Clinical Oncology, 33(15), 1688–1696. 
https://doi.org/10.1200/JCO.2014.58.0225 

Ahmed, N., Ratnayake, M., Savoldo, B., Perlaky, L., Dotti, G., Wels, W., Bhattacharjee, M. B., Gilbertson, 
R. J., Shine, H. D., Weiss, H. L., Rooney, C. M., Heslop, H. E., & Gottschalk, S. (2007). 
Regression of experimental medulloblastoma following transfer of HER2-specific T cells. Cancer 
Research, 67(12), 5957–5964. https://doi.org/10.1158/0008-5472.CAN-06-4309 

Akhavan, D., Alizadeh, D., Wang, D., Weist, M. R., Shepphird, J. K., & Brown, C. E. (2019). CAR T cells 
for brain tumors: Lessons learned and road ahead. Immunological Reviews, 290(1), 60–84. 
https://doi.org/10.1111/imr.12773 

Ali, S., Górska, Z., Duchnowska, R., Jassem, J., & Kros, J. M. (2021). cancers Molecular Profiles of Brain 
Metastases: A Focus on Heterogeneity. https://doi.org/10.3390/cancers13112645 

Almand, B., Clark, J. I., Nikitina, E., van Beynen, J., English, N. R., Knight, S. C., Carbone, D. P., & 
Gabrilovich, D. I. (2001). Increased production of immature myeloid cells in cancer patients: A 
mechanism of immunosuppression in cancer. Journal of Immunology (Baltimore, Md. : 1950), 
166(1), 678–689. https://doi.org/10.4049/JIMMUNOL.166.1.678 

Altieri, D. C. (2003). Survivin, versatile modulation of cell division and apoptosis in cancer. Oncogene, 
22(53 REV. ISS. 7), 8581–8589. https://doi.org/10.1038/sj.onc.1207113 

Altucci, L., Gronemeyer, H. (2001). The promise of retinoids to fight against cancer. Nat Rev Cancer 1, 
181-193. https://doi.org/10.1038/35106036 

Altura, R. A., Olshefski, R. S., Jiang, Y., & Boué, D. R. (2003). Nuclear expression of Survivin in 
paediatric ependymomas and choroid plexus tumours correlates with morphologic tumour grade. 
British Journal of Cancer, 89(9), 1743–1749. https://doi.org/10.1038/sj.bjc.6601334 

Amirian, E. S., Armstrong, T. S., Aldape, K. D., Gilbert, M. R., & Scheurer, M. E. (2012). Predictors of 
survival among pediatric and adult ependymoma cases: A study using surveillance, 
epidemiology, and end results data from 1973 to 2007. Neuroepidemiology, 39(2), 116–124. 
https://doi.org/10.1159/000339320 

Andersen, M. H., & thor, S. P. (2002). Survivin—A universal tumor antigen. Histology and Histopathology, 
17(2), 669–675. https://doi.org/10.14670/HH-17.669 

Armulik, A., Genové, G., & Betsholtz, C. (2011). Pericytes: Developmental, physiological, and 
pathological perspectives, problems, and promises. Developmental Cell, 21(2), 193–215. 
https://doi.org/10.1016/J.DEVCEL.2011.07.001 

Aziz-Bose, R., Monje, M. (2019). Diffuse intrinsic pontine glioma: Molecular landscape and emerging 
therapeutic targets. Current Opinion in Oncology, 31(6), 522–530. 
https://doi.org/10.1097/CCO.0000000000000577 

Bader, P., Migliorini DenisMigliorini, D., Martínez Bedoya, D., Dutoit, V., & Migliorini, D. (2021). Allogeneic 
CAR T Cells: An Alternative to Overcome Challenges of CAR T Cell Therapy in Glioblastoma. 
Frontiers in Immunology | Www.Frontiersin.Org, 1, 640082–640082. 
https://doi.org/10.3389/fimmu.2021.640082 

Bagley, S. J., Desai, A. S., Linette, G. P., June, C. H., & O‘Rourke, D. M. (2018). CAR T-cell therapy for 
glioblastoma: Recent clinical advances and future challenges. Neuro-Oncology, 20(11), 1429–
1438. https://doi.org/10.1093/neuonc/noy032 

Baharuddin, W. N. A., Yusoff, A. A. M., Abdullah, J. M., Osman, Z. F., & Ahmad, F. (2018). Roles of 
epha2 receptor in angiogenesis signaling pathway of glioblastoma multiforme. Malaysian Journal 
of Medical Sciences, 25(6), 22–27. https://doi.org/10.21315/mjms2018.25.6.3 

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.1126/SCITRANSLMED.3010162/SUPPL_FILE/6-261RA151_SM.PDF
https://doi.org/10.1038/s41467-020-20599-x
https://doi.org/10.1038/s41467-020-20599-x
https://doi.org/10.1200/JCO.2014.58.0225
https://doi.org/10.1158/0008-5472.CAN-06-4309
https://doi.org/10.1111/imr.12773
https://doi.org/10.3390/cancers13112645
https://doi.org/10.4049/JIMMUNOL.166.1.678
https://doi.org/10.1038/sj.onc.1207113
https://doi.org/10.1038/35106036
https://doi.org/10.1038/sj.bjc.6601334
https://doi.org/10.1159/000339320
https://doi.org/10.14670/HH-17.669
https://doi.org/10.1016/J.DEVCEL.2011.07.001
https://doi.org/10.1097/CCO.0000000000000577
https://doi.org/10.3389/fimmu.2021.640082
https://doi.org/10.1093/neuonc/noy032
https://doi.org/10.21315/mjms2018.25.6.3


Barajas, R. F., & Cha, S. (2016). Metastasis in Adult Brain Tumors. Neuroimaging Clinics of North 
America, 26(4), 601–620. https://doi.org/10.1016/j.nic.2016.06.008 

Barber, D. L., Wherry, E. J., Masopust, D., Zhu, B., Allison, J. P., Sharpe, A. H., Freeman, G. J., & 
Ahmed, R. (2006). Restoring function in exhausted CD8 T cells during chronic viral infection. 
https://doi.org/10.1038/nature04444 

Batista, A., Riedemann, L., Vardam, T., & Jain, R. K. (2015). Targeting the Tumor Microenvironment to 
Enhance Pediatric Brain Cancer Treatment. Cancer Journal (United States), 21(4), 307–313. 
https://doi.org/10.1097/PPO.0000000000000125 

Bertaut, A., Truntzer, C., Madkouri, R., Kaderbhai, C. G., Derangère, V., Vincent, J., Chauffert, B., 
Aubriot-Lorton, M. H., Farah, W., Mourier, K. L., Boidot, R., Ghiringhelli, F., Bertaut, A., Truntzer, 
C., Madkouri, R., Kaderbhai, C. G., Derangère, V., Vincent, J., Chauffert, B., … Ghiringhelli, F. 
(2016). Blood baseline neutrophil count predicts bevacizumab efficacy in glioblastoma. 
Oncotarget, 7(43), 70948–70958. https://doi.org/10.18632/ONCOTARGET.10898 

Bielamowicz, K., Fousek, K., Byrd, T. T., Samaha, H., Mukherjee, M., Aware, N., Wu, M. F., Orange, J. 
S., Sumazin, P., Man, T. K., Joseph, S. K., Hegde, M., & Ahmed, N. (2018). Trivalent CAR T cells 
overcome interpatient antigenic variability in glioblastoma. Neuro-Oncology, 20(4), 506–518. 
https://doi.org/10.1093/NEUONC/NOX182 

Brastianos, P. K., Carter, S. L., Santagata, S., Cahill, D. P., Taylor-Weiner, A., Jones, R. T., Van Allen, E. 
M., Lawrence, M. S., Horowitz, P. M., Cibulskis, K., Ligon, K. L., Tabernero, J., Seoane, J., 
Martinez-Saez, E., Curry, W. T., Dunn, I. F., Paek, S. H., Park, S. H., McKenna, A., … Hahn, W. 
C. (2015). Genomic characterization of brain metastases reveals branched evolution and 
potential therapeutic targets. Cancer Discovery, 5(11), 1164–1177. https://doi.org/10.1158/2159-
8290.CD-15-0369 

Brennan, C. W., Verhaak, R. G. W., McKenna, A., Campos, B., Noushmehr, H., Salama, S. R., Zheng, S., 
Chakravarty, D., Sanborn, J. Z., Berman, S. H., Beroukhim, R., Bernard, B., Wu, C. J., Genovese, 
G., Shmulevich, I., Barnholtz-Sloan, J., Zou, L., Vegesna, R., Shukla, S. A., … McLendon, R. 
(2013). The somatic genomic landscape of glioblastoma. Cell, 155(2), 462–462. 
https://doi.org/10.1016/j.cell.2013.09.034  

Brown, C. E., Aguilar, B., Starr, R., Yang, X., Chang, W. C., Weng, L., Chang, B., Sarkissian, A., Brito, A., 
Sanchez, J. F., Ostberg, J. R., D‘Apuzzo, M., Badie, B., Barish, M. E., & Forman, S. J. (2018). 
Optimization of IL13Rα2-Targeted Chimeric Antigen Receptor T Cells for Improved Anti-tumor 
Efficacy against Glioblastoma. Molecular Therapy, 26(1), 31–44. 
https://doi.org/10.1016/j.ymthe.2017.10.002 

Brown, C. E., Alizadeh, D., Starr, R., Weng, L., Wagner, J. R., Naranjo, A., Ostberg, J. R., Blanchard, M. 
S., Kilpatrick, J., Simpson, J., Kurien, A., Priceman, S. J., Wang, X., Harshbarger, T. L., 
D‘Apuzzo, M., Ressler, J. A., Jensen, M. C., Barish, M. E., Chen, M., … Badie, B. (2016). 
Regression of Glioblastoma after Chimeric Antigen Receptor T-Cell Therapy. The New England 
Journal of Medicine, 375(26), 2561–2561. https://doi.org/10.1056/NEJMOA1610497 

Brown, C. E., Badie, B., Barish, M. E., Weng, L., Ostberg, J. R., Chang, W. C., Naranjo, A., Starr, R., 
Wagner, J., Wright, C., Zhai, Y., Bading, J. R., Ressler, J. A., Portnow, J., D‘Apuzzo, M., Forman, 
S. J., & Jensen, M. C. (2015). Bioactivity and safety of IL13Rα2-redirected chimeric antigen 
receptor CD8+ T cells in patients with recurrent glioblastoma. Clinical Cancer Research, 21(18), 
4062–4072. https://doi.org/10.1158/1078-0432.CCR-15-0428 

Brown, C. E., Starr, R., Aguilar, B., Shami, A. F., Martinez, C., D‘Apuzzo, M., Barish, M. E., Forman, S. J., 
& Jensen, M. C. (2012). Stem-like tumor-initiating cells isolated from IL13Rα2 expressing gliomas 
are targeted and killed by IL13-zetakine-redirected T cells. Clinical Cancer Research, 18(8), 
2199–2209. https://doi.org/10.1158/1078-0432.CCR-11-1669 

Brown, C. E., Warden, C. D., Starr, R., Deng, X., Badie, B., Yuan, Y.-C., Forman, S. J., & Barish, M. E. 
(2013). Glioma IL13Rα2 Is Associated with Mesenchymal Signature Gene Expression and Poor 
Patient Prognosis. https://doi.org/10.1371/journal.pone.0077769 

Bryan, S., Witzel, I., Borgmann, K., & Oliveira-Ferrer, L. (2021). Molecular mechanisms associated with 
brain metastases in her2-positive and triple negative breast cancers. Cancers, 13(16). 
https://doi.org/10.3390/cancers13164137 

Cabezas, R., Ávila, M., Gonzalez, J., El-Bachá, R. S., Báez, E., García-Segura, L. M.,  
Coronel, J. C. J., Capani, F., Cardona-Gomez, G. P., & Barreto, G. E. (2014).   

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.1016/j.nic.2016.06.008
https://doi.org/10.1038/nature04444
https://doi.org/10.1097/PPO.0000000000000125
https://doi.org/10.18632/ONCOTARGET.10898
https://doi.org/10.1093/NEUONC/NOX182
https://doi.org/10.1158/2159-8290.CD-15-0369
https://doi.org/10.1158/2159-8290.CD-15-0369
https://doi.org/10.1016/j.cell.2013.09.034
https://doi.org/10.1016/j.ymthe.2017.10.002
https://doi.org/10.1056/NEJMOA1610497
https://doi.org/10.1158/1078-0432.CCR-15-0428
https://doi.org/10.1158/1078-0432.CCR-11-1669
https://doi.org/10.1371/journal.pone.0077769
https://doi.org/10.3390/cancers13164137


Astrocytic modulation of blood brain barrier: Perspectives on Parkinson‘s disease. Frontiers in 
Cellular Neuroscience, 8(AUG). https://doi.org/10.3389/FNCEL.2014.00211 

Cage, T. A., Clark, A. J., Aranda, D., Gupta, N., Sun, P. P., Parsa, A. T., & Auguste, K. I. (2013). A 
systematic review of treatment outcomes in pediatric patients with intracranial ependymomas. 
Journal of Neurosurgery: Pediatrics, 11(6), 673–681. https://doi.org/10.3171/2013.2.PEDS12345 

Chahlavi, A., Rayman, P., Richmond, A. L., Biswas, K., Zhang, R., Vogelbaum, M., Tannenbaum, C., 
Barnett, G., & Finke, J. H. (2005). Glioblastomas Induce T-Lymphocyte Death by Two Distinct 
Pathways Involving Gangliosides and CD70. Cancer Research, 65(12), 5428–5438. 
https://doi.org/10.1158/0008-5472.CAN-04-4395 

Chen, B., Chen, C., Zhang, Y., & Xu, J. (2021). Recent incidence trend of elderly patients with 
glioblastoma in the United States, 2000–2017. BMC Cancer, 21(1). 
https://doi.org/10.1186/s12885-020-07778-1 

Cheresh, D. A., Pierschbacher, M. D., Herzig, M. A., & Mujoo, K. (1986). Disialogangliosides GD2 and 
GD3 Are Involved in the Attachment of Human Melanoma and Neuroblastoma Cells to 
Extracellular Matrix Proteins. J Cell Biol, 102(3), 688-696. https://doi.org/10.1083/jcb.102.3.688 

Chicard, M., Colmet-Daage, L., Clement, N., Danzon, A., Ene Bohec, M., Bernard, V., Baulande, S., 
Bellini, A., Deveau, P., Elle Pierron, G., Lapouble, E., Janoueix-Lerosey, I., Peuchmaur, M., Ege 
Corradini, N., Defachelles, A. S., Valteau-Couanet, D., Michon, J., Erie Combaret, V., Delattre, 
O., & Schleiermacher, G. (2018). Biology of Human Tumors Whole-Exome Sequencing of Cell-
Free DNA Reveals Temporo-spatial Heterogeneity and Identifies Treatment-Resistant Clones in 
Neuroblastoma. Clin Cancer Res, 24(4). https://doi.org/10.1158/1078-0432.CCR-17-1586 

Chinnasamy, D., Yu, Z., Kerkar, S. P., Zhang, L., Morgan, R. A., Restifo, N. P., & Rosenberg, S. A. 
(2012). Local delivery of interleukin-12 using T cells targeting VEGF receptor-2 eradicates 
multiple vascularized tumors in mice. Clinical Cancer Research, 18(6), 1672–1683. 
https://doi.org/10.1158/1078-0432.CCR-11-3050 

Chmielewski, M., Hombach, A. A., & Abken, H. (2013). Antigen-specific T-cell activation independently of 
the MHC: Chimeric antigen receptor-redirected T cells. Frontiers in Immunology, 4(NOV). 
https://doi.org/10.3389/fimmu.2013.00371 

Choi, B. D., Maus, M. V., June, C. H., & Sampson, J. H. (2019). Immunotherapy for glioblastoma: 
Adoptive T-cell Strategies. Clinical Cancer Research, 25(7), 2042–2048. 
https://doi.org/10.1158/1078-0432.CCR-18-1625 

Chow, K. K., Naik, S., Kakarla, S., Brawley, V. S., Shaffer, D. R., Yi, Z., Rainusso, N., Wu, M. F., Liu, H., 
Kew, Y., Grossman, R. G., Powell, S., Lee, D., Ahmed, N., & Gottschalk, S. (2013). T cells 
redirected to EphA2 for the immunotherapy of glioblastoma. Molecular Therapy, 21(3), 629–637. 
https://doi.org/10.1038/mt.2012.210 

Coffelt, S. B., Wellenstein, M. D., & De Visser, K. E. (2016). Neutrophils in cancer: Neutral no more. 
Nature Reviews Cancer 2016 16:7, 16(7), 431–446. https://doi.org/10.1038/nrc.2016.52 

Cohen-Pfeffer, J. L., Frcp, G., Mbs, T. L., Lim, D. A., Shaywitz, A. J., Westphal, M., & Slavc, I. (2017). 
Intracerebroventricular Delivery as a Safe, Long-Term Route of Drug Administration. Pediatr 
Neurol, 67, 23–35. https://doi.org/10.1016/j.pediatrneurol.2016.10.022 

Collins, M., Ling, V., & Carreno, B. M. (2005). The B7 family of immune-regulatory ligands Summary. 
https://doi.org/10.1186/gb-2005-6-6-223 

Condeelis, J., & Pollard, J. W. (2006). Macrophages: Obligate partners for tumor cell migration, invasion, 
and metastasis. Cell, 124(2), 263–266. https://doi.org/10.1016/J.CELL.2006.01.007 

Coniglio, S. J., Eugenin, E., Dobrenis, K., Stanley, E. R., West, B. L., Symons, M. H., & Segall, J. E. 
(2012). Microglial stimulation of glioblastoma invasion involves epidermal growth factor receptor 
(EGFR) and colony stimulating factor 1 receptor (CSF-1R) signaling. Molecular Medicine 
(Cambridge, Mass.), 18(1), 519–527. https://doi.org/10.2119/molmed.2011.00217 

Coomber, B. L., & Stewart, P. A. (1985). Morphometric analysis of CNS microvascular endothelium. 
Microvascular Research, 30(1), 99–115. https://doi.org/10.1016/0026-2862(85)90042-1 

Costa, L. G., Aschner, M., Vitalone, A., Syversen, T., & Soldin, O. P. (2004). Developmental 
Neuropathology of Environmental Agents. Annu Rev Pharmacol Toxicol, 44(1), 87-110.  
https://doi.org/10.1146/annurev.pharmtox.44.101802.121424 

Daneman, R., & Prat, A. (2015). The Blood–Brain Barrier. Cold Spring Harbor Perspectives in Biology, 
7(1). https://doi.org/10.1101/CSHPERSPECT.A020412 

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.3389/FNCEL.2014.00211
https://doi.org/10.3171/2013.2.PEDS12345
https://doi.org/10.1158/0008-5472.CAN-04-4395
https://doi.org/10.1186/s12885-020-07778-1
https://doi.org/10.1158/1078-0432.CCR-17-1586
https://doi.org/10.1158/1078-0432.CCR-11-3050
https://doi.org/10.3389/fimmu.2013.00371
https://doi.org/10.1158/1078-0432.CCR-18-1625
https://doi.org/10.1038/mt.2012.210
https://doi.org/10.1038/nrc.2016.52
https://doi.org/10.1016/j.pediatrneurol.2016.10.022
https://doi.org/10.1186/gb-2005-6-6-223
https://doi.org/10.1016/J.CELL.2006.01.007
https://doi.org/10.2119/molmed.2011.00217
https://doi.org/10.1016/0026-2862(85)90042-1
https://doi.org/10.1146/annurev.pharmtox.44.101802.121424
https://doi.org/10.1101/CSHPERSPECT.A020412


Dang, M. T., Gonzalez, M. V., Gaonkar, K. S., Rathi, K. S., Young, P., Arif, S., Zhai, L., Alam, Z., 
Devalaraja, S., To, T. K. J., Folkert, I. W., Raman, P., Rokita, J. L., Martinez, D., Taroni, J. N., 
Shapiro, J. A., Greene, C. S., Savonen, C., Mafra, F., … Haldar, M. (2021). Macrophages in SHH 
subgroup medulloblastoma display dynamic heterogeneity that varies with treatment modality. 
Cell Reports, 34(13), 108917–108917. https://doi.org/10.1016/J.CELREP.2021.108917 

Dapash, M., Hou, D., Castro, B., Lee-Chang, C., & Lesniak, M. S. (2021). The interplay between 
glioblastoma and its microenvironment. Cells, 10(9). https://doi.org/10.3390/cells10092257 

Del Zoppo, G. J., & Milner, R. (2006). Integrin-matrix interactions in the cerebral microvasculature. 
Arteriosclerosis, Thrombosis, and Vascular Biology, 26(9), 1966–1975. 
https://doi.org/10.1161/01.ATV.0000232525.65682.a2 

Diaz-Montero, C. M., Salem, M. L., Nishimura, M. I., Garrett-Mayer, E., Cole, D. J., & Montero, A. J. 
(2009). Increased circulating myeloid-derived suppressor cells correlate with clinical cancer 
stage, metastatic tumor burden, and doxorubicin-cyclophosphamide chemotherapy. Cancer 
Immunology, Immunotherapy : CII, 58(1), 49–59. https://doi.org/10.1007/S00262-008-0523-4 

Ding, L., Ellis, M. J., Li, S., Larson, D. E., Chen, K., Wallis, J. W., Harris, C. C., Mclellan, M. D., Fulton, R. 
S., Fulton, L. L., Abbott, R. M., Hoog, J., Dooling, D. J., Koboldt, D. C., Schmidt, H., Kalicki, J., 
Zhang, Q., Chen, L., Lin, L., … Mardis, E. R. (2010). Genome remodelling in a basal-like breast 
cancer metastasis and xenograft. Nature, 464, 999-1005. https://doi.org/10.1038/nature08989 

Do, A. D., Kurniawati, I., Hsieh, C. L., Wong, T. T., Lin, Y. L., & Sung, S. Y. (2021). Application of 
Mesenchymal Stem Cells in Targeted Delivery to the Brain: Potential and Challenges of the 
Extracellular Vesicle-Based Approach for Brain Tumor Treatment. International Journal of 
Molecular Sciences, 22(20). https://doi.org/10.3390/IJMS222011187 

Donovan, L. K., Delaidelli, A., Joseph, S. K., Bielamowicz, K., Fousek, K., Holgado, B. L., Manno, A., 
Srikanthan, D., Gad, A. Z., Van Ommeren, R., Przelicki, D., Richman, C., Ramaswamy, V., 
Daniels, C., Pallota, J. G., Douglas, T., Joynt, A. C. M., Haapasalo, J., Nor, C., … Taylor, M. D. 
(2020). Locoregional delivery of CAR T cells to the cerebrospinal fluid for treatment of metastatic 
medulloblastoma and ependymoma. Nature Medicine 2020 26:5, 26(5), 720–731. 
https://doi.org/10.1038/s41591-020-0827-2 

Doronin, I. I., Vishnyakova, P. A., Kholodenko, I. V., Ponomarev, E. D., Ryazantsev, D. Y., 
Molotkovskaya, I. M., & Kholodenko, R. V. (2014). Ganglioside GD2 in reception and transduction 
of cell death signal in tumor cells. BMC Cancer, 14(1). https://doi.org/10.1186/1471-2407-14-295 

Dumont, N., Liu, B., Defilippis, R. A., Chang, H., Rabban, J. T., Karnezis, A. N., Tjoe, J. A., Marx, J., 
Parvin, B., & Tlsty, T. D. (2013). Breast fibroblasts modulate early dissemination, tumorigenesis, 
and metastasis through alteration of extracellular matrix characteristics. Neoplasia (New York, 
N.Y.), 15(3), 249–262. https://doi.org/10.1593/NEO.121950 

Eckel-Passow J., Lachance D., Molinaro A., Walsh K., Decker P., Sicotte H., Pekmezci M., Rice T., Kosel 
M., Smirnov I., Sarkar G., Caron A. et al. (2015). Glioma groups based on 1p/19q, IDH, and 
TERT promoter mutations in tumors. N Engl j Med, 372, 2499–2508. 
https://doi.org/10.1056/NEJMoa1407279 

Engelhardt, B. (2010). T cell migration into the central nervous system during health and disease: 
Different molecular keys allow access to different central nervous system compartments. Clinical 
and Experimental Neuroimmunology, 1(2), 79–93. https://doi.org/10.1111/J.1759-
1961.2010.009.X 

Epping, M. T., & Bernards, R. (2006). A causal role for the human tumor antigen preferentially expressed 
antigen of melanoma in cancer. Cancer Research, 66(22), 10639–10642. 
https://doi.org/10.1158/0008-5472.CAN-06-2522 

Eroglu, Z., Tagawa, T., & Somlo, G. (2014). Human Epidermal Growth Factor Receptor Family-Targeted 
Therapies in the Treatment of HER2-Overexpressing Breast Cancer. The Oncologist, 19(2), 135-
150. https://doi.org/10.1634/theoncologist.2013-0283 

Escribese, M. M., Casas, M., & Corbí A. (2012). Influence of low oxygen tensions on macrophage 
polarization. Immunobiology, 217(12), 1233–1240. https://doi.org/10.1016/J.IMBIO.2012.07.002 

Fecci, P. E., Heimberger, A. B., & Sampson, J. H. (2014). Immunotherapy for primary brain tumors: No 
longer a matter of privilege. Clinical Cancer Research : An Official Journal of the American 
Association for Cancer Research, 20(22), 5620–5629. https://doi.org/10.1158/1078-0432.CCR-
14-0832 

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.1016/J.CELREP.2021.108917
https://doi.org/10.3390/cells10092257
https://doi.org/10.1161/01.ATV.0000232525.65682.a2
https://doi.org/10.1007/S00262-008-0523-4
https://doi.org/10.1038/nature08989
https://doi.org/10.3390/IJMS222011187
https://doi.org/10.1038/s41591-020-0827-2
https://doi.org/10.1186/1471-2407-14-295
https://doi.org/10.1593/NEO.121950
https://doi.org/10.1056/NEJMoa1407279
https://doi.org/10.1111/J.1759-1961.2010.009.X
https://doi.org/10.1111/J.1759-1961.2010.009.X
https://doi.org/10.1158/0008-5472.CAN-06-2522
https://doi.org/10.1634/theoncologist.2013-0283
https://doi.org/10.1016/J.IMBIO.2012.07.002
https://doi.org/10.1158/1078-0432.CCR-14-0832
https://doi.org/10.1158/1078-0432.CCR-14-0832


Feins, S., Kong, W., Williams, E. F., Milone, M. C., & Fraietta, J. A. (2019). An introduction to chimeric 
antigen receptor (CAR) T-cell immunotherapy for human cancer. American Journal of 
Hematology, 94(S1), S3–S9. https://doi.org/10.1002/ajh.25418 

Feldman, L., Brown, C., & Badie, B. (2021). Chimeric Antigen Receptor T-Cell Therapy: Updates in 
Glioblastoma Treatment. Neurosurgery, 88(6), 1056–1064. 
https://doi.org/10.1093/neuros/nyaa584 

Feng, R., Chen, Y., Liu, Y., Zhou, Q., & Zhang, W. (2021). The role of B7-H3 in tumors and its potential in 
clinical application. International Immunopharmacology, 101. 
https://doi.org/10.1016/j.intimp.2021.108153 

Fidler, I. J., Yano, S., Zhang, R. D., Fujimaki, T., & Bucana, C. D. (2002). The seed and soil hypothesis: 
Vascularisation and brain metastases. The Lancet. Oncology, 3(1), 53–57. 
https://doi.org/10.1016/S1470-2045(01)00622-2 

Fossati, G., Ricevuti, G., Edwards, S. W., Walker, C., Dalton, A., & Rossi, M. L. (1999). Neutrophil 
infiltration into human gliomas. Acta Neuropathologica 1999 98:4, 98(4), 349–354. 
https://doi.org/10.1007/S004010051093 

Fridlender, Z. G., Sun, J., Kim, S., Kapoor, V., Cheng, G., Ling, L., Worthen, G. S., & Albelda, S. M. 
(2009). Polarization of Tumor-Associated Neutrophil Phenotype by TGF-β: ―N1‖ versus ―N2‖ TAN. 
Cancer Cell, 16(3), 183–194. 
https://doi.org/10.1016/J.CCR.2009.06.017/ATTACHMENT/5CC1B61F-987D-4932-9F82-
B85F7B610DED/MMC1.PDF 

Frigault, M. J., & Maus, M. V. (2016). Chimeric antigen receptor-modified T cells strike back. International 
Immunology, 28(7), 355–363. https://doi.org/10.1093/intimm/dxw018 

Fukuda, S., & Pelus, L. M. (2006). Survivin, a cancer target with an emerging role in normal adult tissues. 
Molecular Cancer Therapeutics, 5(5), 1087–1098. https://doi.org/10.1158/1535-7163.MCT-05-
0375 

Fultang, L., Panetti, S., Ng, M., Collins, P., Graef, S., Rizkalla, N., Booth, S., Lenton, R., Noyvert, B., 
Shannon-Lowe, C., Middleton, G., Mussai, F., & De Santo, C. (2019). MDSC targeting with 
Gemtuzumab ozogamicin restores T cell immunity and immunotherapy against cancers. 
EBioMedicine, 47, 235–246. https://doi.org/10.1016/J.EBIOM.2019.08.025 

Gasteiger, G., Hemmers, S., Firth, M. A., Floc‘h, A. L., Huse, M., Sun, J. C., & Rudensky, A. Y. (2013). IL-
2-dependent tuning of NK cell sensitivity for target cells is controlled by regulatory T cells. The 
Journal of Experimental Medicine, 210(6), 1065–1068. https://doi.org/10.1084/JEM.20122462 

Gershanov, S., Madiwale, S., Feinberg-Gorenshtein, G., Vainer, I., Nehushtan, T., Michowiz, S., 
Goldenberg-Cohen, N., Birger, Y., Toledano, H., & Salmon-Divon, M. (2021). Classifying 
Medulloblastoma Subgroups Based on Small, Clinically Achievable Gene Sets. Frontiers in 
Oncology, 11. https://doi.org/10.3389/fonc.2021.637482 

Giavridis, T., Van Der Stegen, S. J. C., Eyquem, J., Hamieh, M., Piersigilli, A., & Sadelain, M. (2018). 
CAR T cell-induced cytokine release syndrome is mediated by macrophages and abated by IL-1 
blockade letter. Nature Medicine, 24(6), 731–738. https://doi.org/10.1038/s41591-018-0041-7 

Goff, S. L., Morgan, R. A., Yang, J. C., Sherry, R. M., Robbins, P. F., Restifo, N. P., Feldman, S. A., Lu, 
Y. C., Lu, L., Zheng, Z., Xi, L., Epstein, M., McIntyre, L. S., Malekzadeh, P., Raffeld, M., Fine, H. 
A., & Rosenberg, S. A. (2019). Pilot trial of adoptive transfer of chimeric antigen receptor-
Transduced t cells targeting egfrviii in patients with glioblastoma. Journal of Immunotherapy, 
42(4), 126–135. https://doi.org/10.1097/CJI.0000000000000260 

Grasso, C. S., Tang, Y., Truffaux, N., Berlow, N. E., Liu, L., Debily, M. A., Quist, M. J., Davis, L. E., 
Huang, E. C., Woo, P. J., Ponnuswami, A., Chen, S., Johung, T. B., Sun, W., Kogiso, M., Du, Y., 
Qi, L., Huang, Y., Hütt-Cabezas, M., … Monje, M. (2015). Functionally defined therapeutic targets 
in diffuse intrinsic pontine glioma. Nature Medicine, 21(6), 555–559. 
https://doi.org/10.1038/nm.3855 

Grosskopf, A. K., Labanieh, L., Klysz, D. D., Roth, G. A., Xu, P., Adebowale, O., Gale, E. C., Jons, C. K., 
Klich, J. H., Yan, J., Maikawa, C. L., Correa, S., Ou, B. S., d‘Aquino, A. I., Cochran, J. R., 
Chaudhuri, O., Mackall, C. L., & Appel, E. A. (2022). Delivery of CAR-T cells in a transient 
injectable stimulatory hydrogel niche improves treatment of solid tumors. Science Advances, 
8(14). https://doi.org/10.1126/SCIADV.ABN8264 

Gururangan, S., McLaughlin, C. A., Brashears, J., Watral, M. A., Provenzale, J., Coleman, R. E., 
Halperin, E. C., Quinn, J., Reardon, D., Vredenburgh, J., Friedman, A., & Friedman, H. S. (2006). 

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.1002/ajh.25418
https://doi.org/10.1093/neuros/nyaa584
https://doi.org/10.1016/j.intimp.2021.108153
https://doi.org/10.1016/S1470-2045(01)00622-2
https://doi.org/10.1007/S004010051093
https://doi.org/10.1016/J.CCR.2009.06.017/ATTACHMENT/5CC1B61F-987D-4932-9F82-B85F7B610DED/MMC1.PDF
https://doi.org/10.1016/J.CCR.2009.06.017/ATTACHMENT/5CC1B61F-987D-4932-9F82-B85F7B610DED/MMC1.PDF
https://doi.org/10.1093/intimm/dxw018
https://doi.org/10.1158/1535-7163.MCT-05-0375
https://doi.org/10.1158/1535-7163.MCT-05-0375
https://doi.org/10.1084/JEM.20122462
https://doi.org/10.3389/fonc.2021.637482
https://doi.org/10.1038/s41591-018-0041-7
https://doi.org/10.1097/CJI.0000000000000260
https://doi.org/10.1038/nm.3855
https://doi.org/10.1126/SCIADV.ABN8264


Incidence and patterns of neuraxis metastases in children with diffuse pontine glioma. Journal of 
Neuro-Oncology, 77(2), 207–212. https://doi.org/10.1007/s11060-005-9029-5 

Gust, J., Hay, K. A., Hanafi, L. A., Li, D., Myerson, D., Gonzalez-Cuyar, L. F., Yeung, C., Liles, W. C., 
Wurfel, M., Lopez, J. A., Chen, J., Chung, D., Baker, S. H., Ozpolat, T., Fink, K. R., Riddell, S. R., 
Maloney, D. G., & Turtle, C. J. (2017). Endothelial Activation and Blood-Brain Barrier Disruption in 
Neurotoxicity after Adoptive Immunotherapy with CD19 CAR-T Cells. Cancer Discovery, 7(12), 
1404–1419. https://doi.org/10.1158/2159-8290.CD-17-0698 

Haberthur, K., Brennan, K., Hoglund, V., Balcaitis, S., Chinn, H., Davis, A., Kreuser, S., Winter, C., Leary, 
S. E. S., Deutsch, G. H., Ellenbogen, R. G., & Crane, C. A. (2016). NKG2D ligand expression in 
pediatric brain tumors. Cancer Biology & Therapy, 17, 1253–1265. 
https://doi.org/10.1080/15384047.2016.1250047 

Hall, C. N., Reynell, C., Gesslein, B., Hamilton, N. B., Mishra, A., Sutherland, B. A., Oâ Farrell, F. M., 
Buchan, A. M., Lauritzen, M., & Attwell, D. (2014). Capillary pericytes regulate cerebral blood flow 
in health and disease. Nature, 508(7494), 55–60. https://doi.org/10.1038/NATURE13165 

Hambardzumyan, D., Gutmann, D. H., & Kettenmann, H. (2015). The role of microglia and macrophages 

in glioma maintenance and progression. Nature Neuroscience 2016 19:1, 19(1), 20–27. 
https://doi.org/10.1038/nn.4185 

Hargrave, D. (2012). Pediatric diffuse intrinsic pontine glioma: Can optimism replace pessimism? CNS 
Oncology, 1(2), 137–148. https://doi.org/10.2217/cns.12.15 

Harrison, A. J., Du, X., von Scheidt, B., Kershaw, M. H., & Slaney, C. Y. (2021). Enhancing co-stimulation 
of CAR T cells to improve treatment outcomes in solid cancers. Immunotherapy Advances, 1(1). 
https://doi.org/10.1093/immadv/ltab016 

Haydar, D., Houke, H., Chiang, J., Yi, Z., Odé, Z., Caldwell, K., Zhu, X., Mercer, K. S., Stripay, J. L., 
Shaw, T. I., Vogel, P., DeRenzo, C., Baker, S. J., Roussel, M. F., Gottschalk, S., & Krenciute, G. 
(2021). Cell-surface antigen profiling of pediatric brain tumors: B7-H3 is consistently expressed 
and can be targeted via local or systemic CAR T-cell delivery. Neuro-Oncology, 23(6), 999–1011. 
https://doi.org/10.1093/neuonc/noaa278 

Hegde, M., Mukherjee, M., Grada, Z., Pignata, A., Landi, D., Navai, S. A., Wakefield, A., Fousek, K., 
Bielamowicz, K., Chow, K. K. H., Brawley, V. S., Byrd, T. T., Krebs, S., Gottschalk, S., Wels, W. 
S., Baker, M. L., Dotti, G., Mamonkin, M., Brenner, M. K., … Ahmed, N. (2016). Tandem CAR T 
cells targeting HER2 and IL13Rα2 mitigate tumor antigen escape. Journal of Clinical 
Investigation, 126(8), 3036–3052. https://doi.org/10.1172/JCI83416 

Huang, J., Li, Y. B., Charlebois, C., Nguyen, T., Liu, Z., Bloemberg, D., Zafer, A., Baumann, E., Sodja, C., 
Leclerc, S., Fewell, G., Liu, Q., Prabhakarpandian, B., McComb, S., Stanimirovic, D. B., & 
Jezierski, A. (2022). Application of blood brain barrier models in pre-clinical assessment of 
glioblastoma-targeting CAR-T based immunotherapies. Fluids and Barriers of the CNS 2022 
19:1, 19(1), 1–15. https://doi.org/10.1186/S12987-022-00342-Y 

Hussain, S. F., Yang, D., Suki, D., Aldape, K., Grimm, E., & Heimberger, A. B. (2006). The role of human 
glioma-infiltrating microglia/macrophages in mediating antitumor immune responses. Neuro-
Oncology, 8(3), 261–279. https://doi.org/10.1215/15228517-2006-008 

Iqbal, N., Iqbal, N. (2014). Human Epidermal Growth Factor Receptor 2 (HER2) in Cancers: 
 Overexpression and Therapeutic Implications. https://doi.org/10.1155/2014/852748  

Ito, M., Hiramatsu, H., Kobayashi, K., Suzue, K., Kawahata, M., Hioki, K., Ueyama, Y., Koyanagi, Y., 
Sugamura, K., Tsuji, K., Heike, T., & Nakahata, T. (2002). NOD/SCID/γcnull mouse: An excellent 
recipient mouse model for engraftment of human cells. Blood, 100(9), 3175–3182. 
https://doi.org/10.1182/blood-2001-12-0207 

Iwadate, Y., Matsutani, T., Hirono, S., Shinozaki, N., & Saeki, N. (2016). Transforming growth factor-β 
and stem cell markers are highly expressed around necrotic areas in glioblastoma. Journal of 
Neuro-Oncology, 129(1), 101–107. https://doi.org/10.1007/S11060-016-2145-6 

Jackson, H. J., Rafiq, S., & Brentjens, R. J. (2016). Driving CAR T-cells forward. Nature Reviews Clinical 
Oncology, 13(6), 370–383. https://doi.org/10.1038/nrclinonc.2016.36 

Jacob, F., Salinas, R. D., Zhang, D. Y., Nguyen, P., Schnoll, J. G., Wong, S., Thokala, R., Sheikh, S., Saxena, D., 
Prokop, S., Liu, D. A., Qian, X., Petrov, D., Lucas, T., Chen, H. I., Dorsey, J. F., Christian, K. M., Binder, Z. 
A., Nasrallah, M., Brem, S., … Song, H. (2020). A Patient-Derived Glioblastoma Organoid Model and 
Biobank Recapitulates Inter- and Intra-tumoral Heterogeneity. Cell, 180(1), 188–204.e22. 
https://doi.org/10.1016/j.cell.2019.11.036 

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.1007/s11060-005-9029-5
https://doi.org/10.1158/2159-8290.CD-17-0698
https://doi.org/10.1080/15384047.2016.1250047
https://doi.org/10.1038/NATURE13165
https://doi.org/10.1038/nn.4185
https://doi.org/10.2217/cns.12.15
https://doi.org/10.1093/immadv/ltab016
https://doi.org/10.1093/neuonc/noaa278
https://doi.org/10.1172/JCI83416
https://doi.org/10.1186/S12987-022-00342-Y
https://doi.org/10.1215/15228517-2006-008
https://doi.org/10.1155/2014/852748
https://doi.org/10.1182/blood-2001-12-0207
https://doi.org/10.1007/S11060-016-2145-6
https://doi.org/10.1038/nrclinonc.2016.36


Jacobelli, J., Chmura, S. A., Buxton, D. B., Davis, M. M., & Krummel, M. F. (2004). A single class II 
myosin modulates T cell motility and stopping, but not synapse formation. Nature Immunology, 
5(5), 531–538. https://doi.org/10.1038/ni1065 

Jalali, R., Raut, N., Arora, B., Gupta, T., Dutta, D., Munshi, A., Sarin, R., & Kurkure, P. (2010). 
Prospective Evaluation of Radiotherapy With Concurrent and Adjuvant Temozolomide in Children 
With Newly Diagnosed Diffuse Intrinsic Pontine Glioma. International Journal of Radiation 
Oncology Biology Physics, 77(1), 113–118. https://doi.org/10.1016/j.ijrobp.2009.04.031 

Janjua, T. I., Rewatkar, P., Ahmed-Cox, A., Saeed, I., Mansfeld, F. M., Kulshreshtha, R., Kumeria, T., 
Ziegler, D. S., Kavallaris, M., Mazzieri, R., & Popat, A. (2021). Frontiers in the treatment of 
glioblastoma: Past, present and emerging. Advanced Drug Delivery Reviews, 171, 108–138. 
https://doi.org/10.1016/j.addr.2021.01.012 

Jiang, T., Zhou, C., & Ren, S. (2016). Role of IL-2 in cancer immunotherapy. OncoiImunology, 5(6). 
https://doi.org/10.1080/2162402X.2016.1163462 

Johnson, L. A., Scholler, J., Ohkuri, T., Kosaka, A., Patel, P. R., McGettigan, S. E., Nace, A. K., 
Dentchev, T., Thekkat, P., Loew, A., Boesteanu, A. C., Cogdill, A. P., Chen, T., Fraietta, J. A., 
Kloss, C. C., Posey, A. D., Engels, B., Singh, R., Ezell, T., … Maus, M. V. (2015). Rational 
development and characterization of humanized anti-EGFR variant III chimeric antigen receptor T 
cells for glioblastoma. Science Translational Medicine, 7(275). 
https://doi.org/10.1126/scitranslmed.aaa4963 

Jones, C., Karajannis, M. A., Jones, D. T. W., Kieran, M. W., Monje, M., Baker, S. J., Becher, O. J., Cho, 
Y. J., Gupta, N., Hawkins, C., Hargrave, D., Haas-Kogan, D. A., Jabado, N., Li, X. N., Mueller, S., 
Nicolaides, T., Packer, R. J., Persson, A. I., Phillips, J. J., … Weiss, W. A. (2017). Pediatric high-
grade glioma: Biologically and clinically in need of new thinking. Neuro-Oncology, 19(2), 153–
161. https://doi.org/10.1093/NEUONC/NOW101 

Jünger, S. T., Timmermann, B., & Pietsch, T. (2021). Pediatric ependymoma: An overview of a complex 
disease. https://doi.org/10.1007/s00381-021-05207-7/Published 

Junttila, I. S. (2018). Tuning the cytokine responses: An update on interleukin (IL)-4 and IL-13 receptor 
complexes. Frontiers in Immunology, 9(JUN). https://doi.org/10.3389/fimmu.2018.00888 

Juraschka, K., & Taylor, M. D. (2019). Medulloblastoma in the age of molecular subgroups: A review: 
JNSPG 75th Anniversary invited review article. Journal of Neurosurgery: Pediatrics, 24(4), 353–
363. https://doi.org/10.3171/2019.5.PEDS18381 

Kadry, H., Noorani, B., & Cucullo, L. (2020). A blood–brain barrier overview on structure, function, 
impairment, and biomarkers of integrity. Fluids and Barriers of the CNS 2020 17:1, 17(1), 1–24. 
https://doi.org/10.1186/S12987-020-00230-3 

Kaina, B., Grösch, S., Decote-Ricardo, D., Zhou, J., Tang, Z., Gao, S., Li, C., Feng, Y., & Zhou, X. (2020). 
Tumor-Associated Macrophages: Recent Insights and Therapies. Frontiers in Oncology | 
Www.Frontiersin.Org, 10, 188–188. https://doi.org/10.3389/fonc.2020.00188 

Kijima, N., & Kanemura, Y. (2016). Molecular classification of medulloblastoma. Neurologia Medico-
Chirurgica, 56(11), 687–697. https://doi.org/10.2176/nmc.ra.2016-0016 

Kilday, J. P., Rahman, R., Dyer, S., Ridley, L., Lowe, J., Coyle, B., & Grundy, R. (2009). Pediatric 
ependymoma: Biological perspectives. Molecular Cancer Research, 7(6), 765–786. 
https://doi.org/10.1158/1541-7786.MCR-08-0584 

Kilian, M., Bunse, T., Wick, W., Platten, M., & Bunse, L. (2021). Genetically modified cellular therapies for 
malignant gliomas. International Journal of Molecular Sciences, 22(23). 
https://doi.org/10.3390/ijms222312810 

Kim, J. H. (2021). Prognostic and predictive markers in glioblastoma and ALK overexpression. Journal of 
Pathology and Translational Medicine, 55(3), 236–237. https://doi.org/10.4132/JPTM.2021.04.29 

Koneru, M., Purdon, T. J., Spriggs, D., Koneru, S., & Brentjens, R. J. (2015). IL-12 secreting tumor-
targeted chimeric antigen receptor T cells eradicate ovarian tumors in vivo. OncoImmunology, 
4(3), 1–11. https://doi.org/10.4161/2162402X.2014.994446 

Korshunov, A., Remke, M., Werft, W., Benner, A., Ryzhova, M., Witt, H., Sturm, D., Wittmann, A., 
Schöttler, A., Felsberg, J., Reifenberger, G., Rutkowski, S., Scheurlen, W., Kulozik, A. E., Von 
Deimling, A., Lichter, P., & Pfister, S. M. (2010). Adult and pediatric medulloblastomas are 
genetically distinct and require different algorithms for molecular risk stratification. Journal of 
Clinical Oncology, 28(18), 3054–3060. https://doi.org/10.1200/JCO.2009.25.7121 

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.1038/ni1065
https://doi.org/10.1016/j.ijrobp.2009.04.031
https://doi.org/10.1016/j.addr.2021.01.012
https://doi.org/10.1080/2162402X.2016.1163462
https://doi.org/10.1126/scitranslmed.aaa4963
https://doi.org/10.1093/NEUONC/NOW101
https://doi.org/10.1007/s00381-021-05207-7/Published
https://doi.org/10.3389/fimmu.2018.00888
https://doi.org/10.3171/2019.5.PEDS18381
https://doi.org/10.1186/S12987-020-00230-3
https://doi.org/10.3389/fonc.2020.00188
https://doi.org/10.2176/nmc.ra.2016-0016
https://doi.org/10.1158/1541-7786.MCR-08-0584
https://doi.org/10.3390/ijms222312810
https://doi.org/10.4132/JPTM.2021.04.29
https://doi.org/10.4161/2162402X.2014.994446
https://doi.org/10.1200/JCO.2009.25.7121


Kostaras, X., Cusano, F., Kline, G. A., Roa, W., & Easaw, J. (2014). Use of dexamethasone in patients 
with high-grade glioma: A clinical practice guideline. Current Oncology, 21(3), 493–503. 
https://doi.org/10.3747/co.21.1769 

Kumar, V., Patel, S., Tcyganov, E., & Gabrilovich, D. I. (2016). The nature of myeloid-derived suppressor 
cells in the tumor microenvironment. 37(3), 208–220. https://doi.org/10.1016/j.it.2016.01.004 

Land, C. A., Musich, P. R., Haydar, D., Krenciute, G., & Xie, Q. (2020). Chimeric antigen receptor T-cell 
therapy in glioblastoma: Charging the T cells to fight. Journal of Translational Medicine 2020 
18:1, 18(1), 1–13. https://doi.org/10.1186/S12967-020-02598-0 

Lee, Y. H., Martin-Orozco, N., Zheng, P., Li, J., Zhang, P., Tan, H., Park, H. J., Jeong, M., Chang, S. H., 
Kim, B. S., Xiong, W., Zang, W., Guo, L., Liu, Y., Dong, Z. J., Overwijk, W. W., Hwu, P., Yi, Q., 
Kwak, L., … Dong, C. (2017). Inhibition of the B7-H3 immune checkpoint limits tumor growth by 
enhancing cytotoxic lymphocyte function. Cell Research, 27(8), 1034–1045. 
https://doi.org/10.1038/cr.2017.90 

Lenárt, S., Lenárt, P., Šmarda, J., Remšík, J., Souček, K., & Beneš, P. (2020). Trop2: Jack of All Trades, 
Master of None. Cancers 2020, Vol. 12, Page 3328, 12(11), 3328–3328. 
https://doi.org/10.3390/cancers12113328 

Leone, J. P., Lin, N. U. (2019). Systemic Therapy of Central Nervous System Metastases of Breast 
Cancer. Current Oncology Reports, 21(6), 49–49. https://doi.org/10.1007/s11912-019-0802-6 

Lewis, C., Murdoch, C. (2005). Macrophage Responses to Hypoxia: Implications for Tumor Progression 
and Anti-Cancer Therapies. The American Journal of Pathology, 167(3), 627–627. 
https://doi.org/10.1016/S0002-9440(10)62038-X 

Li, S., Poolen, G. C., van Vliet, L. C., Schipper, J. G., Broekhuizen, R., Monnikhof, M., Van Hecke, W., 
Vermeulen, J. F., & Bovenschen, N. (2022). Pediatric medulloblastoma express immune 
checkpoint B7-H3. Clinical and Translational Oncology. https://doi.org/10.1007/s12094-021-
02762-y 

Liang, Y., Diehn, M., Watson, N., Bollen, A. W., Aldape, K. D., Kelly Nicholas, M., Lamborn, K. R., Berger, 
M. S., Botstein, D., Brown, P. O., & Israel, M. A. (2005). Gene expression profiling reveals 
molecularly and clinically distinct subtypes of glioblastoma multiforme. 
www.pnas.orgcgidoi10.1073pnas.0402870102 

Lieberman, N. A. P., Degolier, K., Kovar, H. M., Davis, A., Hoglund, V., Stevens, J., Winter, C., Deutsch, 
G., Furlan, S. N., Vitanza, N. A., Leary, S. E. S., & Crane, C. A. (2019). Characterization of the 
immune microenvironment of diffuse intrinsic pontine glioma: Implications for development of 
immunotherapy. Neuro-Oncology, 21(1), 83–94. https://doi.org/10.1093/NEUONC/NOY145 

Liebner, S., Fischmann, A., Rascher, G., Duffner, F., Grote, E. H., Kalbacher, H., & Wolburg, H. (2000). 
Claudin-1 and claudin-5 expression and tight junction morphology are altered in blood vessels of 
human glioblastoma multiforme. Acta Neuropathologica, 100(3), 323–331. 
https://doi.org/10.1007/S004010000180 

Lima, F. R. S., Kahn, S. A., Soletti, R. C., Biasoli, D., Alves, T., da Fonseca, A. C. C., Garcia, C., Romão, 
L., Brito, J., Holanda-Afonso, R., Faria, J., Borges, H., & Moura-Neto, V. (2012). Glioblastoma: 
Therapeutic challenges, what lies ahead. Biochimica et Biophysica Acta - Reviews on Cancer, 
1826(2), 338–349. https://doi.org/10.1016/j.bbcan.2012.05.004 

Lin, E. Y., Nguyen, A. V., Russell, R. G., & Pollard, J. W. (2001). Colony-stimulating factor 1 promotes 
progression of mammary tumors to malignancy. The Journal of Experimental Medicine, 193(6), 
727–739. https://doi.org/10.1084/JEM.193.6.727 

Lin, G. L., Nagaraja, S., Filbin, M. G., Suvà, M. L., Vogel, H., & Monje, M. (2018). Non- 
inflammatory tumor microenvironment of diffuse intrinsic pontine glioma. Acta   
Neuropathologica Communications, 6(1), 51–51. https://doi.org/10.1186/s40478-018-0553-x 

Lin, Q., Ba, T., Ho, J., Chen, D., Cheng, Y., Wang, L., Xu, G., Xu, L., Zhou, Y., Wei, Y., Li, J., & Ling, F. 
(2021). First-in-Human Trial of EphA2-Redirected CAR T-Cells in Patients With Recurrent 
Glioblastoma: A Preliminary Report of Three Cases at the Starting Dose. Frontiers in Oncology, 
11. https://doi.org/10.3389/fonc.2021.694941 

Lin, X., & DeAngelis, L. M. (2015). Treatment of brain metastases. Journal of Clinical Oncology, 33(30), 
3475–3484. https://doi.org/10.1200/JCO.2015.60.9503 

Lin, Y. J., Mashouf, L. A., & Lim, M. (2022). CAR T Cell Therapy in Primary Brain Tumors: Current 
Investigations and the Future. Frontiers in Immunology, 13. 
https://doi.org/10.3389/fimmu.2022.817296 

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.3747/co.21.1769
https://doi.org/10.1016/j.it.2016.01.004
https://doi.org/10.1186/S12967-020-02598-0
https://doi.org/10.1038/cr.2017.90
https://doi.org/10.3390/cancers12113328
https://doi.org/10.1007/s11912-019-0802-6
https://doi.org/10.1016/S0002-9440(10)62038-X
https://doi.org/10.1007/s12094-021-02762-y
https://doi.org/10.1007/s12094-021-02762-y
https://doi.org/www.pnas.orgcgidoi10.1073pnas.0402870102
https://doi.org/10.1093/NEUONC/NOY145
https://doi.org/10.1007/S004010000180
https://doi.org/10.1016/j.bbcan.2012.05.004
https://doi.org/10.1084/JEM.193.6.727
https://doi.org/10.1186/s40478-018-0553-x
https://doi.org/10.3389/fonc.2021.694941
https://doi.org/10.1200/JCO.2015.60.9503
https://doi.org/10.3389/fimmu.2022.817296


Lin, Y. J., Wei, K. C., Chen, P. Y., Lim, M., & Hwang, T. L. (2021). Roles of Neutrophils in Glioma and 
Brain Metastases. Frontiers in Immunology, 12, 3125–3125. 
https://doi.org/10.3389/fimmu.2021.701383 

Lindo, L., Wilkinson, L. H., Hay, K. A. (2021). Befriending the Hostile Tumor Microenvironment in CAR T-
Cell Therapy. Frontiers in Immunology, 11. https://doi.org/10.3389/fimmu.2020.618387 

Liu, G., Rui, W., Zhao, X., Lin, X. (2021). Enhancing CAR-T cell efficacy in solid tumors by targeting the 
tumor microenvironment. Cellular and Molecular Immunology, 18(5), 1085–1095. 
https://doi.org/10.1038/s41423-021-00655-2 

Long, A. H., Haso, W. M., Shern, J. F., Wanhainen, K. M., Murgai, M., Ingaramo, M., Smith, J. P., Walker, 
A. J., Kohler, M. E., Venkateshwara, V. R., Kaplan, R. N., Patterson, G. H., Fry, T. J., Orentas, R. 
J., & Mackall, C. L. (2015). 4-1BB costimulation ameliorates T cell exhaustion induced by tonic 
signaling of chimeric antigen receptors. Nature Medicine, 21(6), 581–590. 
https://doi.org/10.1038/nm.3838 

Long, A. H., Highfill, S. L., Cui, Y., Smith, J. P., Walker, A. J., Ramakrishna, S., El-Etriby, R., Galli, S., 
Tsokos, M. G., Orentas, R. J., & Mackall, C. L. (2016). Reduction of MDSCs with all-trans retinoic 
acid improves CAR therapy efficacy for sarcomas. Cancer Immunology Research, 4(10), 869–
880. https://doi.org/10.1158/2326-6066.CIR-15-0230 

Long, D. M. (1970). Capillary Ultrastructure and the Blood-Brain Barrier in Human Malignant Brain 
Tumors. Journal of Neurosurgery, 32(2), 127–144. https://doi.org/10.3171/JNS.1970.32.2.0127 

Lorger, M. (2012). Tumor microenvironment in the brain. Cancers, 4(1), 218–243. 
https://doi.org/10.3390/cancers4010218 

Louis, D. N., Perry, A., Reifenberger, G., von Deimling, A., Figarella-Branger, D., Cavenee, W. K., 
Ohgaki, H., Wiestler, O. D., Kleihues, P., & Ellison, D. W. (2016). The 2016 World Health 
Organization Classification of Tumors of the Central Nervous System: A summary. Acta 
Neuropathologica, 131(6), 803–820. https://doi.org/10.1007/s00401-016-1545-1 

Louis, D. N., Perry, A., Wesseling, P., Brat, D. J., Cree, I. A., Figarella-Branger, D., Hawkins, C., Ng, H. 
K., Pfister, S. M., Reifenberger, G., Soffietti, R., Von Deimling, A., Ellison, D. W., & Homer, J. 
(2021). The 2021 WHO Classification of Tumors of the Central Nervous System: A summary. 
Neuro-Oncology, 23(8), 1231–1251. https://doi.org/10.1093/neuonc/noab106 

Loya, J., Zhang, C., Cox, E., Achrol, A. S., & Kesari, S. (2019). Biological intratumoral therapy for the 
high-grade glioma part I: intratumoral delivery and immunotoxins. CNS Oncology, 8(3), CNS38–
CNS38. https://doi.org/10.2217/CNS-2019-0001 

Lv, M., Wang, K., & Huang, X. (2019). Myeloid-derived suppressor cells in hematological malignancies: 
Friends or foes. Journal of Hematology & Oncology. https://doi.org/10.1186/s13045-019-0797-3 

Maachani, U. B., Tosi, U., Pisapia, D. J., Mukherjee, S., Marnell, C. S., Voronina, J., Martinez, D., Santi, 
M., Dahmane, N., Zhou, Z., Hawkins, C., & Souweidane, M. M. (2020). B7–H3 as a Prognostic 
Biomarker and Therapeutic Target in Pediatric central nervous system Tumors. Translational 
Oncology, 13(2), 365–371. https://doi.org/10.1016/j.tranon.2019.11.006 

Maggs L., Cattaneo, G., Dal, A. E., Moghaddam, A. S., & Ferrone, S. (2021). CAR T Cell-Based 
Immunotherapy for the Treatment of Glioblastoma. Frontiers in Neuroscience, 15. 
https://doi.org/10.3389/fnins.2021.662064 

Majzner, R. G., Ramakrishna, S., Yeom, K. W., Patel, S., Chinnasamy, H., Schultz, L. M., Richards, R. 
M., Jiang, L., Barsan, V., Mancusi, R., Geraghty, A. C., Good, Z., Mochizuki, A. Y., Gillespie, S. 
M., Toland, A. M. S., Mahdi, J., Reschke, A., Nie, E. H., Chau, I. J., … Monje, M. (2022). GD2-
CAR T cell therapy for H3K27M-mutated diffuse midline gliomas. Nature. 
https://doi.org/10.1038/s41586-022-04489-4 

Majzner, R. G., Theruvath, J. L., Nellan, A., Heitzeneder, S., Cui, Y., Mount, C. W., Rietberg, S. P., Linde, 
M. H., Xu, P., Rota, C., Sotillo, E., Labanieh, L., Lee, D. W., Orentas, R. J., Dimitrov, D. S., Zhu, 
Z., Croix, B. S., Delaidelli, A., Sekunova, A., … Mackall, C. L. (2019). CAR T Cells Targeting B7-
H3, a Pan-Cancer Antigen, Demonstrate Potent Preclinical Activity Against Pediatric Solid 
Tumors and Brain Tumors. Clinical Cancer Research, 25(8), 2560–2574. 
https://doi.org/10.1158/1078-0432.CCR-18-0432 

Marei, H. E., Althani, A., Afifi, N., Hasan, A., Caceci, T., Pozzoli, G., & Cenciarelli, C. (2021). Current 
progress in chimeric antigen receptor T cell therapy for glioblastoma multiforme. Cancer 
Medicine, 10(15), 5019–5030. https://doi.org/10.1002/cam4.4064 

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.3389/fimmu.2021.701383
https://doi.org/10.3389/fimmu.2020.618387
https://doi.org/10.1038/s41423-021-00655-2
https://doi.org/10.1038/nm.3838
https://doi.org/10.1158/2326-6066.CIR-15-0230
https://doi.org/10.3171/JNS.1970.32.2.0127
https://doi.org/10.3390/cancers4010218
https://doi.org/10.1007/s00401-016-1545-1
https://doi.org/10.1093/neuonc/noab106
https://doi.org/10.2217/CNS-2019-0001
https://doi.org/10.1186/s13045-019-0797-3
https://doi.org/10.1016/j.tranon.2019.11.006
https://doi.org/10.3389/fnins.2021.662064
https://doi.org/10.1038/s41586-022-04489-4
https://doi.org/10.1158/1078-0432.CCR-18-0432
https://doi.org/10.1002/cam4.4064


Margol, A. S., Robison, N. J., Gnanachandran, J., Hung, L. T., Kennedy, R. J., Vali, M., Dhall, G., Finlay, 
J. L., Erdreich-Epstein, A., Krieger, M. D., Drissi, R., Fouladi, M., Gilles, F. H., Judkins, A. R., 
Sposto, R., & Asgharzadeh, S. (2015). Tumor-associated macrophages in SHH subgroup of 
medulloblastomas. Clinical Cancer Research, 21(6), 1457–1465. https://doi.org/10.1158/1078-
0432.CCR-14-1144 

Martin, A. M., Raabe, E., Eberhart, C., & Cohen, K. J. (2014). Management of Pediatric and Adult 
Patients with Medulloblastoma. Current Treatment Options in Oncology, 15(4), 581–594. 
https://doi.org/10.1007/s11864-014-0306-4 

Martinez, M., & Moon, E. K. (2019). CAR T cells for solid tumors: New strategies for finding, infiltrating, 
and surviving in the tumor microenvironment. Frontiers in Immunology, 10(FEB). 
https://doi.org/10.3389/fimmu.2019.00128 

Mathew, R. K., & Rutka, J. T. (2018). Diffuse intrinsic pontine glioma: Clinical features, molecular 
genetics, and novel targeted therapeutics. Journal of Korean Neurosurgical Society, 61(3), 343–
351. https://doi.org/10.3340/jkns.2018.0008 

Maude, S. L., Frey, N., Shaw, P. A., Aplenc, R., Barrett, D. M., Bunin, N. J., Chew, A., Gonzalez, V. E., 
Zheng, Z., Lacey, S. F., Mahnke, Y. D., Melenhorst, J. J., Rheingold, S. R., Shen, A., Teachey, D. 
T., Levine, B. L., June, C. H., Porter, D. L., & Grupp, S. A. (2014). Chimeric Antigen Receptor T 
Cells for Sustained Remissions in Leukemia. New England Journal of Medicine, 371(16), 1507–
1517. https://doi.org/10.1056/NEJMoa1407222 

Melcher, V., & Kerl, K. (2021). Cancers The Growing Relevance of Immunoregulation in Pediatric Brain 
Tumors. https://doi.org/10.3390/cancers 

Meng, J., Wu, X. Q., Sun, Z., Xun, R. D., Liu, M. S., Hu, R., & Huang, J. C. (2021). Efficacy and Safety of 
CAR-T Cell Products Axicabtagene Ciloleucel, Tisagenlecleucel, and Lisocabtagene Maraleucel 
for the Treatment of Hematologic Malignancies: A Systematic Review and Meta-Analysis. 
Frontiers in Oncology, 11. https://doi.org/10.3389/fonc.2021.698607 

Merchant, T. E., Bendel, A. E., Sabin, N. D., Burger, P. C., Shaw, D. W., Chang, E., Wu, S., Zhou, T., 
Eisenstat, D. D., Foreman, N. K., Fuller, C. E., Templeton Anderson, E., Hukin, J., Lau, C. C., 
Pollack, I. F., Laningham, F. H., Lustig, R. H., Armstrong, F. D., Handler, M. H., … Ramaswamy, 
V. (2019). Conformal Radiation Therapy for Pediatric Ependymoma, Chemotherapy for 
Incompletely Resected Ependymoma, and Observation for Completely Resected, Supratentorial 
Ependymoma. J Clin Oncol, (37), 974-983. https://doi.org/10.1158/1078-0432.CCR-14-1144 

Milone, M. C., Fish, J. D., Carpenito, C., Carroll, R. G., Binder, G. K., Teachey, D., Samanta, M., Lakhal, 
M., Gloss, B., Danet-Desnoyers, G., Campana, D., Riley, J. L., Grupp, S. A., & June, C. H. 
(2009). Chimeric receptors containing CD137 signal transduction domains mediate enhanced 
survival of T cells and increased antileukemic efficacy in vivo. Molecular Therapy, 17(8), 1453–
1464. https://doi.org/10.1038/mt.2009.83 

Mirzaei, H. R., Rodriguez, A., Shepphird, J., Brown, C. E., & Badie, B. (2017). Chimeric antigen receptors 
T cell therapy in solid tumor: Challenges and clinical applications. Frontiers in Immunology, 
8(DEC). https://doi.org/10.3389/fimmu.2017.01850 

Misuraca, K. L., Cordero, F. J., & Becher, O. J. (2015). Pre-clinical models of diffuse intrinsic pontine 
glioma. Frontiers in Oncology, 5(JUL). https://doi.org/10.3389/fonc.2015.00172 

Mochizuki, A., Lee, A., Garcia, A., Prins, R., Wang, A., & Davidson, T. (2019). IMMU-22. SINGLE-CELL 
CHARACTERIZATION OF INTRATUMORAL AND SYSTEMIC IMMUNE POPULATIONS IN 
PEDIATRIC AND ADULT BRAIN TUMORS REVEALS DIFFERENCES IN SUBPOPULATION 
COMPOSITION, ACTIVATION AND MEMORY. Neuro-Oncology, 21(Suppl 2), ii97–ii97. 
https://doi.org/10.1093/NEUONC/NOZ036.141 

Momin, N., Mehta, N. K., Bennett, N. R., Ma, L., Palmeri, J. R., Chinn, M. M., Lutz, E. A., Kang, B., Irvine, 
D. J., Spranger, S., & Wittrup, K. D. (2019). Anchoring of intratumorally administered cytokines to 
collagen safely potentiates systemic cancer immunotherapy. Science Translational Medicine, 
11(498). https://doi.org/10.1126/scitranslmed.aaw2614 

Morgan, R. A., Yang, J. C., Kitano, M., Dudley, M. E., Laurencot, C. M., & Rosenberg, S. A. (2010). Case 
report of a serious adverse event following the administration of t cells transduced with a chimeric 
antigen receptor recognizing ERBB2. Molecular Therapy, 18(4), 843–851. 
https://doi.org/10.1038/mt.2010.24 

Mount, C. W., Majzner, R. G., Sundaresh, S., Arnold, E. P., Kadapakkam, M., Haile, S., Labanieh, L., 
Hulleman, E., Woo, P. J., Rietberg, S. P., Vogel, H., Monje, M., & Mackall, C. L. (2018). Potent 

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.1158/1078-0432.CCR-14-1144
https://doi.org/10.1158/1078-0432.CCR-14-1144
https://doi.org/10.1007/s11864-014-0306-4
https://doi.org/10.3389/fimmu.2019.00128
https://doi.org/10.3340/jkns.2018.0008
https://doi.org/10.1056/NEJMoa1407222
https://doi.org/10.3390/cancers
https://doi.org/10.3389/fonc.2021.698607
https://doi.org/10.1158/1078-0432.CCR-14-1144
https://doi.org/10.1038/mt.2009.83
https://doi.org/10.3389/fimmu.2017.01850
https://doi.org/10.3389/fonc.2015.00172
https://doi.org/10.1093/NEUONC/NOZ036.141
https://doi.org/10.1126/SCITRANSLMED.AAW2614/SUPPL_FILE/AAW2614_SM.PDF
https://doi.org/10.1038/mt.2010.24


antitumor efficacy of anti-GD2 CAR T cells in H3-K27M+ diffuse midline gliomas. Nature Medicine 
2018 24:5, 24(5), 572–579. https://doi.org/10.1038/s41591-018-0006-x 

Mulazzani, M., Fräßle, S. P., von Mücke-Heim, I., Langer, S., Zhou, X., Ishikawa-Ankerhold, H., Leube, J., 
Zhang, W., Dötsch, S., Svec, M., Rudelius, M., Dreyling, M., von Bergwelt-Baildon, M., Straube, 
A., Buchholz, V. R., Busch, D. H., & von Baumgarten, L. (2019). Long-term in vivo microscopy of 
CAR T cell dynamics during eradication of CNS lymphoma in mice. Proceedings of the National 
Academy of Sciences of the United States of America, 116(48), 24275–24284. 
https://doi.org/10.1073/PNAS.1903854116 

Nayak, L., Lee, E. Q., & Wen, P. Y. (2012). Epidemiology of brain metastases. Current Oncology Reports, 
14(1), 48–54. https://doi.org/10.1007/s11912-011-0203-y 

Nazha, B., Inal, C., & Owonikoko, T. K. (2020). Disialoganglioside GD2 Expression in Solid Tumors and 
Role as a Target for Cancer Therapy. Frontiers in Oncology, 10. 
https://doi.org/10.3389/fonc.2020.01000 

Neelapu, S. S., Tummala, S., Kebriaei, P., Wierda, W., Gutierrez, C., Locke, F. L., Komanduri, K. v., Lin, 
 Y., Jain, N., Daver, N., Westin, J., Gulbis, A. M., Loghin, M. E., de Groot, J. F., Adkins, S.,  Davis,         
S. E., Rezvani, K., Hwu, P., & Shpall, E. J. (2018). Chimeric antigen receptor T-cell therapy-
assessment and management of toxicities. In Nature Reviews Clinical Oncology (Vol. 15, Issue 1,   
pp. 47–62). Nature Publishing Group. https://doi.org/10.1038/nrclinonc.2017.148 

Nellan, A., Rota, C., Majzner, R., Lester-McCully, C. M., Griesinger, A. M., Mulcahy Levy, J. M., Foreman, 
N. K., Warren, K. E., & Lee, D. W. (2018). Durable regression of Medulloblastoma after regional 
and intravenous delivery of anti-HER2 chimeric antigen receptor T cells. Journal for 
ImmunoTherapy of Cancer, 6(1). https://doi.org/10.1186/s40425-018-0340-z 

Newick, K., O‘Brien, S., Moon, E., & Albelda, S. M. (2017). CAR T Cell Therapy for Solid Tumors. Annual 
Review of Medicine, 68, 139–152. https://doi.org/10.1146/annurev-med-062315-120245 

Nguyen K.G., Vrabel M., Mantooth S., Hopkins J., Wagner E., Gabaldon T., Zaharoff D. (2020). Localized 
Interlukin-12 for Cancer Immunotherapy. Frontiers in Immunology, 11, 
https://doi.org/10.3389/fimmu.2020.575597 

Nguyen, L. T., & Ohashi, P. S. (2015). Clinical blockade of PD1 and LAG3—Potential mechanisms of 
action. Nature Publishing Group. https://doi.org/10.1038/nri3790 

Noman, M. Z., Desantis, G., Janji, B., Hasmim, M., Karray, S., Dessen, P., Bronte, V., & Chouaib, S. 
(2014). PD-L1 is a novel direct target of HIF-1α, and its blockade under hypoxia enhanced 
MDSC-mediated T cell activation. Journal of Experimental Medicine, 211(5), 781–790. 
https://doi.org/10.1084/jem.20131916 

Norelli, M., Camisa, B., Barbiera, G., Falcone, L., Purevdorj, A., Genua, M., Sanvito, F., Ponzoni, M., 
Doglioni, C., Cristofori, P., Traversari, C., Bordignon, C., Ciceri, F., Ostuni, R., Bonini, C., 
Casucci, M., & Bondanza, A. (2018). Monocyte-derived IL-1 and IL-6 are differentially required for 
cytokine-release syndrome and neurotoxicity due to CAR T cells. Nature Medicine, 24(6), 739–
748. https://doi.org/10.1038/s41591-018-0036-4 

Ohno, M., Ohkuri, T., Kosaka, A., Tanahashi, K., June, C. H., Natsume, A., & Okada, H. (2013). 
Expression of miR-17-92 enhances anti-tumor activity of T-cells transduced with the anti-
EGFRvIII chimeric antigen receptor in mice bearing human GBM xenografts. Journal for 
ImmunoTherapy of Cancer (21). https://doi.org/10.1186/2051-1426-1-21 

Orlando, D., Miele, E., De Angelis, B., Guercio, M., Boffa, I., Sinibaldi, M., Po, A., Caruana, I., Abballe, L., 
Carai, A., Caruso, S., Camera, A., Moseley, A., Hagedoorn, R. S., Heemskerk, M. H. M., 
Giangaspero, F., Mastronuzzi, A., Ferretti, E., Locatelli, F., & Quintarelli, C. (2018). Adoptive 
immunotherapy using prame-specific t cells in medulloblastoma. Cancer Research, 78(12), 3337–
3349. https://doi.org/10.1158/0008-5472.CAN-17-3140 

O‘Rourke, D. M., Nasrallah, M. P., Desai, A., Melenhorst, J. J., Mansfield, K., Morrissette, J. J. D., 
Martinez-Lage, M., Brem, S., Maloney, E., Shen, A., Isaacs, R., Mohan, S., Plesa, G., Lacey, S. 
F., Navenot, J. M., Zheng, Z., Levine, B. L., Okada, H., June, C. H., … Maus, M. V. (2017). A 
single dose of peripherally infused EGFRvIII-directed CAR T cells mediates antigen loss and 
induces adaptive resistance in patients with recurrent glioblastoma. Science Translational 
Medicine, 9(399). https://doi.org/10.1126/scitranslmed.aaa0984 

Orr, B. A. (2020). Pathology, diagnostics, and classification of medulloblastoma. Brain Pathology, 30(3), 
664–678. https://doi.org/10.1111/bpa.12837 

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.1038/s41591-018-0006-x
https://doi.org/10.1073/PNAS.1903854116
https://doi.org/10.1007/s11912-011-0203-y
https://doi.org/10.3389/fonc.2020.01000
https://doi.org/10.1038/nrclinonc.2017.148
https://doi.org/10.1186/s40425-018-0340-z
https://doi.org/10.1146/annurev-med-062315-120245
https://doi.org/10.3389/fimmu.2020.575597
https://doi.org/10.1038/nri3790
https://doi.org/10.1084/jem.20131916
https://doi.org/10.1038/s41591-018-0036-4
https://doi.org/10.1186/2051-1426-1-21
https://doi.org/10.1158/0008-5472.CAN-17-3140
https://doi.org/10.1126/scitranslmed.aaa0984
https://doi.org/10.1111/bpa.12837


Øynebråten, I., Tsatsanis, C., Ley, K., Org, K., Orecchioni, M., Ghosheh, Y., & Pramod, A. B. (2019). 
Present address: Macrophage Polarization: Different Gene Signatures in M1(LPS+) vs. 
Classically and M2(LPS-) vs. Alternatively Activated Macrophages. Frontiers in Immunology | 
Www.Frontiersin.Org, 1, 1084–1084. https://doi.org/10.3389/fimmu.2019.01084 

Paik, P. K., Shen, R., Won, H., Rekhtman, N., Wang, L., Sima, C. S., Arora, A., Seshan, V., Ladanyi, M., 
Berger, M. F., & Kris, M. G. (2015). Next-Generation Sequencing of Stage IV Squamous Cell 
Lung Cancers Reveals an Association of PI3K Aberrations and Evidence of Clonal Heterogeneity 
in Patients with Brain Metastases. Cancer Discov 5(6), 610-621. https://doi.org/10.1158/2159-
8290.CD-14-1129 

Pajtler, K. W., Witt, H., Sill, M., Jones, D. T. W., Hovestadt, V., Kratochwil, F., Wani, K., Tatevossian, R., 
Punchihewa, C., Johann, P., Reimand, J., Warnatz, H. J., Ryzhova, M., Mack, S., Ramaswamy, 
V., Capper, D., Schweizer, L., Sieber, L., Wittmann, A., … Pfister, S. M. (2015). Molecular 
Classification of Ependymal Tumors across All CNS Compartments, Histopathological Grades, 
and Age Groups. Cancer Cell, 27(5), 728–743. https://doi.org/10.1016/j.ccell.2015.04.002 

Papadopoulos, M. C., Saadoun, S., Woodrow, C. J., Davies, D. C., Costa-Martins, P., Moss, R. F., 
Krishna, S., & Bell, B. A. (2001). Occludin expression in microvessels of neoplastic and non-
neoplastic human brain. Neuropathology and Applied Neurobiology, 27(5), 384–395. 
https://doi.org/10.1046/J.0305-1846.2001.00341.X 

Pasquereau, S., Al Moussawi, F., Karam, W., Diab Assaf, M., Kumar, A., & Herbein, G. (2017). 
Cytomegalovirus, Macrophages and Breast Cancer. The Open Virology Journal, 11(1), 15–27. 
https://doi.org/10.2174/1874357901711010015 

Patel, R. R., Ramkissoon, S. H., Ross, J., & Weintraub, L. (2020). Tumor mutational burden and driver 
mutations: Characterizing the genomic landscape of pediatric brain tumors. Pediatric Blood & 
Cancer, 67(7), e28338–e28338. https://doi.org/10.1002/pbc.28338 

Patterson, J. D., Henson, J. C., Breese, R. O., Bielamowicz, K. J., & Rodriguez, A. (2020). CAR T Cell 
Therapy for Pediatric Brain Tumors. Frontiers in Oncology, 10. 
https://doi.org/10.3389/fonc.2020.01582 

Pejavar, S., Polley, M. Y., Rosenberg-Wohl, S., Chennupati, S., Prados, M. D., Berger, M. S., Banerjee, 
A., Gupta, N., & Haas-Kogan, D. (2012). Pediatric intracranial ependymoma: The roles of 
surgery, radiation and chemotherapy. Journal of Neuro-Oncology, 106(2), 367–375. 
https://doi.org/10.1007/s11060-011-0671-9 

Pellot, J. E., & De Jesus, O. (2022). Diffuse Intrinsic Pontine Glioma. (StatPearls Publishing) 
Pentsova, E. I., Shah, R. H., Tang, J., Boire, A., You, D., Briggs, S., Omuro, A., Lin, X., Fleisher, M., 

Grommes, C., Panageas, K. S., Meng, F., Selcuklu, S. D., Ogilvie, S., Distefano, N., 
Shagabayeva, L., Rosenblum, M., DeAngelis, L. M., Viale, A., … Berger, M. F. (2016). Evaluating 
cancer of the central nervous system through next-generation sequencing of cerebrospinal fluid. 
Journal of Clinical Oncology, 34(20), 2404–2415. https://doi.org/10.1200/JCO.2016.66.6487 

Peppiatt, C. M., Howarth, C., Mobbs, P., & Attwell, D. (2006). Bidirectional control of CNS capillary 
diameter by pericytes. Nature, 443(7112), 700–704. https://doi.org/10.1038/NATURE05193 

Petrovas, C., Casazza, J. P., Brenchley, J. M., Price, D. A., Gostick, E., Adams, W. C., Precopio, M. L., 
Schacker, T., Roederer, M., Douek, D. C., & Koup, R. A. (2006). PD-1 is a regulator of virus-
specific CD8+ T cell survival in HIV infection. Journal of Experimental Medicine, 203(10), 2281–
2292. https://doi.org/10.1084/jem.20061496 

Pham, C. D., Flores, C., Yang, C., Pinheiro, E. M., Yearley, J. H., Sayour, E. J., Pei, Y.,  
Moore, C., McLendon, R. E., Huang, J., Sampson, J. H., Wechsler-Reya, R., &  Mitchell, D. A. 
(2016). Differential Immune Microenvironments and Response to Immune Checkpoint Blockade 

among Molecular Subtypes of Murine    
Medulloblastoma. Clinical Cancer Research, 22(3), 582–595. https://doi.org/10.1158/1078-
0432.CCR-15-0713 

Pistollato, F., Chen, H.-L., Rood, B. R., Zhang, H.-Z., D‘Avella, D., Denaro, L., Gardiman, M., te Kronnie, 
G., Schwartz, P. H., Favaro, E., Indraccolo, S., Basso, G., & Panchision, D. M. (2009). Hypoxia 
and HIF1alpha repress the differentiative effects of BMPs in high-grade glioma. Stem Cells 
(Dayton, Ohio), 27(1), 7–17. https://doi.org/10.1634/STEMCELLS.2008-0402 

Prasad, D.V.R., Nguyen, T., Li, Z., Yang, Y., Duong, J., Wang, Y., & Dong, C. (2004). Murine B7-H3 Is a 
Negative Regulator of T Cells. The Journal of Immunology, 173(4), 2500–2506. 
https://doi.org/10.4049/jimmunol.173.4.2500 

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.3389/fimmu.2019.01084
https://doi.org/10.1158/2159-8290.CD-14-1129
https://doi.org/10.1158/2159-8290.CD-14-1129
https://doi.org/10.1016/j.ccell.2015.04.002
https://doi.org/10.1046/J.0305-1846.2001.00341.X
https://doi.org/10.2174/1874357901711010015
https://doi.org/10.1002/pbc.28338
https://doi.org/10.3389/fonc.2020.01582
https://doi.org/10.1007/s11060-011-0671-9
https://doi.org/10.1200/JCO.2016.66.6487
https://doi.org/10.1038/NATURE05193
https://doi.org/10.1084/jem.20061496
https://doi.org/10.1158/1078-0432.CCR-15-0713/115825/AM/DIFFERENTIAL-IMMUNE-MICROENVIRONMENTS-AND-RESPONSE
https://doi.org/10.1158/1078-0432.CCR-15-0713/115825/AM/DIFFERENTIAL-IMMUNE-MICROENVIRONMENTS-AND-RESPONSE
https://doi.org/10.1158/1078-0432.ccr-15-0713
https://doi.org/10.1634/STEMCELLS.2008-0402
https://doi.org/10.4049/jimmunol.173.4.2500


Preusser, M., Wolfsberger, S., Czech, T., Slavc, I., Budka, H., & Hainfellner, J. A. (2005). Survivin 
expression in intracranial ependymomas and its correlation with tumor cell proliferation and 
patient outcome. American Journal of Clinical Pathology, 124(4), 543–549. 
https://doi.org/10.1309/PP2G5GAAFKV82DTG 

Priceman, S. J., Tilakawardane, D., Jeang, B., Aguilar, B., Murad, J. P., Park, A. K., Chang, W. C., 
Ostberg, J. R., Neman, J., Jandial, R., Portnow, J., Forman, S. J., & Brown, C. E. (2018). 
Regional delivery of chimeric antigen receptor-engineered T cells effectively targets HER2 + 
breast cancer metastasis to the brain. Clinical Cancer Research, 24(1), 95–105. 
https://doi.org/10.1158/1078-0432.CCR-17-2041 

Prins, R. M., Soto, H., Konkankit, V., Odesa, S. K., Eskin, A., Yong, W. H., Nelson, S. F., & Liau, L. M. 
(2011). Gene expression profile correlates with T-cell infiltration and relative survival in 
glioblastoma patients vaccinated with dendritic cell immunotherapy. Clinical Cancer Research : 
An Official Journal of the American Association for Cancer Research, 17(6), 1603–1615. 
https://doi.org/10.1158/1078-0432.CCR-10-2563 

Proescholdt, M. A., Merrill, M. J., Stoerr, E. M., Lohmeier, A., Pohl, F., & Brawanski, A. (2012). Function 
of carbonic anhydrase IX in glioblastoma multiforme. Neuro-Oncology, 14(11), 1357–1366. 
https://doi.org/10.1093/NEUONC/NOS216 

Qian, B. Z., & Pollard, J. W. (2010). Macrophage Diversity Enhances Tumor Progression and Metastasis. 
Cell, 141(1), 39–51. https://doi.org/10.1016/J.CELL.2010.03.014 

Quail, D. F., Joyce, J. A. (2013). Microenvironmental regulation of tumor progression and metastasis. 
Nature Medicine, 19(11), 1423–1437. https://doi.org/10.1038/nm.3394 

Quail, D. F., Joyce, J. A. (2017). Cancer Cell Perspective The Microenvironmental Landscape of Brain 
Tumors. Cancer Cell, 31, 326–341. https://doi.org/10.1016/j.ccell.2017.02.009 

Rafatmanesh, A., Behjati, M., Mobasseri, N., Sarvizadeh, M., Mazoochi, T., & Karimian, M. (2020). The 
survivin molecule as a double-edged sword in cellular physiologic and pathologic conditions and 
its role as a potential biomarker and therapeutic target in cancer. Journal of Cellular Physiology, 
235(2), 725–744. https://doi.org/10.1002/jcp.29027 

Rahal, Z., Abdulhai, F., Kadara, H., & Saab, R. (2018). Genomics of adult and pediatric solid tumors (Am 
J Cancer Res, Vol. 8, Issue 8, pp. 1356–1386). www.ajcr.us/ISSN:2156-6976/ajcr0079990 

Ravanpay, A. C., Gust, J., Johnson, A. J., Rolczynski, L. S., Cecchini, M., Chang, C. A., Hoglund, V. J., 
Mukherjee, R., Vitanza, N. A., Orentas, R. J., & Jensen, M. C. (2019). EGFR806-CAR T cells 
selectively target a tumor-restricted EGFR epitope in glioblastoma. Oncotarget, 10(66), 7080–
7095. https://doi.org/10.18632/oncotarget.27389 

Reiniš, M. (2010). Immunotherapy of MHC class I-deficient tumors. Future Oncology, 6(10), 1577–1589. 
https://doi.org/10.2217/fon.10.128 

Rivas, J. R., Liu, Y., Alhakeem, • S S, Eckenrode, • J M, Marti, • F, Collard, • J P, Zhang, Y., Shaaban, • K 
A, Muthusamy, • N, Hildebrandt, • G C, Fleischman, R. A., Chen, • L, Thorson, J. S., Leggas, • M, 
& Bondada, • S. (2021). Interleukin-10 suppression enhances T-cell antitumor immunity and 
responses to checkpoint blockade in chronic lymphocytic leukemia. Leukemia, 35, 3188–3200. 
https://doi.org/10.1038/s41375-021-01217-1 

Roda, E., Mirzaei, H. R., Maggs, L., Ferrone, S., Cattaneo, G., Dal, A. E., & Moghaddam, A.  S. 
(2021). CAR T Cell-Based Immunotherapy for the Treatment of Glioblastoma.  Front Neurosci. 
https://doi.org/10.3389/fnins.2021.662064 

Rodriguez, A., Brown, C., & Badie, B. (2017). Chimeric antigen receptor T-cell therapy for glioblastoma. 
Translational Research, 187, 93–102. https://doi.org/10.1016/j.trsl.2017.07.003 

Roselli, E., Faramand, R., & Davila, M. L. (2021). Insight into next-generation CAR therapeutics: 
Designing CAR T cells to improve clinical outcomes. Journal of Clinical Investigation, 131(2). 
https://doi.org/10.1172/JCI142030 

Rosenberg, S. A., Yang, J. C., Topalian, S. L., Schwartzentruber, D. J., Weber, J. S., Parkinson, D. R., 
Seipp, C. A., Einhorn, J. H., & White, D. E. (1994). Treatment of 283 Consecutive Patients With 
Metastatic Melanoma or Renal Cell Cancer Using High-Dose Bolus Interleukin 2. JAMA, 271(12), 
907-913.  

Roussel, M. F., & Hatten, M. E. (2011). Cerebellum: Development and medulloblastoma. In Curr Top Dev 
Biol (94), 235-282. https://doi.org/10.1016/B978-0-12-380916-2.00008-5 

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.1309/PP2G5GAAFKV82DTG
https://doi.org/10.1158/1078-0432.CCR-17-2041
https://doi.org/10.1158/1078-0432.CCR-10-2563
https://doi.org/10.1093/NEUONC/NOS216
https://doi.org/10.1016/J.CELL.2010.03.014
https://doi.org/10.1038/nm.3394
https://doi.org/10.1016/j.ccell.2017.02.009
https://doi.org/10.1002/jcp.29027
https://doi.org/www.ajcr.us/ISSN:2156-6976/ajcr0079990
https://doi.org/10.18632/oncotarget.27389
https://doi.org/10.2217/fon.10.128
https://doi.org/10.1038/s41375-021-01217-1
https://doi.org/10.3389/fnins.2021.662064
https://doi.org/10.1016/j.trsl.2017.07.003
https://doi.org/10.1172/JCI142030
https://doi.org/10.1016/B978-0-12-380916-2.00008-5


Saadoun, S., Papadopoulos, M. C., Davies, D. C., Krishna, S., & Bell, B. A. (2002). Aquaporin-4 
expression is increased in oedematous human brain tumours. Journal of Neurology, 
Neurosurgery, and Psychiatry, 72(2), 262–265. https://doi.org/10.1136/JNNP.72.2.262 

Sacks, P., Rahman, M. (2020). Epidemiology of Brain Metastases. Neurosurgery Clinics of North 
America, 31(4), 481–488. https://doi.org/10.1016/j.nec.2020.06.001 

Sackstein, R., Schatton, T., & Barthel, S. R. (2017). T-lymphocyte homing: An underappreciated yet 
critical hurdle for successful cancer immunotherapy. Laboratory Investigation 2017 97:6, 97(6), 
669–697. https://doi.org/10.1038/labinvest.2017.25 

Sadelain, M., Brentjens, R., & Rivière, I. (2013). The basic principles of chimeric antigen receptor design. 
Cancer Discovery, 3(4), 388–398. https://doi.org/10.1158/2159-8290.CD-12-0548 

Sakuishi, K., Apetoh, L., Sullivan, J. M., Blazar, B. R., Kuchroo, V. K., & Anderson, A. C. (2010). 
Targeting Tim-3 and PD-1 pathways to reverse T cell exhaustion and restore anti-tumor 
immunity. Journal of Experimental Medicine, 207(10), 2187–2194. 
https://doi.org/10.1084/jem.20100643 

Salmaninejad, A., Zamani, M. R., Pourvahedi, M., Golchehre, Z., Hosseini Bereshneh, A., & Rezaei, N. 
(2016). Cancer/Testis Antigens: Expression, Regulation, Tumor Invasion, and Use in 
Immunotherapy of Cancers. Immunological Investigations, 45(7), 619–640. 
https://doi.org/10.1080/08820139.2016.1197241 

Santomasso, B., Carlos Bachier, ;, Westin, J., Rezvani, K., & Shpall, E. J. (2022). The Other Side of CAR 
T-Cell Therapy: Cytokine Release Syndrome, Neurologic Toxicity, and Financial Burden. Am Soc 
Clin Oncol Educ Book, (39), 433- 444. https://doi.org/10.1200/EDBK_238691 

Saqib, U., Sarkar, S., Suk, K., Mohammad, O., Baig, M. S., & Savai, R. (2018). Phytochemicals as 
modulators of M1-M2 macrophages in inflammation. Oncotarget, 9(25), 17937–17950. 
https://doi.org/10.18632/oncotarget.24788 

Sarkaria, J. N., Hu, L. S., Parney, I. F., Pafundi, D. H., Brinkmann, D. H., Laack, N. N., Giannini, C., 
Burns, T. C., Kizilbash, S. H., Laramy, J. K., Swanson, K. R., Kaufmann, T. J., Brown, P. D., 
Agar, N. Y. R., Galanis, E., Buckner, J. C., & Elmquist, W. F. (2018). Is the blood–brain barrier 
really disrupted in all glioblastomas? A critical assessment of existing clinical data. Neuro-
Oncology, 20(2), 184–191. https://doi.org/10.1093/NEUONC/NOX175 

Saunders, N. R., Liddelow, S. A., & Dziegielewska, K. M. (2012). Barrier Mechanisms in the Developing 
Brain. Frontiers in Pharmacology, 3, 1–18. https://doi.org/10.3389/FPHAR.2012.00046 

Savinko, T., Guenther, C., Uotila, L. M., Llort Asens, M., Yao, S., Tojkander, S., & Fagerholm, S. C. 
(2018). Filamin A Is Required for Optimal T Cell Integrin-Mediated Force Transmission, Flow 
Adhesion, and T Cell Trafficking. The Journal of Immunology, 200(9), 3109–3116. 
https://doi.org/10.4049/jimmunol.1700913 

Sayour, E. J., Mitchell, D. A. (2017). Immunotherapy for pediatric brain tumors. Brain Sciences, 7(10). 
https://doi.org/10.3390/brainsci7100137 

Schmitt, G., Parrott, N., Prinssen, E., & Barrow, P. (2017). The great barrier belief: The blood–brain 
barrier and considerations for juvenile toxicity studies. Reproductive Toxicology, 72, 129–135. 
https://doi.org/10.1016/J.REPROTOX.2017.06.043 

Sharma, P., Debinski, W. (2018). Receptor-targeted glial brain tumor therapies. International Journal of 
Molecular Sciences, 19(11). https://doi.org/10.3390/ijms19113326 

Shepro, D., & Morel, N. M. L. (1993). Pericyte physiology. FASEB Journal : Official Publication of the 
Federation of American Societies for Experimental Biology, 7(11), 1031–1038. 
https://doi.org/10.1096/FASEBJ.7.11.8370472 

Shibata, S., Ogural, A., Hashimoto, N., Hayakawa, J., Uetsuka, K., Nakayama, H., & Doi, K. (1997). 
SCID-bg mice as xenograft recipients. Lab Anim, 31(2), 163-168. 
https://doi.org/10.1258/002367797780600107  

Si, X., Xiao, L., Brown, C. E., & Wang, D. (2022). Preclinical Evaluation of CAR T Cell Function: In Vitro 
and In Vivo Models. International Journal of Molecular Sciences, 23(6). 
https://doi.org/10.3390/ijms23063154 

Siegler, E. L., & Kenderian, S. S. (2020). Neurotoxicity and Cytokine Release Syndrome After Chimeric 
Antigen Receptor T Cell Therapy: Insights Into Mechanisms and Novel Therapies. In Frontiers in 
Immunology (Vol. 11). Frontiers Media S.A. https://doi.org/10.3389/fimmu.2020.01973 

Sigismund, S., Avanzato, D., & Lanzetti, L. (2018). Emerging functions of the EGFR in cancer. Molecular 
Oncology, 12(1), 3–20. https://doi.org/10.1002/1878-0261.12155 

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.1136/JNNP.72.2.262
https://doi.org/10.1016/j.nec.2020.06.001
https://doi.org/10.1038/labinvest.2017.25
https://doi.org/10.1158/2159-8290.CD-12-0548
https://doi.org/10.1084/jem.20100643
https://doi.org/10.1080/08820139.2016.1197241
https://doi.org/10.1200/EDBK_
https://doi.org/10.1200/EDBK_
https://doi.org/10.18632/oncotarget.24788
https://doi.org/10.1093/NEUONC/NOX175
https://doi.org/10.3389/FPHAR.2012.00046
https://doi.org/10.4049/jimmunol.1700913
https://doi.org/10.3390/brainsci7100137
https://doi.org/10.1016/J.REPROTOX.2017.06.043
https://doi.org/10.3390/ijms19113326
https://doi.org/10.1096/FASEBJ.7.11.8370472
https://doi.org/10.1258%2F002367797780600107
https://doi.org/10.3390/ijms23063154
https://doi.org/10.3389/fimmu.2020.01973
https://doi.org/10.1002/1878-0261.12155


Singh, A. K., & Mcguirk, J. P. (2020). CAR T cells: Continuation in a revolution of immunotherapy. Lancet 
Onc, 21(3), 168-178. https://doi.org/10.1016/S1470-2045(19)30823-X 

Skrombolas, D., & Frelinger, J. G. (2014). Challenges and developing solutions for increasing the benefits 
of IL-2 treatment in tumor therapy NIH Public Access. Expert Rev Clin Immunol, 10(2), 207–217. 
https://doi.org/10.1586/1744666X.2014.875856 

Smith, T. T., Moffett, H. F., Stephan, S. B., Opel, C. F., Dumigan, A. G., Jiang, X., Pillarisetty, V. G., Pillai, 
S. P. S., Wittrup, K. D., & Stephan, M. T. (2017). Biopolymers codelivering engineered T cells and 
STING agonists can eliminate heterogeneous tumors. The Journal of Clinical Investigation, 
127(6), 2176–2191. https://doi.org/10.1172/JCI87624 

Smoll, N. R., & Drummond, K. J. (2012). The incidence of medulloblastomas and primitive 
neurectodermal tumours in adults and children. Journal of Clinical Neuroscience, 19(11), 1541–
1544. https://doi.org/10.1016/j.jocn.2012.04.009 

Soffietti, R., Ahluwalia, M., Lin, N., & Rudà, R. (2020). Management of brain metastases according to 
molecular subtypes. Nature Reviews Neurology, 16(10), 557–574. 
https://doi.org/10.1038/s41582-020-0391-x 

Sorokin, L. (2010). The impact of the extracellular matrix on inflammation. Nature Reviews. Immunology, 
10(10), 712–723. https://doi.org/10.1038/NRI2852 

Sridhar, P., Petrocca, F. (2017). Regional Delivery of Chimeric Antigen Receptor (CAR) T-Cells for 
Cancer Therapy. Cancers 2017, Vol. 9, Page 92, 9(7), 92–92. 
https://doi.org/10.3390/CANCERS9070092 

Srikanthan, D., Taccone, M. S., Van Ommeren, R., Ishida, J., Krumholtz, S. L., & Rutka, J. T. (2021). 
Diffuse intrinsic pontine glioma: Current insights and future directions. Chinese Neurosurgical 
Journal, 7(1). https://doi.org/10.1186/s41016-020-00218-w 

Steinbach, D., Viehmann, S., Zintl, F., & Gruhn, B. (2002). PRAME gene expression in childhood acute 
lymphoblastic leukemia. Cancer Genet Cytogenet, 138(1), 89-91.  https://doi.org/10.1016/S0165-
4608(02)00582-4 

Stephan, S. B., Taber, A. M., Jileaeva, I., Pegues, E. P., Sentman, C. L., & Stephan, M. T. (2014). 
Biopolymer implants enhance the efficacy of adoptive T-cell therapy. Nature Biotechnology 2014 
33:1, 33(1), 97–101. https://doi.org/10.1038/nbt.3104 

Stupp, R., Mason, W. P., Van Den Bent, M. J., Weller, M., Fisher, B., Taphoorn, M. J. B., Belanger, K., 

Brandes, A. A., Marosi, C., Bogdahn, U., Curschmann, J., Janzer, R. C., Ludwin, S. K., Gorlia, T., 

Allgeier, A., Lacombe, D., Cairncross, J. G., Eisenhauer, E., & Mirimanoff, R. O. (2005). 

Radiotherapy plus Concomitant and Adjuvant Temozolomide for Glioblastoma. N Engl J Med, 

352, 987-996.  

https://doi.org/10.1056/NEJMoa043330 

Sugawa, N., Ekstrand, A. J., Jamest, C. D., & Collins, V. P. (1990). Identical splicing of aberrant 

epidermal growth factor receptor transcripts from amplified rearranged genes in human 

glioblastomas. Proc Natl Acad Sci. USA, 87(21), 8602-8606.  

https://doi.org/10.1073/pnas.87.21.8602 

Taylor, M. D., Northcott, P. A., Korshunov, A., Remke, M., Cho, Y.-J., Clifford, S. C., Eberhart, C. G., 
Williams, • D, Rutkowski, S., Gajjar, A., Ellison, D. W., Lichter, P., Gilbertson, R. J., Pomeroy, S. 
L., Kool, M., Pfister, S. M., Taylor, M. D., Northcott, P. A., Korshunov, A., … Pomeroy, S. L. 
(2012). Molecular subgroups of medulloblastoma: The current consensus. Acta Neuropathol, 123, 
465–472. https://doi.org/10.1007/s00401-011-0922-z 

Tableau (version 9.1)(2016). J Med Libr Assoc, 104(2), 182-183. https://doi.org/10.3163/1536-
5050.104.2.022 

Thaci, B., Brown, C. E., Binello, E., Werbaneth, K., Sampath, P., & Sengupta, S. (2014). Significance of 
interleukin-13 receptor alpha 2–targeted glioblastoma therapy. Neuro-Oncology, 16(10), 1304–
1312. https://doi.org/10.1093/NEUONC/NOU045 

Theruvath, J., Sotillo, E., Mount, C. W., Graef, C. M., Delaidelli, A., Heitzeneder, S., Labanieh, L., 
Dhingra, S., Leruste, A., Majzner, R. G., Xu, P., Mueller, S., Yecies, D. W., Finetti, M. A., 
Williamson, D., Johann, P. D., Kool, M., Pfister, S., Hasselblatt, M., … Mackall, C. L. (2020). 
Locoregionally administered B7-H3-targeted CAR T cells for treatment of atypical 
teratoid/rhabdoid tumors. Nature Medicine 2020 26:5, 26(5), 712–719. 
https://doi.org/10.1038/s41591-020-0821-8 

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.1016/S1470-2045(19)30823-X
https://doi.org/10.1586/1744666X.2014.875856
https://doi.org/10.1172/JCI87624
https://doi.org/10.1016/j.jocn.2012.04.009
https://doi.org/10.1038/s41582-020-0391-x
https://doi.org/10.1038/NRI2852
https://doi.org/10.3390/CANCERS9070092
https://doi.org/10.1186/s41016-020-00218-w
https://doi.org/10.1016/S0165-4608(02)00582-4
https://doi.org/10.1016/S0165-4608(02)00582-4
https://doi.org/10.1038/nbt.3104
https://doi.org/10.1056/NEJMoa043330
https://doi.org/10.1073/pnas.87.21.8602
https://doi.org/10.1007/s00401-011-0922-z
https://doi.org/10.3163/1536-5050.104.2.022
https://doi.org/10.3163/1536-5050.104.2.022
https://doi.org/10.1093/NEUONC/NOU045
https://doi.org/10.1038/s41591-020-0821-8


Thomas, P., Galopin, N., Bonérandi, E., Clémenceau, B., Fougeray, S., & Birklé, S. (2021). Car t cell 
therapy‘s potential for pediatric brain tumors. Cancers, 13(21). 
https://doi.org/10.3390/cancers13215445 

Thorp, N., Gandola, L. (2019). Management of Ependymoma in Children, Adolescents and Young Adults. 
Clinical Oncology, 31(3), 162–170. https://doi.org/10.1016/j.clon.2018.12.001 

Tsang, D. S., Burghen, E., Klimo, P., Boop, F. A., Ellison, D. W., & Merchant, T. E. (2018). Outcomes 
After Reirradiation for Recurrent Pediatric Intracranial Ependymoma. International Journal of 
Radiation Oncology Biology Physics, 100(2), 507–515. 
https://doi.org/10.1016/j.ijrobp.2017.10.002 

Tsidulko, A. Y., Kazanskaya, G. M., Kostromskaya, D. V., Aidagulova, S. V., Kiselev, R. S., Volkov, A. M., 
Kobozev, V. V., Gaitan, A. S., Krivoshapkin, A. L., & Grigorieva, E. V. (2017). Prognostic 
relevance of NG2/CSPG4, CD44 and Ki-67 in patients with glioblastoma. Tumor Biology, 39(9). 
https://doi.org/10.1177/1010428317724282 

Tsukada, Y., Fouad, A., Pickren, J. W., & Lane, W. W. (1983). Central nervous system metastasis from 
breast carcinoma autopsy study. Cancer, 52(12), 2349–2354. https://doi.org/10.1002/1097-
0142(19831215)52:12<2349::AID-CNCR2820521231>3.0.CO;2-B 

Turtle, C. J., Hanafi, L. A., Berger, C., Gooley, T. A., Cherian, S., Hudecek, M., Sommermeyer, D., 
Melville, K., Pender, B., Budiarto, T. M., Robinson, E., Steevens, N. N., Chaney, C., Soma, L., 
Chen, X., Yeung, C., Wood, B., Li, D., Cao, J., … Maloney, D. G. (2016). CD19 CAR-T cells of 
defined CD4+:CD8+ composition in adult B cell ALL patients. Journal of Clinical Investigation, 
126(6), 2123–2138. https://doi.org/10.1172/JCI85309 

Upadhyaya, S. A., Robinson, G. W., Onar-Thomas, A., Orr, B. A., Billups, C. A., Bowers, D. C., Bendel, A. 
E., Hassall, T., Crawford, J. R., Partap, S., Fisher, P. G., Tatevossian, R. G., Seah, T., 
Qaddoumi, I. A., Vinitsky, A., Armstrong, G. T., Sabin, N. D., Tinkle, C. L., Klimo, P., … Gajjar, A. 
(2019). Molecular grouping and outcomes of young children with newly diagnosed ependymoma 
treated on the multi-institutional SJYC07 trial. Neuro-Oncology, 21(10), 1319–1330. 
https://doi.org/10.1093/neuonc/noz069 

Vairy, S., Garcia, J. L., Teira, P., & Bittencourt, H. (2018). CTL019 (Tisagenlecleucel): CAR-T therapy for 
relapsed and refractory B-cell acute lymphoblastic leukemia. Drug Design, Development and 
Therapy, 12, 3885–3898. https://doi.org/10.2147/DDDT.S138765 

Vávrová, A., Popelová, O., Štěrba, M., Jirkovský, E., Hašková, P., Mertlíková-Kaiserová, H., Geršl, V., & 
Šimůnek, T. (2011). In vivo and in vitro assessment of the role of glutathione antioxidant system 
in anthracycline-induced cardiotoxicity. Archives of Toxicology, 85(5), 525–535. 
https://doi.org/10.1007/s00204-010-0615-8 

Verheggen, I. C. M., de Jong, J. J. A., van Boxtel, M. P. J., Gronenschild, E. H. B. M., Palm, W. M., 
Postma, A. A., Jansen, J. F. A., Verhey, F. R. J., & Backes, W. H. (2020). Increase in blood–brain 
barrier leakage in healthy, older adults. GeroScience, 42(4), 1183–1193. 
https://doi.org/10.1007/s11357-020-00211-2 

Villano, J. L., Parker, C. K., & Dolecek, T. A. (2013). Descriptive epidemiology of ependymal tumours in 
the United States. British Journal of Cancer, 108(11), 2367–2371. 
https://doi.org/10.1038/bjc.2013.221 

Vitanza, N. A., Johnson, A. J., Wilson, A. L., Brown, C., Yokoyama, J. K., Künkele, A., Chang, C. A., 
Rawlings-Rhea, S., Huang, W., Seidel, K., Albert, C. M., Pinto, N., Gust, J., Finn, L. S., Ojemann, 
J. G., Wright, J., Orentas, R. J., Baldwin, M., Gardner, R. A., … Park, J. R. (2021). Locoregional 
infusion of HER2-specific CAR T cells in children and young adults with recurrent or refractory 
CNS tumors: An interim analysis. Nature Medicine 2021 27:9, 27(9), 1544–1552. 
https://doi.org/10.1038/s41591-021-01404-8 

Von Boehmer, H., & Daniel, C. (2012). Therapeutic opportunities for manipulating TReg cells in 
autoimmunity and cancer. Nature Reviews Drug Discovery 2013 12:1, 12(1), 51–63. 
https://doi.org/10.1038/nrd3683 

Wadajkar, A. S., Dancy, J. G., Hersh, D. S., Anastasiadis, P., Tran, N. L., Woodworth, G. F., Winkles, J. 
A., & Kim, A. J. (2017). Tumor-targeted nanotherapeutics: Overcoming treatment barriers for 
glioblastoma. Wiley Interdisciplinary Reviews: Nanomedicine and Nanobiotechnology, 9(4). 
https://doi.org/10.1002/wnan.1439 

Wang, S. S., Bandopadhayay, P., & Jenkins, M. R. (2019). Towards Immunotherapy for Pediatric Brain 
Tumors. Trends in Immunology, 40(8), 748–761. https://doi.org/10.1016/J.IT.2019.05.009 

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.3390/cancers13215445
https://doi.org/10.1016/j.clon.2018.12.001
https://doi.org/10.1016/j.ijrobp.2017.10.002
https://doi.org/10.1177/1010428317724282
https://doi.org/10.1002/1097-0142(19831215)52:12%3C2349::AID-CNCR2820521231%3E3.0.CO;2-B
https://doi.org/10.1002/1097-0142(19831215)52:12%3C2349::AID-CNCR2820521231%3E3.0.CO;2-B
https://doi.org/10.1172/JCI85309
https://doi.org/10.1093/neuonc/noz069
https://doi.org/10.2147/DDDT.S138765
https://doi.org/10.1007/s00204-010-0615-8
https://doi.org/10.1007/s11357-020-00211-2
https://doi.org/10.1038/bjc.2013.221
https://doi.org/10.1038/s41591-021-01404-8
https://doi.org/10.1038/nrd3683
https://doi.org/10.1002/wnan.1439
https://doi.org/10.1016/J.IT.2019.05.009


Wang, Z., Guo, Y., & Han, W. (2017). Current status and perspectives of chimeric antigen receptor 
modified T cells for cancer treatment. Protein and Cell, 8(12), 896–925. 
https://doi.org/10.1007/s13238-017-0400-z 

Warren, K. E. (2012). Diffuse intrinsic pontine glioma: Poised for progress. Frontiers in Oncology, 2. 
https://doi.org/10.3389/fonc.2012.00205 

Wei, R., Dean, D. C., Thanindratarn, P., Hornicek, F. J., Guo, W., & Duan, Z. (2020). Cancer testis 
antigens in sarcoma: Expression, function and immunotherapeutic application. Cancer Letters, 
479, 54–60. https://doi.org/10.1016/j.canlet.2019.10.024 

Weist, M. R., Starr, R., Aguilar, B., Chea, J., Miles, J. K., Poku, E., Gerdts, E., Yang, X., Priceman, S. J., 
Forman, S. J., Colcher, D., Brown, C. E., & Shively, J. E. (2018). PET of Adoptively Transferred 
Chimeric Antigen Receptor T Cells with 89Zr-Oxine. Journal of Nuclear Medicine, 59(10), 1531–
1537. https://doi.org/10.2967/JNUMED.117.206714 

Wu, W., Klockow, J. L., Zhang, M., Lafortune, F., Chang, E., Jin, L., Wu, Y., & Daldrup-Link, H. E. (2021). 
Glioblastoma multiforme (GBM): An overview of current therapies and mechanisms of resistance. 
Pharmacological Research, 171. https://doi.org/10.1016/j.phrs.2021.105780 

Wu, W. T., Lin, W. Y., Chen, Y. W., Lin, C. F., Wang, H. H., Wu, S. H., & Lee, Y. Y. (2021). New Era of 
Immunotherapy in Pediatric Brain Tumors: Chimeric Antigen Receptor T-Cell Therapy. 
International Journal of Molecular Sciences 2021, Vol. 22, Page 2404, 22(5), 2404–2404. 
https://doi.org/10.3390/IJMS22052404 

Wykosky, J., Debinski, W. (2008). The EphA2 Receptor and EphrinA1 Ligand in Solid Tumors: Function 
and Therapeutic Targeting. Mol Cancer Res, 6(12), 1795–1806. https://doi.org/10.1158/1541-
7786.MCR-08-0244 

Wykosky, J., Gibo, D. M., Stanton, C., Debinski, W. (2005). EphA2 as a novel molecular marker and 
target in glioblastoma multiforme. Molecular Cancer Research, 3(10), 541–551. 
https://doi.org/10.1158/1541-7786.MCR-05-0056 

Xiao, C., Srinivasan, L., Calado, D. P., Patterson, H. C., Zhang, B., Wang, J., Henderson, J. M., Kutok, J. 
L., & Rajewsky, K. (2008). Lymphoproliferative disease and autoimmunity in mice with increased 
miR-17-92 expression in lymphocytes. Nature Immunology, 9(4), 405–414. 
https://doi.org/10.1038/ni1575 

Xie, T., Cho, Y. B., Wang, K., Huang, D., Hong, H. K., Choi, Y. L., Ko, Y. H., Nam, D. H., Jin, J., Yang, H., 
Fernandez, J., Deng, S., Rejto, P. A., Lee, W. Y., & Mao, M. (2014). Patterns of somatic 
alterations between matched primary and metastatic colorectal tumors characterized by whole-
genome sequencing. Genomics, 104(4), 234–241. https://doi.org/10.1016/j.ygeno.2014.07.012 

Xu, C., Bai, Y., An, Z., Hu, Y., Zhang, C., & Zhong, X. (2022). IL-13Rα2 humanized scFv-based CAR-T 
cells exhibit therapeutic activity against glioblastoma. Molecular Therapy - Oncolytics, 24, 443–
451. https://doi.org/10.1016/j.omto.2022.01.002 

Yanagawa, Y., Miyazawa, T., Ishihara, S., Takiguchi, H., Shima, K., Terahata, S., Tamai, S., & Chigasaki, 
H. (1996). Pontine glioma with osteoblastic skeletal metastases in a child. Surg Neurol, 46(5), 
481-484. https://doi.org/10.1016/s0090-3019(96)00223-6 

Yang, I., Han, S. J., Kaur, G., Crane, C., & Parsa, A. T. (2010). The Role of Microglia in Central Nervous 
System Immunity and Glioma Immunology. J Clin Neurosci, 17(1), 6–10. 
https://doi.org/10.1016/j.jocn.2009.05.006 

Yang, S., Wei, W., & Zhao, Q. (2020). B7-H3, a checkpoint molecule, as a target for cancer 
immunotherapy. International Journal of Biological Sciences, 2020(11), 1767–1773. 
https://doi.org/10.7150/ijbs.41105 

Yeku, O. O., & Brentjens, R. J. (2016). Armored CAR T-cells: Utilizing cytokines and pro-inflammatory 
ligands to enhance CAR T-cell anti-tumour efficacy. Biochemical Society Transactions, 44(2), 
412–418. https://doi.org/10.1042/BST20150291 

Yeung, J. T., Hamilton, R. L., Okada, H., Jakacki, R. I., & Pollack, I. F. (2013). Increased expression of 
tumor-associated antigens in pediatric and adult ependymomas: Implication for vaccine therapy. 
Journal of Neuro-Oncology, 111(2), 103–111. https://doi.org/10.1007/s11060-012-0998-x 

Yi, Z., Prinzing, B. L., Cao, F., Gottschalk, S., & Krenciute, G. (2018). Optimizing EphA2-CAR T Cells for 
the Adoptive Immunotherapy of Glioma. Molecular Therapy - Methods and Clinical Development, 
9, 70–80. https://doi.org/10.1016/j.omtm.2018.01.009 

Yuen, C., Rezania, K., Park, D., Reder, A., Brown, B., Mahadeo, K., Khazal, S., Petropoulos, D., Tewari, 
P., Slopis, J., Tambaro, P., & Sadighi, Z. (2020). IMMU-52. IMMUNE EFFECTOR CELL 

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.1007/s13238-017-0400-z
https://doi.org/10.3389/fonc.2012.00205
https://doi.org/10.1016/j.canlet.2019.10.024
https://doi.org/10.2967/JNUMED.117.206714
https://doi.org/10.1016/j.phrs.2021.105780
https://doi.org/10.3390/IJMS22052404
https://doi.org/10.1158/1541-7786.MCR-08-0244
https://doi.org/10.1158/1541-7786.MCR-08-0244
https://doi.org/10.1158/1541-7786.MCR-05-0056
https://doi.org/10.1038/ni1575
https://doi.org/10.1016/j.ygeno.2014.07.012
https://doi.org/10.1016/j.omto.2022.01.002
https://doi.org/10.1016/s0090-3019(96)00223-6
https://doi.org/10.1016/j.jocn.2009.05.006
https://doi.org/10.7150/ijbs.41105
https://doi.org/10.1042/BST20150291
https://doi.org/10.1007/s11060-012-0998-x
https://doi.org/10.1016/j.omtm.2018.01.009


ASSOCIATED NEUROTOXICITY (ICANS) AMONG PEDIATRIC AND AYA PATIENTS: MD 
ANDERSON CANCER CENTER EXPERIENCE. Neuro Oncol (2)ii116. 
https://doi.org/10.1093/neuonc/noaa215.482 

Zhang, C., Burger, M. C., Jennewein, L., Genßler, S., Schönfeld, K., Zeiner, P., Hattingen, E., Harter, P. 
N., Mittelbronn, M., Tonn, T., Steinbach, J. P., & Wels, W. S. (2016). ErbB2/HER2-Specific NK 
Cells for Targeted Therapy of Glioblastoma. JNCI: Journal of the National Cancer Institute, 
108(5). https://doi.org/10.1093/JNCI/DJV375 

Zhang, H., Ye, Z. L., Yuan, Z. G., Luo, Z. Q., Jin, H. J., & Qian, Q. J. (2016). New strategies for the 
treatment of solid tumors with CAR-T cells. International Journal of Biological Sciences, 12(6), 
718–729. https://doi.org/10.7150/ijbs.14405 

Zhang, J. G., Eguchi, J., Kruse, C. A., Gomez, G. G., Fakhrai, H., Schroter, S., Ma, W., Hoa, N., Minev, 
B., Delgado, C., Wepsic, H. T., Okada, H., & Jadus, M. R. (2007). Antigenic Profiling of Glioma 
Cells to Generate Allogeneic Vaccines or Dendritic Cell Based Therapeutics. 
https://doi.org/10.1158/1078-0432.CCR-06-1576 

Zhang, J. G., Kruse, C. A., Driggers, L., Hoa, N., Wisoff, J., Allen, J. C., Zagzag, D., Newcomb, E. W., & 
Jadus, M. R. (2008). Tumor antigen precursor protein profiles of adult and pediatric brain tumors 
identify potential targets for immunotherapy. Journal of Neuro-Oncology 2008 88:1, 88(1), 65–76. 
https://doi.org/10.1007/S11060-008-9534-4 

Zhang, L., Ren, J., Zhang, H., Cheng, G., Xu, Y., Yang, S., Dong, C., Fang, D., Zhang, J., & Yang, A. 
(2016). HER2-targeted recombinant protein immuno-caspase-6 effectively induces apoptosis in 
HER2-overexpressing GBM cells in vitro and in vivo. Oncology Reports, 36(5), 2689–2696. 
https://doi.org/10.3892/or.2016.5088 

Zhang, Z., Jiang, C., Liu, Z., Yang, M., Tang, X., Wang, Y., Zheng, M., Huang, J., Zhong, K., Zhao, S., 
Tang, M., Zhou, T., Yang, H., Guo, G., Zhou, L., Xu, J., & Tong, A. (2020). B7-H3-Targeted CAR-
T Cells Exhibit Potent Antitumor Effects on Hematologic and Solid Tumors. Molecular Therapy - 
Oncolytics, 17, 180–189. https://doi.org/10.1016/j.omto.2020.03.019 

Zhao, Z., Condomines, M., van der Stegen, S. J. C., Perna, F., Kloss, C. C., Gunset, G., Plotkin, J., & 
Sadelain, M. (2015). Structural Design of Engineered Costimulation Determines Tumor Rejection 
Kinetics and Persistence of CAR T Cells. Cancer Cell, 28(4), 415–428. 
https://doi.org/10.1016/j.ccell.2015.09.004 

Zhou, W. T., & Jin, W. L. (2021). B7-H3/CD276: An Emerging Cancer Immunotherapy. Frontiers in 
Immunology, 12. https://doi.org/10.3389/fimmu.2021.701006 

Zhou, Z., Luther, N., Ibrahim, G. M., Hawkins, C., Vibhakar, R., Handler, M. H., & Souweidane, M. M. 
(2013). B7-H3, a potential therapeutic target, is expressed in diffuse intrinsic pontine glioma. 
Journal of Neuro-Oncology, 111(3), 257–264. https://doi.org/10.1007/s11060-012-1021-2 

Zhu, Y., Zhu, X., Wei, X., Tang, C., & Zhang, W. (2021). HER2-targeted therapies in gastric cancer. 
Biochimica et Biophysica Acta - Reviews on Cancer, 1876(1). 
https://doi.org/10.1016/j.bbcan.2021.188549 

 

 

 

 

 

Jo
ur

na
l P

re
-p

ro
of

https://doi.org/10.1093/neuonc/noaa215.482
https://doi.org/10.1093/JNCI/DJV375
https://doi.org/10.7150/ijbs.14405
https://doi.org/10.1158/1078-0432.CCR-06-1576
https://doi.org/10.1007/S11060-008-9534-4
https://doi.org/10.3892/or.2016.5088
https://doi.org/10.1016/j.omto.2020.03.019
https://doi.org/10.1016/j.ccell.2015.09.004
https://doi.org/10.3389/fimmu.2021.701006
https://doi.org/10.1007/s11060-012-1021-2
https://doi.org/10.1016/j.bbcan.2021.188549



