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Abstract: Cancer, a leading cause of global mortality, remains a significant challenge to increasing life expectancy

worldwide. Forkhead Box R2 (FOXR?2), identified as an oncogene within the FOX gene family, plays a crucial role in

developing various endoderm-derived organs. Recent studies have elucidated FOXR2-related pathways and their

involvement in both tumor and non-tumor diseases. Dysregulation of FOXR2 has been linked to numerous malignant

tumors, spanning the brain, nervous system, thyroid, osteosarcoma, Hodgkin lymphoma, colorectal, liver, pancreatic,

lung, breast, ovarian, prostate, female genital tract, endometrial, and uterine cancers. Despite extensive research on

FOXR2 dysregulation, its practical applications remain underexplored. This review delves into the mechanisms

underlying FOXR2 dysregulation during oncogenesis and its implications for cancer diagnosis, prognosis, and treatment.

Introduction

Cancer is a major cause of death and a challenge for increasing
life expectancy worldwide [1-4] On the other hand, cancer
has historically been one of the top causes of mortality
globally and the subject of clinical investigations as a
significant global public health issue. Recent cancer data
show that in the United States alone in 2023, 1,958,310 new
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instances of cancer were found, and 609,820 cancer patients
passed away [5]. Cancer continues to be the biggest obstacle
to raising life expectancy in every country in the world,
despite notable advancements in its diagnosis and treatment.
Cancer patients may not have the best outlook; thus,
innovative treatment plans are critical. Molecular targeted
treatments offer significant effectiveness with minimal
contamination, making them a prominent approach in
cancer treatment. Therefore, it is anticipated that patients
who are ineligible for drastic surgery may benefit from the
understanding of the molecular mechanisms underlying the
onset and progression of cancer as well as the identification
of novel biomarkers for new targeted treatments.

A transcription factor (TF) is a protein that regulates
gene expression by binding to specific DNA sequences near
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FIGURE 1. Functional roles of FOXR2 across multiple cancer types. (A) FOXR2 Gene in genomic location: bands according to Ensembl,
locations according to GeneLoc. (B) Structure prediction of FOXR2 from Alphafold project, Version 2. (C) The sequence of amino acids in
FOXR2, including the forkhead DNA-binding domain (from amino acid 192 to amino acid 294) and the FN56 domain (from amino acid 1 to
amino acid 69). (D) Pan-cancer analysis of FOXR2 gene functions in The Cancer Genome Atlas (TCGA) cohort.

genes, either promoting or inhibiting transcription of the gene
into messenger RNA (mRNA), which is then translated into
protein. The Forkhead box (FOX) transcription factor
family comprises a suite of evolutionarily preserved proteins
pivotal in modulating gene expression throughout
developmental stages and into maturity. These proteins are
increasingly recognized for their roles in the pathogenesis of
various human diseases [6]. The FOX gene was first
discovered in a mutant form of Drosophila melanogaster in
the 1980s [7]. The FOX gene subgroup regulates many
complex molecular pathways that are disrupted in various
cancers [6,8,9]. The FOX family genes play a crucial role in
the onset of a myriad of diseases, including diabetes
mellitus, congenital anomalies, and cancer. This gene family
boasts at least 43 human variants, categorized into several
subfamilies. Among these is the FOXR subgroup, which
includes Forkhead Box R1 (FOXR1) and Forkhead Box R2
(FOXR2), both of which are significant in their respective
regulatory functions.

FOXR?2, designated as Forkhead Box N6 (FOXNG6), is a
transcription factor in humans that emerged from
bioinformatic analyses in 2004 [10]. Characterized by a
forkhead domain located at its C-terminal region, it exhibits

a high degree of conservation with other FOX family
proteins. Notably, FOXR2 shares 57.7% of its genetic
makeup with FOXRI, its counterpart within the FOXR
subgroup. Functionally, FOXR2 is known to parallel the
activity of MYC, a well-known oncogene, thereby facilitating
cellular proliferation [11]. FOXR2 is a testis-specific gene on
the X chromosome that belongs to the FOX gene family. It
has been found to play a key role in the development and
progression of various cancers and in regulating some
cellular functions. FOXR2 is also involved in human central
nervous system (CNS) tumors. Previous large-scale
transposon mutagenesis screenings have suggested that
FOXR?2 is a potential tumor driver gene in medulloblastoma
and malignant peripheral nerve sheath tumors [12,13].
Tsai’s team’s research uncovered that FOXR2 is
implicated in numerous cancers, including glioma,
osteosarcoma, melanoma, and lung cancer. Their pan-
cancer study across thousands of samples revealed FOXR2

overexpression in most cancers due to a novel,
hypomethylated promoter essential for cancer cell
proliferation. Additionally, FOXR2 activates the ETS
transcriptional ~ pathways,  contributing to  tumor

development, and influences MAPK signaling, underscoring
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its role as a widespread oncogene [14]. In this review, we
summarize the recent findings on the roles and mechanisms
of FOXR2 in cancer and highlight its clinical significance as
a biomarker and a target for cancer treatment. In this
article, we review the aberrant expression, molecular
mechanism, and clinical significance of FOXR2 in cancer.

Search Strategy and Study Selection Process

We searched PubMed (https://pubmed.ncbinlm.nih.gov/),
Web of Science (https://www.webofscience.com), Scopus
(https://www.scopus.com), Embase (https://www.elsevier.
com/products/embase) (accessed on 19 January 2024)
ProQuest (https://www.proquest.com), and The Cochrane
Library (https://www.cochrane.org/) for articles published
until August 2024. We used a combination of Mesh and free
keywords such as FOXR2, cancer, and therapeutic as part of
the search strategy.

Function, Structure, Localization, and Expression of
FOXR2

The forkhead box or winged helix domain, a characteristic
DNA-binding domain present in members of the FOX
family of proteins, has been preserved throughout the
development of TFs. They have evolved through extensive
diversification and specialization in different organisms [6].
FOX proteins have various roles in maintaining cellular
homeostasis and their expression is tightly controlled in
adult tissues. One of the FOX proteins, FOXR2, has been
identified as an oncogene, a gene that can cause cancer
when mutated or overexpressed, which promotes the
development of some cancers [7] FOXR2 is located on the X
chromosome at Xp11.21 (Fig. 1A) and encodes a TF that is
normally expressed only in the testis (Fig. 1B).

FOXR2 has been implicated as an oncogene in some
types of malignancies. However, the oncogenic significance
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of FOXR2 in all malignancies is not fully understood, nor
are the mechanisms by which it promotes tumor growth.
FOXR2 has one transcript, which means that it produces
one type of mRNA that can be translated into
protein (http://nov2020.archive.ensembl.org/Homo_sapiens/
Gene/Summary?db=core;g=ENSG00000189299;r=X:55623400-
55626192;t=ENST00000339140) (accessed on 26 January
2024). FOXR2 expression is seen in several common
malignancies, including neuroblastoma, glioma, sarcoma,
and osteosarcoma [14].

The FN56 domain is a feature shared by FOXR2 and its
related proteins in other animals [10]. Katoh et al. also found
FOXR2 proteins in mice and rats, which had about 54% and
52% of the same amino acids as human FOXR2, respectively
[10]. Based on information from The Human Protein Atlas
(https://www.proteinatlas.org/ENSG00000189299-FOXR2/
subcellular) (accessed on 26 January 2024), FOXR2 is localized
to the nucleoplasm, which is the part of the nucleus where DNA
and other proteins are found. This makes sense because TFs
need to bind to DNA to regulate gene expression. FOXR2
may interact with other proteins in the nucleoplasm to form
complexes that control the transcription of specific genes.
According to Expasy, FOXR2 has 311 amino acids in its
sequence. The sequence of amino acids in FOXR2 is unique
to this protein, and it contains the forkhead DNA-binding
domain (from amino acid 192 to amino acid 294) [14] and
the FN56 domain (from amino acid 1 to amino acid 69), as
illustrated in Fig. 1C [10]. All FOX proteins share the
forkhead DNA-binding domain, enabling them to identify
and bind specific DNA sequences, thereby regulating gene
transcription via RNA polymerase II (Fig. 1D). The FN56
domain, unique to FOXR2 and its orthologs, is thought to
influence protein interactions or stability [14].

FOXR2 dysregulation is involved in many aspects of
cancer progression, such as altering oncogenic pathways,
escaping apoptosis, enhancing drug resistance, inducing
autophagy, facilitating epithelial to mesenchymal transition,

Invasion

( )

/

S

Proliferation

Migratory cancer
cell (Mesenchymal)

Epithelial-mesenchymal transition
(EMT)

FIGURE 2. Biological function FOXR2 in cancer. FOXR?2 is a critical oncogene involved in the proliferation and malignancy of various cancers.
Its unique expression in cancers and interaction with key transcription factors make it a valuable target for future cancer therapies.
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improving DNA repair, and modifying cancer stem cell
properties (Fig. 2). FOXR2 also has potential as a diagnostic
and prognostic biomarker and a therapeutic target for
cancer patients.

FOXR2 Network

Research findings indicate that FOXR2 interacts with various
proteins, forming networks depicted in models generated by
online tools such as those available in the STRING and
IntAct databases [11]. Specifically, Fig. 3A,B illustrates the
protein-protein interaction structure within the FOXR2
network (URL: https://string-db.org/, accessed on 26
January 2024). Some members of this network may belong
to the histone acetyltransferase (HAT) complex, including
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KAT2A, KAT2B, KAT5, EP400, and TRRAP. Notably,
interactions between MYC and FOXR2 are implicated in
transcriptional control and carcinogenesis. While the
literature mentions TRRAP’s connection with FOXO3 only
once, models suggest a TRRAP-FOXR2 connection. TRRAP
plays a crucial role in various chromatin complexes,
including HATSs, and 1is essential for transcriptional
activation mediated by p53/TP53, E2F1, and E2F4 [15].
Additionally, key HATs involved in transcriptional
activation include KAT2A, KAT2B, YEATS4, ING3, and
EP400. VPS72 is implicated in histone chaperone activity
for H2AZ1, facilitating its deposition into nucleosomes and
thus controlling chromatin remodeling and gene
transcription. TAF12 and TAF6L are also important
regulators, with TAF6L involved in somatic reprogramming
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FIGURE 3. FOXR2 network. (A) The FOXR2 network’s physical protein-protein interactions, produced by STRING (URL: https://string-db.
org/) [16]. (B) A network of FOXR2 that was adapted from the IntAct database (URL: https://www.ebi.ac.uk/intact/home) (accessed on 26

January 2024) [17].
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and the MYC regulatory network, orchestrating gene
expression in embryonic stem cells through H3K9ac
deposition and MYC recruitment. The FOXR2 network is
intricately linked to tumor development and progression
through its roles in promoting cell proliferation, inhibiting
apoptosis, enhancing metastasis, and interacting with key
oncogenic pathways [15].

Molecular Mechanisms of FOXR2

Despite the fact that structural variations have been found to
activate  FOXR2 in some cancers, such as peripheral
neuroblastomas [18] and CNS tumors [19].

Moreover, the normal distribution and function of
FOXR?2 in different tissues are unclear. The mechanisms by
which FOXR2 promotes tumor growth are not well
understood. Previous studies have mainly focused on how
FOXR2 stabilizes MYC isoforms [18], which are proteins
that regulate cell growth and survival [14]. However, it is
possible that FOXR2 interacts with other proteins or
molecules that contribute to its oncogenic activity. TFs often
work together to influence gene expression by forming
transcriptional complexes. For example, other FOX proteins
have been shown to interact with other TFs or bind to
different DNA motifs to mediate their effects [18,20]. It is
still unknown if FOXR2 also uses similar mechanisms to
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promote oncogenesis. Furthermore, it was demonstrated
that 8% of tumors, or more than 70% of all cancer lineages,
showed signs of FOXR2 expression [18]. Different FOXR2
activation mechanisms were also uncovered, including a
unique nonstructural variation mechanism that accounted
for the bulk of FOXR2-expressing malignancies. Notably,
they revealed a relationship between FOXR2 and the
activation of TF circuits unique to ETS and uncovered that
ETS TFs are necessary for FOXR2-mediated transformation
(Fig. 4A,B). Consequently, the discovery of FOXR2’s
hijacking of ETS transcription circuits shows how TF
families collaborate to promote cancer and expands the
methods known to activate ETS TFs [18].

Medulloblastoma and CNS neuroblastoma are two types
of tumors that are typically synaptophysin-positive. Unlike
many other tumors, they often do not express glial fibrillary
acidic protein (GFAP) or vimentin. A notable characteristic
of these cancers is the overexpression of Thyroid
Transcription Factor 1 (TTF-1), which could serve as a
useful immunomarker. Additionally, these malignancies
frequently exhibit chromosomal rearrangements involving
the FOXR2 gene, leading to increased FOXR2 expression, a
genetic signature common to these types of cancers [21].

Hence, Analysis of frequent copy number changes
(breakpoints of the FOXR2 locus on Xpl1.21, gain of 1q),
structural FOXR2 rearrangements, and next-generation
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sequencing, and DNA methylation classification are the most
straightforward ways to obtain molecular confirmation of
these tumors [21].

FOXR2 is also a gene in medulloblastoma that has
undergone the highest insertional mutagenesis using the
Sleeping Beauty (SB) transposon. A tiny subset of the sonic
hedgehog (SHH) subgroup of medulloblastoma, known as
FOXR?2, is highly expressed. According to Li and colleagues,
this gene contributes to the development of CNS-embryonal
malignancies by working with the MYC/MYC-associated
factor X (MAX) complex and facilitating the growth of
cancer cells, as well as by overexpressing in the presence of
a Trp53 deficiency [22] (Fig. 4A). In addition to prostate,
liver, and breast cancers, this protein shows oncogenic
activity in a variety of cancer cell types, including malignant
peripheral nerve sheath tumors. Importantly, CNS-
embryonal tumors (ET) developed with 100% penetrance
when FOXR2 overexpression was combined with a Trp53
deficiency [23].

Additionally, Pineoblastoma-FOXR2/MYC and CNS-
NB-FOXR2 represent distinct molecular subgroups within
the broader category of pediatric brain tumors, each with
unique genetic characteristics and implications for treatment
and prognosis. Pineoblastoma is a rare, aggressive type of
brain tumor that originates in the pineal gland. The FOXR2/
MYC subgroup indicates tumors that have genetic
alterations involving the FOXR2 and MYC genes. These
genetic changes can drive tumor growth and may influence
the tumor’s response to treatment. Understanding the role
of FOXR2/MYC in pineoblastoma can help in developing
targeted therapies aimed at these specific genetic alterations.
On the other hand, CNS Neuroblastoma with FOXR2
activation (CNS-NB-FOXR2) is another subgroup within
pediatric brain tumors, characterized by alterations in the
FOXR2 gene [24-27]. These tumors share some similarities
with neuroblastomas, which are typically found outside the
CNS, but CNS-NB-FOXR2 occurs within the CNS. The
identification of FOXR2 as a key player in these tumors
suggests potential targets for therapy and highlights the
importance of genetic profiling in optimizing treatment
strategies. Both subgroups underscore the significance of
molecular diagnostics in understanding and treating
pediatric brain tumors. By identifying specific genetic
alterations, clinicians can tailor treatment approaches to the
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individual tumor’s characteristics, potentially improving
outcomes for affected children.

FOXR2-Associated Tumorigenesis and Regulation

FOXR2-associated tumorigenesis involves the overexpression
of the FOXR2 gene in various cancers, including gliomas,
lymphomas, and prostate cancer. This overexpression leads
to increased cell proliferation, inhibition of apoptosis, and
enhanced metastatic potential. FOXR2 exerts its oncogenic
effects by regulating the expression of genes involved in
critical cellular processes. As a transcription factor, FOXR2
influences genes that control the cell cycle, apoptosis, and
metastasis, thereby promoting tumor growth and
progression [14,28].

One of the key mechanisms by which FOXR2 promotes
tumorigenesis is through its interaction with other oncogenic
pathways. For instance, FOXR2 can enhance the activity of the
Wnt/B-catenin pathway, which is known for its role in cell
proliferation and survival. Additionally, FOXR2 contributes
to the epithelial-mesenchymal transition (EMT), a process
essential for cancer metastasis. EMT enables cancer cells to
acquire migratory and invasive properties, facilitating their
spread to distant organs [29].

The regulation of FOXR2 is complex and involves
multiple layers of control. At the transcriptional level,
FOXR2 expression can be modulated by other signaling
pathways and transcription factors that either promote or
suppress its transcription. Post-translational modifications,
such as phosphorylation, can also impact FOXR2’s stability
and activity, further influencing its function in cancer cells.
Moreover, microRNAs (miRNAs) can regulate FOXR2
expression post-transcriptionally by targeting its mRNA,
adding another layer of control over its activity [11].

In summary, FOXR2 plays a significant role in
tumorigenesis by regulating key genes and interacting with
crucial oncogenic pathways. Its overexpression leads to
increased cell proliferation, survival, and metastatic
potential, making FOXR2 a potential target for cancer
therapy. Understanding the regulatory mechanisms of
FOXR2 could provide new insights into cancer biology and
aid in the development of targeted treatments.

TABLE 1

Various aspects of FOXR2 across different cancer types

Cancer type Assessed cell lines  Interacting Novel Therapeutic/ Expression Function Year Reference
genes and Diagnostic
proteins
Colorectal SW480, HT29, and  Shh, Glil, and  Potential 1 Promotes proliferation, 2017 [30]
LOVO Ptchl therapeutic target invasion, EMT
Hepatocellular Huh7, YY-8103, L02, B-catenin, Potential 1 Contributes to cell 2016 [31]
Hep3B, HCC-LM3,  Skp2, c-Myc, therapeutic target proliferation and
and WRL68 and Gli-1 malignancy

(Continued)
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Table 1 (continued)
Cancer type Assessed cell lines  Interacting Novel Therapeutic/ Expression Function Year Reference
genes and Diagnostic
proteins
Non-Small Cell A549, H157, and Components of A novel therapeutic Promotes cell 2018 [32]
Lung Cancer BEAS-2B and the Wnt/ target proliferation and
(NSCLCQC) NSCLC tissues and  P-catenin invasion
adjacent normal signaling
tissues pathway,
B-catenin,
cyclinD1 and
c-Myc
Lung HEB, A549, H1299, PJAl A novel therapeutic Influences apoptosis 2021 [33]
Adenocarcinoma H1975 and LAC target and invasion in lung
(LAC) tissues and adjacent adenocarcinoma cells
normal tissues
NSCLC NSCLC tissues and  circ-PGC and A novel therapeutic Promoting NSCLC 2021 [34]
adjacent normal miR-532-3p target development and
tissues progression
Breast - - Diagnostic marker Associated with poor 2016 [35]
prognosis
Ovarian SK-OV-3, CaoV-3  Sonic hedgehog Potential Promotes metastasis 2018 [36]
OV-1063, SV40 therapeutic target and growth in ovarian
CoCl, and OVCAR3 cancer by stimulating
angiogenesis and
activating the
Hedgehog signaling
pathway
Ovarian PTX-sensitive circCELSR1, A novel therapeutic Promotes paclitaxel 2019 [37]
ovarian cancer miR-1252 target resistance, metastasis,
tissues and PTX- angiogenesis, activates
resistant ovarian Hedgehog signaling
cancer tissues
Ovarian Ovarian cancer cell  circANKRD17 A novel therapeutic Involved in paclitaxel 2023 [38]
lines and FUS target resistance in ovarian
cancer cells
Prostate PC3, DU145 [-catenin, Potential Suppresses 2017 [39]
cyclinDI and  therapeutic target tumorigenesis, growth,
c-Myc metastasis
Endometrial HEC-1A, Ishikawa  miR-202 Diagnostic marker Promotes cell 2017 [40]
adenocarcinoma proliferation
Central Nervous  Various CNS Trp53 Novel therapeutic Promoting the 2019 [22]
System (CNS) embryonal tumor cell marker formation of CNS-
Embryonal lines embryonal tumors,
tumors especially when Trp53
is deficient
Medulloblastoma C17.2 HIF1A, IFG1, Potential Regulates genes 2015 [41]
TP53, ERRB therapeutic target promoting tumor
and MYC growth and survival
Medulloblastoma SHH subtype of Tgif2, and Alx4 Potential novel Drive cell proliferation, 2014 [13]
human therapeutic target enhance survival, and
medulloblastoma and diagnostic contribute to the
marker aggressive nature of
medulloblastoma
Pediatric brain Various MYCN and Potential as both a Promoting cell division, 2020 [42]
cancer medulloblastoma cell MYC therapeutic target growth, and survival

lines

and a diagnostic
marker

(Continued)
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Table 1 (continued)

Cancer type Assessed cell lines  Interacting Novel Therapeutic/ Expression Function Year Reference
genes and Diagnostic
proteins
Embryonal Brain Various embryonal = Nestin, Tujl, A promising Promotes tumor 2019 [43]
Tumors brain tumor cell synaptophysin  candidate for novel growth by enhancing
(including lines, including and NeuN, and therapeutic cell proliferation,
medulloblastoma  medulloblastoma Olig2 interventions and survival, and resistance
and other similar and Trp53-deficient diagnostic tools to apoptosis,
pediatric brain mice contributing to the
cancers) malignancy of
embryonal brain
tumors
Central Nervous  Genetically N-MYC and C- A novel therapeutic Promoting tumor 2019 [44]
System (CNS) engineered mouse MYC target and a growth, cell
Embryonal models and HEK293 potential diagnostic proliferation, and
tumors (including and various marker survival
Medulloblastoma) embryonal brain
tumor cell lines,
including
medulloblastoma
Pan-Cancer A variety of cancer  ETS A novel therapeutic Promoting oncogenic 2022 [14]
(including cell lines from transcriptional  target and potential processes such as cell
multiple types of different types of circuits diagnostic marker proliferation, survival,
cancers, not cancers across multiple and metastasis
limited to a cancer types
specific kind)
CNS-PNETs Various CNS-PNET  Genes and A novel therapeutic Promotes oncogenic 2016 [19]
(Central Nervous cell lines and patient- proteins target and a processes such as
System Primitive  derived tumor involved in diagnostic marker uncontrolled cell
Neuroectodermal samples neural for CNS-PNETs growth and survival,
Tumors) development, contributing to the
cell aggressiveness of these
proliferation, tumors
and tumor
progression
Central Nervous  Case-specific tumor ~ Synaptophysin A potential Promotes both 2020 [45,46]
System (CNS) samples from a and GFAP therapeutic target neuronal and glial
Neuroblastic patient with a CNS and diagnostic differentiation within
tumor neuroblastic tumor marker the tumor
Rare CNS Patient samples from Genes and A potential Plays a role in the 2021 [23]
Embryonal rare CNS embryonal proteins therapeutic target pathogenesis of rare
Tumor Entities tumor entities relevant to CNS and diagnostic CNS embryonal tumor
(including embryonal marker entities
medulloblastoma tumor biology

and other similar
pediatric brain
cancers)

Note: T, upregulated, |, downregulated.

Role of FOXR2 on Several Cancers

Numerous cancers, including pediatric high-grade gliomas
and diffuse midline gliomas, thyroid cancer, Hodgkin
lymphoma, and osteosarcoma, were found to have FOXR2
upregulated (Table 1).

These cancers also included colorectal, liver, pancreatic,
lung, breast, ovarian, and prostate cancers, as well as
endometrial carcinoma and central nervous system-

embryonal tumors (Fig. 5). FOXR2 dysregulation in cancer
involves several critical mechanisms. One of the primary
factors is the overexpression of FOXR2, which is commonly
observed in various cancers, including gliomas, lymphomas,
and prostate cancer. This overexpression is often correlated
with poor prognosis and increased tumor aggressiveness.
The elevated levels of FOXR2 protein contribute to the
malignant behavior of cancer cells, promoting uncontrolled
proliferation and survival.
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FIGURE 5. Involvement of FOXR2 in different cancers.

Gene amplification is another significant aspect of
FOXR2 dysregulation. The FOXR2 gene can undergo
amplification, leading to an increased dosage of the gene
product. This amplification enhances the oncogenic potential
of FOXR2, further driving tumor growth and progression.
Additionally, dysregulation at the transcriptional level can
occur due to mutations or abnormal activity of transcription
factors that regulate FOXR2 expression. Such transcriptional
dysregulation results in elevated or inappropriate expression
of FOXR2 in cancer cells.

Post-translational modifications play a crucial role in the
regulation of FOXR2. Changes in these modifications, such as
phosphorylation, can impact the stability, localization, and
activity of the FOXR2 protein, contributing to its
dysregulation in cancer. Furthermore, alterations in the
levels or activity of specific microRNAs (miRNAs) that
target FOXR2 mRNA can lead to its overexpression.
Reduced levels of these miRNAs result in increased
production of the FOXR2 protein, enhancing its oncogenic
effects.

Epigenetic changes are also involved in FOXR2
dysregulation. Modifications such as DNA methylation and
histone modifications can influence FOXR2 expression.
Abnormal epigenetic regulation can lead to the
overexpression of FOXR2 in cancer cells, contributing to
tumorigenesis. Moreover, FOXR2 can interact with and
enhance the activity of other oncogenic signaling pathways,
such as the Wnt/B-catenin pathway. This crosstalk amplifies
the oncogenic effects of FOXR2 dysregulation, promoting
cancer progression.

Finally, somatic mutations in the FOXR2 gene can lead to
changes in its function or expression levels, further
contributing to cancer development and progression. These
mutations can result in the gain of function or loss of
regulatory control, making FOXR2 a potent driver of
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tumorigenesis. Understanding these key points of FOXR2
dysregulation is crucial for identifying potential therapeutic
targets and developing strategies to counteract its oncogenic
effects in cancer.

Digestive system

Colorectal cancer

With regard to FOXR2 involvement, various malignancies are
categorized (Fig. 5). The role of FOXR2 in colorectal cancer
(CRC) is a common and deadly disease. It is the second
greatest cause of cancer death globally and the second most
common cancer diagnosis [30]. In 2022, more than 160,000
new cases are expected in the US alone, with half of them
occurring in patients under 66 years old [30]. Experimental
studies have shown that FOXR2 was overexpressed in CRC
tissues and cells in vitro [30,47]. Previous studies have
shown that FOXR2, a gene involved in CRC, regulates
several aspects of CRC cell behavior, such as invasion,
proliferation, and the ability to switch between epithelial
and mesenchymal states (EMT) [47]. Moreover, FOXR2
affects the expression of key components of the Hedgehog
signaling pathway, such as SHH, Glil, and Ptchl, in SW480
cells, a CRC cell line. These findings imply that FOXR2 is
critical for promoting CRC cell growth, metastasis, and
EMT [47].

Liver cancer

According to the Cancer Stat Facts website, the estimated new
cases of intrahepatic bile duct and liver cancer in the United
States for 2023 are 41,210, with an estimated 29,380 deaths.
Incidence rates of liver cancer have more than quadrupled
since 1980, while mortality rates have more than doubled.
The American Cancer Society website notes that liver cancer
is more prevalent in Southeast Asian and sub-Saharan
African nations compared to the US, being the most
prevalent type of cancer in many of these regions. Globally,
liver cancer affects over 800,000 people annually, with more
than 700,000 deaths, contributing significantly to cancer
mortality worldwide [5] Wang et al. [31] demonstrated that
FOXR2 upregulation enhanced the growth of tumor
xenografts in nude mice. They also identified Skp2, PB-
catenin, Gli-1, and c-Myc as potential downstream targets of
FOXR2 that mediate its effects on cell proliferation and
malignancy, using quantitative real-time PCR analysis.
Further in vitro and preclinical studies are needed to
elucidate the function and mechanism of FOXR2 in liver
cancer.

Pancreatic cancer

According to the Cancer Stat Facts website (https://seer.
cancer.gov/statfacts/html/pancreas.html) (accessed on 19
January 2024), the estimated number of new cases of
pancreatic cancer in the United States for 2022 is 62,210
and the estimated deaths are 49,830 [48]. These statistics are
based on 2016-2020 cases and fatalities and are age-
adjusted. The website also shows that both the rate of new
cases and deaths rose between 2010 and 2019. In 2024, it is
estimated that there will be 66,440 new cases of pancreatic
cancer, representing approximately 3.3% of all new cancer
diagnoses. Furthermore, the anticipated number of deaths
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from pancreatic cancer is 51,750, accounting for 8.5% of all
cancer-related fatalities, highlighting the critical impact of
this disease, based on the Cancer Stat Facts website. Tsai
et al. [14] reported that FOXR2 expression was altered in
pancreatic adenocarcinoma. Furthermore, functional tests
demonstrated that FOXA2 inhibits the colony formation,
growth, migration, and invasion of pancreatic cancer cells,
demonstrating a tumor suppressor effect [49]. However, the
function and mechanism of FOXR2 in pancreatic cancer
remain largely unknown and require further experimental
investigation.

Lung cancer

Wang et al. [32] investigated the role of FOXR2 in non-small
cell lung cancer (NSCLC). They found that down-regulating
FOXR2 reduced the invasion and proliferation of NSCLC
cells in vitro and the metastasis and growth of NSCLC cells
in vivo. They also found that down-regulating FOXR2
inhibited the Wnt/p-catenin pathway and decreased the
expression of c-Myc, cyclinD1, and P-catenin in NSCLC
cells [32].

Luo et al. [33] revealed that the E3 ligase PJA1 regulates
the stability of FOXR2 by targeting it for ubiquitin-mediated
degradation and predicts a favorable prognosis for lung
adenocarcinoma (LAC) patients. They also showed that the
degradation of FOXR2 by PJA1 affects LAC apoptosis and
invasion. In the study by Xia et al. [34], it was demonstrated
that overexpression of FOXR2 and circ-PGC in NSCLC
tissues and cells could be linked to the disease’s progression.
The research revealed that reducing circ-PGC levels led to a
decrease in NSCLC cell growth, clonogenicity, movement,
invasiveness, and glycolytic activity. Conversely, these
suppressed cellular functions were restored by increasing
FOXR?2 levels. Additionally, circ-PGC was shown to elevate
FOXR2 expression by outcompeting miR-532-3p for a
mutual binding site. Furthermore, the suppression of circ-
PGC resulted in lower levels of B-catenin and c-Myc, which
could be reversed by either inhibiting miR-532-3p or
overexpressing FOXR2. The findings suggest that the circ-
PGC/miR-532-3p/FOXR2 regulatory axis may activate the
Wnt/B-catenin  signaling pathway, enhancing FOXR2
expression and thus contributing to the advancement of
NSCLC [34]. By reducing the expression of circABCB10, a
circular RNA, the migration and proliferation of NSCLC
cells can be inhibited [50]. This is because circABCBI10 acts
as a molecular sponge for miR-1252, which normally targets
and suppresses FOXR2. Fluorescein reporting assays
confirmed that circABCB10 increased FOXR2 levels by
sequestering miR-1252, while animal studies showed that
knocking down circABCB10 slowed down tumor growth
[50]. The authors of the study hypothesized that the
biomarker FOXR2 may be used to diagnose and predict
lung cancer and serve as a possible treatment target [32-34],
which is an exciting field to explore.

Breast cancer

Breast cancer is the most common cancer worldwide [51].
More than 1.7 million new cases and more than 521,900
deaths from breast cancer occur in women each vyear,
making it the most prevalent and lethal disease in this
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group of patients [35,51]. Breast cancer cell lines and
primary breast tumors were both shown to overexpress
FOXR2 [10]. Song et al. investigated the potential of FOXR2
as a prognostic and predictive biomarker in breast cancer by
measuring its expression using real-time PCR and
immunohistochemistry (IHC) staining [35]. They found that
both FOXR2 protein and mRNA levels were higher in breast
cancer samples than in normal breast tissues. Furthermore,
Yan et al. showed that in triple negative breast cancer with
paclitaxel resistance, a number of genes, including FOXR2,
function as negative moderators of cancer stemness [52].

Immunohistochemistry analysis indicated a clear link
between the level of FOXR2 and key markers of tumor
aggressiveness, such as size and proliferation rate. Elevated
levels of FOXR2 correlated with reduced survival rates,
particularly in cases involving smaller tumors and the
presence of lymph node metastases. Furthermore, statistical
analysis confirmed FOXR2 as a standalone prognostic
indicator for breast cancer. These findings point to FOXR2’s
potential role as an important biomarker in identifying and
predicting the course of breast cancer [35].

Genital system

Ovarian cancer

According to the American Cancer Society, ovarian cancer
will affect 19,880 women and cause 12,810 deaths in the
United States in 2022 [53-55]. The five-year survival rate
for ovarian cancer is only 20%, as most cases are detected at
a late stage [56]. There is a need to enhance the current
methods of diagnosis and prognosis of ovarian cancer
[53,57]. Overexpression of FOXR2 is linked to metastasis
and tumor progression, particularly in ovarian cancer, where
it correlates with worse histologic grade and poor survival
[36,58]. Zhang et al. identified FOXR2 as a novel target of
miR-1252 [37]. They found that circCELSRI, a circular
RNA, increased FOXR2 expression by sequestering miR-
1252 in  Paclitaxel-resistant ovarian cancer cells.
Additionally, circANKRD17 (also known as circ 0007883),
another circular RNA, confers paclitaxel resistance in
ovarian cancer by binding to FUS, an RNA-binding protein,
and stabilizing FOXR2 [38]. The research findings reveal a
complex interplay where FOXR2 not only governs the
carcinogenic traits and epithelial-mesenchymal transition
(EMT) in ovarian cancer (OC) cells but also enhances the
Hedgehog signaling pathway. Intriguingly, this pathway, in
turn, regulates the activity of FOXR2. This reciprocal
relationship suggests that FOXR2 is both a regulator and a
target of the Hedgehog signaling, which is known to drive
angiogenesis, contributing to the metastasis and
advancement of OC [36].

Prostate cancer

With an expected 268,490 new cases and 34,500 fatalities from
the disease globally in 2022, prostate cancer is the second
leading cause of death and the fifth most lethal cancer in
males [48]. Prostate cancer is the most frequently diagnosed
cancer in 112 countries and the most lethal cancer in 48
countries. It should be noted that the incidence of prostate
cancer is expected to increase due to population aging and
economic growth [59]. In 2024, it’s estimated that there will
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be 299,010 new cases of prostate cancer in the United States.
Approximately 35,250 deaths are expected from prostate
cancer. The lifetime probability of developing prostate
cancer for men is 12.9% [60]. Xu et al. [39] showed that
FOXR2 is essential for cell proliferation and invasion during
the progression of prostate cancer, partly by inhibiting the
Wnt/B-catenin signaling pathway. Therefore, the therapeutic
target FOXR2 may have promise for the treatment of
prostate cancer [39]. However, more research is needed to
elucidate the role and exact mechanism of FOXR2 in
prostate cancer.

Endometrial carcinoma

The most typical malignancy of the female genital system is
endometrial carcinoma (EC). Common signs include
abnormal uterine bleeding, pelvic pain, and uterine
enlargement. EC is the most common gynecologic
malignancy in the U.S., with over 66,000 new cases expected
in 2023 [61]. In a study by Deng et al. the amount of
FOXR2 protein was assessed using Western blot and
immunohistochemistry in 90 endometrioid
adenocarcinomas (EAC) tissues and 40 matched normal
tissues. The study also analyzed the survival of EAC patients
in relation to FOXR2 expression. The study revealed that
FOXR2 was significantly increased in EAC tissues and that
this overexpression was correlated with a poor prognosis [40].

Moreover, Deng et al. demonstrated that miR-202
suppresses cell proliferation in endometrial adenocarcinoma
by targeting FOXR2 [40]. Thus, FOXR2 may be a negative
prognostic factor and a therapeutic target for EAC.
However, more research is needed to elucidate the role and
exact mechanism of FOXR2 in EAC.

In addition to endometrial carcinoma, FOXR2 is
implicated in various malignant tumors, notably uterine
cancers like endometrial and cervical carcinomas. High
FOXR2 mRNA levels in serum correlate with increased
expression of cancer markers CA199, SCCA, CA125, and
CEA, and are associated with poor clinical outcomes and
prognosis in uterine malignancies. Together, FOXR2 and
3D-PDU present a potential method for detecting these
cancers [62].

Brain & other nervous system

Central/peripheral nervous system-embryonal tumors
Children are susceptible to a class of extremely aggressive
cancers known as CNS embryonal tumors [63]. The
histological similarity of these tumors hindered their
accurate diagnosis and the development of -effective
treatment strategies until recently [63]. The study by
Bielamowicz et al. presents two cases of pediatric CNS
embryonal tumors initially diagnosed with EWSR1-PLAGL1
rearrangements, which at relapse were reclassified as INI-1
deficient tumors due to the acquisition of SMARCBI
alterations and loss of INI-1 expression [64]. Rahrmann
et al. demonstrated that FOXR2, a proto-oncogene, has a
novel role in promoting anchorage-independent growth and
tumorigenicity in human malignant peripheral nerve sheath
tumors [not central tumor] [12]. FOXR2 stimulated tumor
growth in the olfactory bulb (OB) and brainstem (BS) [65].
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However, FOXR2 only enhanced the progression of CNS-ET
when the Trp53 gene was mutated [22]. In summary,
FOXR?2, identified as an oncogene within the FOX gene
family, plays a crucial role in developing various endoderm-
derived organs and has been linked to numerous malignant
tumors, making it a potential target for cancer diagnosis,
prognosis, and treatment.

Medulloblastoma

The most frequent kind of malignant brain tumor in children
is medulloblastoma, It originates from the cerebellum, which
is located at the lower back of the brain [66]. FOXR2 was
implicated in the development of CNS-ET such as
medulloblastoma [67,68]. A case report study revealed that a
neuroblastoma tumor with FOXR2 activation had both
neuronal and glial differentiation [45]. Koso et al. suggest
that FOXR2 is overexpressed in medulloblastomas and that
it promotes the proliferation of granule neuron precursor
cells [13]. FOXR2 was found to be an oncogene in
medulloblastoma [41]. However, Koso et al. showed that
overexpression of FOXR2 in NTH3T3 cells increased granule
neuron precursor (GNP) proliferation; Tgif2 and Alx4 had
the same effect. These findings provide genetic and
functional proof that FOXR2 is related to the SHH subtype
of medulloblastoma [13]. Beckmann et al. reported that
FOXR2 interacts with N-MYC, enhances the protein
stability of C-MYC, and activates FAK/SRC signaling [44].
Jackson et al. discovered that FOXR2 could be an oncogene
that drives medulloblastoma, a type of brain tumor [69].
Their findings also suggest new potential targets for treating
this disease [69]. FOXR2 upregulation also transformed
NIH3T3 cells and increased the proliferation of granule
neuron precursors (GNPs), which are involved in
tumorigenesis [13]. Medulloblastoma, the most common
malignant brain tumor in children, is linked to FOXR2
overexpression, which promotes granule neuron precursor
cell proliferation and is associated with the SHH subtype,
suggesting FOXR2 as a potential therapeutic target.

CNS/peripheral neuroblastoma

Neuroblastoma, a deadly childhood cancer, arises from neural
crest cells that contribute to the peripheral nervous system
and are linked to early embryonic development of the
sympathoadrenal lineage [70]. Lastowska et al. and
Korshunov et al. found that FOXR2 was highly expressed in
neuroblastoma of the CNS [71,72]. FOXR2 expression can
cause and maintain transformation in different types of
cells, including CNS and peripheral neuroblastoma cells, as
shown by in vitro and in vivo models [73,74]. CNS-NB-
FOXR?2 represents a unique subtype of CNS-neuroblastoma
characterized by FOXR2 activation and distinct imaging
features [19]. The function and mechanism of FOXR2 in
both CNS and peripheral neuroblastoma need further
investigation. CNS-NB-FOXR2 and peripheral
neuroblastoma, despite their similar nomenclature, represent
different tumor entities; the former is an embryonal brain
tumor, while the latter originates from the adrenal gland. It
is critical to distinguish between their origins and not to
merge their distinct lineages. Although it is possible that
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FOXR2 may more readily transform primitive neuroblastic or
embryonal cells, any such assertions should clearly
differentiate between the two lineages.

Pineal parenchymal tumor

Neoplasms in the pineal area can arise from pineal
parenchymal cells, residual stem cells, or nearby glia [75,76].
These cells give rise to pineal parenchymal tumors, which
make up about 27% of tumors in this region [75]. A meta-
analysis of 221 patients with specific types of pineal
parenchymal tumors (PPTs) was conducted [77]. These
tumors were classified into four groups based on molecular
features: PB-miRNA1, PB-miRNA2, PB-MYC/FOXR2, and
PB-RB1. The PB-MYC/FOXR2 group showed MYC
amplification and FOXR2 overexpression [77]. Pineal area
neoplasms, which account for 27% of regional tumors, can
originate from various cell types and are classified into four

molecular groups, with the PB-MYC/FOXR2 group
characterized by MYC amplification and FOXR2
overexpression.

Pediatric high-grade gliomas and diffuse midline gliomas
High-grade gliomas (HGG) and diffuse midline gliomas
(DMG) cause many cancer-related deaths in children [78].
DMGs are a subtype of HGGs that arise in midline
structures of the brain and are associated with a poor
prognosis [79]. Tsai et al. investigated the role of FOXR2 in
glioma growth in different brain regions, based on genomic
analysis that showed FOXR2 expression in both HGGs and
midline/brainstem DMG tumors [14]. They also measured
FOXR2 expression and associated genetic traits such as single
nucleotide and structural variations in a new and existing
cohort of pediatric high-grade gliomas and diffuse midline
gliomas [14]. They found that FOXR2 was highly expressed
in various pediatric cancers, including neuroblastoma,
DMGs, and sarcomas [14]. FOXR2 activation may be a cause
of tumor formation, as shown by the presence of L1/FOXR2
fusion transcripts, FOXR2 overexpression, and a tumor
methylation profile that matched the original pediatric high-
grade glioma that occurred two years before [80]. It was also
reported that abnormal FOXR2 activation could lead to the
methylome profile and cancer in pediatric brain tumors [81].
This activation was due to the gain of the oncogenic FOXR2
promoter in a pediatric brain tumor [81]. In summary,
FOXR2 overexpression, linked to genetic variations and
abnormal activation, plays a significant role in the
development of pediatric high-grade gliomas and diffuse
midline gliomas, contributing to the poor prognosis of these
brain tumors.

Endocrine system

Thyroid cancer

Thyroid cancer occurs when malignant (cancer) cells grow in
the thyroid gland tissues [82]. FOXR2 expression was high in
TC tissues and cell lines. Furthermore, FOXR2 overexpression
is associated with tumor aggressiveness and poorer patient
outcomes in thyroid cancer [83]. Reducing FOXR2 blocked
TC cell migration and invasion by hypoxia-induced reactive
oxygen species (ROS) [84]. This effect was partly mediated
by the hedgehog pathway [84]. These findings suggested
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that lowering FOXR2 could inhibit TC cell migration and
invasion triggered by hypoxia-driven ROS through the
hedgehog pathway [84]. Therefore, FOXR2 might be a
potential target for TC treatment.

Lymphoma and bones and joints

Hodgkin lymphoma

Hodgkin lymphoma (HL) is a lymphatic malignancy that
affects the immune system. In 2021, an estimated 8830 new
cases and 960 deaths from HL were expected in the United
States [85]. While FOXR2’s role has been extensively studied
in various cancers, its specific involvement in Hodgkin
lymphoma (HL) is less clear. However, the FOX family of
genes, to which FOXR2 belongs, has been implicated in the
pathology of Hodgkin lymphoma. Deregulated FOX genes,
including FOXR2, have been noted in the context of HL,
suggesting that FOXR2 might contribute to the disease’s
molecular pathology [83]. FOXR2 expression was also
elevated in HL tissues and promoted tumor growth in HL
cell lines [86].

Osteosarcoma

Osteosarcomas are bone cancers that arise from immature
bone-forming cells [87]. Osteosarcoma tissues and cell lines
express high levels of FOXR2 [14]. In osteosarcoma, miR-
202 acts as a tumor suppressor by targeting FOXR2. This
microRNA suppresses cell proliferation by downregulating
FOXR2 expression, indicating that FOXR2’s oncogenic
activity can be mitigated by miR-202 [40]. FOXR2 plays a
significant oncogenic role in osteosarcoma by promoting cell
proliferation. Its regulation by miR-202 and potential as a
therapeutic ~ target  highlights the importance of
understanding FOXR2’s mechanisms in cancer biology.
Further research could lead to the development of targeted
therapies aimed at inhibiting FOXR2 to treat osteosarcoma
effectively.

Regulation of FOXR2 through Different Pathways

FOXR2 overexpression in ovarian cancer enhances
angiogenesis and triggers the hedgehog signaling pathway,
which partly explains the aggressiveness of cancer cells [36].
The hedgehog signaling pathway may be essential for
FOXR2-induced tumor growth [36]. FOXR2 was identified as
a new target of miR-1252, which was sequestered by
circCELSR1. This reduced the expression of FOXR2 [37].
FOXR2 promotes tumor growth by activating MYC
transcription in different human cancer cell lines and tissues,
such as breast, lung, and liver. FOXR2 downregulation
suppresses non-small cell lung cancer cell growth and
invasion through the Wnt/p-catenin signaling pathway [32].
FOXR2 also regulates MYC/MYCN stability and activates
various pathways in different contexts, such as the FAK/SRC
signaling, SHH activation, p27 pathway, and epithelial-to-
mesenchymal transition [11,13,18,44]. Moreover, by affecting
the hedgehog pathway, the down-regulation of FOXR2
blocks thyroid cancer cell invasion and migration caused by
hypoxia-induced ROS.
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FOXR2 Prognostic and Therapeutic Potential

The potential of FOXR2 as a prognostic biomarker is
indicated by its association with patient outcomes (Table 1),
enabling clinicians to identify patients with an increased risk
of disease progression or poor survival. Detecting FOXR2
expression or specific alterations in cancer tissues may also
serve as a diagnostic tool for particular cancer types or
subtypes, allowing for more precise and tailored treatment
strategies [35]. FOXR2 is abnormally expressed in a number
of malignancies and is highly associated with carcinogenesis
[18]. However, cancer patients with higher FOXR2
expression levels often have a better overall survival rate
(OS). This is the case for glioma [28], primary
neuroblastomas [18], non-small cell lung cancer [32,50],
endometrial adenocarcinoma [40], pediatric brain tumors
[71], thyroid cancer [86], breast cancer [35], and epithelial
ovarian cancer [88]. FOXR2 expression identifies pediatric
cancer patients with low 10-year overall survival rates of
53% to 59%, regardless of other risk factors [18]. FOXR2 is
essential for these cancers, as shown by FOXR2 knockdown
in neuroblastoma cell lines that reduced cell cycle, growth,
survival, and MYCN protein levels [18]. Many breast, lung,
and liver cancer cell lines and tumor samples express high
levels of FOXR2, and lowering FOXR2 expression in a
xenograft model slows down tumor growth [11].

In high-grade tumors, there was a strong relationship
between the FOXR2 gene expression profile and EMT-
related markers [88]. High FOXR2 levels are linked to larger
tumors and lymph node metastases in breast cancer patients
[35]. FOXR2 may also possibly be a significant molecular
marker in the diagnosis and prognosis of breast cancer [35].
The high expression of FOXR2 is also related to the
paclitaxel (PTX)-resistance of ovarian cancer cell lines [37].
Real-time PCR studies showed that PTX-resistant ovarian
cancer tissues had more FOXR2 than PTX-sensitive ones.
FOXR2 may affect the outcome of patients with PTX-
resistant ovarian cancer [37]. The TF FOXR2 promotes
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prostate cancer cell migration, proliferation, and invasion by
increasing MMP-2 expression and activity, decreasing p27
expression and nuclear localization, and activating the f-
catenin/cyclinD1/c-Myc pathway, as shown by FOXR2
knockdown experiments [39]. Moreover, the involvement of
FOXR2 in critical cancer-related processes, such as cell
proliferation, apoptosis, and DNA damage response,
highlights its potential as a therapeutic target [31,47].
Targeting FOXR2 activity presents a promising approach for
treating cancers where it's a key player. Developing
therapeutic agents like small molecules or antibodies that
focus on FOXR2, or its related pathways could be effective.
Specifically, in prostate cancer, FOXR2 is vital for cell
growth and spread, functioning through the suppression of
the Wnt/p-catenin signaling pathway, which is instrumental
in the disease’s advancemen (Fig. 6) [39]. Therefore, FOXR2
could be a potential therapeutic target for treating prostate
cancer [39].

In short, FOXR?2 is a significant prognostic biomarker and
therapeutic target in various cancers. Its expression is linked to
patient outcomes, aiding in the identification of those at higher
risk of disease progression or poor survival. FOXR2 is
abnormally expressed in several malignancies, including
glioma, neuroblastomas, non-small cell lung cancer, and
breast cancer, often correlating with better overall survival. It
plays a crucial role in cancer-related processes like cell
proliferation and apoptosis, making it a promising target for
new therapies. High FOXR?2 levels are associated with larger
tumors, metastases, and drug resistance, particularly in breast
and ovarian cancers, highlighting its potential for more
precise diagnosis and treatment strategies.

Potential of the FOXR?2 in Personalized Medicine
Personalized medicine is an emerging approach in cancer
treatment that takes into account the unique genetic and

molecular characteristics of individual tumors [89]. The
identification of FOXR2 as a key player in specific cancer
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FIGURE 6. Potentials of FOXR2 in strategic cancer therapy. Targeting FOXR2 activity presents a promising approach for treating cancers

where it’s a key player.
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types or subgroups contributes to the development of such
personalized medicine strategies [14].

By understanding the distinct genetic makeup and
molecular features of a patient’s tumor, clinicians can design
targeted treatment plans that exploit specific vulnerabilities,
such as aberrant FOXR2 expression [14]. This tailored
approach allows for more effective and precise interventions,
leading to improved treatment outcomes and potentially
reducing side effects.

Molecular therapy models for targeting FOXR2 in cancer
treatment include RNA interference (RNAi) therapy,
CRISPR-Cas9 gene editing, small molecule inhibitors, and
antibody-based therapies. RNAi uses siRNAs or shRNAs to
silence FOXR2, reducing its expression and potentially
inhibiting tumor growth [90]. CRISPR-Cas9 allows precise
gene editing to knock out FOXR2, offering insights into its
role in cancer and serving as a potential therapeutic strategy
[91]. Small molecule inhibitors can specifically block FOXR2
activity, while monoclonal antibodies can target FOXR2 or
its signaling pathways [92]. Each method faces challenges
such as delivery efficiency and off-target effects, but
advancements in delivery systems, gene editing technologies,
and drug design are expected to overcome these obstacles.
Continued research and innovative strategies are crucial for
translating these models into clinical practice, aiming to
improve outcomes for patients with FOXR2-driven cancers.
FOXR2 is a significant target in cancer pharmacology due to
its role as an oncogene in various cancers, including gliomas
and prostate cancer. Drug discovery efforts focus on
identifying small molecule inhibitors that specifically bind to
and inhibit FOXR2 activity [92]. Preclinical studies involve
in vitro and in vivo testing to assess these compounds’
efficacy, pharmacokinetics, and mechanisms of action.
Clinical development progresses through Phase I to III trials
to evaluate safety, efficacy, and optimal dosing in patients
[14]. Challenges include validating FOXR2 as a universal
target, addressing potential drug resistance, and
personalizing treatment based on FOXR2 expression.
Successful strategies can lead to new, targeted cancer
therapies that improve patient outcomes.

Moreover, the use of FOXR?2 as a prognostic or predictive
biomarker can help stratify patients based on their risk of
disease progression or response to specific treatments [35].
This information can guide clinical decision-making and
enable the selection of the most appropriate treatment
regimen for each patient, optimizing the potential for
successful outcomes.

In conclusion, the integration of FOXR2 and other key
molecular markers into personalized medicine strategies has
the potential to transform cancer care by providing tailored
treatment options that address the unique characteristics of
each patient’s disease. This approach not only improves
treatment outcomes but also paves the way for the
development of novel therapeutic strategies targeting crucial
molecular players like FOXR2.

Conclusions and Perspectives

FOX genes, including FOXR2, encode TFs essential for
various biological processes such as development and
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immune regulation. FOXR?2 is increasingly recognized as an
oncogene associated with cancer progression, metastasis,
and drug resistance. Despite its prevalence in cancer
lineages, the epigenetic triggers of FOXR2 activation remain
poorly understood, necessitating tumor-specific insights
before clinical translation. Unraveling FOXR2’s epigenetic
activation and expanding its transcriptional targets could
pave the way for novel therapeutic strategies in both adult
and pediatric malignancies. While FOXR2 holds promise as
a therapeutic target and biomarker, challenges persist in
elucidating its regulatory mechanisms, validating it as a
biomarker, and developing targeted therapies. High-
throughput techniques like single-cell sequencing and
epigenetic analyses are poised to illuminate FOXR2’s
molecular interactions and structural characteristics, crucial
for drug development. FOXR2 shows promise as a specific
and sensitive biomarker for certain cancers, but challenges
remain in heterogeneous expression, detection method
standardization, and clinical validation. Combining FOXR2
with other biomarkers and advanced molecular techniques
can enhance diagnostic accuracy, making it a valuable tool
in cancer diagnosis and management.

While FOXR?2 is known to be an epigenetically regulated
oncogene that activates ETS transcriptional circuits, the precise
mechanisms by which it induces tumor formation are not fully
understood. This lack of detailed mechanistic insight poses a
challenge for developing targeted therapies [14]. Much of the
current understanding of FOXR2’s role in cancer comes from
preclinical studies. There is a need for more comprehensive
clinical data to validate FOXR2 as a therapeutic target and to
understand its role across different cancer types. The
retrospective nature of some studies and variability in
treatment protocols also limit the ability to draw definitive
conclusions about its clinical implications [18,93]. FOXR2’s
role and expression levels vary across different cancer types,
which complicates the development of a one-size-fits-all
therapeutic approach. Understanding these variations is
essential for designing effective, tailored treatments.

Last but not least, integrating beneficial microbes into the
therapeutic landscape for FOXR2-driven cancers presents a
promising future direction [94,95]. By leveraging the
modulatory effects of the microbiome on the immune
system and cancer progression, new therapeutic strategies
can be developed. Ongoing research into the interactions
between FOXR2 and beneficial microbes, along with
advancements in microbial engineering, holds the potential
to enhance cancer treatment and improve patient
outcomes [96-98].

This review article has limitations such as data
heterogeneity, lack of clinical validation, and variability in
FOXR2 expression across different cancer types. The precise
epigenetic mechanisms of FOXR2 activation remain unclear,
complicating the development of targeted therapies.
Standardizing detection methods and overcoming the
retrospective nature of some studies are additional
challenges. Technological advancements like single-cell
sequencing and epigenetic analyses are promising but still
evolving. Addressing these limitations is essential for fully
leveraging FOXR2’s potential as a therapeutic target and
biomarker in cancer treatment.
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In conclusion, FOXR2 is a promising target in cancer
pharmacology, but several research limitations need to be
addressed to fully capitalize on its therapeutic potential.
Understanding its mechanisms, developing specific
inhibitors, and improving clinical data are critical steps
toward making FOXR2-targeted therapies a reality. Ongoing
research and technological advancements hold promise for
overcoming these challenges and improving outcomes for
patients with FOXR2-driven cancers.

Acknowledgement: None.
Funding Statement: None.

Authors Contributions: Piao Yang: Writing—original draft
& software. Mohsen Sheykhhasan: Writing—original draft &
supervision. Reza Heidari: Visualization, Investigation.
Mohsen Chamanara: Visualization, Investigation. Paola
Dama: Writing—review & editing. Amirhossein Ahmadieh-
Yazdi: Writing—review & editing. Hamed Manoochehri:
Writing—review & editing. Hamid Tanzadehpanah: Writing
—review & editing. Hanie Mahaki: Conceptualization,
Writing—original draft, Data curation. Naser Kalhor:
Writing—review & editing. Ashkan Dirbaziyan: Writing—
review & editing. Sharafaldin Al-Musawi: Writing—review
& editing. All authors reviewed the results and approved the
final version of the manuscript.

Availability of Data and Materials: None.
Ethics Approval: None.

Conflicts of Interest: The authors declare no conflicts of
interest to report regarding the present study.

References

1. Hosseini NF, Manoochehri H, Khoei SG, Sheykhhasan M. The
functional role of long non-coding RNA wucal in human

multiple cancers: a review Mol Med.
2021;21(2):96-110.

2. Sheykhhasan M, Ahmadyousefi Y, Seyedebrahimi R,
Tanzadehpanah H, Manoochehri H, Dama P, et al. DLX6-AS1:
a putative IncRNA candidate in multiple human cancers.
Expert Rev Mol Med. 2021;23:e17. doi:10.1017/erm.2021.17.

3. Sheykhhasan M, Tanzadehpanah H, Ahmadieh Yazdi A, Mahaki
H, Seyedebrahimi R, Akbari M, et al. FLVCR1-AS1 and FBXL19-
AS1: two putative IncRNA candidates in multiple human
cancers. Non-Coding RNA. 2023;9(1):1.

4. Sheykhhassan M, La’ah A, Ahmadieh-Yazdi A, Yang P,
Tanzadehpanah H, Mahaki H, et al. Advancement in “Off-the-
Shelf” CAR T-cell therapy for cancer immunotherapy. In:
Sheykhhasan M, Yang P, Poondla D, Critical
developments in cancer immunotherapy. USA: IGI Global;
2024. p. 30-45.

5. Siegel RL, Miller KD, Wagle NS, Jemal A. Cancer statistics, 2023.
CA: A Cancer ] Clinical. 2023;73(1):17-48.

6. Hannenhalli S, Kaestner KH. The evolution of Fox genes and
their role in development and disease. Nat Rev Genet.

2009;10(4):233-40. doi:10.1038/nrg2523.

study. Curr

editors.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

297

. Laissue P. The forkhead-box family of transcription factors: key

molecular players in colorectal cancer pathogenesis. Mol Cancer.
2019;18(1):5. doi:10.1186/s12943-019-0938-x.

. Myatt SS, Lam EWEF. The emerging roles of forkhead box (Fox)

proteins in cancer. Nat Rev Cancer. 2007;7(11):847-59. doi:10.
1038/nrc2223.

. Lam EWF, Gomes AR. Forkhead box transcription factors in

cancer initiation, progression and chemotherapeutic drug
response. Front Oncol. 2014;4:305. doi:10.3389/fonc.2014.
00305.eCollection.

Katoh M, Katoh M. Identification and characterization of human
FOXNG6, mouse Foxn6, and rat Foxn6 genes in silico. Int ] Oncol.
2004;25(1):219-23.

Li X, Wang W, Xi Y, Gao M, Tran M, Aziz KE, et al. FOXR2
interacts with MYC to promote its transcriptional activities
and tumorigenesis. Cell Rep. 2016;16(2):487-97. doi:10.1016/j.
celrep.2016.06.004.

Rahrmann EP, Watson AL, Keng VW, Choi K, Moriarity BS,
Beckmann DA, et al. Forward genetic screen for malignant
peripheral nerve sheath tumor formation identifies new genes
and  pathways driving tumorigenesis. =~ Nat  Genet.
2013;45(7):756-66. doi:10.1038/ng.2641.

Koso H, Tsuhako A, Lyons E, Ward JM, Rust AG, Adams DJ, et
al. Identification of FoxR2 as an oncogene in medulloblastoma.
Cancer Res. 2014;74(8):2351-61.  doi:10.1158/0008-5472.
CAN-13-1523.

Tsai JW, Cejas P, Wang DK, Patel S, Wu DW, Arounleut P, et al.
FOXR?2 is an epigenetically regulated pan-cancer oncogene that
activates ETS  transcriptional circuits. Cancer  Res.
2022;82(17):2980-3001. doi:10.1158/0008-5472.CAN-22-0671.
Fusi L, Paudel R, Meder K, Schlosser A, Schrama D, Goebeler M,
et al. Interaction of transcription factor FoxO3 with histone
acetyltransferase complex subunit TRRAP modulates gene
expression and apoptosis. ] Biol Chem. 2022;298(3):101714.
doi:10.1016/j.jbc.2022.101714.

del Toro N, Shrivastava A, Ragueneau E, Meldal B, Combe C,
Barrera E, et al. The IntAct database: efficient access to fine-
grained molecular interaction data. Nucleic Acids Res.
2022;50(D1):D648-53. doi:10.1093/nar/gkab1006.

Szklarczyk D, Gable AL, Lyon D, Junge A, Wyder S, Huerta-
Cepas J, et al. STRING vll: protein-protein association
networks with increased coverage, supporting functional
discovery in genome-wide experimental datasets. Nucleic Acids
Res. 2019;47(D1):D607-13. doi:10.1093/nar/gky1131.
Schmitt-Hoffner F, Van Rijn S, Toprak UH, Mauermann M,
Rosemann F, Heit-Mondrzyk A, et al. FOXR2 stabilizes MYCN
protein and identifies non-MYCN-amplified neuroblastoma
patients with unfavorable outcome. ] Clin Oncol.
2021;39(29):3217-28. doi:10.1200/JC0O.20.02540.

Sturm D, Orr BA, Toprak UH, Hovestadt V, Jones DTW, Capper
D, et al. New brain tumor entities emerge from molecular
classification of CNS-PNETs. Cell. 2016;164(5):1060-72.
doi:10.1016/j.cell.2016.01.015.

Cirillo LA, Lin FR, Cuesta I, Friedman D, Jarnik M, Zaret KS.
Opening of compacted chromatin by early developmental
transcription factors HNF3 (FoxA) and GATA-4. Mol Cell.
2002;9(2):279-89. doi:10.1016/S1097-2765(02)00459-8.

Cotter JA, Judkins AR. Evaluation and diagnosis of central
nervous system embryonal tumors (Non-Medulloblastoma).
Pediatr  Dev  Pathol.  2022;25(1):34-45.  do0i:10.1177/
10935266211018554.


http://dx.doi.org/10.1017/erm.2021.17
http://dx.doi.org/10.1038/nrg2523
http://dx.doi.org/10.1186/s12943-019-0938-x
http://dx.doi.org/10.1038/nrc2223
http://dx.doi.org/10.1038/nrc2223
http://dx.doi.org/10.3389/fonc.2014.00305.eCollection
http://dx.doi.org/10.3389/fonc.2014.00305.eCollection
http://dx.doi.org/10.1016/j.celrep.2016.06.004
http://dx.doi.org/10.1016/j.celrep.2016.06.004
http://dx.doi.org/10.1038/ng.2641
http://dx.doi.org/10.1158/0008-5472.CAN-13-1523
http://dx.doi.org/10.1158/0008-5472.CAN-13-1523
http://dx.doi.org/10.1158/0008-5472.CAN-22-0671
http://dx.doi.org/10.1016/j.jbc.2022.101714
http://dx.doi.org/10.1093/nar/gkab1006
http://dx.doi.org/10.1093/nar/gky1131
http://dx.doi.org/10.1200/JCO.20.02540
http://dx.doi.org/10.1016/j.cell.2016.01.015
http://dx.doi.org/10.1016/S1097-2765(02)00459-8
http://dx.doi.org/10.1177/10935266211018554
http://dx.doi.org/10.1177/10935266211018554

298

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

Poh B, Koso H, Momota H, Komori T, Suzuki Y, Yoshida N, et
al. Foxr2 promotes formation of CNS-embryonal tumors in a
Trp53-deficient background. Neuro Oncol. 2019;21(8):993-
1004. doi:10.1093/neuonc/noz067.

Von Hoft K, Haberler C, Schmitt-Hoffner F, Schepke E, De Rojas
T, Jacobs S, et al. Therapeutic implications of improved
molecular diagnostics for rare CNS embryonal tumor entities:
results of an international, retrospective study. Neuro Oncol.
2021;23(9):1597-611. doi:10.1093/neuonc/noab136.

Lacruz CR, Leonardo E. Embryonal tumors. In: Lacruz CR,
editor. Central nervous system tumors: diagnostic pathology.
Cham: Springer Nature Switzerland; 2023. p. 187-212.
Shimazaki K, Kurokawa R, Franson A, Kurokawa M, Baba A,
Bou-Maroun L, et al. Neuroimaging features of FOXR2-
activated CNS neuroblastoma: a case series and systematic
review. ] Neuroimaging. 2023;33(3):359-67. doi:10.1111/jon.
v33.3.

Tauziede-Espariat A, Figarella-Branger D, Métais A, Uro-Coste
E, Maurage CA, Lhermitte B, et al. CNS neuroblastoma,
FOXR2-activated and its mimics: a relevant panel approach for
work-up and accurate diagnosis of this rare neoplasm. Acta
Neuropathol Commun. 2023;11(1):43. doi:10.1186/
$40478-023-01536-7.

Buemi F, Campos A, Bell D, Gaillard F, Murphy A. CNS
neuroblastoma, FOXR2-activated. Available from: https://doi.
0rg/10.53347/rID-96620. [Accessed 2024].

LiuX, Liu N, Yue C, Wang D, Qi Z, Tu Y, et al. FoxR2 promotes
glioma proliferation by suppression of the p27 pathway.
Oncotarget.  2017;8(34):56255-66.  doi:10.18632/oncotarget.
17447.

Wang Z, Zhao T, Zhang S, Wang ], Chen Y, Zhao H, et al. The
Wnt signaling pathway in tumorigenesis, pharmacological
targets, and drug development for cancer therapy. Biomark
Res. 2021;9(1):68. doi:10.1186/s40364-021-00323-7.

Siegel RL, Wagle NS, Cercek A, Smith RA, Jemal A. Colorectal
cancer statistics, 2023. CA A Cancer | Clinicians.
2023;73(3):233-54. doi:10.3322/caac.21772.

Wang X, He B, Gao Y, Li Y. FOXR2 contributes to cell
proliferation and malignancy in human hepatocellular
carcinoma. Tumor Biol. 2016;37(8):10459-67. do0i:10.1007/
s13277-016-4923-3.

Wang XH, Cui YX, Wang ZM, Liu J. Down-regulation of FOXR2
inhibits non-small cell lung cancer cell proliferation and invasion
through the Wnt/p-catenin signaling pathway. Biochem Biophys
Res Commun. 2018;500(2):229-35. doi:10.1016/j.bbrc.2018.
04.046.

Luo Z, Ye X, Cheng Y, Li F, Shou F, Wang G. E3 ubiquitin ligase
PJA1 regulates lung adenocarcinoma apoptosis and invasion
through promoting FOXR2 degradation. Biochem Biophys Res
Commun. 2021;556:106-13. doi:10.1016/j.bbrc.2021.03.137.

Xia D, Chen Z, Liu Q. Circ-PGC increases the expression of
FOXR2 by targeting miR-532-3p to promote the development
of non-small cell lung cancer. Cell Cycle. 2021;20(21):2195-
209. doi:10.1080/15384101.2021.1974788.

Song H, He W, Huang X, Zhang H, Huang T. High expression of
FOXR2 in breast cancer correlates with poor prognosis. Tumor
Biol. 2016;37(5):5991-7. doi:10.1007/s13277-015-4437-4.

Li B, Huang W, Cao N, Lou G. Forkhead-box R2 promotes
metastasis and growth by stimulating angiogenesis and
activating hedgehog signaling pathway in ovarian cancer. J Cell
Biochem. 2018;119(9):7780-9. doi:10.1002/jcb.27148.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

PIAO YANG et al.

Zhang S, Cheng J, Quan C, Wen H, Feng Z, Hu Q, et al.
circCELSR1  (hsa_circ_0063809) contributes to paclitaxel
resistance of ovarian cancer cells by regulating FOXR2
expression via miR-1252. Mol Ther Nucleic Acids.
2020;19:718-30. doi:10.1016/j.omtn.2019.12.005.

Liang YX, Zhang LL, Yang L. circANKRD17(has_circ_0007883)
confers paclitaxel resistance of ovarian cancer via interacting
with FUS to stabilize FOXR2. Mol Cell Biochem.
2023;478(4):835-50. d0i:10.1007/s11010-022-04548-4.

Xu W, Chang J, Liu G, Du X, Li X. Knockdown of FOXR2
suppresses the tumorigenesis, growth and metastasis of
prostate cancer. Biomed Pharmacother. 2017;87:471-5. doi:10.
1016/j.biopha.2016.12.120.

Deng X, Hou C, Liang Z, Wang H, Zhu L, Xu H. miR-202
suppresses cell proliferation by targeting FOXR2 in
endometrial adenocarcinoma. Dis Markers. 2017;2017:2827435.
Das P, Jackson P, Moriarity B, Rahrmann E, LaRue R,
Largaespada D.  PTPS-02FOXR2: an  oncogene in
medulloblastoma. Neuro Oncol. 2015;17(Suppl 5):v179.
Schmitt-Hoffner F, Van Rijn S, Hibner JM, Lambo S,
Mauermann M, Mack N, et al. ETMR-03. The role of FOXR2
in pediatric brain cancer. Neuro Oncol. 2020;22(Supplement_3):
iii323. doi:10.1093/neuonc/noaa222.207.

Eberhart CG. A fox with many faces: FOXR2 and embryonal
brain tumors. Neuro Oncol. 2019;21(8):963-4. do0i:10.1093/
neuonc/noz102.

Beckmann PJ, Larson JD, Larsson AT, Ostergaard JP, Wagner S,
Rahrmann EP, et al. Sleeping beauty insertional mutagenesis
reveals important genetic drivers of central nervous system
embryonal tumors. Cancer Res. 2019;79(5):905-17. doi:10.
1158/0008-5472.CAN-18-1261.

Furuta T, Moritsubo M, Muta H, Koga M, Komaki S, Nakamura
H, et al. Central nervous system neuroblastic tumor with FOXR2
activation presenting both neuronal and glial differentiation: a
case report. Brain Tumor Pathol. 2020;37(3):100-4. doi:10.
1007/s10014-020-00370-2.

Seyedebrahimi R, Yang P, Azimzadeh M, Farsani ME,
Ababzadeh S, Kalhor N, et al. Introduction to
neurodegenerative diseases. In: Rodriguez R, Kannan H,
Revathi T, Shaikh K, Bekal S, editors. Deep learning
approaches for early diagnosis of neurodegenerative diseases.
USA: IGI Global; 2024. p. 25-58.

Lu SQ, Qiu Y, Dai WJ, Zhang XY. FOXR2 promotes the
proliferation, invasion, and epithelial-mesenchymal transition
in human colorectal cancer cells. Oncol Res. 2017;25(5):681-9.
doi:10.3727/096504016X14771034190471.

Siegel RL, Miller KD, Fuchs HE, Jemal A. Cancer statistics, 2022.
CA A Cancer | Clinicians. 2022;72(1):7-33. doi:10.3322/caac.
v72.1.

Vorvis C, Hatziapostolou M, Mahurkar-Joshi S, Koutsioumpa M,
Williams J, Donahue TR, et al. Transcriptomic and CRISPR/Cas9
technologies reveal FOXA2 as a tumor suppressor gene in
pancreatic cancer. Am ] Physiol Gastrointest Liver Physiol.
2016;310(11):G1124-37. doi:10.1152/ajpgi.00035.2016.

Tian X, Zhang L, Jiao Y, Chen J, Shan Y, Yang W. CircABCB10
promotes nonsmall cell lung cancer cell proliferation and
migration by regulating the miR-1252/FOXR2 axis. J Cell
Biochem. 2019;120(3):3765-72. d0i:10.1002/jcb.v120.3.

Hong R, Xu B. Breast cancer: an up-to-date review and future
perspectives. Cancer Commun. 2022;42(10):913-36. doi:10.
1002/cac2.v42.10.


http://dx.doi.org/10.1093/neuonc/noz067
http://dx.doi.org/10.1093/neuonc/noab136
http://dx.doi.org/10.1111/jon.v33.3
http://dx.doi.org/10.1111/jon.v33.3
http://dx.doi.org/10.1186/s40478-023-01536-7
http://dx.doi.org/10.1186/s40478-023-01536-7
https://doi.org/10.53347/rID-96620
https://doi.org/10.53347/rID-96620
http://dx.doi.org/10.18632/oncotarget.17447
http://dx.doi.org/10.18632/oncotarget.17447
http://dx.doi.org/10.1186/s40364-021-00323-7
http://dx.doi.org/10.3322/caac.21772
http://dx.doi.org/10.1007/s13277-016-4923-3
http://dx.doi.org/10.1007/s13277-016-4923-3
http://dx.doi.org/10.1016/j.bbrc.2018.04.046
http://dx.doi.org/10.1016/j.bbrc.2018.04.046
http://dx.doi.org/10.1016/j.bbrc.2021.03.137
http://dx.doi.org/10.1080/15384101.2021.1974788
http://dx.doi.org/10.1007/s13277-015-4437-4
http://dx.doi.org/10.1002/jcb.27148
http://dx.doi.org/10.1016/j.omtn.2019.12.005
http://dx.doi.org/10.1007/s11010-022-04548-4
http://dx.doi.org/10.1016/j.biopha.2016.12.120
http://dx.doi.org/10.1016/j.biopha.2016.12.120
http://dx.doi.org/10.1093/neuonc/noaa222.207
http://dx.doi.org/10.1093/neuonc/noz102
http://dx.doi.org/10.1093/neuonc/noz102
http://dx.doi.org/10.1158/0008-5472.CAN-18-1261
http://dx.doi.org/10.1158/0008-5472.CAN-18-1261
http://dx.doi.org/10.1007/s10014-020-00370-2
http://dx.doi.org/10.1007/s10014-020-00370-2
http://dx.doi.org/10.3727/096504016X14771034190471
http://dx.doi.org/10.3322/caac.v72.1
http://dx.doi.org/10.3322/caac.v72.1
http://dx.doi.org/10.1152/ajpgi.00035.2016
http://dx.doi.org/10.1002/jcb.v120.3
http://dx.doi.org/10.1002/cac2.v42.10
http://dx.doi.org/10.1002/cac2.v42.10

FOXR2 IN CANCER DEVELOPMENT

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

Yan G, Dai M, Poulet S, Wang N, Boudreault ], Daliah G, et al.
Combined in vitro/in vivo genome-wide CRISPR screens in triple
negative breast cancer identify cancer stemness regulators in
paclitaxel resistance. Oncogenesis. 2023;12(1):51. doi:10.1038/
541389-023-00497-9.

American Cancer Society. Ovarian cancer statistics. Available
from: https://www.cancer.org/cancer/types/ovarian-cancer/
about/key-statistics.html. [Accessed 2024].

Burke W, Barkley ], Barrows E, Brooks R, Gecsi K, Huber-Keener
K, et al. Executive summary of the ovarian cancer evidence
review conference. Obstet Gynecol. 2023;142(1):179-95. doi:10.
1097/A0G.0000000000005211.

Zhao J, Chen R, Zhang Y, Wang Y, Zhu H. Impact of treatment
delay on the prognosis of patients with ovarian cancer: a
population-based study using the surveillance, epidemiology,
and end results database. ] Cancer. 2024;15(2):473-83. doi:10.
7150/jca.87881.

Gahlawat AW, Witte T, Haarhuis L, Schott S. A novel circulating
miRNA panel for non-invasive ovarian cancer diagnosis and
prognosis. Br ] Cancer. 2022;127(8):1550-6. doi:10.1038/
541416-022-01925-0.

Liberto JM, Chen SY, Shih IM, Wang TH, Wang TL, Pisanic TR.
Current and emerging methods for ovarian cancer screening and
diagnostics: a comprehensive review. Cancers. 2022;14(12):2885.
doi:10.3390/cancers14122885.

Weidle UH, Birzele F. Deregulated circRNAs in epithelial
ovarian cancer with activity in preclinical in vivo models:
identification of targets and new modalities for therapeutic
intervention. Cancer Genom Proteomics. 2024;21(3):213-37.
doi:10.21873/cgp.20442.

Sung H, Ferlay J, Siegel RL, Laversanne M, Soerjomataram I,
Jemal A, et al. Global cancer statistics 2020: GLOBOCAN
estimates of incidence and mortality worldwide for 36 cancers
in 185 countries. CA Cancer J Clin. 2021;71(3):209-49. doi:10.
3322/caac.v71.3.

Siegel RL, Giaquinto AN, Jemal A. Cancer statistics, 2024. CA
Cancer ] Clin. 2024;74(1):12-49.

Crosbie EJ, Kitson SJ, McAlpine JN, Mukhopadhyay A, Powell ME,
Singh N. Endometrial cancer. Lancet. 2022;399(10333):1412-28.
doi:10.1016/S0140-6736(22)00323-3.

Zhang P, Zhou Q, Zeng Z. Combination of serum FOXR2 and
transvaginal three-dimensional power Doppler ultrasonography
in the diagnosis of uterine lesions. Adv Clin Exp Med.
2023;33(7):699-708. doi:10.17219/acem/171382.

Kram DE, Henderson JJ, Baig M, Chakraborty D, Gardner MA,
Biswas S, et al. Embryonal tumors of the central nervous system
in children: the era of targeted therapeutics. Bioengineering.
2018;5(4):78. doi:10.3390/bioengineering5040078.

Bielamowicz KJ, Littrell MB, Albert GW, Parker LS, Jayappa S,
Aldape K, et al. Central nervous system embryonal tumors
with  EWSR1-PLAGL1 rearrangements reclassified as INI-1
deficient tumors at relapse. ] Neurooncol. 2024;168(2):367-73.
doi:10.1007/s11060-024-04667-6.

PDQ® Pediatric Treatment Editorial Board. Childhood
medulloblastoma and other central nervous system embryonal
tumors treatment. Available from: https://www.cancer.gov/
types/brain/hp/child-cns-embryonal-treatment-pdq. [Accessed
2024].

Dhall G. Medulloblastoma. ] Child Neurol. 2009;24(11):1418-30.
doi:10.1177/0883073809341668.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

299

Beckmann P, Krebs R, Larson J, Largaespada D. PDTM-19. MYC
and FAK/SRC combination treatment of FOXR2-high brain
tumors. Neuro Oncol. 2019;21(Supplement_6):vil191. doi:10.
1093/neuonc/noz175.795.

Van Rijn S, Vouri M, Pfister SM, Kawauchi D, Kool M. EMBR-
04. What the fox say? A molecular analysis of FOXR?2 in pediatric
brain tumors. Neuro Oncol. 2018;20(suppl_2):i69. doi:10.1093/
neuonc/noy059.189.

Jackson P, Larsson A, Das P, Largaespada D. Abstract 1121:
validation of FOXR2 and ARHGAP36 as oncogenes in
medulloblastoma. Cancer Res. 2016;76(14_Supplement):1121.
doi:10.1158/1538-7445.AM2016-1121.

Zeineldin M, Patel AG, Dyer MA. Neuroblastoma: when
differentiation goes awry. Neuron. 2022;110(18):2916-28.
doi:10.1016/j.neuron.2022.07.012.

Lastowska M, Trubicka J, Sobocinska A, Wojtas B, Niemira M,
Szalkowska A, et al. Molecular identification of CNS NB-
FOXR2, CNS EFT-CIC, CNS HGNET-MNI and CNS
HGNET-BCOR pediatric brain tumors using tumor-specific
signature genes. Acta Neuropathol Commun. 2020;8(1):105.
doi:10.1186/540478-020-00984-9.

Korshunov A, Okonechnikov K, Schmitt-Hoffner F, Ryzhova M,
Sahm F, Stichel D, et al. Molecular analysis of pediatric CNS-
PNET revealed nosologic heterogeneity and potent diagnostic
markers for CNS neuroblastoma with FOXR2-activation. Acta
Neuropathol Commun. 2021;9(1):20. doi:10.1186/
540478-021-01118-5.

Tsai JW, Cejas P, Wang DK, Patel S, Wu DW, Arounleut P, et al.
Abstract 5730: FOXR2 is an oncogenic driver across adult and
pediatric cancers. Cancer Res. 2022;82(12_Supplement):5730.
doi:10.1158/1538-7445.AM2022-5730.

Holsten T, Lubieniecki F, Spohn M, Mynarek M, Bison B, Lobel
U, et al. Detailed clinical and histopathological description of 8
cases of molecularly defined CNS neuroblastomas. J
Neuropathol Exp Neurol. 2021;80(1):52-9. doi:10.1093/jnen/
nlaal28.

Low JT, Kirkpatrick JP, Peters KB. Pineal parenchymal tumors of
intermediate differentiation treated with ventricular radiation
and temozolomide. Adv Rad Oncol. 2022;7:100814. doi:10.
1016/j.adro.2021.100814.

Ahmadieh-Yazdi A, Karimi M, Afkhami E, Hajizadeh-Tafti F,
Kuchakzadeh F, Yang P, et al. Unveiling therapeutic potential:
adipose tissue-derived mesenchymal stem cells and their
exosomes in the management of diabetes mellitus, wound
healing, and chronic ulcers. Biochem
2024;226:116399. doi:10.1016/j.bcp.2024.116399.
Liu APY, Li BK, Pfaff E, Gudenas B, Vasiljevic A, Orr BA, et al.
Clinical and molecular heterogeneity of pineal parenchymal
tumors: a consensus study. Acta Neuropathol. 2021;
141(5):771-85. doi:10.1007/s00401-021-02284-5.

Da-Veiga MA, Rogister B, Lombard A, Neirinckx V, Piette C.
Glioma stem cells in pediatric high-grade gliomas: from current
knowledge to future perspectives. Cancers. 2022;14(9):2296.
doi:10.3390/cancers14092296.

Noon A, Galban S. Therapeutic avenues for targeting treatment
challenges of diffuse midline gliomas. Neoplasia. 2023;40:100899.
doi:10.1016/j.ne0.2023.100899.

Chen X, Flasch DA, Ju B, Mulder HL, Easton J, Wang L, et al.
Abstract 1462: oncogenic activation of FOXR2 driven by
somatic acquisition of a LINE-1 promoter in pediatric high-

Pharmacol.


http://dx.doi.org/10.1038/s41389-023-00497-9
http://dx.doi.org/10.1038/s41389-023-00497-9
https://www.cancer.org/cancer/types/ovarian-cancer/about/key-statistics.html
https://www.cancer.org/cancer/types/ovarian-cancer/about/key-statistics.html
http://dx.doi.org/10.1097/AOG.0000000000005211
http://dx.doi.org/10.1097/AOG.0000000000005211
http://dx.doi.org/10.7150/jca.87881
http://dx.doi.org/10.7150/jca.87881
http://dx.doi.org/10.1038/s41416-022-01925-0
http://dx.doi.org/10.1038/s41416-022-01925-0
http://dx.doi.org/10.3390/cancers14122885
http://dx.doi.org/10.21873/cgp.20442
http://dx.doi.org/10.3322/caac.v71.3
http://dx.doi.org/10.3322/caac.v71.3
http://dx.doi.org/10.1016/S0140-6736(22)00323-3
http://dx.doi.org/10.17219/acem/171382
http://dx.doi.org/10.3390/bioengineering5040078
http://dx.doi.org/10.1007/s11060-024-04667-6
https://www.cancer.gov/types/brain/hp/child-cns-embryonal-treatment-pdq
https://www.cancer.gov/types/brain/hp/child-cns-embryonal-treatment-pdq
http://dx.doi.org/10.1177/0883073809341668
http://dx.doi.org/10.1093/neuonc/noz175.795
http://dx.doi.org/10.1093/neuonc/noz175.795
http://dx.doi.org/10.1093/neuonc/noy059.189
http://dx.doi.org/10.1093/neuonc/noy059.189
http://dx.doi.org/10.1158/1538-7445.AM2016-1121
http://dx.doi.org/10.1016/j.neuron.2022.07.012
http://dx.doi.org/10.1186/s40478-020-00984-9
http://dx.doi.org/10.1186/s40478-021-01118-5
http://dx.doi.org/10.1186/s40478-021-01118-5
http://dx.doi.org/10.1158/1538-7445.AM2022-5730
http://dx.doi.org/10.1093/jnen/nlaa128
http://dx.doi.org/10.1093/jnen/nlaa128
http://dx.doi.org/10.1016/j.adro.2021.100814
http://dx.doi.org/10.1016/j.adro.2021.100814
http://dx.doi.org/10.1016/j.bcp.2024.116399
http://dx.doi.org/10.1007/s00401-021-02284-5
http://dx.doi.org/10.3390/cancers14092296
http://dx.doi.org/10.1016/j.neo.2023.100899

300

81.

82.

83.

84.

85.

86.

87.

88.

grade glioma. Cancer Res. 2022;82(12_Supplement):1462. doi:10.
1158/1538-7445.AM2022-1462.

Flasch DA, Chen X, Ju B, Li X, Dalton J, Mulder HL, et al.
Somatic LINE-1 promoter acquisition drives oncogenic FOXR2
activation in pediatric brain tumor. Acta Neuropathol.
2022;143(5):605-7. doi:10.1007/s00401-022-02420-9.

Baloch ZW, Asa SL, Barletta JA, Ghossein RA, Juhlin CC, Jung
CK, et al. Overview of the 2022 WHO classification of thyroid
neoplasms. Endocr Pathol. 2022;33(1):27-63. doi:10.1007/
§12022-022-09707-3.

Gharbaran R. Insights into the molecular roles of FOXR?2 in the
pathology of primary pediatric brain tumors. Crit Rev Oncol
Hematol. 2023;192:104188. doi:lO.1016/j.critrev0nc.2023.
104188.

Liao C, Zheng C, Wang L. Down-regulation of FOXR2 inhibits
hypoxia-driven ROS-induced migration and invasion of
thyroid cancer cells via regulation of the hedgehog pathway.
Clin Exp Pharma Physio. 2020;47(6):1076-82. doi:10.1111/
cep.v47.6.

Nagel S, Meyer C, Kaufmann M, Drexler HG, MacLeod RAF.
Deregulated FOX genes in H odgkin lymphoma. Genes
Chromosomes Cancer. 2014;53(11):917-33. doi:10.1002/gcc.
v53.11.

Cuceu C, Hempel W, Sabatier L, Bosq J, Carde P, M’kacher R.
Chromosomal instability in hodgkin lymphoma: an in-depth
review and perspectives. Cancers. 2018;10(4):91. doi:10.3390/
cancers10040091.

Alfranca A, Martinez-Cruzado L, Tornin J, Abarrategi A, Amaral
T, De Alava E, et al. Bone microenvironment signals in
osteosarcoma  development. = Cell Mol  Life  Sci.
2015;72(16):3097-113. doi:10.1007/s00018-015-1918-y.
Asadollahi S, Mazaheri MN, Karimi-Zarchi M, Fesahat N,
Farzaneh N. The relationship of FOXR2 gene expression
profile with epithelial-mesenchymal transition related markers
in epithelial ovarian cancer. Klin Onkol. 2020;33(3):201-7.

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

PIAO YANG et al.

Hoeben A, Joosten EAJ, Van Den Beuken-van Everdingen MHJ.
Personalized medicine: recent progress in cancer therapy.
Cancers. 2021;13(2):242. doi:10.3390/cancers13020242.
Mansoori B, Sandoghchian Shotorbani S, Baradaran B. RNA
interference and its role in cancer therapy. Adv Pharm Bull.
2014;4(4):313-21.

Balon K, Sheriff A, Jackéw J, Laczmanski E. Targeting cancer with
CRISPR/Cas9-based therapy. Int ] Mol Sci. 2022;23(1):573. doi:10.
3390/ijms23010573.

Liu GH, Chen T, Zhang X, Ma XL, Shi HS. Small molecule
inhibitors targeting the cancers. MedComm. 2022;3(4):e181.
doi:10.1002/mco02.v3.4.

Heidari F, Seyedebrahimi R, Yang P, Farsani M, Ababzadeh S,
Kalhor N, et al. Exosomes in viral infection: effects for
pathogenesis and treatment strategies. Biocell. 2023;47(12):2597-
608. doi:10.32604/biocell.2023.043351.

Ivleva EA, Grivennikov SI. Microbiota-driven mechanisms at
different  stages of cancer development. Neoplasia.
2022;32:100829. doi:10.1016/j.ne0.2022.100829.

Bhatt AP, Redinbo MR, Bultman §J. The role of the microbiome
in cancer development and therapy. CA Cancer ] Clin.
2017;67(4):326-44. doi:10.3322/caac.v67 4.

Sahib MR, Yang P, Bokros N, Shapiro N, Woyke T, Kyrpides NC,
et al. Improved draft genome sequence of microbacterium sp.
strain LKLO04, a bacterial endophyte associated with switchgrass
plants. Microbiol Resour Announc. 2019;8(45):e00927-19.
Yang P, Bokros N, Debolt S, Zhao Z, Xia Y. Genome sequence
source of bacillus amyloliquefaciens strain GD4a, a bacterial
endophyte associated with switchgrass plants. Phytobiomes J.
2022;6(4):354-7. doi:10.1094/PBIOMES-09-21-0054-A.

Zhao Z, Bokros N, DeBolt S, Yang P, Xia Y. Genome sequence
resource of bacillus sp. RRD69, a beneficial bacterial endophyte
isolated from switchgrass plants. Mol Plant Microbe Interact.
2021;34(11):1320-3. doi:10.1094/MPMI-08-20-0222-A.


http://dx.doi.org/10.1158/1538-7445.AM2022-1462
http://dx.doi.org/10.1158/1538-7445.AM2022-1462
http://dx.doi.org/10.1007/s00401-022-02420-9
http://dx.doi.org/10.1007/s12022-022-09707-3
http://dx.doi.org/10.1007/s12022-022-09707-3
http://dx.doi.org/10.1016/j.critrevonc.2023.104188
http://dx.doi.org/10.1016/j.critrevonc.2023.104188
http://dx.doi.org/10.1111/cep.v47.6
http://dx.doi.org/10.1111/cep.v47.6
http://dx.doi.org/10.1002/gcc.v53.11
http://dx.doi.org/10.1002/gcc.v53.11
http://dx.doi.org/10.3390/cancers10040091
http://dx.doi.org/10.3390/cancers10040091
http://dx.doi.org/10.1007/s00018-015-1918-y
http://dx.doi.org/10.3390/cancers13020242
http://dx.doi.org/10.3390/ijms23010573
http://dx.doi.org/10.3390/ijms23010573
http://dx.doi.org/10.1002/mco2.v3.4
http://dx.doi.org/10.32604/biocell.2023.043351
http://dx.doi.org/10.1016/j.neo.2022.100829
http://dx.doi.org/10.3322/caac.v67.4
http://dx.doi.org/10.1094/PBIOMES-09-21-0054-A
http://dx.doi.org/10.1094/MPMI-08-20-0222-A

	FOXR2 in cancer development: emerging player and therapeutic opportunities
	Introduction
	Search Strategy and Study Selection Process
	Function, Structure, Localization, and Expression of FOXR2
	FOXR2 Network
	Molecular Mechanisms of FOXR2
	FOXR2-Associated Tumorigenesis and Regulation
	Role of FOXR2 on Several Cancers
	Regulation of FOXR2 through Different Pathways
	FOXR2 Prognostic and Therapeutic Potential
	Potential of the FOXR2 in Personalized Medicine
	Conclusions and Perspectives
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [300 300]
  /PageSize [612.000 792.000]
>> setpagedevice


