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Discussion

Cancer is currently one of the leading causes of death worldwide, and according to
data from the World Health Organization reported in 2020, it ranks as the second leading
cause of death globally, accounting for 10 million fatalities [1]. Over the past century,
our understanding of cancer biology has advanced remarkably. This progress has been
especially accelerated in recent decades due to technological and conceptual breakthroughs
in various fields, such as next-generation sequencing, omics sciences, high-resolution mi-
croscopy, molecular immunology, flow cytometry, single-cell analysis and sequencing, new
cell culture methods, and the development of animal models, among others [2–5]. Despite
these advances, many questions remain unanswered, and numerous challenges persist
in addressing this disease, so oncological research remains essential. Cancer is strongly
linked to genetic factors, with oncogenesis playing a crucial role in the initial stages of
tumor formation [6]. Most common cancers arise from acquired mutations in somatic cells,
while specific germline mutations are responsible for rare hereditary cancer syndromes [7].
Among cancer-related genes, oncogenes become activated, exhibiting a dominant pheno-
type, while tumor suppressor genes are inactivated, showing a recessive phenotype. The
accurate diagnosis, prognosis, and prediction of cancer patients’ responses to treatment are
crucial for ensuring the most effective engagement, minimizing harmful side effects, and
targeting therapies to specific cancer mechanisms [8]. To this end, the molecular biology of
cancer has become increasingly vital in oncology. This Special Issue, entitled “Molecular Bi-
ology of Cancer—Implications for Diagnosis and Treatment: 2nd Edition” includes twelve
contributions, consisting of nine original articles and three reviews, offering new insights
into cancer biology, molecular genetics, and innovative therapeutic strategies.

Immune checkpoint blockade therapies treat cancer by lifting inhibitory signals and
activating the host’s immune system. One of the breakthroughs in immunotherapy has
been the successful use of treatments that block the Programmed Cell Death Protein 1
(PD-1)/Programmed Cell Death Ligand 1 (PD-L1) pathway, effectively treating various can-
cers [9]. However, a significant fraction of tumors remain resistant to these therapies [10],
and interest has been increasing in exploring immune pathways to identify new therapeutic
targets. One such target is the human endogenous retrovirus-H Long repeat-associating
2 (HHLA2), a member of the B7 family that was first identified in 1999 [11]. HHLA2 is
an unconventional checkpoint molecule within the B7 family, structurally unique that is
not expressed in mice or rats. It is consistently expressed in human antigen-presenting

Int. J. Mol. Sci. 2024, 25, 13090. https://doi.org/10.3390/ijms252313090 https://www.mdpi.com/journal/ijms

https://doi.org/10.3390/ijms252313090
https://doi.org/10.3390/ijms252313090
https://creativecommons.org/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://www.mdpi.com/journal/ijms
https://www.mdpi.com
https://orcid.org/0000-0002-2512-6131
https://orcid.org/0000-0002-9522-4159
https://doi.org/10.3390/ijms252313090
https://www.mdpi.com/journal/ijms
https://www.mdpi.com/article/10.3390/ijms252313090?type=check_update&version=1


Int. J. Mol. Sci. 2024, 25, 13090 2 of 20

cells (APCs) and normal tissues, and its expression is elevated in various cancers. HHLA2
interacts with the co-stimulatory Transmembrane and Immunoglobulin Domain Contain-
ing 2 (TMIGD2) and the co-inhibitory Killer Cell Immunoglobulin-Like Receptor, Three
Ig Domains, and Long Cytoplasmic Tail 3 (KIR3DL3) [12]. TMIGD2 is found in naïve T
cells, memory T lymphocytes, tissue-resident T cells, natural killer (NK) cells, plasmacytoid
dendritic cells, and innate lymphoid cells. The HHLA2 and TMIGD2 interaction activates
the proliferation and differentiation of T cells and enhance cellular cytotoxicity effect of
NK cells [13]. Conversely, KIR3DL3 inhibits NK cell function and mediates HHLA2 tumor
resistance against NK cells. As T cells become activated, TMIGD2 expression decreases,
while KIR3DL3 expression increases, enhancing HHLA2′s co-inhibitory functions. Tumors
may use the KIR3DL3-HHLA2 pathway to evade immune surveillance, making this path-
way a promising target for new immunotherapy approaches [11]. The prognostic value of
HHLA2 in various cancers is still uncertain.

Kula et al. performed a systematic review and meta-analysis of existing studies, en-
compassing 18 reports and a total of 2880 patients with solid tumors (Contribution 1). The
meta-analysis showed that elevated HHLA2 expression is linked to a poor prognosis. El-
evated HHLA2 levels were specifically identified as a risk factor for overall survival (OS)
(HR = 1.58, 95% CI: 1.23–2.03) and relapse-free survival (RFS) (HR = 1.95, 95% CI: 1.38–2.77).
Furthermore, the analysis revealed that patients with high HHLA2 expression had poorer
disease-free survival (DFS) compared to those with low expression. A subgroup anal-
ysis of gastrointestinal cancers showed that patients with high HHLA2 expression had
shorter OS (random-effects model, HR = 1.88, 95% CI: 1.55–2.28). However, the meta-
analysis did not find a significant association between high HHLA2 expression and shorter
progression-free survival (PFS) (HR = 1.07, 95% CI: 0.43–2.63) or disease-specific survival
(DSS) (HR = 1.52, 95% CI: 0.88–2.62). Moreover, high HHLA2 expression was linked to poor
OS regardless of its location within the tumor. The results of the meta-analysis of Kula et al.
revealed significant heterogeneity among the included studies. A key factor contributing
to this high heterogeneity is the use of different cut-off values for HHLA2 levels to distin-
guish between high and low expression in different cohorts. Most studies assessed HHLA2
expression using H-scores, which are calculated by multiplying the percentage of tumor cells
expressing HHLA2 by the intensity of the staining. However, the use of varying methods to
categorize tumors into high- and low-expression groups makes it difficult to compare studies
and complicates the meta-analysis results. Further research is essential to fully uncover the
prognostic significance of HHLA2 expression in patients with solid tumors.

Liquid biopsy, which involves analyzing biomarkers that tumors release into body
fluids, is an emerging area in translational cancer research. It allows for dynamic patient
monitoring and a more personalized approach to medicine [14]. Within this context,
there has been a significant surge in interest in extracellular vesicles (EVs). These small,
membrane-encapsulated particles are released by various cell types and can be found
in most biological fluids. EVs play a crucial role in intercellular signaling under both
physiological and pathological conditions, including cancer, because they carry a variety of
bioactive molecules derived from their cells of origin, such as microRNAs (miRNAs) and
long non-coding RNA (lncRNA) [15]. Compared to free circulating miRNAs and lncRNAs,
those contained within EVs are better protected by the lipid bilayer, which enhances their
stability and half-life. This makes EV-derived miRNAs and lncRNAs particularly attractive
for research and quantification in biological fluids, offering potential diagnostic, prognostic,
and therapeutic applications in oncology.

Giordano et al. performed next-generation sequencing (NGS) followed by quantitative
reverse transcription polymerase chain reaction (qRT-PCR) to investigate the differences
in circulating EV-miRNA profiles between breast cancer patients and healthy controls
(Contribution 2). They found a significant reduction in miRNA-27a expression within EVs
in both the breast cancer screening and validation cohorts. Receiver operating characteristic
(ROC) analyses indicated that circulating EV-derived miRNA-27a effectively distinguished
breast cancer patients from healthy individuals, achieving a favorable area under the curve
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(AUC) value, which suggests its potential utility in breast cancer diagnosis. Additionally,
the expression of miRNA-27a did not correlate with human epidermal growth factor
receptor 2 (HER2) status or tumor grade, but it was associated with hormone receptor
status and Ki-67 levels. The authors could not reveal a difference in serum miRNA-27a
and miRNA-128 levels between patients and controls. However, there was a distinct
discrepancy between the miRNA profiles of EVs and serum, indicating that purified serum-
EV miRNA-27a and miRNA-128 may offer higher diagnostic accuracy for breast cancer
compared to bulk serum miRNAs. Table 1 summarizes the results of 11 studies regarding
biofluid type and miRNA levels in the relevant population [16–26]. Larger prospective
studies are needed to more accurately assess the potential diagnostic value of cell-free
miRNA-27a and/or miRNA-128 (whether circulating or EV-derived) as sensitive and
specific non-invasive molecular biomarkers.

Table 1. An overview of 11 studies on the roles of miRNA-27a and miRNA-128 in breast cancer.

MicroRNA Biofluid Type Deregulation Reference

miRNA-27a

Serum ↑ breast cancer vs. control [16]

Plasma

↑ breast cancer vs. control
↑ late breast cancer vs. early breast cancer

= benign vs. control vs. high risk breast cancer
= high risk breast cancer vs. control

[17]

Plasma ↑ breast cancer vs. control [18]

Serum
↑ primary breast cancer vs. benign breast lesions

↑ primary breast cancer vs. control
↑ benign breast lesions vs. control

[19]

Plasma

↑ breast cancer vs. control
↓ breast cancer after chemotherapy vs. breast

cancer before chemotherapy
↑ breast cancer after chemotherapy vs. control

[20]

Serum ↓ breast cancer vs. control [21]
Plasma ↓ breast cancer vs. control [22]
Serum ↑ breast cancer vs. control [23]
Plasma ↑ breast cancer vs. control [24]

miRNA-128
Plasma ↓ breast cancer vs. high-risk breast cancer [25]
Serum = breast cancer vs. control [26]

Mammary gland cancer usually arises in the epithelial cells of the ducts, where the
accumulation of mutations can lead to cellular damage [27]. The tissue repair process that
follows this damage triggers an inflammatory response, causing both quantitative and
qualitative shifts in the immune cell population at the injury site. Chronic inflammation, in
turn, can promote additional cell mutations and proliferation, often creating a microenvi-
ronment that supports cancer development [28]. The interleukin 1 (IL-1) family, known for
its diverse effects on inflammation, includes numerous ligands and receptors, with IL-1α
and IL-1β being the two primary agonists [29,30]. Interleukin 1 receptor type 1 (IL1R1)
is the main receptor for both ligands and forms a tertiary complex with the IL-1 receptor
accessory protein (IL1RaP, also known as IL1R3), which facilitates positive signaling and
recruits downstream proteins [31,32]. However, IL1R1 also has an antagonistic ligand
(IL1RN, also known as IL1RA), which can be either overexpressed or downregulated
in different types of cancer [31–35]. Interestingly, high IL1RN expression is associated
with both better [32,36–38] and worse cancer prognoses [37,39], depending on the context.
The Interleukin 6 (IL-6)-like family consists of proteins with similar structural and func-
tional characteristics. The IL-6 signal transducer (IL6ST, also known by its gene name) is
a transmembrane receptor that functions as a signal transducer for all cytokines within
this family [40]. Its functions are closely linked to many of the key hallmarks of cancer
development and progression [41–43].

Koning et al. (Contribution 3) investigated the expression of inflammation-related
genes, including IL1R1, interleukin 1 receptor antagonist (IL1RN), ILRaP, IL6ST, C-X-C
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motif chemokine ligand 3 (CXCL3), C-X-C motif chemokine ligand 5 (CXCL5), and C-X-
C motif chemokine ligand 6 (CXCL6), using the previously established Alpha Model of
estrogen and radiation-induced breast cancer [44]. They compared the gene expression in
the Alpha Model with data from online breast cancer patient databases, focusing on the
expression of these genes in innate immune system cells, various breast cancer subtypes,
and estrogen receptor (ER) alpha. Additionally, the study results revealed variations in
the expression of inflammatory genes at different stages of breast cell transformation in
the Alpha model. To compare the gene expression between healthy individuals and breast
cancer patients, the TIMER2.0 online database platform was used. The findings revealed
that IL1RN expression was higher in tumor tissue compared to adjacent normal tissue.
Conversely, IL1R1, ILRaP, IL6ST, CXCL3, CXCL5, and CXCL6 genes were more highly
expressed in adjacent normal tissue than in breast tumor tissue. IL1R1 gene expression
was significantly associated with an increased risk (Z-score, p < 0.05) for patients with
Luminal A subtype breast invasive carcinoma, whereas higher IL1RaP gene expression was
linked to an increased risk in Luminal B patients. However, based on the Cox proportional
hazard model, the expression levels of the IL1RN, IL6ST, CXCL3, CXCL5, and CXCL6 genes
were not significantly associated with clinical survival in breast cancer patients. Luminal
A patients with low IL1R1 expression had better survival than those with high IL1R1
expression, who showed no survival beyond 150 months. For Luminal B patients, high
IL1RaP expression was linked to lower survival rates compared to low IL1RaP expression.
This survival disparity was observed between 30 and 130 months, after which both high
and low IL1RaP expression patients had the same cumulative survival rate of 0.2. Patients
with high IL6ST expression levels were found to have a positive ER status. However, those
with elevated IL1RaP, CXCL3, CXCL5, and CXCL6 expression levels were associated with
a negative ER status. The study by Koning et al. highlighted the crucial role of both the
IL-1 gene family and chemokines in the development and progression of breast cancer. In
terms of the current clinic practice, the European Society for Medical Oncology (ESMO)
guidelines for early breast cancer recommend using immunohistochemistry to evaluate
classical molecular markers, including estrogen receptors (ER), progesterone receptors
(PR), HER2, and Ki-67, as well as Sanger sequencing or NGS to identify specific gene
alterations [45]. Germline Breast Cancer gene 1 and 2 (BRCA1 and BRCA2) mutation testing
is recommended for patients with a family history of breast cancer, a personal history
of ovarian cancer, breast cancer diagnosed before age 50, triple-negative breast cancer
diagnosed before age 60, and male patients [46]. For metastatic breast cancer, the guidelines
suggest the classical biomarkers along with germline BRCA mutation testing for patients
with triple-negative breast cancer or ER-positive, HER2-negative breast cancer, while
phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic subunit alpha (PIK3CA) mutation testing
is optional in both cases. The genomic profiling of additional tumor tissue or circulating
tumor DNA (ctDNA) testing is suggested only if the results would influence the treatment
plan or make the patient eligible for clinical trials (Table 2).

Colorectal cancer (CRC) ranks as the third most frequently diagnosed cancer, after
breast and lung cancer, and the second most common cause of cancer-related deaths world-
wide [1]. Survival rates for CRC differ markedly by stage [47]. Patients with stage III
CRC have a 5-year survival rate of 72%, whereas those with stage IV disease face a signifi-
cantly lower survival rate of 13% [48]. For stage III colon cancer, the standard treatment
involves surgery followed by adjuvant chemotherapy, whereas the benefit of adjuvant
chemotherapy for resected stage II disease is less well-established [49,50]. Identifying and
validating biomarkers for CRC is essential for selecting high-risk patients who may benefit
from adjuvant chemotherapy [51]. Several biomarkers are currently used to conduct a
comprehensive assessment of CRC, including carcinoembryonic antigen (CEA), mismatch
repair deficiency (MMR), microsatellite instability (MSI), v-raf murine sarcoma viral onco-
gene homolog B1 (BRAF) mutations, reticular activating system (RAS) mutations, and
caudal-type homeobox transcription factor 2 (CDX2) [52]. Numerous studies have shown
that the expression of various miRNAs in CRC patients differs significantly from that in
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the general population. These differences can serve as valuable biomarkers for the early
diagnosis and prognosis of CRC [53]. As new non-invasive biomarkers, these miRNAs
demonstrate high accuracy and specificity in early CRC detection, marking a significant
advancement in non-invasive diagnostic techniques. Table 3 presents miRNAs used as
biomarkers for the early diagnosis of colorectal cancer.

Table 2. Diagnostic methods used for hereditary and somatic breast cancer.

Nucleic Acid-Based Molecular Diagnostics of the Breast Cancer

Hereditary cancer-linked
gene mutations

Non-hereditary tumor
genomic mutations Tumor gene expression profile

Method Next-generation sequencing Next-generation sequencing RNA expression assay

Applicable samples
Tissue (isolated DNA)
Blood (isolated DNA

from leukocytes)

Tumor tissue (isolated DNA)
Blood (isolated circulating
tumor or cell-free DNA)

Tumor tissue (isolated RNA)

Genes or number of genes tested BRCA1, BRCA2, P53, PTEN,
CDH1, PALB2, and other genes From 2 to over 400 Depends on assay 7–80

Gained biological information
Germline DNA mutations,
deletions, amplifications,

and fusions

Mutations, deletions,
amplifications, and

fusions in tumor DNA

Alterations of gene expression
in tumor tissue

Clinical relevance Identification of patients
for targeted therapy

Prognostic information, possible
gene targets for targeted therapy
and information about recurrence

or resistance to treatment

Prognostic information and
prediction of benefit
from chemotherapy

Table 3. MiRNAs used as biomarkers for the early diagnosis of colorectal cancer.

MiRNA Abundance Target Impact on Colorectal Cancer Reference

miR-21 High MEG2 Promoting cell proliferation
and inhibit apoptosis [54]

miR-485–3p Low TPX2 Inhibiting cell proliferation [55]
miR-4728–5p Low MST4 Inhibiting cell proliferation [55]

miR-3937 High BCL2L12 Promoting cell invasion
and migration [56]

miR-31 High RAS p21 GTPase Promoting cell proliferation [57]

miR-22–3p Low KDM3A Inhibiting the proliferation,
migration and invasion [58]

miR-20a High Smad4, E-cadherin Promoting the invasion
and migration [59]

miR-145 Low Fasin-1, MYC Inhibiting cell proliferation
and metastasis [59]

miR-223 High FBXW7 Promoting proliferation,
invasion and migration [60,61]

miR-182 High High MTDH
Enhancing colorectal cancer cell

survival, invasion, and
drug resistance

[61,62]

miR-92a High Bim
Promoting colorectal cancer cell

proliferation, invasion
and migration

[63]

miR-18a Low CDC42 Making cell cycle arrest,
promote apoptosis [64]

The CDX2 protein family, which is part of the ParaHox gene cluster, consists of three
members—CDX1, CDX2, and CDX4 [65,66]. A deficiency in CDX2 results in compromised
barrier function and enterocyte atrophy, and it is thought that the loss of CDX2 is primarily
due to epigenetic changes rather than genetic mutations [67]. CDX2 downregulation or loss
has been observed in a subset of CRC, and the absence of CDX2 expression is associated
with more aggressive features, including advanced stage, poor differentiation, vascular
invasion, and BRAF mutation, all of which can contribute to lower survival rates [68–70].
Evidence in the literature indicates that patients with CDX2-negative tumors typically have
lower survival rates than those with CDX2-positive tumors. Additionally, the loss of CDX2
expression may help identify a subset of stage II colon cancer patients at increased risk for
disease recurrence who could benefit from adjuvant chemotherapy [71]. These findings
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highlight the potential of CDX2 as both a prognostic biomarker, offering insights into
disease progression or outcomes regardless of treatment, and a predictive biomarker, which
provides information on the likelihood of response to specific therapies. The reported
incidence of CDX2-negative cases varies widely, ranging from 5% to 30% across different
studies, as illustrated in Table 4 [71–79].

Table 4. The variability in CDX2 negative tumor assessment.

Detection
Method CDX2 (−) (%) Patients (n) CDX2

(−)/Total
Independent

DFS Predictor Reference

mRNA 4.1 87/2115 NA
[71]mRNA 6.9 32/466 yes

protein 12.1 38/314 yes
protein 5.3 8/150 yes [72]
protein 5.9 42/713 yes [73]
protein 10.9 25/232 in MSS CRC [74]
protein 10.0 102/1003 no [75]
protein 6.0 39/637 yes [76]
mRNA 15.6 73/469 yes [77]
protein 29.0 183/621 in familial CRC [78]

protein 11.6 66/571
in combined cohort [79]8.5 50/586

Abbreviations: DFS, disease-free survival; mRNA, messenger RNA; MSS, microsatellite stable; CRC, colorectal
cancer; NA, non-applicable.

In a retrospective study, Chan et al. evaluated a cohort of patients with stage I to IV
CRC for CDX2 staining and analyzed its correlation with patient demographics, clinico-
pathologic features, and cancer outcomes, including OS, DFS, and RFS (Contribution 4).
Additionally, they analyzed these parameters separately for colon and rectal cancer pa-
tients. Low CDX2 expression was significantly associated with adverse prognostic features,
including poor tumor differentiation, lymphovascular or perineural invasion, and reduced
OS and DFS in both colon and rectal cancers. In addition to assessing the prognostic value
of CDX2 expression, Chan et al. explored its potential as a predictive biomarker. The study
showed a trend toward improved survival with adjuvant chemotherapy in patients with
low CDX2 expression, although this trend did not achieve statistical significance (p = 0.113).
In stage III colon cancer, adjuvant chemotherapy was associated with a statistically sig-
nificant improvement in OS for both high (HR 0.19 [CI 0.11–0.32]), p < 0.0001)- and low
(HR 0.05, [CI 0.01–0.23], p < 0.001)-CDX2 expression tumors. However, this result is less
clinically impactful because most stage III colon cancer patients are typically recommended
adjuvant chemotherapy irrespective of CDX2 expression. The study by Chan et al. also
investigated the role of CDX2 in predicting risk for rectal cancer, an area with limited
literature compared to studies combining colon and rectal cancers. The lack of significant
differences in survival outcomes between patients with high and low CDX2 expression
who received adjuvant chemotherapy for rectal cancer suggests that CDX2 is unlikely to
predict chemotherapy response in this group. Indeed, OS improved regardless of whether
their CDX2 expression was high (p = 0.017) or low (p < 0.0001). Furthermore, the impact of
adjuvant therapy on observed outcomes is uncertain, especially since some patients had
received pre-operative treatment. Additionally, CDX2 expression did not correlate with
treatment outcomes in the rectal cancer cohort undergoing neoadjuvant therapy (p = 0.825).
The study also revealed a significant increase in the percentage of cases with CDX2 expres-
sion loss as cancer stage advanced, with rates of 3.5% in stage I, 5.0% in stage II, 10.7% in
stage III, and 12.1% in stage IV (p = 0.015). Two clinicopathological features significantly
associated with CDX2 expression were tumor differentiation (p < 0.001) and the presence
of lymphovascular or perineural invasion (p = 0.002). Regarding tumor sidedness, low
CDX2 expression was more common in right-sided tumors (11.7%) compared to left-sided
tumors (6.0%), which was statistically significant. Similarly, there was a higher proportion
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of low CDX2 expression in colon tumors (9.2%) versus rectal tumors (5.7%), although this
difference was not statistically significant.

Apocrine gland anal sac adenocarcinoma (AGASACA) is a relatively uncommon tu-
mor in dogs, accounting for approximately 17% of perianal malignancies [80,81]. These neo-
plasms exhibit variable local aggressiveness and a high potential for metastasis [80–82]. Sur-
gical excision is the gold standard, whereas additional treatment options include chemother-
apy, radiotherapy, electrochemotherapy, molecular targeted therapy, and cyclooxygenase-2
inhibitors [81,83–85]. HER2 is a membrane protein belonging to the epidermal growth
factor receptor (EGFR/HER) family, normally expressed in various tissues. When over-
expressed, the HER2 receptor initiates proliferative signals and disrupts cellular control
mechanisms, contributing to tumorigenesis [86–88]. HER2 overexpression has been ob-
served in several types of neoplasms and its potential as a therapeutic target has been
explored through the use of anti-HER2 monoclonal antibodies [89–92]. Ki67, a nuclear
protein associated with cell proliferation, is present in cells undergoing active division
and is either minimal or absent in quiescent cells [93,94]. Its expression is detected in all
proliferating cells, both normal and neoplastic, and is characterized by a short half-life of
approximately one hour [80,94,95]. Ki67 is widely used as a key marker of cell proliferation,
serving as a prognostic indicator of the proliferative index across various tumor types.

Paiva et al. investigated the expression of HER2 and Ki67 in cases of canine AGASACA,
focusing on their presence and clinical significance (Contribution 5). Immunohistochemistry
(IHC) showed that 45% of the neoplastic cases were positive for HER2 staining, while the
control group exhibited 100% negative HER2 staining. Several studies have explored
tumor size as a prognostic factor in AGASACA cases, using various cutoff values [82,96,97].
The most widely accepted size criteria come from Polton and Brearley’s 2007 staging
model, where measurements are conducted through clinical evaluation with a caliper [98].
However, in the study by Paiva et al., tumor size was measured directly on formalin-fixed
tissue. Evaluating the primary tumor samples including T1 (largest tumor diameter smaller
than 2.5 cm) and T2 (largest tumor diameter larger than 2.5 cm), positive HER2 staining
was observed in 45% of the cases, all of which had a score of 2+, with no cases scoring 3+.
A statistical analysis showed no correlation between HER2 expression and tumor size. This
suggests that HER2 expression is present even in smaller tumors diagnosed at early stages,
indicating that these cases might also benefit from targeted therapies. HER2 expression was
also detected in metastatic lymph node samples, with no statistically significant difference
compared to primary tumors, making it difficult to assess its effectiveness as a prognostic
marker. Ki67 expression was measured at 25% across all groups, except for the control
group, which had a median expression of 8%. Other studies have reported higher levels,
with a median of 34.33% and a mean of 34.58% (ranging from 19.6% to 55.98%), as well
as lower levels, with a median of 7.75% (ranging from 0% to 54%) [99,100]. Overall, both
HER2 and Ki67 show distinct expression and represent promising therapeutic targets for
the development of new anticancer therapies.

The heterodimerization of HER2 with other members of the HER family, or its ligand-
independent homodimerization, results in the autophosphorylation of the cytoplasmic
domain. HER2 overexpression is observed in approximately 20% of breast cancers and
20% of gastric cancers and is linked to higher recurrence rates and reduced OS [101,102].
Trastuzumab, an anti-HER2 monoclonal antibody, has shown anti-proliferative activity
in vitro and significant antitumor effects in vivo [103,104]. This has resulted in its approval
by the U.S. Food and Drug Administration (FDA) for the treatment of HER2-positive
breast cancer [105]. Trastuzumab is given to patients with tumors that overexpress HER2,
which is characterized by solid, complete membranous staining of more than 10% of cells
in IHC (IHC 3+) and/or amplification detected by in situ hybridization (ISH) [106]. Addi-
tionally, trastuzumab–deruxtecan (T-DXd), an antibody-drug conjugate (ADC) based on
trastuzumab, has also received FDA approval [107]. T-DXd demonstrates greater efficacy
not only in HER2-positive breast cancers but also in HER2-low (IHC 1+ or IHC 2+/ISH
non-amplified) advanced breast cancers and HER2-mutant lung cancers [108–112]. Since
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half of all breast cancers are classified as HER2-low, a substantial number of patients are
likely to benefit from T-DXd therapy [113]. Cardiotoxicity is a common adverse effect
associated with anti-HER2 monoclonal antibodies and ADCs, necessitating routine cardiac
monitoring for patients [114]. Research teams have developed CasMabs targeting HER2
(H2Mab-250), podocalyxin (PcMab-6), and podoplanin (LpMab-2 and LpMab-23), and
evaluated their reactivity against both cancer and normal cells using flow cytometry and
IHC [115–117]. H2Mab-250 exhibits a strong in vivo antitumor effect, despite its lower
in vitro reactivity and affinity compared to trastuzumab [115,116]. The underlying reasons
for this discrepancy have not yet been clarified.

Suzuki et al. compared the antibody-dependent cellular cytotoxicity (ADCC) and
complement-dependent cytotoxicity (CDC) of H2Mab-250 and trastuzumab (Contribution
6). They found that H2Mab-250 demonstrated superior CDC activity against breast cancer
and HER2-overexpressing cells compared to trastuzumab. Moreover, both H2Mab-250-hG1
and H2Mab-250-mG2a showed comparable antitumor effects to those of trastuzumab’s cor-
responding isotypes. These findings suggest that the enhanced CDC activity of H2Mab-250
may offset its lower ADCC activity, contributing to its overall antitumor efficacy. Chimeric
antigen receptor (CAR)-T cell therapy is making significant strides as an anticancer treat-
ment, but designing the optimal CAR remains a challenge [118]. In solid tumors, immune
checkpoints such as PD-1, T cell immunoglobulin and mucin-domain-containing 3 (TIM-3),
and CTLA-4 are often overexpressed, leading to CAR-T cell exhaustion. The tumor microen-
vironment (TME) comprises immunosuppressive cells, including regulatory T cells (Tregs),
myeloid-derived suppressor cells (MDSCs), and M2 macrophages. These cells release
cytokines such as transforming growth factor-beta (TGFβ) and interleukin 10 (IL-10), which
diminish the effectiveness of CAR-T cells in targeting tumors [119]. To tackle this issue,
strategies include combining CAR-T cells with immune checkpoint inhibitors, like PD-1
inhibitors, or genetically modifying CAR-T cells to enhance their immune response and
resistance to inhibitory factors, thereby improving their anti-tumor efficacy [120]. Table 5
summarizes several clinical trials exploring the combination of CAR-T cells with immune
checkpoint blockades.

Table 5. Selected clinical trials combining ICIs and CAR-T therapy.

Clinical
Trials Phase Number of Patients ICI CAR-T Cell Target Cancer Type Preliminary

Results

NCT01822652 I 11 Pembro GD2 Neuroblastoma 6 PD, 2 CR (after
salvage), 5 SD

NCT02414269 I 27 Pembro Mesothelin

Malignant pleural diseases,
comprising metastatic lung

and breast cancers and
malignant pleural mesothelioma

2 CR, 8 SD (>6 months)

NCT03287817 I 19 Pembro CD19/22 dual target r/r DLBCL 64% ORR, 55% CRR
NCT03630159 Ib 4 Pembro CD19 r/r DLBCL 1 PR, 2 PD

NCT03726515 I 7 Pembro EGFRvIII EGFRvIII + , MGMT-unmethylated
glioblastoma

Low efficacy, 7 PD,
median PFS: 5.2 months,
median OS: 11.8 months

NCT04991948 Ib Estimated 34 Pembro NKG2D Colorectal cancer 2 deaths reported
NCT04995003 I Estimated 25 Pembro or nivo HER2 Advanced Sarcoma NA
NCT04003649 I Estimated 60 Nivo and ipi IL13Ra2 Glioblastoma NA

NCT04539444 II 16 Tisleli CD19/22 dual target R/R B-NHL CR 11, 1-year PFS: 68.8%,
1-year OS: 81.3%

NCT04381741 Ib 8 Tisleli CD19 R/R DLBCL 4 CR, 1 PR, 2 PD

NCT02926833 I/II 28 Atezo CD19 DLBCL 75% ORR, 46% CR, 29%
PR,7%SD, 14%PD

NCT02706405 I 29 Durva CD19 R/R LBCL 35% ORR, 27% CR

NCT03310619 I/II Estimated 77 Durva, nivo,
Relatli CD19 R/R aggressive B-cell NHL NA

Abbreviations: ICI, immune checkpoint inhibitor; CAR-T cell, chimeric antigen receptor-T cell; Pembro, pem-
brolizumab; PD, progression disease; CR, complete response; SD, stable disease; R/R DLCBL, relapsed/refractory
diffuse large B cell lymphoma; ORR, overall response rate; CRR, complete response rate; PR partial, response;
EGFRvIII, epidermal growth factor receptor variant III; MGMT, O6-methylguanine-DNA methyltransferase;
PFS, progression-free survival; OS, overall survival; NKG2D, natural killer group 2D; Nivo, nivolumab; HER2,
epidermal growth factor receptor 2; NA, non-applicable; Ipi, ipilimumab; IL13Ra2, interleukin-13 receptor
subunit alpha-2; Tisleli, tislelizumab; R/R B-NHL, relapsed/refractory B-cell non-Hodgkin lymphoma; R/R
DLCBL, relapsed/refractory diffuse large B cell lymphoma; Atezo, atezolizumab; Durva, durvalumab; R/R LBCL,
relapsed/refractory large B cell lymphoma; Relatli, relatlimab.
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H2Mab-250 is currently being developed for CAR-T cell therapy and is undergo-
ing evaluation in a phase I trial for HER2-positive advanced solid tumors in the U.S.
(NCT06241456). Research indicates that resistance to CDC can arise from the expression
of complement regulators in tumor cells, facilitating their evasion of host immune re-
sponses [121]. The upregulation of these regulators, such as CD46, CD55, and CD59, has
been shown to inhibit CDC by blocking terminal complement activation and preventing
the formation of the membrane attack complex [122,123]. Future studies should investigate
the dual targeting of HER2 by H2Mab-250 and complement regulators in in vitro models.

Bladder cancer is the tenth most commonly diagnosed cancer globally and represents
a major cause of morbidity and mortality [124]. Urothelial carcinoma is the most preva-
lent histologic type; nevertheless, squamous cell carcinoma is more frequently observed
in regions of Africa where schistosomiasis is widespread [125]. Non-muscle-invasive
bladder cancer (NMIBC) comprises around 75% of bladder cancer cases and is character-
ized by a high recurrence rate, which can be mitigated with Mycobacterium bovis Bacillus
Calmette–Guérin (BCG) immunotherapy [126]. However, BCG immunotherapy fails in
30–50% of patients, and the frequent monitoring required contributes to high disease
management costs [127–129]. Research into the mechanisms underlying BCG’s action has
led to the investigation of single-nucleotide polymorphisms (SNPs) in genes related to
cytokine production, DNA repair pathways, and reactive oxygen species production for
their potential to predict responses to BCG therapy [130–134]. GSTT2 is a member of the
glutathione-S-transferase (GST) family of proteins, which detoxifies both xenobiotics and
endobiotics by conjugating them with glutathione (GSH). The pseudogene GSTT2B is a
duplicate of GSTT2 in a head-to-head arrangement. It is commonly lost in humans, leading
to a significant reduction in GSTT2 expression [135]. Higher GSTT2 expression has been
linked to a lower risk of colon cancer, esophageal squamous cell carcinoma, and Barrett’s
esophagus [136–138].

Rahmat et al. found that GSTT2 expression plays a crucial role in the intracellular
survival of BCG in host cells (Contribution 7). It has also been shown to act on secondary
lipid peroxidation products and organic hydroperoxides [139]. GSTT2 may facilitate BCG
elimination by regulating intracellular levels of these secondary lipid peroxidation products.
When bladder cancer cells internalize live BCG, there is an increase in cellular reactive
oxygen species (ROS) levels and lipid peroxidation, while lyophilized BCG induces the
opposite effect [140]. Rahmat et al. also observed that GSTT2 expression influences ROS
generation induced by BCG. In vitro, overexpression of GSTT2 resulted in increased net
ROS levels following treatment with lyophilized BCG and decreased survival of intra-
cellular live BCG. This suggests that after exposure to live BCG, the overexpression of
GSTT2 might deplete the intracellular supply of GSH, which is necessary to counteract
the effects of lipid peroxidation. The depletion of GSH would lead to elevated net ROS
levels, thereby contributing to the destruction of BCG particles via ROS. In contrast, in
GSTT2-silenced cells, GSTT2 activity does not deplete intracellular GSH following live
BCG treatment, resulting in lower net ROS levels and increased BCG survival. Overall,
the study by Rahmat et al. suggests that tailoring patient responses based on genotype
may be feasible. Genotyping could also help reduce the frequency of post-BCG therapy
surveillance for some patients.

Uterine myomas are the most common benign tumors of the female reproductive
system [141]. Also known as fibroids, they develop from smooth muscle cells and affect
more than 70% of women of reproductive age [142]. The development and growth of
myomas are influenced by various factors, such as steroid hormones, multiple cytokines,
growth factors, the extracellular matrix (ECM), microRNA, genetic predispositions, stem
cells, and vitamin D deficiency [143–146]. Angiogenesis is a complex process that involves
stimulatory factors, components of the ECM, and various cell types, and among the factors
that stimulate angiogenesis are angiopoietins. Angiopoietin 1 (ANG1), one of the three
well-known angiopoietins, is encoded by the ANGPT1 gene located on chromosome 8q23.1
and is expressed in smooth muscle cells, fibroblasts, and pericytes. The synthesis of ANG1
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is regulated by the hypoxia-inducible factor alpha (HIF-1α) and is associated with calcium
ions [147]. ANG1 has a localized effect on the ECM, with cell signaling mediated by
protein kinases such as Mitogen-activated Protein Kinase (MAPK) and Focal Adhesion
Kinase (FAK) [143,148]. The angiogenic functions of ANG1 are influenced by calcium
signaling pathways that depend on Ca2+ [149]. Calcium homeostasis is regulated by the
calcium-sensing receptor (CaSR), which is primarily expressed in the parathyroid glands,
kidneys, and brain and plays a role in numerous biological processes. FAK is present in
cells that form adhesion sites with the ECM or with other cells. It is also heavily involved
in regulating angiogenesis and is considered a potential target for anti-angiogenic therapies
in treating malignant tumors [150,151].

Markowska et al. investigated the roles of ANG1, CaSR, and FAK in uterine fibroids
to explore their potential use in targeted therapies (Contribution 8). Their study found
that ANG1 was expressed in both myoma and the surrounding tissue, as well as in the
unaffected uterine tissue of women in the control group. However, among the 70 women
in the study (with myoma and peripheral tissue) and the 12 women in the control group
(with healthy uterine muscle), there were no significant differences in ANG1 expression
levels (p = 0.983). In the experimental arm of the 70 women with uterine myomas, CaSR
levels were measured in both the tumor tissue and its surrounding area. The concentra-
tions of CaSR were found to be lower in the myoma and its periphery compared to the
myometrium of healthy women (p = 0.001). These findings suggest that calcium supplemen-
tation may help prevent the growth of large myomas in women who already have small
myomas. They also found that FAK expression is significantly reduced in uterine myomas
and their surrounding tissue (18,338.54 ± 8824.04) compared to healthy uterine muscle
(39,665.24 ± 14,231.92). This suggests that FAK does not play a role in the growth of benign
tumors, making clinical trials of FAK inhibitors unnecessary.

Lung cancer is the second most prevalent cancer worldwide, and there is a growing
need for diagnostic methods based on biomarkers that enable the early detection of lung
cancer [152]. EVs from cancer cells modify the tumor microenvironment, facilitating
the transformation of stromal cells into angiogenic, pre-metastatic, or tumor-suppressing
cells [153,154]. Exosomes derived from cancer cells also display multiple tumor antigens
on their surface, making them useful for the non-invasive early detection of cancer and
monitoring treatment progress [155]. EVs play a crucial role in the diagnosis, treatment,
and prognosis of non-small cell lung cancer by regulating the production of miRNAs,
lncRNAs, circular RNAs (circRNAs), and proteins. Table 6 presents various components of
extracellular vesicles (EVs) as biomarkers in NSCLC immunotherapy research.

Table 6. Various components of EVs as biomarkers in NSCLC immunotherapy research.

Biomarkers Expression Recipient Cell Target Function Reference

miR-21 Up HBE cells STAT3 Blocking angiogenesis [156]
miR-494 miR-524-3p Up AD cells LnStr, LFb Regulating organs prior to tumor metastasis [157]

LINC00301 Up NSCLC cells TGF-b Impact on NSCLC development [158]
lncRNA UFC1 Up NSCLC cells EZH2 Impact on NSCLC development [159]
CircNDUFB2 Up NSCLC cells IGF2BPs Stimulates anti-tumor immunity [160]

has-circRNA-002178 Up AD cells None Promoting PDL1/PD1 expression in lung AD [161]
circUSP7 Up NSCLC cells CD8+ T cells Promotion of immunosuppression [162]

PKM2 Up NSCLC cells None Promotes NSCLC cell proliferation
and CDDP resistance [163]

PLA2G10 Up NSCLC cells None Negative correlation with NSCLC prognosis [164]
GCC2 Up NSCLC cells None Early diagnostic biomarkers for NSCLC [165]

GCC2-ALK Up NSCLC cells ALK For NSCLC diagnosis and treatment [166]
LBP Up NSCLC cells None Diagnosis of metastatic NSCLC [167]

Abbreviations: EVs, extracellular vesicles; NSCLC, non-small cell lung cancer; AD, adenocarcinoma; CDDP, cisplatin.

Over the past decade, several methods have been developed to quantitatively evaluate
exosomes, such as nanoparticle tracking analysis (NTA), Western blotting, fluorescence tech-
niques, surface plasmon resonance (SPR), surface-enhanced Raman spectroscopy (SERS),
and electrochemical sensing [168]. Of these, electrochemical detection stands out due to
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its simplicity, rapid response, high specificity, and accuracy [169]. Electrochemistry has
diverse biomedical applications, and biosensors are analytical devices that use biological
components to detect and quantify specific chemical compounds or biological molecules.
Electrochemical biosensors utilize electrodes to monitor changes in electrical signals when
a biological molecule attaches to a receptor on the electrode surface. Electrochemical tech-
niques such as cyclic voltammetry and electrochemical impedance spectroscopy, known for
their high sensitivity, user-friendliness, and minimal sample requirements, can be used to
develop highly accurate biosensors [170]. Various materials, such as conductive polymers,
metals, and semiconductors, can be employed to construct electrochemical biosensors [171].
To enhance the signal-to-noise ratio and sensitivity of electrochemical sensing systems, it is
crucial to identify a material suitable for use as a surface that has properties like small size,
a large electroactive surface area, good biocompatibility, and adequate conductivity.

Irani et al. sought to develop a reliable, reproducible, and sensitive biosensor for
detecting and quantifying exosomes using electrochemical methods (Contribution 9). The
process began with coating the electrode surface with a suitable layer of gold, followed by
thermal annealing to create primary gold seeds. These seeds were then grown to the desired
size, and the surface was activated by introducing functional groups with high-performance
materials, carefully adhering to the required timing for each step. Subsequent steps in-
volved designing system control tests to evaluate and confirm the biosensor’s functionality.
To validate the biosensor, exosomes derived from cancer cells and human serum samples
were used. Irani et al. concentrated on exosomes secreted by lung cancer cells (A549)
and utilized the CD-151 antigen to differentiate these exosomes from other environmental
factors. Their research employed multiple centrifugation steps at varying speeds, followed
by an ultracentrifugation step at high speed to purify the exosomes. The custom-designed
biosensor by Irani et al. achieved a limit of detection of 20 exosomes/mL in spiked blood
serum, which is promising for further cancer screening applications. Electrochemical meth-
ods for detecting exosomes hold significant potential. Nevertheless, enhancing sensitivity,
selectivity, and reproducibility, standardizing sample preparation protocols, and validating
results across various platforms are challenges that should be addressed.

Glioblastoma (GBM) remains the most prevalent and aggressive glial tumor, with
remarkable resistance to nearly all standard-of-care treatments, which typically include a
combination of chemotherapy and radiation following surgical resection [172]. The diffi-
culty in treating GBM primarily arises from a small population of therapy-resistant GBM
stem cells (GSCs) and the complex inter- and intra-tumor heterogeneity, which encompasses
various GBM subtypes and a diverse array of stromal cells within the TME [173–175]. GBM
cells also recruit and alter immune cells distinct from microglia, fostering tumor growth
and creating an immunosuppressive TME by releasing cytokines and EVs, and forming
intercellular nanotubes [176]. Agosti et al. provide an in-depth review of emerging im-
munotherapeutic approaches targeting GBMs (Contribution 10). CAR-T cell therapy shines
as a promising option, as these cells are meticulously engineered to target specific antigens.
The advancement of second-generation CAR-T cells, designed for enhanced specificity
and reduced off-target effects, underscores the potential of this therapy. Oncolytic viruses,
which function through dual mechanisms, are currently being evaluated in clinical trials.
Additionally, cancer vaccines, especially those aimed at neoantigens, present a personalized
strategy with considerable potential. Finally, immune checkpoint inhibitors, such as PD-1
and cytotoxic T lymphocyte-associated protein 4 (CTLA-4) inhibitors, have shown promise
in clinical trials.

Given the pivotal role of GSCs in glioma biology, there is growing interest in devel-
oping targeted therapies to eradicate these cells. Agosti et al. examined the molecular
mechanisms underlying glioma progression linked to GSCs and pinpointed the critical
signaling pathways and molecular interactions involved in GSC maintenance, resistance
to therapy, and tumor recurrence (Contribution 11). Targeting the Notch, PI3K/AKT, and
Wnt/β-catenin signaling pathways with specific inhibitors offers a promising approach
to disrupting GSC maintenance and tumor growth. The advancement of these targeted
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therapies, along with sophisticated genomic and proteomic profiling, opens the door to
personalized treatment strategies in glioma.

Prostatic adenocarcinoma is the second most commonly diagnosed cancer in men,
with an estimated 1.4 million cases and 375,000 deaths worldwide in 2020 [177]. It serves
as a classic example of an epithelial tumor that, in its well-differentiated stages, resem-
bles normal prostate glands [178]. As the tumor advances, this normal-like architecture
becomes increasingly disorganized, progressing to a poorly differentiated state. It is hy-
pothesized that across all these tumor differentiation subtypes, the proliferation and growth
of carcinomas are driven by a critical cellular compartment that resembles normal stem
cells—these are often referred to as cancer stem cells (CSCs). Koukourakis et al. provided a
comprehensive review of the theories concerning the origin of prostate cancer stem cells
(PCSCs), their characterization, and the molecular pathways they engage (Contribution 12).
PCSCs have been identified and partially characterized, displaying surface markers such as
CD44, CD133, and integrin α2β1, as well as embryonic proteins like OCT4, NANOG, and
SOX. These cells exhibit the activation of key signaling pathways, including Notch, NF-kB,
PTEN/Akt/PI3K, RAS-RAF-MEK-ERK, and Hedgehog. The overexpression of stem cell
markers and the hyperactivation of these pathways have been effectively employed to
predict therapeutic responses and offer prognostic insights [179]. PCSCs are essential for
replenishing the population of prostate cancer cells during radiotherapy and chemotherapy,
and they exhibit notable resistance to androgen deprivation therapy [180]. Consequently,
the incorporation of stem cell-targeting agents is expected to improve the effectiveness of
these therapeutic approaches.

In summary, evaluated herein studies of the molecular biology of cancer with emerg-
ing biomarkers and therapeutic advances showcase the impressive progress along with
drawbacks and challenges. Within the broader context of translational and clinical cancer
research, these developments are anticipated to enable more sensitive, cost-effective, and
non-invasive tests to facilitate timely and accurate diagnosis and personalized engage-
ment, leading to prevention or precision-guided therapies. Unlike traditional anticancer
treatments, innovative strategies such as triggered release mechanisms, intracellular drug
targeting, cancer stem cell therapy, magnetic drug targeting, and ultrasound-mediated
drug delivery, along with gene delivery, have led to the development of new treatment
modalities for cancer. The crucial task in the development of anticancer drugs involves
achieving site-specific delivery while minimizing systemic toxicity. Tumors create a dy-
namic environment where factors such as angiogenic potential, cell mass, and extracellular
matrix composition constantly changing. Recent advances in drug delivery strategies are
identifying preventive interventions, allowing new chemopreventive agents to be delivered
via novel cell-targeting methods. Targeted drug delivery can be achieved by exploiting
the overexpression of transporters and receptors on the plasma membrane of cancer cells.
Additionally, ion channels such as potassium, sodium, calcium, chloride, and AQP4 chan-
nels may be targeted to regulate tumor metastasis. Cancer cells rely on these channels for
migration. Overall, combined with promising immunotherapies and precision delivery
systems, early detection and interventions with a customized approach is anticipated to im-
prove the outcomes of existing treatments and enable new mono- and combined therapies,
minimizing harmful side effects and improving the targeting of specific mechanisms with
desirable outcomes. In this exciting journey guided by the molecular biology of cancer,
it is hoped that the acquired knowledge summarized in this compendium will assist in
advancing the frontiers of cancer therapy for better management and care.
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38. Niedźwiecki, S.; Stepień, T.; Kuzdak, K.; Stepień, H.; Krupiński, R.; Seehofer, D.; Rayes, N.; Ulrich, F. Serum levels of interleukin-1
receptor antagonist (IL-1ra) in thyroid cancer patients. Langenbecks Arch. Surg. 2008, 393, 275–280. [CrossRef]

39. Poch, B.; Lotspeich, E.; Ramadani, M.; Gansauge, S.; Beger, H.G.; Gansauge, F. Systemic immune dysfunction in pancreatic cancer
patients. Langenbecks Arch. Surg. 2007, 392, 353–358. [CrossRef]

40. Rose-John, S. Interleukin-6 Family Cytokines. Cold Spring Harb. Perspect. Biol. 2018, 10, a028415. [CrossRef]
41. Omokehinde, T.; Johnson, R.W. GP130 Cytokines in Breast Cancer and Bone. Cancers 2020, 12, 326. [CrossRef]
42. Jones, S.A.; Jenkins, B.J. Recent insights into targeting the IL-6 cytokine family in inflammatory diseases and cancer. Nat. Rev.

Immunol. 2018, 18, 773–789. [CrossRef] [PubMed]
43. Kaur, S.; Bansal, Y.; Kumar, R.; Bansal, G. A panoramic review of IL-6: Structure, pathophysiological roles and inhibitors. Bioorg

Med. Chem. 2020, 28, 115327. [CrossRef]
44. Calaf, G.M.; Hei, T.K. Establishment of a radiation- and estrogen-induced breast cancer model. Carcinogenesis 2000, 21, 769–776.

[CrossRef]
45. Cardoso, F.; Kyriakides, S.; Ohno, S.; Penault-Llorca, F.; Poortmans, P.; Rubio, I.T.; Zackrisson, S.; Senkus, E.; ESMO Guidelines

Committee. Early breast cancer: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up. Ann. Oncol.
2019, 30, 1194–1220. [CrossRef]

46. Gennari, A.; André, F.; Barrios, C.H.; Cortés, J.; de Azambuja, E.; DeMichele, A.; Dent, R.; Fenlon, D.; Gligorov, J.; Hurvitz, S.A.;
et al. ESMO Clinical Practice Guideline for the diagnosis, staging and treatment of patients with metastatic breast cancer. Ann.
Oncol. 2021, 32, 1475–1495. [CrossRef]

47. Osseis, M.; Nehmeh, W.A.; Rassy, N.; Derienne, J.; Noun, R.; Salloum, C.; Rassy, E.; Boussios, S.; Azoulay, D. Surgery for T4
Colorectal Cancer in Older Patients: Determinants of Outcomes. J. Pers. Med. 2022, 12, 1534. [CrossRef] [PubMed]

48. Cancer Net, A. Colorectal Cancer: Statistics. 2023. Available online: https://www.cancer.net/cancer-types/colorectal-cancer/
statistics (accessed on 10 September 2024).

49. Argilés, G.; Tabernero, J.; Labianca, R.; Hochhauser, D.; Salazar, R.; Iveson, T.; Laurent-Puig, P.; Quirke, P.; Yoshino, T.; Taieb,
J.; et al. Localised colon cancer: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up. Ann. Oncol.
2020, 31, 1291–1305. [CrossRef] [PubMed]

50. Rebuzzi, S.E.; Pesola, G.; Martelli, V.; Sobrero, A.F. Adjuvant Chemotherapy for Stage II Colon Cancer. Cancers 2020, 12, 2584.
[CrossRef]

51. Boussios, S.; Ozturk, M.A.; Moschetta, M.; Karathanasi, A.; Zakynthinakis-Kyriakou, N.; Katsanos, K.H.; Christodoulou, D.K.;
Pavlidis, N. The Developing Story of Predictive Biomarkers in Colorectal Cancer. J. Pers. Med. 2019, 9, 12. [CrossRef]

52. Adeleke, S.; Haslam, A.; Choy, A.; Diaz-Cano, S.; Galante, J.R.; Mikropoulos, C.; Boussios, S. Microsatellite instability testing
in colorectal patients with Lynch syndrome: Lessons learned from a case report and how to avoid such pitfalls. Per. Med.
2022, 19, 277–286. [CrossRef] [PubMed]

53. Ogunwobi, O.O.; Mahmood, F.; Akingboye, A. Biomarkers in Colorectal Cancer: Current Research and Future Prospects. Int. J.
Mol. Sci. 2020, 21, 5311.

54. Bao, Z.; Gao, S.; Zhang, B.; Shi, W.; Li, A.; Tian, Q. The Critical Role of the miR-21-MEG2 Axis in Colorectal Cancer. Crit. Rev.
Eukaryot. Gene Expr. 2020, 30, 509–518. [CrossRef] [PubMed]

55. Gurer, T.; Aytekin, A.; Caki, E.; Gezici, S. miR-485-3p and miR-4728-5p as Tumor Suppressors in Pathogenesis of Colorectal
Cancer. Mol. Biol. 2022, 56, 516–520. [CrossRef]

56. Qiao, D.; Gu, C.; Wang, W.; Yan, W.; Jiang, C.; Hu, J.; Shang, A.; Guo, J. Tumor-Originated Exosomal hsa-miR-3937 as a Minimally
Invasive Early Biomarker for Liquid Biopsy of Colorectal Cancer. J. Oncol. 2022, 2022, 6990955. [CrossRef]

57. Ashoori, H.; Kamian, S.; Vahidian, F.; Ghamarchehreh, M.E. Correlation of miR-31 and miR-373 expression with KRAS mutations
and its impact on prognosis in colorectal cancer. J. Egypt. Natl. Cancer Inst. 2022, 34, 35. [CrossRef] [PubMed]

58. Jin, R.R.; Zeng, C.; Chen, Y. MiR-22-3p regulates the proliferation, migration and invasion of colorectal cancer cells by directly
targeting KDM3A through the Hippo pathway. Histol. Histopathol. 2022, 37, 1241–1252.

59. Eslamizadeh, S.; Zare, A.A.; Talebi, A.; Tabaeian, S.P.; Eshkiki, Z.S.; Heydari-Zarnagh, H.; Akbari, A. Differential Expression of
miR-20a and miR-145 in Colorectal Tumors as Potential Location-specific miRNAs. Microrna 2021, 10, 66–73. [CrossRef]

60. Liu, Z.; Ma, T.; Duan, J.; Liu, X.; Liu, L. MicroRNA-223-induced inhibition of the FBXW7 gene affects the proliferation and
apoptosis of colorectal cancer cells via the Notch and Akt/mTOR pathways. Mol. Med. Rep. 2021, 23, 154. [CrossRef]

https://doi.org/10.1002/cncr.20142
https://doi.org/10.1002/cncr.20672
https://doi.org/10.1007/BF03032656
https://doi.org/10.1158/1055-9965.EPI-07-0302
https://doi.org/10.1007/s00423-007-0251-9
https://doi.org/10.1007/s00423-006-0140-7
https://doi.org/10.1101/cshperspect.a028415
https://doi.org/10.3390/cancers12020326
https://doi.org/10.1038/s41577-018-0066-7
https://www.ncbi.nlm.nih.gov/pubmed/30254251
https://doi.org/10.1016/j.bmc.2020.115327
https://doi.org/10.1093/carcin/21.4.769
https://doi.org/10.1093/annonc/mdz173
https://doi.org/10.1016/j.annonc.2021.09.019
https://doi.org/10.3390/jpm12091534
https://www.ncbi.nlm.nih.gov/pubmed/36143319
https://www.cancer.net/cancer-types/colorectal-cancer/statistics
https://www.cancer.net/cancer-types/colorectal-cancer/statistics
https://doi.org/10.1016/j.annonc.2020.06.022
https://www.ncbi.nlm.nih.gov/pubmed/32702383
https://doi.org/10.3390/cancers12092584
https://doi.org/10.3390/jpm9010012
https://doi.org/10.2217/pme-2021-0128
https://www.ncbi.nlm.nih.gov/pubmed/35708161
https://doi.org/10.1615/CritRevEukaryotGeneExpr.2020036484
https://www.ncbi.nlm.nih.gov/pubmed/33463918
https://doi.org/10.1134/S0026893322030062
https://doi.org/10.1155/2022/6990955
https://doi.org/10.1186/s43046-022-00136-1
https://www.ncbi.nlm.nih.gov/pubmed/35989410
https://doi.org/10.2174/2211536609666201221123604
https://doi.org/10.3892/mmr.2020.11793


Int. J. Mol. Sci. 2024, 25, 13090 16 of 20

61. Mahmoud, H.A.; El Amin, H.A.; Ahmed, E.S.M.; Kenawy, A.G.; El-Ebidi, A.M.; ElNakeeb, I.; Kholef, E.F.M.; Elsewify, W.A.E.
Role of MicroRNA-223 and MicroRNA-182 as Novel Biomarkers in Early Detection of Colorectal Cancer. Int. J. Gen. Med.
2022, 15, 3281–3291. [CrossRef]

62. Jin, Y.; Zhang, Z.L.; Huang, Y.; Zhang, K.N.; Xiong, B. MiR-182-5p inhibited proliferation and metastasis of colorectal cancer by
targeting MTDH. Eur. Rev. Med. Pharmacol. Sci. 2019, 23, 1494–1501.

63. Zaki, A.; Fawzy, A.; Akel, S.Y.; Gamal, H.; Elshimy, R.A.A. Evaluation of microRNA 92a Expression and Its Target Protein Bim in
Colorectal Cancer. Asian Pac. J. Cancer Prev. 2022, 23, 723–730. [CrossRef] [PubMed]

64. Humphreys, K.J.; McKinnon, R.A.; Michael, M.Z. miR-18a inhibits CDC42 and plays a tumour suppressor role in colorectal cancer
cells. PloS ONE 2014, 9, e112288. [CrossRef] [PubMed]

65. Badia-Ramentol, J.; Gimeno-Valiente, F.; Duréndez, E.; Martínez-Ciarpaglini, C.; Linares, J.; Iglesias, M.; Cervantes, A.; Calon, A.;
Tarazona, N. The prognostic potential of CDX2 in colorectal cancer: Harmonizing biology and clinical practice. Cancer Treat. Rev.
2023, 121, 102643. [CrossRef] [PubMed]

66. James, R.; Erler, T.; Kazenwadel, J. Structure of the murine homeobox gene cdx-2. Expression in embryonic and adult intestinal
epithelium. J. Biol. Chem. 1994, 269, 15229–15237. [CrossRef] [PubMed]

67. Mondaca, S.; Walch, H.; Nandakumar, S.; Chatila, W.K.; Schultz, N.; Yaeger, R. Specific Mutations in APC, but Not Alterations in
DNA Damage Response, Associate With Outcomes of Patients With Metastatic Colorectal Cancer. Gastroenterology 2020, 159,
1975–1978.e4. [CrossRef] [PubMed]

68. Werling, R.W.; Yaziji, H.; Bacchi, C.E.; Gown, A.M. CDX2, a highly sensitive and specific marker of adenocarcinomas of intestinal
origin: An immunohistochemical survey of 476 primary and metastatic carcinomas. Am. J. Surg. Pathol. 2003, 27, 303–310.
[CrossRef]

69. Tomasello, G.; Barni, S.; Turati, L.; Ghidini, M.; Pezzica, E.; Passalacqua, R.; Petrelli, F. Association of CDX2 Expression With
Survival in Early Colorectal Cancer: A Systematic Review and Meta-analysis. Clin. Colorectal Cancer 2018, 17, 97–103. [CrossRef]

70. Zhang, B.Y.; Jones, J.C.; Briggler, A.M.; Hubbard, J.M.; Kipp, B.R.; Sargent, D.J.; Dixon, J.G.; Grothey, A. Lack of Caudal-Type
Homeobox Transcription Factor 2 Expression as a Prognostic Biomarker in Metastatic Colorectal Cancer. Clin. Colorectal Cancer
2017, 16, 124–128. [CrossRef]

71. Dalerba, P.; Sahoo, D.; Paik, S.; Guo, X.; Yothers, G.; Song, N.; Wilcox-Fogel, N.; Forgó, E.; Rajendran, P.S.; Miranda, S.P.; et al.
CDX2 as a Prognostic Biomarker in Stage II and Stage III Colon Cancer. N. Engl. J. Med. 2016, 374, 211–222. [CrossRef]

72. Tarazona, N.; Gimeno-Valiente, F.; Gambardella, V.; Huerta, M.; Roselló, S.; Zuniga, S.; Calon, A.; Carbonell-Asins, J.A.; Fontana,
E.; Martinez-Ciarpaglini, C.; et al. Detection of postoperative plasma circulating tumour DNA and lack of CDX2 expression as
markers of recurrence in patients with localised colon cancer. ESMO Open 2020, 5, e000847. [CrossRef]

73. Bae, J.M.; Lee, T.H.; Cho, N.Y.; Kim, T.Y.; Kang, G.H. Loss of CDX2 expression is associated with poor prognosis in colorectal
cancer patients. World J. Gastroenterol. 2015, 21, 1457–1467. [CrossRef] [PubMed]

74. Slik, K.; Turkki, R.; Carpén, O.; Kurki, S.; Korkeila, E.; Sundström, J.; Pellinen, T. CDX2 Loss With Microsatellite Stable Phenotype
Predicts Poor Clinical Outcome in Stage II Colorectal Carcinoma. Am. J. Surg. Pathol. 2019, 43, 1473–1482. [CrossRef] [PubMed]

75. Konukiewitz, B.; Schmitt, M.; Silva, M.; Pohl, J.; Lang, C.; Steiger, K.; Halfter, K.; Engel, J.; Schlitter, A.M.; Boxberg, M.; et al.
Loss of CDX2 in colorectal cancer is associated with histopathologic subtypes and microsatellite instability but is prognostically
inferior to hematoxylin-eosin-based morphologic parameters from the WHO classification. Br. J. Cancer 2021, 125, 1632–1646.
[CrossRef]

76. Graule, J.; Uth, K.; Fischer, E.; Centeno, I.; Galván, J.A.; Eichmann, M.; Rau, T.T.; Langer, R.; Dawson, H.; Nitsche, U.; et al. CDX2
in colorectal cancer is an independent prognostic factor and regulated by promoter methylation and histone deacetylation in
tumors of the serrated pathway. Clin. Epigenetics 2018, 10, 120. [CrossRef]

77. Pilati, C.; Taieb, J.; Balogoun, R.; Marisa, L.; de Reyniès, A.; Laurent-Puig, P. CDX2 prognostic value in stage II/III resected colon
cancer is related to CMS classification. Ann. Oncol. 2017, 28, 1032–1035. [CrossRef]

78. Baba, Y.; Nosho, K.; Shima, K.; Freed, E.; Irahara, N.; Philips, J.; Meyerhardt, J.A.; Hornick, J.L.; Shivdasani, R.A.; Fuchs, C.S.;
et al. Relationship of CDX2 loss with molecular features and prognosis in colorectal cancer. Clin. Cancer Res. 2009, 15, 4665–4673.
[CrossRef]

79. Hansen, T.F.; Kjær-Frifeldt, S.; Eriksen, A.C.; Lindebjerg, J.; Jensen, L.H.; Sørensen, F.B.; Jakobsen, A. Prognostic impact of CDX2
in stage II colon cancer: Results from two nationwide cohorts. Br. J. Cancer 2018, 119, 1367–1373. [CrossRef] [PubMed]

80. Meuten, D.J. Tumors in Domestic Animals, 5th ed.; John Wiley & Sons Inc.: Ames, IA, USA, 2017.
81. Withrow, S.J.; Vail, D.M.; Page, R.L. Small Animal Clinical Oncology, 6th ed.; Elsevier: St. Louis, MO, USA, 2020.
82. Williams, L.E.; Gliatto, J.M.; Dodge, R.K.; Johnson, J.L.; Gamblin, R.M.; Thamm, D.H.; Lana, S.E.; Szymkowski, M.; Moore, A.S.

Carcinoma of the apocrine glands of the anal sac in dogs: 113 cases (1985-1995). J. Am. Vet. Med. Assoc. 2003, 223, 825–831.
[CrossRef]

83. Barnes, D.C.; Demetriou, J.L. Surgical management of primary, metastatic and recurrent anal sac adenocarcinoma in the dog: 52
cases. J. Small Anim. Pract. 2017, 58, 263–268. [CrossRef]

84. Chambers, A.R.; Skinner, O.T.; Mickelson, M.A.; Schlag, A.N.; Butler, J.R.; Wallace, M.L.; Moyer, A.L.; Vinayak, A.; Samuel,
N.; Kennedy, K.C.; et al. Adherence to follow-up recommendations for dogs with apocrine gland anal sac adenocarcinoma: A
multicentre retrospective study. Vet. Comp. Oncol. 2020, 18, 683–688. [CrossRef]

https://doi.org/10.2147/IJGM.S353244
https://doi.org/10.31557/APJCP.2022.23.2.723
https://www.ncbi.nlm.nih.gov/pubmed/35225486
https://doi.org/10.1371/journal.pone.0112288
https://www.ncbi.nlm.nih.gov/pubmed/25379703
https://doi.org/10.1016/j.ctrv.2023.102643
https://www.ncbi.nlm.nih.gov/pubmed/37871463
https://doi.org/10.1016/S0021-9258(17)36596-1
https://www.ncbi.nlm.nih.gov/pubmed/7910823
https://doi.org/10.1053/j.gastro.2020.07.041
https://www.ncbi.nlm.nih.gov/pubmed/32730818
https://doi.org/10.1097/00000478-200303000-00003
https://doi.org/10.1016/j.clcc.2018.02.001
https://doi.org/10.1016/j.clcc.2016.09.003
https://doi.org/10.1056/NEJMoa1506597
https://doi.org/10.1136/esmoopen-2020-000847
https://doi.org/10.3748/wjg.v21.i5.1457
https://www.ncbi.nlm.nih.gov/pubmed/25663765
https://doi.org/10.1097/PAS.0000000000001356
https://www.ncbi.nlm.nih.gov/pubmed/31490234
https://doi.org/10.1038/s41416-021-01553-0
https://doi.org/10.1186/s13148-018-0548-2
https://doi.org/10.1093/annonc/mdx066
https://doi.org/10.1158/1078-0432.CCR-09-0401
https://doi.org/10.1038/s41416-018-0285-5
https://www.ncbi.nlm.nih.gov/pubmed/30425348
https://doi.org/10.2460/javma.2003.223.825
https://doi.org/10.1111/jsap.12633
https://doi.org/10.1111/vco.12597


Int. J. Mol. Sci. 2024, 25, 13090 17 of 20

85. Heaton, C.M.; Fernandes, A.F.A.; Jark, P.C.; Pan, X. Evaluation of toceranib for treatment of apocrine gland anal sac adenocarci-
noma in dogs. J. Vet. Intern. Med. 2020, 34, 873–881. [CrossRef] [PubMed]

86. Yan, M.; Schwaederle, M.; Arguello, D.; Millis, S.Z.; Gatalica, Z.; Kurzrock, R. HER2 expression status in diverse cancers: Review
of results from 37,992 patients. Cancer Metastasis Rev. 2015, 34, 157–164. [CrossRef]

87. Hsu, J.L.; Hung, M.C. The role of HER2, EGFR, and other receptor tyrosine kinases in breast cancer. Cancer Metastasis Rev.
2016, 35, 575–588. [CrossRef]

88. Majumder, A.; Sandhu, M.; Banerji, D.; Steri, V.; Olshen, A.; Moasser, M.M. The role of HER2 and HER3 in HER2-amplified
cancers beyond breast cancers. Sci. Rep. 2021, 11, 9091. [CrossRef]

89. Sakai, K.; Maeda, S.; Saeki, K.; Nakagawa, T.; Murakami, M.; Endo, Y.; Yonezawa, T.; Kadosawa, T.; Mori, T.; Nishimura, R.; et al.
Anti-tumour effect of lapatinib in canine transitional cell carcinoma cell lines. Vet. Comp. Oncol. 2018, 16, 642–649. [CrossRef]

90. García, J.M.C.; Murillo, C.E.G.; Jaramillo, M.R. EGFR and HER2 small molecules inhibitors as potential therapeutics in vet-erinary
oncology. Rev. Colomb. Cienc. Químico-Farm. 2020, 49, 452–471.

91. Tanaka, Y.; Watanabe, M.; Saeki, K.; Ong, S.M.; Yoshitake, R.; Imamura, S.; Nishimura, R.; Sugano, S.; Nakagawa, T. Evaluation of
the proper dosage of lapatinib and its safety in dogs. Transl. Regul. Sci. 2020, 2, 68–71. [CrossRef]

92. Maeda, S.; Sakai, K.; Kaji, K.; Iio, A.; Nakazawa, M.; Motegi, T.; Yonezawa, T.; Momoi, Y. Lapatinib as first-line treatment for
muscle-invasive urothelial carcinoma in dogs. Sci. Rep. 2022, 12, 4. [CrossRef] [PubMed]

93. Miller, I.; Min, M.; Yang, C.; Tian, C.; Gookin, S.; Carter, D.; Spencer, S.L. Ki67 is a Graded Rather than a Binary Marker of
Proliferation versus Quiescence. Cell Rep. 2018, 24, 1105–1112.e5. [CrossRef]

94. Li, L.T.; Jiang, G.; Chen, Q.; Zheng, J.N. Ki67 is a promising molecular target in the diagnosis of cancer (review). Mol. Med. Rep.
2015, 11, 1566–1572. [CrossRef]

95. Sun, X.; Kaufman, P.D. Ki-67: More than a proliferation marker. Chromosoma 2018, 127, 175–186. [CrossRef] [PubMed]
96. Skorupski, K.A.; Alarcón, C.N.; de Lorimier, L.P.; LaDouceur, E.E.B.; Rodriguez, C.O.; Rebhun, R.B. Outcome and clinical,

pathological, and immunohistochemical factors associated with prognosis for dogs with early-stage anal sac adenocarcinoma
treated with surgery alone: 34 cases (2002-2013). J. Am. Vet. Med. Assoc. 2018, 253, 84–91. [CrossRef] [PubMed]

97. Schlag, A.N.; Johnson, T.; Vinayak, A.; Kuvaldina, A.; Skinner, O.T.; Wustefeld-Janssens, B.G. Comparison of methods to
determine primary tumour size in canine apocrine gland anal sac adenocarcinoma. J. Small Anim. Pract. 2020, 61, 185–189.
[CrossRef]

98. Polton, G.A.; Brearley, M.J. Clinical stage, therapy, and prognosis in canine anal sac gland carcinoma. J. Vet. Intern. Med.
2007, 21, 274–280. [CrossRef] [PubMed]

99. Morello, E.M.; Cino, M.; Giacobino, D.; Nicoletti, A.; Iussich, S.; Buracco, P.; Martano, M. Prognostic Value of Ki67 and Other
Clinical and Histopathological Factors in Canine Apocrine Gland Anal Sac Adenocarcinoma. Animals 2021, 11, 1649. [CrossRef]

100. Wong, H.; Byrne, S.; Rasotto, R.; Drees, R.; Taylor, A.; Priestnall, S.L.; Leo, C. A Retrospective Study of Clinical and Histopatholog-
ical Features of 81 Cases of Canine Apocrine Gland Adenocarcinoma of the Anal Sac: Independent Clinical and Histopathological
Risk Factors Associated with Outcome. Animals 2021, 11, 3327. [CrossRef]

101. Slamon, D.J.; Clark, G.M.; Wong, S.G.; Levin, W.J.; Ullrich, A.; McGuire, W.L. Human breast cancer: Correlation of relapse and
survival with amplification of the HER-2/neu oncogene. Science 1987, 235, 177–182. [CrossRef]

102. Van Cutsem, E.; Bang, Y.J.; Feng-Yi, F.; Xu, J.M.; Lee, K.W.; Jiao, S.C.; Chong, J.L.; López-Sanchez, R.I.; Price, T.; Gladkov,
O.; et al. HER2 screening data from ToGA: Targeting HER2 in gastric and gastroesophageal junction cancer. Gastric Cancer
2015, 18, 476–484. [CrossRef]

103. Tsao, L.C.; Force, J.; Hartman, Z.C. Mechanisms of Therapeutic Antitumor Monoclonal Antibodies. Cancer Res. 2021, 81, 4641–4651.
[CrossRef]

104. Gschwind, A.; Fischer, O.M.; Ullrich, A. The discovery of receptor tyrosine kinases: Targets for cancer therapy. Nat. Rev. Cancer
2004, 4, 361–370. [CrossRef]

105. Maadi, H.; Soheilifar, M.H.; Choi, W.S.; Moshtaghian, A.; Wang, Z. Trastuzumab Mechanism of Action; 20 Years of Research to
Unravel a Dilemma. Cancers 2021, 13, 3540. [CrossRef] [PubMed]

106. Cardoso, F.; Paluch-Shimon, S.; Senkus, E.; Curigliano, G.; Aapro, M.S.; André, F.; Barrios, C.H.; Bergh, J.; Bhattacharyya,
G.S.; Biganzoli, L.; et al. 5th ESO-ESMO international consensus guidelines for advanced breast cancer (ABC 5). Ann. Oncol.
2020, 31, 1623–1649. [CrossRef] [PubMed]

107. Mark, C.; Lee, J.S.; Cui, X.; Yuan, Y. Antibody-Drug Conjugates in Breast Cancer: Current Status and Future Directions. Int. J. Mol.
Sci. 2023, 24, 13726. [CrossRef] [PubMed]

108. Modi, S.; Saura, C.; Yamashita, T.; Park, Y.H.; Kim, S.B.; Tamura, K.; Andre, F.; Iwata, H.; Ito, Y.; Tsurutani, J.; et al. Trastuzumab
Deruxtecan in Previously Treated HER2-Positive Breast Cancer. N. Engl. J. Med. 2020, 382, 610–621. [CrossRef] [PubMed]

109. Shitara, K.; Bang, Y.J.; Iwasa, S.; Sugimoto, N.; Ryu, M.H.; Sakai, D.; Chung, H.C.; Kawakami, H.; Yabusaki, H.; Lee, J.; et al.
Trastuzumab Deruxtecan in Previously Treated HER2-Positive Gastric Cancer. N. Engl. J. Med. 2020, 382, 2419–2430. [CrossRef]

110. Modi, S.; Jacot, W.; Yamashita, T.; Sohn, J.; Vidal, M.; Tokunaga, E.; Tsurutani, J.; Ueno, N.T.; Prat, A.; Chae, Y.S.; et al. Trastuzumab
Deruxtecan in Previously Treated HER2-Low Advanced Breast Cancer. N. Engl. J. Med. 2022, 387, 9–20. [CrossRef]

111. Li, B.T.; Smit, E.F.; Goto, Y.; Nakagawa, K.; Udagawa, H.; Mazières, J.; Nagasaka, M.; Bazhenova, L.; Saltos, A.N.; Felip, E.; et al.
Trastuzumab Deruxtecan in HER2-Mutant Non-Small-Cell Lung Cancer. N. Engl. J. Med. 2022, 386, 241–251. [CrossRef]

https://doi.org/10.1111/jvim.15706
https://www.ncbi.nlm.nih.gov/pubmed/31977135
https://doi.org/10.1007/s10555-015-9552-6
https://doi.org/10.1007/s10555-016-9649-6
https://doi.org/10.1038/s41598-021-88683-w
https://doi.org/10.1111/vco.12434
https://doi.org/10.33611/trs.2020_013
https://doi.org/10.1038/s41598-021-04229-0
https://www.ncbi.nlm.nih.gov/pubmed/35027594
https://doi.org/10.1016/j.celrep.2018.06.110
https://doi.org/10.3892/mmr.2014.2914
https://doi.org/10.1007/s00412-018-0659-8
https://www.ncbi.nlm.nih.gov/pubmed/29322240
https://doi.org/10.2460/javma.253.1.84
https://www.ncbi.nlm.nih.gov/pubmed/29911942
https://doi.org/10.1111/jsap.13104
https://doi.org/10.1111/j.1939-1676.2007.tb02960.x
https://www.ncbi.nlm.nih.gov/pubmed/17427388
https://doi.org/10.3390/ani11061649
https://doi.org/10.3390/ani11113327
https://doi.org/10.1126/science.3798106
https://doi.org/10.1007/s10120-014-0402-y
https://doi.org/10.1158/0008-5472.CAN-21-1109
https://doi.org/10.1038/nrc1360
https://doi.org/10.3390/cancers13143540
https://www.ncbi.nlm.nih.gov/pubmed/34298754
https://doi.org/10.1016/j.annonc.2020.09.010
https://www.ncbi.nlm.nih.gov/pubmed/32979513
https://doi.org/10.3390/ijms241813726
https://www.ncbi.nlm.nih.gov/pubmed/37762027
https://doi.org/10.1056/NEJMoa1914510
https://www.ncbi.nlm.nih.gov/pubmed/31825192
https://doi.org/10.1056/NEJMoa2004413
https://doi.org/10.1056/NEJMoa2203690
https://doi.org/10.1056/NEJMoa2112431


Int. J. Mol. Sci. 2024, 25, 13090 18 of 20

112. Carter, L.; Apte, V.; Shukla, A.; Ghose, A.; Mamidi, R.; Petohazi, A.; Makker, S.; Banerjee, S.; Boussios, S.; Banna, G.L. Stage 3 N2
Lung Cancer: A Multidisciplinary Therapeutic Conundrum. Curr. Oncol. Rep. 2024, 26, 65–79. [CrossRef]

113. Mercogliano, M.F.; Bruni, S.; Mauro, F.L.; Schillaci, R. Emerging Targeted Therapies for HER2-Positive Breast Cancer. Cancers
2023, 15, 1987. [CrossRef]

114. Samuel, Y.; Babu, A.; Karagkouni, F.; Ismail, A.; Choi, S.; Boussios, S. Cardiac Toxicities in Oncology: Elucidating the Dark Box in
the Era of Precision Medicine. Curr. Issues Mol. Biol. 2023, 45, 8337–8358. [CrossRef]

115. Kaneko, M.K.; Suzuki, H.; Kato, Y. Establishment of a Novel Cancer-Specific Anti-HER2 Monoclonal Antibody H2Mab-
250/H2CasMab-2 for Breast Cancers. Monoclon. Antib. Immunodiagn. Immunother. 2024, 43, 35–43. [CrossRef] [PubMed]

116. Kaneko, M.K.; Suzuki, H.; Ohishi, T.; Nakamura, T.; Tanaka, T.; Kato, Y. A Cancer-Specific Monoclonal Antibody against HER2
Exerts Antitumor Activities in Human Breast Cancer Xenograft Models. Int. J. Mol. Sci. 2024, 25, 1941. [CrossRef] [PubMed]

117. Suzuki, H.; Ohishi, T.; Tanaka, T.; Kaneko, M.K.; Kato, Y. A Cancer-Specific Monoclonal Antibody against Podocalyxin Exerted
Antitumor Activities in Pancreatic Cancer Xenografts. Int. J. Mol. Sci. 2023, 25, 161. [CrossRef]

118. Das, A.; Ghose, A.; Naicker, K.; Sanchez, E.; Chargari, C.; Rassy, E.; Boussios, S. Advances in adoptive T-cell therapy for metastatic
melanoma. Curr. Res. Transl. Med. 2023, 71, 103404. [CrossRef]

119. Kankeu Fonkoua, L.A.; Sirpilla, O.; Sakemura, R.; Siegler, E.L.; Kenderian, S.S. CAR T cell therapy and the tumor microenviron-
ment: Current challenges and opportunities. Mol. Ther. Oncolytics 2022, 25, 69–77. [CrossRef]

120. Grosser, R.; Cherkassky, L.; Chintala, N.; Adusumilli, P.S. Combination Immunotherapy with CAR T Cells and Checkpoint
Blockade for the Treatment of Solid Tumors. Cancer Cell 2019, 36, 471–482. [CrossRef]

121. Aweys, H.; Lewis, D.; Sheriff, M.; Rabbani, R.D.; Lapitan, P.; Sanchez, E.; Papadopoulos, V.; Ghose, A.; Boussios, S. Renal Cell
Cancer - Insights in Drug Resistance Mechanisms. Anticancer. Res. 2023, 43, 4781–4792. [CrossRef] [PubMed]

122. Zipfel, P.F.; Skerka, C. Complement regulators and inhibitory proteins. Nat. Rev. Immunol. 2009, 9, 729–740. [CrossRef]
123. Okroj, M.; Hsu, Y.F.; Ajona, D.; Pio, R.; Blom, A.M. Non-small cell lung cancer cells produce a functional set of complement factor

I and its soluble cofactors. Mol. Immunol. 2008, 45, 169–179. [CrossRef]
124. Bray, F.; Ferlay, J.; Soerjomataram, I.; Siegel, R.L.; Torre, L.A.; Jemal, A. Global cancer statistics 2018: GLOBOCAN estimates of

incidence and mortality worldwide for 36 cancers in 185 countries. CA. Cancer J. Clin. 2018, 68, 394–424. [CrossRef]
125. Heyns, C.F.; van der Merwe, A. Bladder cancer in Africa. Can. J. Urol. 2008, 15, 3899–3908. [PubMed]
126. Lenis, A.T.; Lec, P.M.; Chamie, K.; Mshs, M.D. Bladder Cancer: A Review. JAMA 2020, 324, 1980–1991. [CrossRef] [PubMed]
127. Cambier, S.; Sylvester, R.J.; Collette, L.; Gontero, P.; Brausi, M.A.; van Andel, G.; Kirkels, W.J.; Silva, F.C.; Oosterlinck, W.;

Prescott, S.; et al. EORTC Nomograms and Risk Groups for Predicting Recurrence, Progression, and Disease-specific and Overall
Survival in Non-Muscle-invasive Stage Ta-T1 Urothelial Bladder Cancer Patients Treated with 1-3 Years of Maintenance Bacillus
Calmette-Guérin. Eur. Urol. 2016, 69, 60–69. [CrossRef] [PubMed]

128. Cooksley, C.D.; Avritscher, E.B.; Grossman, H.B.; Sabichi, A.L.; Dinney, C.P.; Pettaway, C.; Elting, L.S. Clinical model of cost of
bladder cancer in the elderly. Urology 2008, 71, 519–525. [CrossRef]

129. Parent, P.; Marcq, G.; Adeleke, S.; Turpin, A.; Boussios, S.; Rassy, E.; Penel, N. Predictive biomarkers for immune checkpoint
inhibitor response in urothelial cancer. Ther. Adv. Med. Oncol. 2023, 15, 17588359231192402. [CrossRef]

130. Han, J.; Gu, X.; Li, Y.; Wu, Q. Mechanisms of BCG in the treatment of bladder cancer-current understanding and the prospect.
Biomed. Pharmacother. 2020, 129, 110393. [CrossRef]

131. Leibovici, D.; Grossman, H.B.; Dinney, C.P.; Millikan, R.E.; Lerner, S.; Wang, Y.; Gu, J.; Dong, Q.; Wu, X. Polymorphisms
in inflammation genes and bladder cancer: From initiation to recurrence, progression, and survival. J. Clin. Oncol.
2005, 23, 5746–5756. [CrossRef]

132. Gu, J.; Zhao, H.; Dinney, C.P.; Zhu, Y.; Leibovici, D.; Bermejo, C.E.; Grossman, H.B.; Wu, X. Nucleotide excision repair gene
polymorphisms and recurrence after treatment for superficial bladder cancer. Clin. Cancer Res. 2005, 11, 1408–1415. [CrossRef]
[PubMed]

133. Ke, H.L.; Lin, J.; Ye, Y.; Wu, W.J.; Lin, H.H.; Wei, H.; Huang, M.; Chang, D.W.; Dinney, C.P.; Wu, X. Genetic Variations in
Glutathione Pathway Genes Predict Cancer Recurrence in Patients Treated with Transurethral Resection and Bacillus Calmette-
Guerin Instillation for Non-muscle Invasive Bladder Cancer. Ann. Surg. Oncol. 2015, 22, 4104–4110. [CrossRef]

134. Wei, H.; Kamat, A.; Chen, M.; Ke, H.L.; Chang, D.W.; Yin, J.; Grossman, H.B.; Dinney, C.P.; Wu, X. Association of polymor-
phisms in oxidative stress genes with clinical outcomes for bladder cancer treated with Bacillus Calmette-Guérin. PLoS ONE
2012, 7, e38533. [CrossRef]

135. Zhao, Y.; Marotta, M.; Eichler, E.E.; Eng, C.; Tanaka, H. Linkage disequilibrium between two high-frequency deletion polymor-
phisms: Implications for association studies involving the glutathione-S transferase (GST) genes. PLoS Genet. 2009, 5, e1000472.
[CrossRef] [PubMed]

136. Pool-Zobel, B.L.; Selvaraju, V.; Sauer, J.; Kautenburger, T.; Kiefer, J.; Richter, K.K.; Soom, M.; Wölfl, S. Butyrate may enhance
toxicological defence in primary, adenoma and tumor human colon cells by favourably modulating expression of glutathione
S-transferases genes, an approach in nutrigenomics. Carcinogenesis 2005, 26, 1064–1076. [CrossRef]

137. Matejcic, M.; Li, D.; Prescott, N.J.; Lewis, C.M.; Mathew, C.G.; Parker, M.I. Association of a deletion of GSTT2B with an altered
risk of oesophageal squamous cell carcinoma in a South African population: A case-control study. PLoS ONE 2011, 6, e29366.
[CrossRef]

https://doi.org/10.1007/s11912-023-01486-2
https://doi.org/10.3390/cancers15071987
https://doi.org/10.3390/cimb45100526
https://doi.org/10.1089/mab.2023.0033
https://www.ncbi.nlm.nih.gov/pubmed/38563783
https://doi.org/10.3390/ijms25031941
https://www.ncbi.nlm.nih.gov/pubmed/38339219
https://doi.org/10.3390/ijms25010161
https://doi.org/10.1016/j.retram.2023.103404
https://doi.org/10.1016/j.omto.2022.03.009
https://doi.org/10.1016/j.ccell.2019.09.006
https://doi.org/10.21873/anticanres.16675
https://www.ncbi.nlm.nih.gov/pubmed/37909991
https://doi.org/10.1038/nri2620
https://doi.org/10.1016/j.molimm.2007.04.025
https://doi.org/10.3322/caac.21492
https://www.ncbi.nlm.nih.gov/pubmed/18304401
https://doi.org/10.1001/jama.2020.17598
https://www.ncbi.nlm.nih.gov/pubmed/33201207
https://doi.org/10.1016/j.eururo.2015.06.045
https://www.ncbi.nlm.nih.gov/pubmed/26210894
https://doi.org/10.1016/j.urology.2007.10.056
https://doi.org/10.1177/17588359231192402
https://doi.org/10.1016/j.biopha.2020.110393
https://doi.org/10.1200/JCO.2005.01.598
https://doi.org/10.1158/1078-0432.CCR-04-1101
https://www.ncbi.nlm.nih.gov/pubmed/15746040
https://doi.org/10.1245/s10434-015-4431-5
https://doi.org/10.1371/journal.pone.0038533
https://doi.org/10.1371/journal.pgen.1000472
https://www.ncbi.nlm.nih.gov/pubmed/19424424
https://doi.org/10.1093/carcin/bgi059
https://doi.org/10.1371/journal.pone.0029366


Int. J. Mol. Sci. 2024, 25, 13090 19 of 20

138. Ferrer-Torres, D.; Nancarrow, D.J.; Steinberg, H.; Wang, Z.; Kuick, R.; Weh, K.M.; Mills, R.E.; Ray, D.; Ray, P.; Lin, J.; et al.
Constitutively Higher Level of GSTT2 in Esophageal Tissues From African Americans Protects Cells Against DNA Damage.
Gastroenterology 2019, 156, 1404–1415. [CrossRef] [PubMed]

139. Hiratsuka, A.; Okada, T.; Nishiyama, T.; Fujikawa, M.; Ogura, K.; Okuda, H.; Watabe, T.; Watabe, T. Novel theta class glutathione
S-transferases Yrs-Yrs’ and Yrs’-Yrs’ in rat liver cytosol: Their potent activity toward 5-sulfoxymethylchrysene, a reactive
metabolite of the carcinogen 5-hydroxymethylchrysene. Biochem. Biophys. Res. Commun. 1994, 202, 278–284. [CrossRef]

140. Rahmat, J.N.; Esuvaranathan, K.; Mahendran, R. Bacillus Calmette-Guérin induces cellular reactive oxygen species and lipid
peroxidation in cancer cells. Urology 2012, 79, 1411.e15–1411.e20. [CrossRef]

141. Stewart, E.A. Clinical practice. Uterine fibroids. N. Engl. J. Med. 2015, 372, 1646–1655. [CrossRef] [PubMed]
142. Pavone, D.; Clemenza, S.; Sorbi, F.; Fambrini, M.; Petraglia, F. Epidemiology and Risk Factors of Uterine Fibroids. Best. Pract. Res.

Clin. Obstet. Gynaecol. 2018, 46, 3–11. [CrossRef]
143. Islam, M.S.; Ciavattini, A.; Petraglia, F.; Castellucci, M.; Ciarmela, P. Extracellular matrix in uterine leiomyoma pathogenesis: A

potential target for future therapeutics. Hum. Reprod. Update 2018, 24, 59–85. [CrossRef]
144. Moravek, M.B.; Yin, P.; Ono, M.; Coon, J.S.; Dyson, M.T.; Navarro, A.; Marsh, E.E.; Chakravarti, D.; Kim, J.J.; Wei, J.J.; et al.

Ovarian steroids, stem cells and uterine leiomyoma: Therapeutic implications. Hum. Reprod. Update 2015, 21, 1–12. [CrossRef]
145. Cardozo, E.R.; Foster, R.; Karmon, A.E.; Lee, A.E.; Gatune, L.W.; Rueda, B.R.; Styer, A.K. MicroRNA 21a-5p overexpression

impacts mediators of extracellular matrix formation in uterine leiomyoma. Reprod. Biol. Endocrinol. 2018, 16, 46. [CrossRef]
[PubMed]

146. Firdaus, R.; Agrawal, P.; Anagani, M.; Vijayalakshmi, K.; Hasan, Q. Multiple Mutations in Exon-2 of Med-12 Identified in Uterine
Leiomyomata. J. Reprod. Infertil. 2021, 22, 201–209. [CrossRef] [PubMed]

147. Ioannidou, E.; Moschetta, M.; Shah, S.; Parker, J.S.; Ozturk, M.A.; Pappas-Gogos, G.; Sheriff, M.; Rassy, E.; Boussios, S.
Angiogenesis and Anti-Angiogenic Treatment in Prostate Cancer: Mechanisms of Action and Molecular Targets. Int. J. Mol. Sci.
2021, 22, 9926. [CrossRef]

148. Harel, S.; Sanchez-Gonzalez, V.; Echavarria, R.; Mayaki, D.; Hussain, S.N. Roles of miR-640 and Zinc Finger Protein 91 (ZFP91) in
Angiopoietin-1-Induced In Vitro Angiogenesis. Cells 2020, 9, 1602. [CrossRef] [PubMed]

149. Moccia, F.; Negri, S.; Shekha, M.; Faris, P.; Guerra, G. Endothelial Ca2+ Signaling, Angiogenesis and Vasculogenesis: Just What It
Takes to Make a Blood Vessel. Int. J. Mol. Sci. 2019, 20, 3962. [CrossRef]

150. Tavora, B.; Reynolds, L.E.; Batista, S.; Demircioglu, F.; Fernandez, I.; Lechertier, T.; Lees, D.M.; Wong, P.P.; Alexopoulou, A.; Elia,
G.; et al. Endothelial-cell FAK targeting sensitizes tumours to DNA-damaging therapy. Nature 2014, 514, 112–116. [CrossRef]

151. Brown, J.E.; Royle, K.L.; Gregory, W.; Ralph, C.; Maraveyas, A.; Din, O.; Eisen, T.; Nathan, P.; Powles, T.; Griffiths, R.; et al.
Temporary treatment cessation versus continuation of first-line tyrosine kinase inhibitor in patients with advanced clear cell renal
cell carcinoma (STAR): An open-label, non-inferiority, randomised, controlled, phase 2/3 trial. Lancet Oncol. 2023, 24, 213–227.
[CrossRef]

152. Torre, L.A.; Siegel, R.L.; Jemal, A. Lung cancer statistics. In Lung Cancer and Personalized Medicine: Current Knowledge and Therapies;
Springer: Berlin/Heidelberg, Germany, 2016; pp. 1–19.

153. Webber, J.P.; Spary, L.K.; Sanders, A.J.; Chowdhury, R.; Jiang, W.G.; Steadman, R.; Wymant, J.; Jones, A.T.; Kynaston, H.; Mason,
M.D.; et al. Differentiation of tumour-promoting stromal myofibroblasts by cancer exosomes. Oncogene 2015, 34, 290–302.
[CrossRef]

154. Boussios, S.; Ovsepian, S.V. Exosomes in Renal Cell Cancer: Diagnostic and Therapeutic Nanovehicles. Technol. Cancer Res. Treat.
2024, 23, 15330338241275403. [CrossRef]

155. Tinè, M.; Biondini, D.; Damin, M.; Semenzato, U.; Bazzan, E.; Turato, G. Extracellular Vesicles in Lung Cancer: Bystanders or
Main Characters? Biology 2023, 12, 246. [CrossRef]

156. Liu, Y.; Luo, F.; Wang, B.; Li, H.; Xu, Y.; Liu, X.; Shi, L.; Lu, X.; Xu, W.; Lu, L.; et al. STAT3-regulated exosomal miR-21
promotes angiogenesis and is involved in neoplastic processes of transformed human bronchial epithelial cells. Cancer Lett.
2016, 370, 125–135. [CrossRef] [PubMed]

157. Rana, S.; Malinowska, K.; Zöller, M. Exosomal tumor microRNA modulates premetastatic organ cells. Neoplasia 2013, 15, 281–295.
[CrossRef] [PubMed]

158. Sun, C.C.; Zhu, W.; Li, S.J.; Hu, W.; Zhang, J.; Zhuo, Y.; Zhang, H.; Wang, J.; Zhang, Y.; Huang, S.X.; et al. FOXC1-mediated
LINC00301 facilitates tumor progression and triggers an immune-suppressing microenvironment in non-small cell lung cancer
by regulating the HIF1α pathway. Genome Med. 2020, 12, 77. [CrossRef]

159. Zang, X.; Gu, J.; Zhang, J.; Shi, H.; Hou, S.; Xu, X.; Chen, Y.; Zhang, Y.; Mao, F.; Qian, H.; et al. Exosome-transmitted lncRNA
UFC1 promotes non-small-cell lung cancer progression by EZH2-mediated epigenetic silencing of PTEN expression. Cell Death
Dis. 2020, 11, 215. [CrossRef]

160. Li, B.; Zhu, L.; Lu, C.; Wang, C.; Wang, H.; Jin, H.; Ma, X.; Cheng, Z.; Yu, C.; Wang, S.; et al. circNDUFB2 inhibits non-small cell
lung cancer progression via destabilizing IGF2BPs and activating anti-tumor immunity. Nat. Commun. 2021, 12, 295. [CrossRef]

161. Wang, J.; Zhao, X.; Wang, Y.; Ren, F.; Sun, D.; Yan, Y.; Kong, X.; Bu, J.; Liu, M.; Xu, S. circRNA-002178 act as a ceRNA to promote
PDL1/PD1 expression in lung adenocarcinoma. Cell Death Dis. 2020, 11, 32. [CrossRef]

https://doi.org/10.1053/j.gastro.2018.12.004
https://www.ncbi.nlm.nih.gov/pubmed/30578782
https://doi.org/10.1006/bbrc.1994.1924
https://doi.org/10.1016/j.urology.2012.01.017
https://doi.org/10.1056/NEJMcp1411029
https://www.ncbi.nlm.nih.gov/pubmed/25901428
https://doi.org/10.1016/j.bpobgyn.2017.09.004
https://doi.org/10.1093/humupd/dmx032
https://doi.org/10.1093/humupd/dmu048
https://doi.org/10.1186/s12958-018-0364-8
https://www.ncbi.nlm.nih.gov/pubmed/29747655
https://doi.org/10.18502/jri.v22i3.6720
https://www.ncbi.nlm.nih.gov/pubmed/34900640
https://doi.org/10.3390/ijms22189926
https://doi.org/10.3390/cells9071602
https://www.ncbi.nlm.nih.gov/pubmed/32630670
https://doi.org/10.3390/ijms20163962
https://doi.org/10.1038/nature13541
https://doi.org/10.1016/S1470-2045(22)00793-8
https://doi.org/10.1038/onc.2013.560
https://doi.org/10.1177/15330338241275403
https://doi.org/10.3390/biology12020246
https://doi.org/10.1016/j.canlet.2015.10.011
https://www.ncbi.nlm.nih.gov/pubmed/26525579
https://doi.org/10.1593/neo.122010
https://www.ncbi.nlm.nih.gov/pubmed/23479506
https://doi.org/10.1186/s13073-020-00773-y
https://doi.org/10.1038/s41419-020-2409-0
https://doi.org/10.1038/s41467-020-20527-z
https://doi.org/10.1038/s41419-020-2230-9


Int. J. Mol. Sci. 2024, 25, 13090 20 of 20

162. Chen, S.W.; Zhu, S.Q.; Pei, X.; Qiu, B.Q.; Xiong, D.; Long, X.; Lin, K.; Lu, F.; Xu, J.J.; Wu, Y.B. Cancer cell-derived exosomal
circUSP7 induces CD8+ T cell dysfunction and anti-PD1 resistance by regulating the miR-934/SHP2 axis in NSCLC. Mol. Cancer
2021, 20, 144. [CrossRef]

163. Wang, D.; Zhao, C.; Xu, F.; Zhang, A.; Jin, M.; Zhang, K.; Liu, L.; Hua, Q.; Zhao, J.; Liu, J.; et al. Cisplatin-resistant NSCLC cells
induced by hypoxia transmit resistance to sensitive cells through exosomal PKM2. Theranostics 2021, 11, 2860–2875. [CrossRef]
[PubMed]

164. Chen, Y.; Ma, X.; Lou, C.; Zhou, C.; Zhao, X.; Li, N.; Tian, H.; Meng, X. PLA2G10 incorporated in exosomes could be diagnostic
and prognostic biomarker for non-small cell lung cancer. Clin. Chim. Acta 2022, 530, 55–65. [CrossRef]

165. Jeong, H.; Choi, B.H.; Park, J.; Jung, J.H.; Shin, H.; Kang, K.W.; Quan, Y.H.; Yu, J.; Park, J.H.; Park, Y.; et al. GCC2 as a New Early
Diagnostic Biomarker for Non-Small Cell Lung Cancer. Cancers 2021, 13, 5482. [CrossRef]

166. Jiang, J.; Wu, X.; Tong, X.; Wei, W.; Chen, A.; Wang, X.; Shao, Y.W.; Huang, J. GCC2-ALK as a targetable fusion in lung
adenocarcinoma and its enduring clinical responses to ALK inhibitors. Lung Cancer 2018, 115, 5–11. [CrossRef] [PubMed]

167. Wang, N.; Song, X.; Liu, L.; Niu, L.; Wang, X.; Song, X.; Xie, L. Circulating exosomes contain protein biomarkers of metastatic
non-small-cell lung cancer. Cancer Sci. 2018, 109, 1701–1709. [CrossRef]

168. Słomka, A.; Kornek, M.; Cho, W.C. Small Extracellular Vesicles and Their Involvement in Cancer Resistance: An Up-to-Date
Review. Cells 2022, 11, 2913. [CrossRef]

169. An, Y.; Jin, T.; Zhu, Y.; Zhang, F.; He, P. An ultrasensitive electrochemical aptasensor for the determination of tumor exosomes
based on click chemistry. Biosens. Bioelectron. 2019, 142, 111503. [CrossRef] [PubMed]

170. Hammond, J.L.; Formisano, N.; Estrela, P.; Carrara, S.; Tkac, J. Electrochemical biosensors and nanobiosensors. Essays Biochem.
2016, 60, 69–80. [PubMed]

171. Korjenic, A.; Raja, K.S. Electrochemical stability of fluorine doped tin oxide (FTO) coating at different pH conditions. J. Electrochem.
Soc. 2019, 166, C169–C184. [CrossRef]

172. Yuan, B.; Wang, G.; Tang, X.; Tong, A.; Zhou, L. Immunotherapy of glioblastoma: Recent advances and future prospects. Hum.
Vaccin. Immunother. 2022, 18, 2055417. [CrossRef]

173. Vik-Mo, E.O.; Nyakas, M.; Mikkelsen, B.V.; Moe, M.C.; Due-Tønnesen, P.; Suso, E.M.; Sæbøe-Larssen, S.; Sandberg, C.; Brinchmann,
J.E.; Helseth, E.; et al. Therapeutic vaccination against autologous cancer stem cells with mRNA-transfected dendritic cells in
patients with glioblastoma. Cancer Immunol. Immunother. 2013, 62, 1499–1509. [CrossRef]

174. Linares, C.A.; Varghese, A.; Ghose, A.; Shinde, S.D.; Adeleke, S.; Sanchez, E.; Sheriff, M.; Chargari, C.; Rassy, E.; Boussios, S.
Hallmarks of the Tumour Microenvironment of Gliomas and Its Interaction with Emerging Immunotherapy Modalities. Int. J.
Mol. Sci. 2023, 24, 13215. [CrossRef]
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