
Citation: Naponelli, V.; Rocchetti,

M.T.; Mangieri, D. Apigenin:

Molecular Mechanisms and

Therapeutic Potential against Cancer

Spreading. Int. J. Mol. Sci. 2024, 25,

5569. https://doi.org/10.3390/

ijms25105569

Academic Editor: Se-Kwon Kim

Received: 18 April 2024

Revised: 16 May 2024

Accepted: 17 May 2024

Published: 20 May 2024

Copyright: © 2024 by the authors.

Licensee MDPI, Basel, Switzerland.

This article is an open access article

distributed under the terms and

conditions of the Creative Commons

Attribution (CC BY) license (https://

creativecommons.org/licenses/by/

4.0/).

 International Journal of 

Molecular Sciences

Review

Apigenin: Molecular Mechanisms and Therapeutic Potential
against Cancer Spreading
Valeria Naponelli 1,* , Maria Teresa Rocchetti 2 and Domenica Mangieri 2,*

1 Department of Medicine and Surgery, University of Parma, Plesso Biotecnologico Integrato, Via Volturno 39,
43126 Parma, Italy

2 Department of Clinical and Experimental Medicine, University of Foggia, Via Pinto 1, 71122 Foggia, Italy;
mariateresa.rocchetti@unifg.it

* Correspondence: valeria.naponelli@unipr.it (V.N.); domenica.mangieri@unifg.it (D.M.);
Tel.: +39-340-251-6009 (V.N.); Tel.: +39-0521-033803 (D.M.)

Abstract: Due to its propensity to metastasize, cancer remains one of the leading causes of death
worldwide. Thanks in part to their intrinsic low cytotoxicity, the effects of the flavonoid family in the
prevention and treatment of various human cancers, both in vitro and in vivo, have received increas-
ing attention in recent years. It is well documented that Apigenin (4′,5,7-trihydroxyflavone), among
other flavonoids, is able to modulate key signaling molecules involved in the initiation of cancer cell
proliferation, invasion, and metastasis, including JAK/STAT, PI3K/Akt/mTOR, MAPK/ERK, NF-κB,
and Wnt/β-catenin pathways, as well as the oncogenic non-coding RNA network. Based on these
premises, the aim of this review is to emphasize some of the key events through which Apigenin
suppresses cancer proliferation, focusing specifically on its ability to target key molecular pathways
involved in angiogenesis, epithelial-to-mesenchymal transition (EMT), maintenance of cancer stem
cells (CSCs), cell cycle arrest, and cancer cell death.

Keywords: flavonoid; metastasis; chemoprevention; cell signaling pathways; cell growth arrest;
programmed cell death

1. Introduction

Given its propensity to spread, cancer remains one of the leading causes of death
worldwide [1]. Despite numerous advances in cancer treatments, metastatic disease re-
mains the primary cause of death in patients suffering from tumors [2]. Metastatic cascade
is a multistep phenomenon in which malignant cells from a primary tumor progressively
acquire the ability to infiltrate the surrounding microenvironment, disseminating through
the blood and/or lymphatic circuits to reach and colonize distant sites [3]. Therefore, tumor
cells must necessarily modify their phenotypic characteristics to adapt to the surrounding
microenvironment, proliferate, and evade cell death [4–6]. Notwithstanding cytotoxicity
and other counterproductive effects, including multidrug resistance, to treat or prevent
metastasis, systemic therapeutical approaches such as chemotherapy, targeted therapy,
and immunotherapy (often in combination) are currently used [4]. Consequently, it be-
comes urgent to validate alternative and more effective therapeutic protocols. Dietary
phytochemicals, including flavonoids, have the advantage of low toxicity profiles and can
reduce multidrug resistance [7,8]. In this regard, given its ability to interfere with vari-
ous steps of metastatic cascade and correlated cellular signaling pathways, the flavonoid
Apigenin seems able to interfere with tumor diffusion [9–11]. Thus, in this review, we
discuss the role of Apigenin in cancer spreading, addressing specifically its ability to target
key molecular pathways involved in angiogenesis, epithelial-to-mesenchymal transition
(EMT), maintenance of cancer stem cells (CSCs), cell cycle arrest, and cancer cell death.
This is a comprehensive review of selected articles for relevance and impact in oncology
research made by searching a combination of keywords such as Apigenin, cancer spread,
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angiogenesis, epithelial–mesenchymal transition, cancer stem cells, cell cycle, cell death,
and apoptosis in the PubMed platform, and including both in vitro and in vivo (animal)
studies. In addition, the Clinicaltrials.gov database was searched for clinical trials using
the term “Apigenin”. No time restriction was set for the publication date.

2. Apigenin

Apigenin (4′,5,7-trihydroxyflavone) belongs to a subclass of flavonoids. It is extracted
as a yellow crystalline and hydro-insoluble compound [12]. Apigenin has a molecular
weight of 270 g/mol and its chemical formula C15H10O5 presents a classic flavone C6-C3-C6
skeleton consisting of two aromatic rings (A and B) linked by three carbons that are in an
oxygenated central pyrone ring (C ring), as represented in Figure 1 [12].
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Figure 1. Chemical structure of Apigenin (4′,5,7-trihydroxyflavone). Apigenin is a hydrophobic,
naturally occurring flavonoid that consists of two aromatic rings (A and B) linked by three carbons
that are in an oxygenated central pyrone ring (C).

Apigenin occurs naturally in a wide variety of edible plants and fruits [13], as detailed
in Table 1.

Table 1. Food sources containing the highest amounts of Apigenin.

Source Concentration (µg/g)

Dried parsley 45,035

Dried chamomille flower 3000–5000

Parsley 2154.6

Celery seed 786.5

Vinespinach 622

Chinese celery 240.2

Kumquats 218.7

Celery 191

Dried oregano 177.1

Artichoke 74.8

Juniper berries 72.6

Peppermint 53.9

Clinicaltrials.gov
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Plant extraction and purification of Apigenin are based on sophisticated biochemical
approaches, including high-performance liquid chromatography and solvent extraction
methods combined with spectroscopic techniques and absorbance analysis [14,15]. A
detailed description of Apigenin’s extraction and purification is beyond the scope of
this review.

Like other flavonoids, Apigenin can be present in foods either in pure form or linked to
one or more sugar units [16]. In the glycoside form, Apigenin presents one or more residues
of sugar linked to the hydroxyl groups (O-glycosides) or directly to carbon (C-glycosides) [17].
Apigenin (Apigenin-7-O-glucoside), Vitexin (Apigenin-8-C-D-glucopyranoside), isovitexin
(Apigenin-6-C-glucoside), rhoifolin (Apigenin-7-O-neohesperidoside), and schaftoside
(Apigenin-6-C-glucoside-8-C-arabinoside) represent the more abundant Apigenin glyco-
sides in nature [18]. Data on the pharmacokinetic properties of Apigenin (aglycon and gly-
coside forms), its bioavailability as well as its metabolism are widely documented [17,19,20].
Despite its hydrophobic nature, many studies are available on the beneficial properties of
Apigenin, including its antiviral, antibacterial, antioxidant, and anti-cancer/anti-metastatic
effects [12,21–24].

3. Apigenin and Angiogenesis

Angiogenesis, the development of new blood vessels from the existing vascular net-
work, is a multistep process precisely regulated by both pro- and anti-angiogenic factors [25].
This phenomenon is an indispensable requirement in several physiological circumstances
such as embryonic development, the female menstrual cycle, and pregnancy [25]. In the tu-
mor context, angiogenesis is involved in almost all stages of cancer growth and progression,
largely due to chronic oxygen deficiency and the proliferative needs of neoplastic, highly
invasive cells [26]. Hence, tumor hypoxia, through the lack of inhibition/degradation of
hypoxia-inducible factor 1α (HIF-1α) and its consequent activation, is recognized as the
main cause responsible for producing pro-angiogenic factors [27]. As a matter of fact, stud-
ies executed by Fu et al. (2022) demonstrated that Apigenin, by favoring HIF-1α demolition
and synthesis, inhibited vascular endothelial growth factor A (VEGF-A)/VEGF receptor 2
(VEGR2) and platelet-derived growth factor-BB (PDGF-BB)/PDGF receptor β (PDGFR-β)
signaling pathways, with consequent attenuation of angiogenesis both in in vitro and ex
vivo assays [28]. The authors further supported these findings by using a pre-clinical
human non-small cell lung cancer model in which Apigenin reduced the tumor microves-
sel density (MVD) and their maturity/stability associated with a reduction in pericyte
recruitment coupled with cancer growth suppression [28]. Furthermore, in vitro studies
performed by Fang et al. on human ovarian cancer indicated that Apigenin inhibits the
transcription of VEGF, in a dose-dependent manner, by interfering with the HIF-1 binding
site in the promoters of target genes [29]. More specifically, in this tumor context, Apigenin
disturbed the HIF-1α/VEGF axis by perturbing phosphoinositide 3-kinase (PI3K)/protein
kinase B (PKB or Akt)/ribosomal protein S6 kinase beta-1 (p70S6K1) and E3 ligase human
double minute 2 (HDM2)/p53 signaling pathways [29]. Similarly, Liu et al. showed that
Apigenin (in a dose/time-dependent manner) significantly reduced HIF-1α expression and
VEGF transcriptional activity in human lung cancer in vitro (A549 cell line) through the in-
activation of Akt and p70S6K1 signals; in parallel, the suppression of angiogenesis activity
was followed by inhibition of tumor expansion in murine xenografts [30]. Another study
demonstrated that a glycosylated form of Apigenin, namely Vitexin, attenuated the protein
level of HIF1α in rat pheochromocytoma (PC12) cells under hypoxic conditions by partly
altering the Jun N-terminal kinases (JNK) pathway, thus leading to a reduction in tran-
scription of the VEGF gene, followed by reduced cancer invasion in vitro. Under the same
hypoxic condition, Vitexin decreased the tendency of human umbilical vein endothelial
cells (HUVECs) to rearrange into capillary-like structures on a Matrigel layer [31].

Thus, as explained above, the anti-angiogenesis effects of Apigenin are associated
with its inhibitory effects on HIF-1α/HIF activity (Figure 2).



Int. J. Mol. Sci. 2024, 25, 5569 4 of 33Int. J. Mol. Sci. 2024, 25, x FOR PEER REVIEW 4 of 33 
 

 

 
Figure 2. Diagram showing the role of Apigenin (API) in the management of tumor angiogenesis. 
Apigenin inhibits tumor angiogenesis by targeting HiF-1α/HIF signaling pathways; it also affects 
the HIF-1/HRE molecular interaction, with consequent transcription suppression of pro-angiogenic 
target factors, including VEGF and PDGF. 

4. Apigenin and Epithelial–Mesenchymal Transition 
EMT is a process through which epithelial cells adopt the mesenchymal phenotype; 

it is orchestrated by several cellular events, including the loss of epithelial cell polarity 
and the disruption of cellular junctions, as well as the rearrangement of the cytoskeletal 
implicature [32]. Specifically, the EMT is orchestrated by the loss of typical epithelial 
markers such as E-cadherin, claudins, and zonula occludens-1 (ZO-1), and the enrichment 
of numerous mesenchymal cell facets, including the expression of N-cadherin and vi-
mentin [33]. Moreover, the EMT process is executed by a plethora of cellular signaling 
pathways, including transforming growth factor-β (TGF-β), Notch, Wnt/β-catenin, PI3K-
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cells (HCT-116 and LOVO), combined with a significant inversion in E-cadherin and vi-
mentin expression; at the same time, the flavone, by inhibiting NF-κB, Snail, Ki-67, NF-
κB, and p65 inhibitor of NF-κB kinase (IKK), suppressed tumorigenicity of HCT-116 cells 
in nude mice xenografts [39]. Similarly, in human hepatocellular carcinoma, Apigenin 
dose-dependently, by interfering with NF-κB/Snail activity, suppressed cell proliferation, 
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target factors, including VEGF and PDGF.

4. Apigenin and Epithelial–Mesenchymal Transition

EMT is a process through which epithelial cells adopt the mesenchymal phenotype; it
is orchestrated by several cellular events, including the loss of epithelial cell polarity and
the disruption of cellular junctions, as well as the rearrangement of the cytoskeletal impli-
cature [32]. Specifically, the EMT is orchestrated by the loss of typical epithelial markers
such as E-cadherin, claudins, and zonula occludens-1 (ZO-1), and the enrichment of nu-
merous mesenchymal cell facets, including the expression of N-cadherin and vimentin [33].
Moreover, the EMT process is executed by a plethora of cellular signaling pathways, in-
cluding transforming growth factor-β (TGF-β), Notch, Wnt/β-catenin, PI3K-Akt, focal
adhesion kinase (FAK)/paxillin/ extracellular matrix (ECM), as well as the Hippo-Yes-
associated protein (YAP)/ PDZ-binding motif (TAZ) pathways in concert with specific
transcription factors such as nuclear factor kappa B (NF-κB), zinc finger E-box binding
homeobox 1/2 (ZEB1/2), Snail, SLUG, Twist, and HIF1/2 [33,34]. Physiologically, EMT
plays a crucial role during tissue regeneration [35]. In the tumor milieu, this phenomenon
orchestrates multiple and interconnected events such as anoikis evasion, acquisition of
stemness aspects coupled with high tumorigenicity, and multidrug resistance, as well
as adaptation to hypoxia and/or other changes in the tumor microenvironment [36,37].
Therefore, the development of pharmacological strategies that inhibit EMT could have a
significant clinical impact on the inhibition of metastasis [38]. Based on these premises,
Tong et al. demonstrated the ability of Apigenin to reverse EMT (and its consequences)
in human colon cancer both in vitro and in a xenograft model [39]. Increasing doses of
Apigenin inhibited cell viability, migration, and invasion of human colon cancer cells
(HCT-116 and LOVO), combined with a significant inversion in E-cadherin and vimentin
expression; at the same time, the flavone, by inhibiting NF-κB, Snail, Ki-67, NF-κB, and p65
inhibitor of NF-κB kinase (IKK), suppressed tumorigenicity of HCT-116 cells in nude mice
xenografts [39]. Similarly, in human hepatocellular carcinoma, Apigenin dose-dependently,
by interfering with NF-κB/Snail activity, suppressed cell proliferation, migration, and
invasion, and also inhibited tumor growth in vivo [40]. Regarding human prostate cancer,
a very interesting study showed that Apigenin was able to suppress EMT either in vitro or
in vivo in a dose and time-dependent manner by targeting SPARC/osteonectin, cwcv, and
kazal-like domains proteoglycan 1 (SPOCK1)-snail/slug axis [41]. SPOCK1, a glycoprotein
isolated from human testes, is a member of the secreted, acidic, cysteine-rich (SPARC) fam-
ily of extracellular matrix-resident proteins that play multiple roles in cancer progression,
including EMT [42,43]. Notably, clinical and pathological studies have demonstrated that
SPOCK1 is frequently overexpressed in highly metastatic human prostate cancer tissues,
thus it could be an attractive prognostic biomarker and therapeutic target in cancer treat-
ment [44]. In another study, Chen et al. disclosed that the exposure of human cervical
cancer (CC) to Apigenin reduces EMT aptitude both in vitro and in a xenograft model [45].
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In particular, the authors found the downregulation of FAK (FAK, paxillin, and integrin β1)
and PI3K/Akt pathway signaling followed by unbalanced N-cadherin, vimentin, laminin,
and E-cadherin levels [45]. Another research demonstrated that both the onco-miRNA miR-
152-5p and the Bromodomain-containing protein 4 (BRD4), a member of the bromodomain
and extraterminal domain (BET) protein family implicated in histone epigenetic activity,
play a role in the metastatic phenotype of CC [46]. Specifically, this condition showed that
Apigenin suppressed EMT in CC in vitro and, consequently, blocked cell proliferation and
invasion by interrupting the miR-152-5p/BRD4 axis [46]. Furthermore, the treatment of
NSCLC—harboring the Epidermal Growth Factor Receptor (EGFR) wild-type phenotype or
its mutant—with Apigenin suppressed CD26 expression and the interplay of downstream
signaling such as p-AKT and Snail/Slug, resulting in inhibition of EMT-mediated invasion
in vitro [47]. In parallel, in an orthotopic mouse model, Apigenin suppressed NSCLC
growth and metastasis by targeting the above-mentioned surface antigen [47]. The effects
of Apigenin on EMT were evaluated in vitro and in vivo using highly metastatic breast can-
cer cells (MDA-MB-231 cell line) that endogenously expressed the pro-EMT, interleukin-6
(IL-6) [44]. The results demonstrated that Apigenin, via IL-6 inhibition, decreased the cellu-
lar expression of Snail and N-cadherin; on the other hand, the reduced expression of IL-6,
phosphorylated Signal Transducer and Activator of Transcription-3 (pSTAT3), phosphory-
lated extracellular signal-related kinase (pERK), and phosphorylated Akt (pAkt) inhibited
tumor growth and invasiveness in xenograft mice [48]. Apigenin exerts an anti-metastatic
effect in melanoma due to its interference in STAT3 activation [49]. Specifically, Apigenin
not only inhibited lung metastasis of murine melanoma cells (B16F10 cell lines) in vivo
but also slowed down human and murine melanoma migration and invasion in vitro [49].
These effects were in part due to decreasing matrix metalloproteinase-2 (MMP2) and matrix
metalloproteinase-9 (MMP9) activity, along with unbalanced expression of EMT-associated
markers such as keratin-8, E-cadherin, fibronectin, N-cadherin, and Twist [49]. The IκB
kinase-α (IKKα) regulates the NF-κB transcription factor that is engaged by epithelial cells
during their neoplastic transformation, an event that involves cell survival and apoptosis
evasion as well as extracellular matrix lysis, passing across the EMT [33,50]. In this regard,
Garcia-Garcia et al. in 2022 demonstrated that Apigenin, by modulating the ectopic ex-
pression of IKKα in an in vitro model of skin carcinoma, was able to attenuate the cancer
EMT-related malignant facets [50].

Vitexin modulates several functions during tumor diffusion, including angiogenesis,
stemness of cancer, and EMT-related events [51]. Thus, the effect of this compound was also
tested in human colon cancer cells [52]. In this setting, it was shown that the flavone, by
inactivating the PI3K/Akt/mammalian target of the rapamycin (mTOR) signaling pathway,
affected EMT-associated features in vitro and in vivo (including the involved markers i.e.,
E-cadherin, N-cadherin, zonula occludens-1 (ZO-1), Vimentin, Slug, and Snail) and induced
apoptosis [52].

Taken together, this experimental evidence highlights the effect of Apigenin on the
EMT phenomenon, providing pivotal details about its antitumor/antimetastatic effects
(Figure 3).
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during Epithelial–mesenchymal transition (EMT): the flavonoid affects EMT, interfering with specific
signaling pathways and transcription factors. Moreover, Apigenin participates in the collapse of
cellular junctions. TJs: tight junctions; AJs: adherens junctions; FAKs: Focal adhesions (including
integrins and paxilin).

5. Apigenin Inhibits Cancer Stem Cells

CSCs, also known as “tumor-initiating cells”, represent a small subpopulation of
malignant cells with high invasive potential, showing similar facets to normal stem cells,
including self-renewal and differentiation aptitudes [53]. Both hypoxia and EMT can
contribute to their persistence in tumors [38,54]. Also, CSCs, together with cell death
evasion, EMT, and angiogenesis, are recognized as hallmarks of cancer progression, not
only because they can contribute to metastases or drive to tumor relapses, but also because
they can also contribute to multidrug resistance [55–57].

CSCs have been identified in human cancers based on various biomarkers, including
cell surface molecules such as cluster of differentiation (CD) 44 and CD133, as well as
by several pluripotent transcription factors, such as octamer-binding transcription fac-
tor 4 (Oct4), SEX-determining region (SRY) homology box 2 (Sox2), and Nanog, which
also regulate their biological activities [58]. Moreover, several aberrant pathways are
involved in the maintenance of self-renewal and the differentiation of CSCs, including
Wnt/β-catenin, Hedgehog, JAK-signal transducer, and activator of transcription (STAT),
Notch, PI3K/Akt/mTOR, NF-κB signaling, and TGF-β, as well as the Hippo-YAP/TAZ
pathways [58–61]. A further distinctive phenotypic behavior of CSCs, showed in vitro,
is the propensity to form spheroids (in the case of breast cancer cells, mammospheres);
in other words, tumor-derived spheroids are unique because they are purposed for the
enrichment of CSCs or cells with stem cell-related characteristics [62,63]. It is reasonable to
suppose that differentiating these cells in a quiescent or more mature phenotype can have
a crucial therapeutic impact.

Several phytochemicals, including flavonoids, have recently gained considerable
attention for their ability to target multiple signaling pathways in CSCs, thereby abrogating
their metastatic potential [64–66]. In this regard, an in vitro study on human glioblastoma
showed that Apigenin, by reducing c-MET expression, downregulated CD133, Nanog,
and Sox2 and consequently abolished stem-like features of tumor cells, including their
self-renewal ability and invasiveness [67].
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As mentioned above, YAP/TAZ is implicated in the self-renewal and tumor-initiation
capacities of CSCs [61]. The transcription factors in the TEAD family are the major media-
tors of YAP/TAZ in terms of transcription and functional outcomes [68]. As a matter of fact,
both in vitro and in vivo studies have shown that treatment of highly metastatic human
triple-negative breast cancer (TNBC) (MDA-MB-231 and MDA-MB-436 cell lines) with
Apigenin interferes with YAP/TAZ-transcriptional enhanced associate domain (TEADs)
molecular interactions (as confirmed by monitoring the transcription levels of connec-
tive tissue growth factor (CTGF) and cysteine-rich angiogenic inducer 61 (CYR61)—two
YAP/TAZ-dependent genes—that in turn inhibited the stemness characteristics of can-
cer [69]. Additionally, increasing doses of Apigenin inhibited the proliferation, migration,
and colony formation of TNBC, hindering mammosphere formation, whereas, at a work-
ing concentration of 20µM, the flavonoid also reduced tumorigenesis in BALB/c nude
mice [69]. Similar functional effects of Apigenin were observed by using an additional
human breast cancer cell model (MDA-MB-468, TNBC, highly metastatic) whose stemness
features were abolished by the inhibition of sirtuin-3 (SIRT3) and sirtuin-6 (SIRT6) protein
levels, as supported by in silico analyses [70].

Among other markers such as Nanog, Sox2, and Oct3/4, CD44 is used extensively to
verify that isolated subpopulations of normal or cancer cells have stemness features [71]. In
this regard, an in vitro study on CD44+ prostate CSCs demonstrated that Apigenin reduced
cell migration and arrested the cell cycle, triggering the extrinsic apoptosis pathway; at the
molecular level, all these functional effects were attributed to suppression of the PI3K/Akt
and NF-κB signaling pathways [72]. Similarly, by suppressing the PI3K/AKT signaling
pathway, a glycosylated form of Apigenin (i.e., Vitexin) was able to suppress stemness
features of human endometrial cancer, as documented by the downregulation of Oct4 and
Nanog [73]. Consequently, different aspects of the malignant phenotype of this cancer
were inhibited in vitro by Apigenin, including cell viability as well as proliferative and
angiogenetic potential; in parallel was also documented a slowing down of tumorigenesis
capability in vivo [73].

The casein kinase 2 (CK2), a multifunctional enzyme involved in cell growth and
survival, has become one of the hallmarks of cancer progression [74]. Its activation involves
different signaling pathways, such as the Gli1 pathway, contributing to the stemness mainte-
nance of a certain cancer cell subpopulation [74,75]. Indeed, in a paper by Tang et al. (2015),
it was shown that Apigenin (in a dose-dependent manner) inhibited the catalytic domain
of CK2 (i.e., CK2α) and downregulated GLI Family Zinc Finger 1 (Gli1) expression, af-
fecting the stemness of human ovarian cancer in vitro (SKOV3 cell line) and impeding the
self-renewal capacity as well as the propensity to aggregate in spheroids [76]. These data
support a previous study in which, similarly, Apigenin, by inhibiting the expression of
CK2α, inhibited the proliferation and self-renewal capacity of HeLa spheroids-derived
cells [77].

As mentioned before, hypoxic conditions are critical for maintaining CSC features,
both in terms of marker expression and self-renewal [54]. In this regard, as shown by
Ketkaew et al., Apigenin was able to abolish the hypoxia-induced stem-like phenotype
of human head and neck squamous cell carcinoma cells (HN-30 cell line) by reducing the
expression of typical stemness markers such as CD44, Nanog, CD105, Oct4, and VEGF [78].
Similarly, Vitexin abolished the stemness of human hepatocellular carcinoma in vitro, as
evidenced by the downregulation of the transcriptional activities of ATP-binding cassette
subfamily G member 2 (ABCG2), acetaldehyde dehydrogenase 1 (ALDH1), and NANOG
genes and by the overexpression of miRNA-34a; this latter event was also responsible for
triggering apoptosis, as proven by the increase in Bcl-3 associated X protein (Bax)/B-cell
lymphoma-2 (Bcl-2) and Bax/myeloid cell leukemia-1 (Mcl-1) ratios [79]. Accordingly,
it is increasingly emerging that dysregulated levels of specific small non-coding RNAs
(i.e., miRNA) contribute to regulating some functional aspects of CSCs, including tumor
aggressiveness [80].
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Interestingly, Apigenin has been shown to enhance tumor susceptibility to common
anti-neoplastic drugs, thus eliminating CSCs [81,82]. Indeed, a study showed that Apigenin,
by interfering with p53 signaling, was able to attenuate the highly metastatic potential
of lung cancer stem cells resistant to cisplatin [81]. Similarly, the addition of Apigenin to
cisplatin led to a synergistic effect on prostate cancer stem cells (PCSCs) with cytotoxic and
anti-migration activities [82]. Furthermore, in the same context, concomitant treatment with
Apigenin triggered apoptosis in PCSCs through downregulation of Bcl-2, upregulation of
pro-apoptotic apoptotic protease activating factor-1 (Apaf-1), p21, and p53 expression, and
inhibition of PI3K/Akt and NF-κB signaling pathways [82].

The ability of Apigenin to interfere with CSC features is often enhanced by the co-
administration of other flavonoids, such as chrysin [83]. For example, a mixture of Apigenin
and chrysin showed a synergetic effect in the reduction of colorectal cancer cell clone
numbers, as well as the migration and invasion abilities, while increasing cell apoptosis
by suppressing the activity of the p38 mitogen-activated protein kinase (MAPK)/Akt
pathway [83].

To sum up, Apigenin appears capable of attenuating the stemness phenotype of cancer
cells by acting on multiple pathways, abrogating their metastatic potential (Figure 4).
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6. Apigenin and Cell Cycle Arrest

Dysregulation of the cell cycle is one of the main characteristics of cancer that leads
to uncontrolled growth and proliferation of abnormal cells that invade and metastasize
to different parts of the body. It is known that some of the anticancer effects exerted by
flavonoids involve cell cycle arrest and/or triggering cell death [8,84–86].

Several investigations have also demonstrated that Apigenin induces anticancer effects
in various tumors through cell cycle modulation involving different regulatory pathways [9].
G2/M and G1/S are cell cycle checkpoints that are critical in maintaining DNA integrity
and regulating cell growth and proliferation. Indeed, it was demonstrated that Apigenin
arrested the human cancer cell cycle at the G2/M phase, the checkpoint that inhibits cells
from entering mitosis, which is controlled by cell cycle kinase subunit (Cdc2)/cyclin B as
well as by negative regulators such as p21 and p27 [87]. Apigenin induced G2/M phase
arrest of the cell cycle in ovarian cancer cells (SKOV-3), as evidenced by flow cytometry [88],
and in colon cancer cells (HCT116 line) by increasing the expression of the G2/M cell
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cycle negative regulators p53 and p21 [89]; in papillary thyroid carcinoma (BCPAP line),
Apigenin inhibited growth by decreasing the expression of the G2/M cell cycle positive
regulator cdc25C (cell division cycle 25C) [90].

A comparable mechanism was found in pancreatic cancer cells, in which growth
was inhibited by Apigenin in a concentration-dependent mode, through the decrease in
levels of cyclin A, cell division cycle 25A (cdc25A), cdc25C, and cyclin B [91]. Further
studies showed that cancer cell cycle arrest at the G2/M phase through the inhibition of
cyclin B-associated cdc2 occurred in many types of cancer cell lines treated with Apigenin,
including skin cancer keratinocytes (two murine skin cell lines, C50 and 308) [92], oral
cancer cells (squamous carcinoma cell) [93], melanoma cells [94], mouse keratinocytes [95],
prostate cancer cells [96], and colon cancer cells [97]. However, in melanoma cells (A375
and C8161 lines), the induction of cell cycle arrest at the G2/M phase was postulated to
occur via the Akt/mTOR pathway [98].

In further studies, Tseng et al. showed that Apigenin inhibited breast cancer cell (MDA-
MB-231 line) proliferation-inducing G2/M cell cycle arrest through a double action: by
suppressing the expression of cyclin A, cyclin B, and cyclin-dependent kinase-1 (CDK1), and
upregulating p21, a known downstream effector of the p53 tumor suppressor protein [99].
The same mechanism was found in a study of glioblastoma cells (U87) [100]. In bladder
cancer, Apigenin inhibited the proliferation of T24 cells, blocking cell cycle progression at
the G2/M checkpoint through an increase in p21 and p27 protein levels and a decrease
in Cyclin A, Cyclin B1, Cyclin E, cyclin-dependent kinase-2 (CDK2), Cdc2, and Cdc25C
levels [101]. A previous study of T24 cells suggested a different mechanism in the Apigenin-
induced increase in the G2/M phase cell population, probably involving a perturbation of
the PI3K/Akt pathway [102].

It is known that telomerase activity is a key step in the development of human cancer. It
is controlled by the expression of human telomerase reverse transcriptase (hTERT), which is
upregulated in many types of cancers, including human malignant neuroblastomas [103,104].
It has been found that Apigenin treatment of human malignant neuroblastoma combined
with silencing of hTERT expression (via siRNA technique) reduced the expression of cell
cycle regulatory molecules (CDK2, CDK4, and cyclin D1) and dramatically increased the
expression of the cell cycle inhibitor p21Waf1, leading to cell cycle arrest at the G1 phase
and thereby blocking cell cycle progression from G1 to S phase and inhibiting cancer cell
growth [105]. Cell cycle arrest at the G1 phase was also found in human diploid fibroblasts
(HDFs) and murine keratinocyte cell line 308 [106]. Apigenin induced G1 arrest through
inhibition of cdk2 kinase activity, phosphorylation of retinoblastoma (Rb) protein, and
induction of the CDK inhibitor p21Waf1 [106]. The same authors also found that Apigenin
can induce skin cancer cell cycle arrest through both mechanisms, inhibiting cell growth at
the G1 and G2/M phases [92,106].

An experimental study by Zheng in 2005 demonstrated that Apigenin suppressed the
growth of human cervical carcinoma cells (HeLa) by arresting the cell cycle at the G1 phase,
with a p53-dependent increment in the expression of p21Waf1 protein [107].

It has been observed that Apigenin can synergistically suppress the growth of cancer
cells when combined with other molecules such as drugs. For example, Apigenin combined
with a chemotherapy agent, temozolomide (TMZ), was used on glioblastoma cells and
showed better performance in cell arrest at the G2 phase compared with Apigenin or TMZ
alone, by inhibiting the expression of cyclin D1 [108].

In summary, Apigenin counteracts tumor spreading by arresting the cancer cell cycle
at both G2/M and G1/S checkpoints (Figure 5).
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7. Apigenin and Programmed Cell Death

Cell death is known to promote uncontrolled proliferation and is thus one of the main
key features of tumor cells [109–112]. It follows that inducing cancer cell death is currently
the primary therapeutic goal of most anti-tumor/metastasis therapies [112,113].

Apigenin has been shown to induce a variety of programmed cell death (PCD) mecha-
nisms, including apoptosis, autophagy, ferroptosis, necroptosis, and anoikis, depending
on tumor type as well as the properties of the malignant cells and their microenviron-
ments [110,114,115].

In addition, as explained below, Apigenin can trigger PCD pathways both directly
and by potentiating the effects of other anti-cancer drugs [10,12].

7.1. Apoptosis

Apoptosis has been identified as the main mechanism of cell death in cancer after
treatment with flavonoids, triggered by an intrinsic or extrinsic pathway under different
physiological or pathological conditions [8,85,114,115]. When the cell senses intracellular
stressors, the intrinsic pathway, also known as the mitochondrial pathway of apoptosis, is
activated, leading to permeabilization of the mitochondrial outer membrane and activation
of the caspase cascade [115,116]. This process is suppressed by the Bcl-2 protein family,
including Bcl-2, B-cell lymphoma–extra-large (Bcl-xL), B-cell lymphoma-w (Bcl-w), and
Mcl-1, while Bcl-2-associated death promoter (Bad), Bcl-2 antagonist/killer (Bak), Bax, BH3-
interacting domain death agonist (Bid), and Bcl-2 Interacting Mediator of cell death (Bim)
cause apoptosis. Activated Bax and Bak mediate the collapse of mitochondrial membrane
potential, resulting in the release of cytochrome c (Cyt c). Apigenin has been shown to
induce the apoptosis death pathway by increasing the Bax/Bcl-2 ratio in favor of apoptotic
death in several cancer cell lines [45,88,101,117–125]. Experimentally, apoptosis has been
confirmed via induction of the caspase cascade and DNA fragmentation evident in dying
cells [117,126].
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One of the most common targets of the antitumor effect of Apigenin is the mTOR/PI3K
axis [9,114], which is frequently inhibited by micromolar concentrations of Apigenin in
a dose-dependent manner in several cancer cell lines, including bladder, breast, colon,
lymphoma, liver, leukemia, prostate, and melanoma [9,98,102,127–129]. Furthermore,
Apigenin has been reported to influence the PI3K/Akt/mTOR pathway by modulating
the expression of key proteins, including phosphatase and tensin homolog (PTEN), Akt,
extracellular signal-related kinase (Erk), phosphorylated mTOR (p-mTOR), phosphorylated
IKK (p-IKK), and p-p65 [98,130–132]. For example, in prostate cancer cells, inhibition of
PI3K by Apigenin has been shown to prevent activation of phosphorylation of glycogen
synthase kinase-3 beta (GSK-3β), a target of Akt [133,134].

In addition, Apigenin administration increased the expression of forkhead box O3
(FOXO3)—a transcription factor with tumor-suppressing properties that is a downstream
target of Akt—via the Akt/PI3K pathway, leading to apoptosis induction in human breast
cancer cells [119].

The extrinsic pathway, also known as death receptor-mediated apoptosis, is activated
by the recognition and binding of death ligands to cell surface receptors usually belonging
to the tumor necrosis factor (TNF) receptor superfamily such as the TNF-related apoptosis-
inducing ligand (TRAIL) [116,135–137]. This leads to the downstream activation of effector
caspases [112,135]. In this regard, Apigenin has been shown to induce cell apoptosis via
the extracellular pathway or by both the intrinsic and extracellular pathways [9,11,114,138].
It is important to note that Apigenin has been shown to trigger the extrinsic apoptosis
pathway by directly binding and inhibiting adenine nucleotide translocase-2 (ANT2),
thereby indirectly enhancing apo2 ligand (Apo2L)/TRAIL-induced apoptosis [139], or by
stimulating the upregulation of death receptors 4 and 5 (DR4 and DR5) in a p53-dependent
manner, thereby sensitizing NSCLC cells to TRAIL-induced apoptosis [140]. Furthermore,
the TRAIL/Apigenin combination was also involved in the upregulation of the Bax/Bcl-2
ratio in a p53-independent manner [141–143]. Similarly, Apigenin has been shown to
inhibit EGFR and HerB2-mediated phosphorylation of MAPK, Akt, and mTOR signaling
pathways, leading to the attenuation of prosurvival protein expression and induction
of apoptosis in head and neck and glioblastoma cancer cells [144–146]. Additionally,
the type I insulin growth factor receptor (IGF-IR) signaling pathway was suppressed by
Apigenin both in cell cultures and in prostate cancer xenografts in vivo [133,134]. At the
molecular level, Apigenin treatment reduced IGF-IR, Akt, and GSK-3 β phosphorylation,
thus suppressing the PI3K-MAPK pathway [133,134]. Furthermore, Apigenin has been
shown to induce apoptosis in HeLa cells via apoptosis-stimulating fragment (Fas/APO-1)
activation, inducing caspase-3 activation expression and decreasing Bcl-2 levels [107].

The evolutionarily conserved Janus kinase 2 (JAK2)–STAT3 signaling pathway is also
used to transduce the binding of external signals to cell surface receptors into the nucleus,
modulating a variety of cell responses such as inflammation and cell growth [114,147];
the aberrant regulation of this axis is a hallmark of tumors [11]. STAT3 can be upregu-
lated through the PI3K/Akt pathway [147]. Apigenin can induce apoptosis via inhibition
of STAT3 phosphorylation, which greatly influences the chemopreventive effect of this
flavone [9,114]. STAT3 has been reported to be a regulator of the expression of membrane
metalloproteases (MMPs), Twist1, and VEGF, which are involved in tumor invasion, migra-
tion, and angiogenesis [147]. In fact, Apigenin was shown to inhibit VEGF and pSTAT3 ex-
pression, leading to the death of several types of cancer cells [148–153] and the downregula-
tion of the expression of MMP-2 and MMP-9 [148–154]. The JAK/STAT pathway plays a cru-
cial role in cytoprotection and inducible nitric oxide synthase (iNOS) and cyclooxygenase-2
(COX2) expression [155]. Apigenin-mediated suppression of JAK/STAT axis has been
shown to induce the downregulation of PI3K/Akt in leukemia HL60 cells [156,157] and of
COX2, iNOS, and reactive oxygen species (ROS) accumulation in breast cancer cells [158].
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The production of ROS is generally increased in cancer cells due to their very high
metabolic rates and the hypoxic conditions that support the rapid and massive growth
of tumor cells [159]. Depending on the physio-pathological context, flavonoids can act
both as pro- and antioxidant messengers [11]. The anticancer activity of Apigenin has been
linked to the induction of oxidative stress in cancer cells and the promotion of apoptotic
cell death [114]. Furthermore, Apigenin induced apoptosis in human breast, cervical,
melanoma, lung, prostate, and head and neck cancer cells [121,138,145,160–164], triggering
intracellular ROS accumulation and loss of mitochondrial integrity, as proved by low MMP
in Apigenin-treated cells [138,158,163]. Lowering the cell’s antioxidant defense system is
another mechanism through which Apigenin increases oxidative stress [9,114]. This has
been demonstrated in hepatocellular cancer cells, where catalase and glutathione (GSH),
molecules involved in alleviating oxidative stress, were downregulated after Apigenin
administration [165]. Consistent with this observation, in breast cancer cell lines and
mouse xenografts, Apigenin suppressed the nuclear factor erythroid 2-related factor 2
(Nrf2)-dependent antioxidant system through inhibition of PI3K/Akt axis [166]. Another
marker of stress-induced apoptosis is DNA damage induced by ROS overproduction [167],
which is often described in Apigenin-treated cancer cells [121,163]. However, in several
cancer cell lines, Apigenin-induced DNA damage has been described to be independent
of ROS or caspase activity but mediated by p38 and protein kinase C-delta (PKCδ) [168–
170]. Indeed, the mechanism proposed to explain flavone-induced apoptosis involves the
phosphorylation of ataxia-telangiectasia mutated (ATM) kinase and histone H2AX, two key
regulators of the DNA damage response, leading to the downregulation of genes involved
in cell cycle control and DNA double-strand break repair, rendering cells unable to repair
the damage [168].

The tumor suppressor p53 gene, frequently mutated in human cancer cells, is a
transcription factor that can modulate the expression levels of several target genes reg-
ulating cell metabolism, cell death, and tumor microenvironments [171]. Mutant forms
of p53 or wild-type forms are induced by Apigenin [9,114] and accumulate in cancer
cells with both antioxidant and pro-oxidant functions [172]. Treating cancer cells with
Apigenin was associated with increased mitochondrial apoptosis in several tumors, in-
cluding breast, bladder, esophagus, mesothelioma, neuroblastoma, prostate, kidney, and
thyroid [142,152,161,164,173–178]. In addition, mutations that activate the PI3K/Akt path-
way and inhibit p53 are mechanisms that are frequently used by cancer cells to evade
programmed death [172,179]. Akt has been shown to negatively regulate p53 levels by
promoting mouse double minute 2 (MDM2)-mediated targeting of p53 to degradation [172].
Moreover, crosstalk between p53 activation and the STAT3 pathway has been studied
recently. For example, in lymphoma cells, Apigenin promoted p53 activation, which me-
diated ROS reduction through catalase induction and inhibited the prosurvival pathway
of STAT3, which has an inhibitory action on p53 [180]. In addition, a study by Kim et al.
disclosed that Apigenin induced c-Myc-mediated apoptosis and the phosphorylation of
p53 and p38 in anaplastic thyroid cancer cells [181].

NF-κB is a transcription factor that controls many genes involved in proliferation,
survival, and inhibition of apoptosis [182,183]. In most cases, Apigenin directly sup-
presses the activation of the NF-κB signaling cascade in various tumors both in vitro and
in vivo [175,184,185] or through the inactivation of IKK [182–185]. In pancreatic cancer cells,
Apigenin caused both a suppression in NF-κB signaling and a decrease in CK2 function,
leading to cell apoptosis [186].

Furthermore, inhibition of histone deacetylases (HDACs) is the mechanism through which
Apigenin induces apoptosis in prostate cancer cells, both in vitro and in vivo [125,187,188];
however, it should be kept in mind that epigenetic and genetic factors play a fundamental
role in tumor initiation and progression [189]. Apigenin has been shown to downregulate
telomerase activity by suppressing c-Myc-mediated hTERT expression in leukemia and
neuroblastoma cells [190,191].
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In addition, Apigenin was shown to inhibit the chymotrypsin activity of the protea-
some, allowing a selective increase in the suppressor estrogen receptor-beta (ER-β) and
triggering the extrinsic apoptotic pathway in prostate tumors in vitro and in vivo [192]. In
breast cancer xenografts, Apigenin has been responsible for proteasome inhibition [193].
An interesting paper showed that Apigenin inhibited interleukin-6 (IL-6) transcription and
gene expression in esophageal cancer cells and this mechanism was proposed as a promoter
of apoptosis induction [194]. In treated cells, the authors described the induction of cleaved
poly (ADP-ribose) polymerase (PARP) and caspase-8 expression, whereas pretreatment of
cells with IL-6 completely reversed Apigenin-mediated changes; these data were confirmed
with the in vivo antitumor activity of Apigenin in a preclinical nude mouse model [194].
In prostate cancer cell lines (PC3 and LNCaP), the induction of apoptosis by apigenin
was associated with increased p21 levels and a significant decrease in polo-like kinase 1
(PLK-1) expression [195]. Co-administration of Apigenin and chemotherapeutic agents
has been shown to exacerbate intrinsic apoptosis by increasing oxidative stress and DNA
damage [114]. For example, the accumulation of ROS has been described as an apoptotic-
inducing mechanism in HeLa cells treated with the combination of Apigenin and paclitaxel
by suppressing superoxide dismutase (SOD) activity [196]. Indeed, co-administration with
5-fluorouracil (5-FU) increased the efficacy of Apigenin in human colon cancer through
p53 upregulation and ROS accumulation [129,197]. In vivo, combined treatment with Api-
genin and 5-FU confirmed significant growth inhibition of hepatocellular carcinoma (HCC)
xenograft tumors via activation of the mitochondrial pathway of apoptosis, indicated by
activation of caspase 3 and PARP and a decrease in Bcl-2 levels. In particular, this cell
death was triggered by increased ROS levels and a decrease in MMP [198]. Furthermore,
Apigenin inhibited thymidylate synthase (TS) and forkhead box protein M1 (FOXM1)
expression, thereby enhancing the efficacy of 5-FU [197]. The cytotoxicity of 5-FU and
cisplatin to the head and neck squamous cell carcinoma cell line SCC25 was enhanced
by Apigenin [145]. In addition, a synergistic effect was also described between Apigenin
and ABT-263, a BH3 mimetic inhibitor designed to block functions of the pro-survival
Bcl-2 family proteins in human colon cancer [199]. Apigenin suppressed the pro-survival
regulators Mcl-1, Akt, and Erk, and enhanced ABT-263-induced cell death, resulting in
upregulation of Bim and activation of Bax [199]. The PI3K/Akt pathway was shown to
be suppressed in HCC doxorubicin (ADM)-resistant BEL-7402 cells via inhibition of the
Nrf2 pathway after Apigenin administration [200]. These results were confirmed in vivo
since Apigenin and ADM co-treatment inhibited tumor growth and induced apoptosis
in BEL-7402 xenografts [200]. A synergistic effect of abivertinib/Apigenin was shown to
induce apoptosis and inhibit PI3K/p-Akt/p-IKK/p-p65 activation both in vitro and in vivo
in diffuse large B-cell lymphoma xenograft mice [131]. In vitro and in vivo experiments
revealed that Apigenin synergistically enhances the cytotoxic effects of Sorafenib, promot-
ing apoptosis in HCC [201,202]. Furthermore, the combination of the small molecule Bcl-2
inhibitor HA14-1 (HA) and Apigenin showed a synergistic effect and caused activation of
extrinsic and intrinsic apoptotic pathways compared with treatment alone [203]. Addition-
ally, pretreatment of pancreatic BxPC-3 cells for 24 h with a low concentration of Apigenin
and gemcitabine caused the inhibition of the GSK-3β/NF-κB signaling pathway, leading to
the induction of apoptosis [120].

Apigenin and Naringenin are two natural compounds with antitumoral properties.
In NSCLC cells, compared to monotherapy, co-treatment with Apigenin and naringenin
increased the apoptotic rate through ROS accumulation, Bax/Bcl-2 increase, caspase-3
activation, and mitochondrial dysfunction [204].

By modulating molecular pathways similar to those involved in the pro-apoptotic
action of Apigenin, data from the literature have also demonstrated the anti-tumor ac-
tivity of Apigenin derivatives such as Apigetrin (Apigenin-7-O-glucoside) [205–208] and
Vitexin [209–218].
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7.2. Autophagy

Autophagy is a catabolic process through which aggregated proteins and damaged
organelles accumulated during stress are delivered to lysosomes for digestion [219,220].
Autophagosome formation is a complex mechanism involving several autophagy-related
proteins (Atg), including Beclin 1 and light chain 3 (LC3) [221]. A basal level of autophagy
can be considered a physiological control mechanism that ensures the maintenance of
cellular homeostasis and the growth of all cells. However, in pathological processes,
experimental evidence does not always make it clear whether altered autophagy is a
protective response to cell damage or, contributes to it [222,223]; due to this ability to drive
cells to death, autophagy has been proposed as a cell death mechanism called type II
programmed cell death [220,224]. The mTOR complex 1 (mTORC1) signaling pathway is a
key sensor of nutrient and energy status and directly phosphorylates the kinase UNC51-like
kinase-1 (ULK1), which initiates autophagy in mammals [221]. The PI3K/Akt pathway
plays a key role in activating mTOR and inhibiting autophagy. AMP-activated protein
kinase (AMPK) is an energy sensor that activates the ULK complex and indirectly promotes
autophagy by regulating autophagy-related gene expression downstream of transcription
factors, including FOXO3 [223,224].

Several studies have shown that Apigenin-induced autophagy may play a pro-survival
role in cancer therapy; in fact, inhibition of autophagy has been shown to exacerbate
the toxicity of Apigenin by inducing apoptosis [89,127,225,226]. However, this review
will examine studies in which autophagy represents a mechanism of cell death induced
by Apigenin.

Apigenin-induced suppression of the Akt/mTOR signaling pathway caused the down-
regulation of β-catenin in colorectal cancer cells [227] and the increase in ATG5 and LC3-II
and the phosphorylation of AMPK and ULK1 in gastric cancer cells [228]. Similarly, in
hepatocarcinoma palmitic acid-treated cells, Apigenin restored the blocked autophagic flux
by suppressing the PI3K/Akt/mTOR signaling pathway, accumulation of LC3-positive
puncta, and lipid degradation [229]. Furthermore, Apigenin inhibited the viability of
papillary thyroid carcinoma cells in a dose-dependent manner through the induction of au-
tophagy as shown by Beclin-1 accumulation, LC3 protein conversion, p62 degradation, and
significantly increased formation of acidic vesicular organelles. The mechanism induced by
flavone involved increased production of ROS followed by DNA damage [90].

In addition, Apigenin-induced autophagy in hepatocellular carcinoma cells was due
at least partly to the downregulation of YAP, which is a downstream effector of the Hippo
signaling implicated in cancer pathogenesis [230]. Furthermore, Apigenin exerted a pro-
autophagic effect mediated by activation of AMPK and direct binding of NRH-quinone
oxidoreductase 2 (NQO2) in liver cancer cells [231].

Moreover, Apigenin mediated autophagic cell death via activation of the protein
kinase RNA-like endoplasmic reticulum kinase (PERK)-activating transcription factor 4
(ATF4)-C/EBP homologous protein (CHOP) axis, indicating an endoplasmic reticulum
stress response, as evidenced by upregulation of glucose regulatory protein 78 (GRP78)
and suppression of HIF-1α and enhancer of zeste homolog 2 (EZH2) [228].

A study by Gilardini Montani et al. in 2019 showed the differential effect of Apigenin
in two pancreatic cancer cell lines, Panc1 and PaCa44, carrying different p53 mutations
(mutp53): Apigenin exerted a stronger cytotoxic effect against Panc1 cells than against
PaCa44 cells. Activation of autophagy represents an activated cytotoxic response in Panc1
cells after Apigenin treatment, together with inhibition of mTORC1, reduction of mutp53
and its partial nuclear export, and expression of the chaperone heat shock protein 90
(HSP90). In contrast, mTORC1 activation correlates with the upregulation of HSP90 and
the stabilization of mutp53, activating a positive feedback loop between Nrf2 and p62 that
triggers the cell antioxidant response [232].

The induction of autophagy has been demonstrated in vitro in human hepatocarci-
noma (HepG2 cells) after the administration of Bergamot Polyphenol Fraction (BPF), a mix
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of six aglyconic flavonoids, including Apigenin, which contributed significantly to the total
effect of the mix [233].

Kayacan et al. (2021) showed that co-treatment with Apigenin and curcumin had a
synergistic anti-tumor effect in HeLa cells, activating autophagy, apoptosis, and paraptosis
and inducing crosstalk between these pathways. In the study, the expression of Atg12,
death-associated protein kinase (DAPK), Atg5, Beclin-1, and Bcl-XL was significantly
increased [234].

Vitexin has been shown to promote autophagic cell death in colorectal cancer cells
and xenograft models [211]. Furthermore, synergistic effects of Vitexin, cinobufacini, and P.
alkekengi hydroalcoholic extracts were demonstrated in an estrogen receptor (epidermal
growth factor receptor 2, EGFR2)-positive breast cancer mouse model [235].

7.3. Ferroptosis

Ferroptosis is a non-apoptotic, iron-dependent mechanism of programmed cell death.
It is triggered by the accumulation of membrane lipid peroxides to toxic levels arising from
oxidative stress, which undermines membrane integrity and triggers osmolytic processes
that destroy the cell [236]. This process can be induced by ROS accumulation, GSH
depletion, and mitochondrial damage and dysfunction, resulting in reduced or disappeared
cristae and mitochondrial size, and changes in mitochondrial membrane fluidity and
density characteristic of ferroptotic cells [237–240]. Experimental studies have shown that
induction of ferroptosis can lead to inhibition of tumor cell growth, proliferation, and death,
thus playing an important role as an anti-cancer strategy [240,241]. Apigenin has been
shown to promote ferroptosis in cancer cells [114].

For example, in multiple myeloma cells, Apigenin suppressed cell growth using dif-
ferent PCD, including apoptosis, ferroptosis, and autophagy [158]. The combination of
doxorubicin with Apigenin has shown a synergistic effect in HEK293-STAT1-transfected
cells [158]. Similarly, the same group showed that the tumor-suppressing effect of Apigenin-
containing chloroform fractions of Thymus vulgaris on multiple myeloma cells can be
explained, at least in part, by the activation of ferroptosis [242]. Compared to free Api-
genin, Apigenin-loaded magnetic Fe2O3/Fe3O4@mSiO2 nanocomposites exerted a greater
tumor suppressive effect on human lung cancer A549 cells by inducing a ferroptosis death
pathway [243]. This process was evidenced by increased levels of ROS and cell lipid per-
oxidation in A549 cells, as well as an increase in ferroptosis-related proteins, including
the inflammation-related protein COX2 and p53, a ferroptosis-mediating gene, and down-
regulation of glutathione peroxidase 4 (GPX4) and the anti-inflammatory and anti-apoptotic
gene ferritin heavy chain 1 (FTH1) [243].

7.4. Necroptosis

Necroptosis is a form of programmed cell death that shows similar facets of necrosis,
including inflammation [244,245]. Enlarged cell size and enlarged organelles leading to
early membrane rupture are the main features of this PCD. The key players in the necrop-
totic machinery are receptor-interacting serine/threonine kinase 3 (RIPK3) and mixed
lineage kinase (MLKL). MLKL is phosphorylated by RIPK3, then oligomerized and translo-
cated to the plasma membrane where it interacts with certain membrane phospholipids,
increasing their permeability and allowing the release of pro-inflammatory cytokines and
chemokines [244]. The necroptotic pathway can be triggered by different stimuli, including
members of the tumor necrosis factor receptor (TNFR) superfamily, pattern recognition
receptors (PRRs), T cell receptors (TCRs), and chemotherapeutic drugs [114,244,245]. As
necroptosis is often described in cells lacking functional death receptors of the apoptotic
pathway, it serves as an alternative or safety mechanism to promote cell death; in this sense,
it can halt tumor development and can be considered an anticancer mechanism [234,235].
On the other hand, when considered as a form of necrotic death, it can induce an inflamma-
tory response that promotes cancer progression and metastasis [246,247].
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Apigenin has been shown to induce ROS accumulation, mitochondrial dysfunction,
and ATP depletion, leading to apoptosis and necroptosis, as evidenced by increased levels
of cleaved caspase-3 and its substrate PARP, and the Bax/Bcl-2 ratio in human mesothe-
lioma cells [248]. In these cells, Apigenin also increased the expression of the necroptosis
mediators p-MLKL and p-RIP3 while normal mesothelioma cells were not affected by the
flavone [248]. The combination of metformin and Apigenin caused ROS-induced DNA
damage and promoted apoptosis, autophagy, and necroptosis in human pancreatic cancer
cells [249]. Similar results were obtained from a xenograft cancer model, where the combi-
nation of metformin and Apigenin synergistically reduced tumor size and weight [249].

Apigetrin, a stable natural flavonoid with better solubility compared to Apigenin [205],
showed antitumor activity and induced necroptosis in human HCC cells [206].

7.5. Anoikis

Anoikis is a form of PCD used to eliminate detached or misplaced cells under phys-
iological or pathological conditions [114]. It occurs when cells lose interactions with the
normal extracellular matrix (ECM) and fail to receive the biochemical and mechanical
signals they need to survive and grow; thus, anoikis prevents cells from growing and
implanting in inappropriate places, such as other organs, where they could cause dam-
age [250,251]. During the metastasis process, tumor cells need to be able to overcome
anoikis and survive in an ECM-depleted environment [252]. Similar to the apoptotic cas-
cade of endonuclease activation, DNA damage, and cell death, the initiation of anoikis
is facilitated by intrinsic and extrinsic caspase activation [253]. The proteins of the Bcl-2
family are key players in both these processes [253].

In human cutaneous melanoma cells, Apigenin caused cell proliferation inhibition
and anoikis induction without affecting normal cells [254]. In particular, the main effects of
Apigenin administration were the reduction in integrin protein levels and the inhibition
of the phosphorylation of FAK and Erk1/2, inducing anoikis. Increases in caspase-3 and
cleaved PARP were associated with the induction of anoikis [254]. Similar results were
described by Hu et al. who showed that Apigenin inhibited the expression of FAK in
ovarian cancer cells, resulting in the inhibition of in vitro migration and invasion and
in vivo metastasis [255]. A similar effect of cell migration inhibition, consistent with an
anoikis mechanism, has been described in Apigenin-treated cervical cancer cells, where
downregulation of FAK and PI3K/Akt signaling led to cancer cell death [45].

Apigenin has been shown to inhibit hepatocyte growth factor (HGF)-induced invasive
growth of human breast cancer cells, including motility, spreading, migration, and invasion.
Apigenin suppressed HGF-induced activation of the PI3K/Akt pathway as well as integrin
β4 function, thereby reducing lung colonization of metastatic tumor cells in nude mice and
spontaneous intravasation and organ metastasis in chick embryos [256].

In summary, Apigenin can modulate several signaling pathways, leading to different
types of cell death that are highly dependent on the type of tumor cell (Table 2). However,
different forms of cell death interact in tumors and can have both synergistic and opposing
effects on cancer cell survival. The molecular mechanisms of these pathways often overlap,
resulting in crosstalk that is difficult to understand and requires an integrative approach
and analysis to fully unravel.
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Table 2. Cell death induced by Apigenin in different types of cancers.

Types of
Cancer Cells/Animal Model Molecular

Pathway/Protein Ref.

A
po

pt
os

is

bladder
T-24

↑Bax/Bcl-2; ↑Bad;
↑Bak; ↑caspase-9,

↑caspase-3; ↑caspase-7;
↑c-PARP

[101,102]

RT112 ↑c-PARP; ↑fragmented
DNA [117]

breast

SK-BR-3 ↑p53; ↑Bax; ↑Cyt c;
↑LDH [152]

BT-474, MDA-MB-453,
MCF-7,

T47-D, HBL-100

↑Cyt c; ↑caspase-3;
↑fragmentated DNA [126]

T47D, MDA-MB-231 ↓PI3K/Akt/mTOR;
↑Bax/Bcl2 [127]

MDA-MB-
231/xenograft

↓proteasome; ↑Bax;
↑c-PARP [193]

MCF-7, Hs578T,
MDA-MB-231 ↓PI3K/Akt; ↑FOXO3a; [119]

MCF-7 ↑ROS [160]

4T1/xenografts ↓PI3K/Akt/Nrf2 [166]

MCF-7
↑ROS; ↑p53;

↑Bax/Bcl-2; ↑c-PARP;
↑caspases

[161]

SKBR3; BT-474;
MDA-MB-453

↓JAK2/STAT3/VEGF;
↑c-PARP;

↑caspase-8; ↑caspase-3
[148–150,176]

MDA-MB-453 ↓HER2; ↓JAK1;
↓STAT3; ↑p53 [150,176]

cervical

HeLa, SiHa, CaSki,
C33A ↑ROS [162]

HeLa ↑Fas/APO-1;
↑caspase-3; ↓Bcl-2 [107]

HeLa, C33A ↑Bax/Bcl-2 [45]

colon

HCT116 ↑caspase-8; ↑caspase-9;
↑caspase-3; ↑c-PARP [89]

HT-29/xenografts ↓mTOR/PI3K/Akt;
↑Bax/Bcl-2; ↓CCND1 [128,129]

HT29, DLD-1,
COLO320 and HCT116

↓Mcl-1; ↓Bcl-xL;
↓STAT3 [153]

HCT-116, SW480,
HT-29,

LoVo/xenografts

↑NAG-1; ↑p53; ↑PKCδ;
↑ATM [169]

esophageal
OE33, KYSE-510 ↑caspase-9; ↑caspase-3;

↑p53 [173,174]

Eca-109, Kyse-30 ↓IL-6; ↑c-PARP;
↑caspase-8 [194]

gastric HGC-27, SGC-7901 ↑Bax/Bcl-2; ↓MMP;
↑caspase-3 [124]



Int. J. Mol. Sci. 2024, 25, 5569 18 of 33

Table 2. Cont.

Types of
Cancer Cells/Animal Model Molecular

Pathway/Protein Ref.

head and neck

CAL-27, Scc-15 and
FaDu

↓Akt; ↓Erk1/2; ↓EGFR;
↓ErbB2 [144]

SCC25
↑TNF-R; ↑TRAIL-R;
↓Bcl-2; ↑caspase-3

↑ROS; ↓GSH
[145]

leukemia

K562 ↑c-PARP; ↑ DNA
fragmentation [117]

HL60
↓JAK/STAT;
↓PI3K/PKB;

↑caspase-8; ↑caspase-7
[156,157]

THP-1 ↑DNA damage; ↑ATM;
↑H2AX; ↑p38; ↑PKCδ

[168]

THP-1, U937, HL60,
Jurkat, K562 ↑caspase-3; ↑PKCδ [170]

U937, THP-1 and HL60 ↓telomerase; ↑caspase [191]

liver

HepG2 ↑ROS; ↓catalase; ↓GSH [165]

HepG2
↓PI3K/Akt/mTOR;

↑caspase-3; ↑caspase-9;
↑c-PARP; ↑Bax/Bcl-2

[226]

BEL-7402/xenografts ↓PI3K/Akt/Nrf2 [200]

lung

H460, A549 ↑c-PARP; ↑Bax/Bcl-2;
↑caspase 3 [121–123]

A549

↑ROS; ↑DNA
fragmentation; ↑Cyt c;

↑AIF; ↑Endo G
↑Bax/Bcl-2, ↑caspase 3,
↑caspase-9, ↑PARP

[163]

A549, H1299
↑Bad; ↑Bax/Bcl-2,

↑Bcl-xL;
↑DR4; ↑DR5; ↑TRAIL

[140]

NCI-H23 ↑PTEN; ↑Bax/Bcl-2;
↑caspase 3 [130]

lymphoma

U2932, OCI-LY10
↓PI3K/Akt/mTOR;
↓p-mTOR, ↓p-AKT,

p-↓IKK, ↓p-p65
[131]

BC3, BCBL-1
↓Akt/mTOR; ↓ROS;

↑p53; ↑catalase;
↑c-PARP

[183]

melanoma

A375

↑ ROS; ↑Cyt c;
↑Bax/Bcl-2, ↑caspase 3,
↑caspase 9, ↑PARP;
↓MMP; ↑DNA
fragmentation

[163]

A375, C8161
↑caspase-3 ↑c-PARP
↓(p)-ERK1/2, ↓Akt;

↓mTOR
[132]
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Table 2. Cont.

Types of
Cancer Cells/Animal Model Molecular

Pathway/Protein Ref.

mesothelioma MM-F1, MM-B1,
H-Meso-1/xenografts

↑Bax/Bcl-2; ↑p53,
↑caspase 8; ↑caspase-9,
↑c-PARP; ↓AKT, ↓c-Jun;

↓NF-κB

[177]

multiple myeloma

U266, RPMI 8226

↓Mcl-1, ↓Bcl-2, ↓Bcl-xL,
↓XIAP, ↓Survivin;

↓CK2;
↓Hsp90/Cdc37/Cdk4

[257]

NCI-H929 ↓STAT1/COX-2/iNOS;
↑ROS; ↓MMP [244]

neuroblastoma NUB-7,
LAN-5/xenografts ↑p53; ↑Bax; ↑caspase-3 [180]

ovarian

A2780, OVCAR-3,
SKOV-3 ↑ROS; ↓ROS; ↑caspase [258]

SKOV ↑caspase-9; ↑caspase-3;
↑Bcl-2 [85]

prostate

22Rv1/xenografts ↑p53; ↑ROS; ↑Cyt c;
↑caspase-3, ↑Bax/Bcl-2 [164]

PWR-1E, LNCaP, PC-3,
DU145

↑ROS; ↑caspase 3;
↑caspase-7; ↑caspase-8;
↑caspase-9; ↓c-IAP2;

↓MMP: ↑Cyt c

[140]

LNCaP ↑Bax/Bcl-2 [119]

PC-3, DU145

↓XIAP; ↓c-IAP1;
↓c-IAP2; survivin;
↑Bax/Bcl-2; ↑Cyt c;

↓HDAC1

[125]

PC-3,
22Rv1/xenografts

↓HDAC1; ↓HDAC3;
↑Bax/Bcl-2 [187]

LNCaP, PC-3 ↑p21; ↓PLK-1 [195]

DU-145,
PC-3/xenografts

↓proteasome; ↑ER-β;
↑caspase-8; ↑caspase-3 [192]

DU-145, PC-3

↓IFG-IR/PI3K/MAPK;
↓IGF-IR; ↓Akt;

↓GSK-3β; ↓cyclin D1;
↑p27/kip1

[133,134]

PC3 ↓Akt; Bad [132]

PC-3, 22Rv1/TRAMP
mice ↓NF-κB; ↓IKKβ [184,185]

DU145 ↓ANT2 [139]

pancreas

MiaPaCa2, DanG ↓NF-κB; ↓CK2; ↓p-Bid;
↑caspase-8 [186]

BxPC-3, PANC-1 ↑Cyt c; ↑caspase 9;
↑caspase 3 [120]

renal ACHN/xenografts ↑p53; ↑Bax; ↑caspase-9;
↑caspase-3 [178]

thyroid FRO ↑c-Myc; ↑p38; ↑p53 [181]
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Table 2. Cont.

Types of
Cancer Cells/Animal Model Molecular

Pathway/Protein Ref.

A
ut

op
ha

gy

colon HCT-116, SW480 ↓β-catenin;
↓Akt/mTOR [227]

gastric AGS, SNU-638

↑PERK-ATF4-CHOP;
↑GRP78; ↓HIF-1α

↓Ezh2; ↑Atg5; ↑LC3;
↑AMPK and ↑ULK1;
↓p-mTOR; ↓p62

[228]

liver
SMMC-7721, SK-HEP1 ↑LC3-II; ↑ULK1;

↓SQSTM1/p62; ↓YAP [230]

HepG2 ↑LC3-II/LC3-I;
↑AMPK; ↑NQO2 [231]

pancreas AsPC-1 ↑AIF; ↑p62; ↑LC3-II [232]

thyroid BCPAP ↑LC3-II; ↑beclin-1;
AVO accumulation [90]

Fe
rr

op
to

si
s myeloma

NCI-H929 ↓MMP; ↑LC3-II;
↑beclin-1; ↑ROS [242]

HEK293

↓MMP; ↑caspase-3;
↑caspase-9; p38;
↑LC3-II; ↑beclin-1;

↑ROS; ↓Akt; ↓COX-2;
↓iNOS

[158]

lung A549
↑ROS; ↓GPX4; ↓SOD;

↑Bax;
↑caspase-3; ↑caspase-8

[243]

N
ec

ro
pt

os
is mesothelioma MSTO-211H, H-2452 ↑p-MLKL; ↑p-RIP3 [248]

pancreas AsPC-1 ↑MLKL; ↑p-MLKL;
↑RIP3; ↑p-RIP3 [249]

A
no

ik
is

breast MDA-MB-
231/xenografts

↓PI3K/Akt; ↓integrin
β4 [256]

cervical C33A ↓PI3K/Akt; ↓FAK [45]

melanoma A2058, A375
↑caspase-3; ↑c-PARP;

↓FAK;
↓ERK1/2; ↓Integrin

[254]

ovarian A2780/xenografts ↓FAK [255]

AIF, apoptosis-inducing factor; AMPK, 5′ adenosine monophosphate-activated protein kinase; ANT2, Adenine nu-
cleotide translocase 2 Atg5, autophagy-related 5; ATF4, activating transcription factor 4; ATM, ataxia telangiectasia
mutated; Akt/PKB, protein kinase B; APO-1, apoptosis antigen 1; Avo, Acidic vesicular organelle; Bad, Bcl-2-
associated death promoter; Bak, Bcl-2 antagonist/killer; Bax, Bcl-2 associated X protein; Bcl-2, B-cell lymphoma-2;
Bcl-xL, B-cell lymphoma extra-large; Bid, BH3-interacting-domain death agonist; CCND1, Cyclin D1; Cdc37, cell
division cycle 37; CDK4, Cyclin-dependent kinase 4; CHOP, C/EBP homologous protein; cIAP, cellular inhibitor of
apoptosis protein; CK2, casein kinase 2; c-PARP, cleaved poly(ADP-ribose) polymerase; COX-2, cyclooxygenase-2;
Cyt c, cytochrome c; DR4, death receptors 4; DR5, death receptors 5; EGFR, epidermal growth factor receptor;
Endo G, endonuclease G; ER- β, estrogen receptor β; ErbB2, c-Neu or human EGF receptor 2; ERK, extracellular
signal-regulated protein kinases; Ezh2, enhancer of zeste homolog 2; FAK, focal adhesion kinase; Fas, apoptosis
stimulating fragment; FOXO3a, forkhead box O3a; GPX4, glutathione peroxidase; GRP78, glucose regulatory
protein 78; GSH, glutathione; GSK-3β, glycogen synthase kinase-3 beta; HIF-1α, hypoxia-inducible factor 1-alpha;
Hsp90, heat shock protein 90; iNOS, inducible nitric oxide synthase; H2AX, histone H2A, X; HDAC, histone
deacetylase; JAK, Janus family of tyrosine kinase; JAK2, Janus kinase 2; Kip1, Kinase inhibitory protein; IGF-IR,
Type 1 insulin-like growth factor receptor; IKK β, Inhibitory kappa B kinase beta (IKKβ); IL-6, interleukin-6; LC3-I,
clathrin light chain I; LC3-II, clathrin light chain II; LDH, lactate dehydrogenase; MAPK, mitogen-activated protein
kinase; Mcl-1, myeloid cell leukemia-1; MLKL, mixed-lineage kinase domain-like pseudokinase; MMP, mitochon-
drial membrane potential; mTOR, mammalian target of rapamycin; PI3K, phosphoinositide 3-kinase; NAG-1,
nonsteroidal anti-inflammatory drug (NSAID)-activated gene-1; NF-κB, nuclear factor kappa-light-chain-enhancer
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of activated B cells; Nrf2, nuclear factor erythroid 2-related factor 2; NQO2, NRH-quinone oxidoreductase 2; PERK,

protein kinase RNA-like endoplasmic reticulum kinase; PKCδ, protein kinase C delta; PLK-1, Polo-like kinase 1;

PTEN, Phosphatase and tensin homolog; RIP3, receptor-interacting protein 3; ROS, reactive oxygen species; SOD,

superoxide dismutase; SQSTM1, Sequestosome 1; STAT, signal transducer and activator of transcription; TNFR,

TNF receptor; TNF-α, tumor necrosis factor alpha; TRAIL, TNF-related apoptosis-inducing ligand; TRAIL-R,

TRAIL receptor; ULK1, autophagy-activating kinase 1; VEGF, vascular endothelial growth factor; XIAP, X-linked

inhibitor of apoptosis protein; YAP, yes-associated protein.

8. Conclusions and Perspectives

The currently available synthetic preventive and anti-metastatic chemotherapeutics
are often expensive, although they are very effective and present non-negligible toxic
effects. In this scenario, Apigenin fits favorably as a chemotherapeutic agent affecting
tumor cell survival, both directly and indirectly, inhibiting invasion and metastasis without
significant toxic effects on normal cells. As explained in this review of both in vitro and
in vivo studies, by modulating different signal pathways, Apigenin can induce cell cycle
arrest, trigger programmed cell death, stop tumor-associated angiogenesis, and affect both
EMT and invasive potential of CSCs. Furthermore, as an adjuvant, Apigenin enhances the
therapeutic efficacy of conventional anticancer drugs [81,82,108,120,129,131,145,158,196,
197,200–203,243]. Of note, Apigenin, like other dietary flavonoids, has the advantage of
being inexpensive and readily available and has a low toxicity profile [8,259]. However,
despite the multiple anti-cancer therapeutic properties of this compound, its biological
applications are limited by its hydrophobic nature and consequently, its bioavailability.
This last aspect limits its clinical use; thus, to improve the bioavailability of this compound,
several alternatives are being developed for new formulations, including nanoparticles
and similar devices [260]. Although Apigenin is recognized as a promising pharmaceutical
agent, clinical studies on its anti-cancer effects are very limited. Only one clinical trial
(NCT00609310, clinical trials.gov), on the effects of Apigenin in association with another
flavonoid (epigallocatechin gallate) on the recurrence rate of colorectal carcinoma, has
been reported. In addition, contrasting results from two association studies revealed that
dietary intake of certain flavonoids, including Apigenin, may reduce ovarian cancer risk in
a prospective study of almost 70,000 women [261], while not supporting the risk of cancers
(breast, colorectal, lung, endometrial, ovarian) in a prospective study of about half of the
cases (40,000 women) [262]. This implies that additional long-term prospective studies and
clinical trials are necessary before introducing this valuable flavone into clinical practice for
cancer management.
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Abbreviations

ABCG2 ATP-binding cassette subfamily G member 2
Akt Protein kinase B
ALDH1 Acetaldehyde dehydrogenase 1
AMPK AMP-activated protein kinase
ATF4 Activating transcription factor 4
ATM Ataxia-telangiectasia mutated
Bad Bcl-2-associated death promoter
Bak Bcl-2 antagonist/killer
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Bax BCL2 associated X, apoptosis regulator
Bcl-2 B-cell lymphoma 2
Bim Bcl-2 Interacting Mediator of cell death
BET Bromodomain and extraterminal domain
BRD4 Bromodomain containing 4
CC Colon cancer
CD Cluster of differentiation
cdc Cell division cycle
CDK Cyclin-dependent kinase
CHOP C/EBP homologous protein
CK2 Casein kinase 2
COX Cyclooxygenase
CSCs Cancer stem cells
CTGF Connective tissue growth factor
CYR61 Cysteine-rich angiogenic inducer 61
DAPK Death-associated protein kinase
DNA Deoxyribonucleic Acid
DR Death receptors
EGFR Epidermal growth factor receptor
ECM Extracellular matrix
EMT Epithelial–mesenchymal transition
ERK Extracellular signal-related kinase
EZH2 Enhancer of zeste homolog 2
FAKs Focal adhesion kinases
FOX Forkhead box
FTH1 Ferritin heavy chain 1
5-FU 5-fluorouracil
Gli1 GLI Family Zinc Finger 1
GSH Glutathione
GPX4 Glutathione peroxidase 4
GSK-3β Glycogen synthase kinase 3-beta
HCC Hepatocellular carcinoma
HDAC Histone deacetylases
HDM2 E3 ligase human double minute 2
HeLa Human cervical carcinoma cells
HGF Hepatocyte growth factor
HIF-1α Hypoxia-inducible factor 1α
HSP Heat shock protein 90
HUVECs Human umbilical vein endothelial cells
IGF-IR Type I insulin growth factor receptor
IL-6 Interleukin 6
IKKα IκB kinase-α
IKK IκB kinase
JAK Janus kinase
JNK Jun N-terminal kinase
LC3 Light chain 3
MAPK Mitogen-activated protein kinase
Mcl-1 Myeloid cell leukemia-1
MEK MAP kinase-ERK kinase
miRNAs MicroRNA
MLKL Mixed lineage kinase
MMPs Metalloproteases
mRNA Messenger ribonucleic acid
mTOR Mammalian target of rapamycin
MVD Microvessel density
NF-κB Nuclear factor-kappa B
iNOS Inducible nitric oxide synthase
NQO2 NRH-quinone oxidoreductase 2
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Notch Signal transducer and activator of transcription
NSCLC Non-small cell lung carcinoma
Nrf2 Nuclear factor erythroid 2-related factor 2
PARP Poly-ADP ribose polymerase
PCD Programmed cell death
PCSC Prostate cancer stem cells
PDGF-BB Platelet-derived growth factor-BB
PDGFR-β Platelet-derived growth factor receptor β
PERK Protein kinase RNA-like endoplasmic reticulum kinase
PI3K Phosphatidylinositol-3-kinase
PKB Protein kinase B
PLK-1 Polo-like kinase 1
PTEN Phosphatase and tensin homolog
PRRs Pattern recognition receptors
p70S6K1 Ribosomal protein S6 kinase beta-1
RIPK3 Receptor-interacting serine/threonine kinase 3
ROS Reactive oxygen species
SIRT Sirtuin
Snail Snail homolog 1/2 of drosophila
Sox2 SEX determining region (SRY) homology box 2
SPOCK1 Cwcv and kazal-like domains proteoglycan 1
pSTAT3 Phosphorylated signal transducer and activator of transcription-3
TAZ PDZ-binding motif
TCRs T cell receptors
TEADs Transcriptional enhanced associate domain
hTERT Human telomerase reverse transcriptase
TGF-β Transforming growth factor-beta
TMZ Temozolomide
TNBC Triple-negative breast cancer
TNF Tumor necrosis factor
TNFR Tumor necrosis factor receptor
TRAIL TNF-related apoptosis-inducing ligand
TWIST Twist family bHLH transcription factor
ULK1 Kinase UNC51-like kinase-1
VEGF Vascular endothelial growth factor
VEGFR2 Vascular endothelial growth factor receptor-2
YAP Hippo-Yes-associated protein
ZEB1/2 Zinc finger E-box binding homeobox 1/2
ZO-1 Zonula Occludens-1
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