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Abstract: Uncontrolled autophagy has been associated with the development and progression of
various cancers that are resistant to cancer therapy. Therefore, many efforts to modulate uncontrolled
autophagy as a cancer treatment have been attempted, from basic science to clinical trials. However,
it remains difficult to equally apply autophagy modulators to cancer therapy because autophagy is
a double-edged sword in cancer: it can be tumor-suppressive or tumor-protective. Therefore, the
precise mechanisms of autophagy modulators and their varied responsiveness to each cancer type
should be addressed in detail. This study will describe the precise mechanisms of developing various
autophagy modulators, their current therapeutic applications and future perspectives.
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1. Introduction

Autophagy (self-eating) is defined as a homeostatic process that enables the lysoso-
mal degradation of unnecessary or dysfunctional organelles or proteins [1]. There are
three types of autophagy: microautophagy, chaperone-mediated autophagy (CMA) and
macroautophagy [2]. Microautophagy is involved with the direct uptake of cargo by the
lysosome, and little is known about its mechanism [3]. CMA is a selective process and
involves substrates with specific motifs (KFERQ or similar KFERQ generated by modi-
fication). Heat-shock cognate chaperone of 70 kDa (Hsc70) recognizes the KFERQ motif
of the substrate and binds and moves together to the lysosomal membrane. Chaperone
selectively binds to LAMP2A on the lysosomal membrane and internalizes the substrate
into the lysosome through LAMP2A. Thus, CMA has not only selective substrates but also
specific machinery components [4].

Macroautophagy, usually considered as “autophagy” and thereafter referred to as
autophagy, is primarily induced by nutrient starvation (e.g., glucose starvation or amino
acid starvation) [5]. Cells deal with starvation by recycling cellular organelles and proteins
and then generating energy. Autophagy is initiated with the formation of a phagophore,
which is also known as an isolation membrane. The membrane source of phagophore has
been proposed to originate from the smooth endoplasmic reticulum (ER), mitochondria or
plasma membrane [6]. The conjugation of LC3 to phosphatidylethanolamine (PE) yields
recruitment to the nascent phagophore structure [7]. The precursor proLC3 is cleaved by
Atg4 protease into LC3-I with a C-terminal glycine residue, and the C-terminus is then con-
jugated to the polar head of PE by Atg complex to form LC3-II. The lipidated LC3 (LC3-II)
is localized on the membrane’s inner and outer sides and contributes to the expansion and
closure of the phagophore. As LC3-II migrates faster than LC3-I in gel electrophoresis ex-
periments, it is widely used as a marker for assessing autophagy induction [5]. Phagophore
grows, engulfs cytosolic components and closes to become an autophagosome. Then,
the autophagosome fuses with a lysosome and degrades sequestered contents. Cellular
response to nutrient deprivation is thought to be non-selective autophagy and usually
involves random uptake of cytoplasm. Conversely, selective autophagy selectively elimi-
nates specific cellular components, such as damaged organelles, or protein aggregates [8].
Moreover, pathogens are targeted for degradation by selective autophagy. Cargo-specific
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names have been used to classify the various types of selective autophagy (e.g., pexophagy,
mitophagy, aggrephagy, glycophagy, lipophagy ribophagy and xenophagy) [9,10]. In
particular, mitophagy is strongly associated with tumorigenesis [11,12] (Figure 1).
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Figure 1. Schematic diagram of autophagic progression. There are three types of autophagy in
mammalian cells: macroautophagy, microautophagy and chaperone-mediated autophagy. When
macroautophagy is induced, cytoplasmic materials are engulfed by double membranes (phagophore),
closed (autophagosome), fused with the lysosome (autolysosome) and degraded. The KFERQ motif
is recognized by Hsc70 and binds with LAMP2A in CMA. LAMP2A mediates the translocation of
the substrate into lysosomes. Microautophagy directly uptakes the cytoplasmic cargo.

Autophagy-modulating drugs have been increasingly used in clinical trials; simul-
taneously, many phenotypic screens are being conducted for new drug discovery, which
can modulate autophagy for therapeutic purposes. However, it is not easy to screen and
identify new autophagy-modulating chemicals. The brief analysis of the role of autophagy
modulators through LC3-II or autophagosome accumulation during drug screening may
be misleading. An increase in LC3-II or autophagosomes can be interpreted as autophagy
induction and blockade: an increase in the rate of autophagosome formation or a decrease
in the rate of autophagosome clearance following fusion with lysosomes. To solve this
problem, autophagic flux probes, such as GFP-LC3-RFP-LC3∆G or mRFP-GFP-tagged LC3,
were developed and used for high-throughput screening to identify autophagy modula-
tors [13,14]. Autophagy flux was quantitatively monitored by calculating the GFP/RFP
ratio or LC3 puncta: the decreased GFP/RFP ratio is detected by the autophagy inducer,
whereas the autophagy inhibitor detects the increased GFP/RFP ratio. However, an assay
using an autophagic flux probe has a limitation, as it does not distinguish whether the
autophagy modulators inhibit the initiation step or lysosomal fusion step [15]. To apply
autophagy modulators as therapeutics, more research beyond screening is required to
determine which steps of autophagy are regulated by these chemicals. Through various
autophagy screening methods, researchers are discovering novel autophagy modulators
and/or adding new functions as autophagy modulators to existing drugs [15].

2. Autophagy: Tumor Suppressor or Promoter?

In normal cells, autophagy contributes to the maintenance of homeostasis. Autophagy
is a mechanism to deal with starvation, but it also plays an essential role in removing
substances that can be toxic to cells. For instance, autophagy is induced in response to
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reactive oxygen species (ROS) to remove them and protect the cells from apoptosis, whereas
autophagy impairment causes the accumulation of oxidative stress [16,17]. Moreover, since
ROS is involved in DNA damage and genetic instability, the removal of ROS by autophagy
may be critical for blocking the transformation of normal cells [18,19].

However, in cancer cells, the role of autophagy has remained controversial. Autophagy
has been reported to have both antitumor and tumor-promoting effects in cancers. Since
the role of autophagy varies according to the cancer stage and tumor type, it is necessary
first to check how autophagy is dysregulated in target cancers. Due to the opposite effects
of autophagy, either inhibitors or inducers of autophagy could be exploited for cancer
therapy depending on cancer context, respectively.

In the early stages of cancer development, autophagy is believed to play a protective
role against cancer initiation. Inhibition of autophagy or defects of autophagy can lead to
impaired removal of toxic materials such as damaged organelles, unfolded proteins or ROS.
Here, inducing autophagy might serve as a cancer prevention or treatment. Additionally,
Beclin1, which is the core subunit of the PI3K complex and is involved in initiation of
autophagosome [20], heterozygote mice exhibited spontaneous development of malignant
tumors, indicating that autophagy inhibition can induce tumorigenesis. Furthermore,
decreased expression of autophagic genes (Atg5, Beclin1, Atg7) and autophagic activity
was observed in hepatocellular carcinoma (HCC) [21]. In glioblastoma (GBM), low levels of
ULK2 transcripts by DNA methylation were reported [22]. ULK2 overexpression induced
autophagy and inhibited astrocyte transformation and tumor growth in glioblastoma.
Altogether, these studies indicate that autophagy genes function as tumor suppressors in
several tumors.

However, tumor-promoting effects of autophagy are more prominent in various
cancers. Once the carcinogenic phenotype is established, cancer cells exploit autophagy
mechanisms to satisfy their energy requirements. Particularly, autophagy contributes to
the adaptation and survival of cancer cells in unfavorable conditions such as hypoxia or
nutrient-deficient conditions [23]. Therefore, inducing autophagy in this situation may
rather promote tumor progression. Notably, enhanced autophagy flux was observed in
various tumors.

Additionally, autophagy has also been determined to promote the invasion of hep-
atocellular carcinoma cells through the activation of epithelial mesenchymal transition
(EMT) [24]. Autophagy is also associated with the metastatic ability of pancreatic can-
cer [25]. These studies suggest that autophagy is critical for cancer metastasis [24]. However,
it was reported that autophagy induction in glioblastoma cells rather impairs migration
and invasion [26]. Interestingly, SNAIL, which is responsible for glioblastoma cell move-
ment, was degraded upon autophagy induction. This is another example showing that
autophagy does not have the same effect on all cancer types.

Autophagy is also related to cancer stem cells (CSCs) in various cancers such as breast,
ovarian, liver and brain cancer. Basal levels of autophagy are required to maintain the
balance between pluripotency and differentiation in CSCs. Intriguingly, changes in the
basal levels of autophagy by either autophagy inducer or inhibitor can result in a decrease
in pluripotency or an increase in differentiation and senescence in CSCs [27].

Several studies have already reported that autophagy flux is enhanced in various
CSCs, and, in this case, suppressing autophagy has a positive effect in terms of cancer treat-
ment. In mammosphere conditions, a culture system in which mammary CSCs/progenitor
cells can be propagated, a greater autophagy flux was displayed than in normal adher-
ent culture conditions [28]. The knockdown of Beclin1 impaired CSC maintenance and
proliferations [28]. Additionally, ovarian CSCs have enhanced autophagic flux, and the
inhibition of autophagy decreased the self-renewal ability and chemoresistance of ovarian
CSCs [29]. It has been reported that the enhanced autophagy flux in liver CSCs contributes
to the adaptation of liver CSCs to the tumor microenvironment, such as hypoxia and
nutrient-deficient conditions [30]. Therefore, autophagy inhibitors may make liver CSCs
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difficult to survive in an unfavorable tumor microenvironment, which may help improve
anticancer therapeutic effects.

CSC resistance to chemotherapy is also associated with autophagy [31]. Many studies
have shown that combining cytotoxic drugs and autophagy inducers or inhibitors increases
the sensitivity of CSCs. For instance, autophagy induction by rapamycin promoted cell
differentiation and made GSCs sensitive to radiation therapy [32]. Azathioprine, an im-
munosuppressant for rheumatoid arthritis or Crohn’s disease, induces autophagy through
mTORC1 [33] and also sensitizes GBM to chemotherapy or radiotherapy [34]. In terms of
autophagy inhibition, chloroquine was able to increase the chemosensitivity of glioma cells
to temozolomide [35]. Altogether, autophagy modulators can be used for cancer treatment
because the imbalance in autophagy leads to cancer cell death.

3. Modulators of Initial Autophagy and Cancer Treatment

The initiation stage of autophagy is controlled by a series of autophagy-related genes
(ATGs) [36]. Specifically, AMPK, mTOR, and unc-51-like kinase 1 (ULK1, also known
as Atg1) play a central role in autophagy initiation [37] (Figure 2). Under conditions of
nutrient sufficiency, active mTOR inhibits AMPK activation and phosphorylates ULK1 at
the S758 site in humans (Ser757 in mouse) [38]. Phosphorylation of ULK S758 was also
found to inhibit the interaction between ULK1 and AMPK. Upon nutrient starvation condi-
tions, activated AMPK phosphorylates ULK1 at various sites and initiates autophagy [39].
Additionally, autophagy is accelerated by AMPK-induced phosphorylation of Raptor and
TSC1, which is associated with mTOR inhibition [40]. Firstly, an autophagy activator can
regulate autophagy initiation and serve as a treatment for cancer. This is described in
Figure 2 and Table 1.
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Figure 2. Signaling cascades and modulators that regulate autophagy initiation.The energy sensors, mTOR and AMP-
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Table 1. Autophagy modulators associated with autophagy initiation.

Compound Mechanism/Use Structure
Clinical Trials in Progress or

Completed for Cancer Treatment
(NCT Number)

Metformin AMPK activation/autophagy
inducer
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Table 1. Cont.

Compound Mechanism/Use Structure
Clinical Trials in Progress or

Completed for Cancer Treatment
(NCT Number)

Everolimus/RAD001 mTOR inhibition,
rapalog/autophagy inducer
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Table 1. Cont.

Compound Mechanism/Use Structure
Clinical Trials in Progress or

Completed for Cancer Treatment
(NCT Number)
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Activating AMPK is believed to be a promising cancer therapeutic because AMPK
is involved in regulating cell growth-related pathways such as cell proliferation, protein
synthesis and lipid biosynthesis [41]. AMPK acts as a sensor of AMP/ATP or ADP/ATP
ratio and contributes to maintaining homeostasis when cellular energy is low [42].

Metformin, which has already been used for a long time as a drug against type
2 diabetes, induces autophagy by activating AMPK indirectly. Inhibition of mitochondrial
respiratory chain complex I by metformin increases the AMP/ATP ratio, which then in-
duces AMPK activation [43]. Several studies have suggested that metformin suppresses cell
proliferation and induces apoptosis in several cancer cells, including renal, colorectal, liver
and pancreatic cancer cells [21,44–46]. An in vivo study demonstrated that administration
of metformin to hamsters with high-fat diet has diminished the occurrence of pancreatic
cancer following exposure to pancreatic carcinogens [47]. Additionally, patients with
type 2 diabetes who were given metformin had a significantly lower risk of developing
pancreatic and hepatocellular cancer than patients who received other medications [48].
These studies suggest that AMPK activation and subsequent autophagy induction may
have a preventive role in cancer incidence. Based on these studies, metformin is currently
undergoing various clinical trials for cancer patients without diabetes [49]. Interestingly,
the addition of metformin to standard EGFR-TKIs therapy in patients with advanced lung
adenocarcinoma significantly improved progression-free survival in phase 2 randomized
clinical trials [50]. Additionally, various phase 1 clinical trials were conducted for pa-
tients with glioblastoma or advanced/refractory cancer, and the stability of metformin was
confirmed [51,52].
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5-Aminoimidazole-4-carboxamide-1-β-D-ribofuranoside (AICAR), another activator
of AMPK, induces apoptosis of renal cancer cells; moreover, AICAR is also known to inhibit
autophagy by a pathway independent of AMPK [53]. Similar to other AMPK activators
such as metformin, phenformin, salicylate and 2-deoxy-D-glucose (2-DG), AICAR inhibits
cell growth; however, it also inhibits cell growth in AMPK-deficient cells, suggesting that
AMPK-independent regulation exists [54,55]. In other words, AICAR may have nonspecific
effects on AMPK or control independent of autophagy. Recently developed AMPK activa-
tors are more specific. A-769662, an AMPK activator, showed specific AMPK-dependent
retardation of cell growth and metabolism [54]. GSK621, a direct and specific activator
of AMPK, induces cytotoxicity and autophagy in acute myeloid leukemia (AML) [56].
Continuous efforts are made to develop specific and potent AMPK activators and use them
for cancer treatment [57].

3.2. mTOR Inhibitor

Rapamycin/sirolimus, a representative mTOR inhibitor and autophagy inducer, was
initially approved as an immunosuppressant to prevent allograft rejection. Due to its poor
solubility and pharmacokinetics of rapamycin, several rapamycin analogs (rapalogs) were
developed. Autophagy is induced in cancer cells not only by rapamycin but also by ra-
palogs [58]. Temsirolimus, a rapalog, was approved by the Food and Drug Administration
(FDA) in 2007 for treating advanced renal cancer carcinoma (RCC). Thereafter, everolimus
was approved for RCC treatment by FDA in 2009. Additionally, everolimus was later
approved as a treatment for various cancers, including astrocytoma, breast cancer, an-
giomyolipoma and neuroendocrine cancer. However, rapalogs have achieved only modest
effects in clinical practice. The reasons for clinical limit have not been fully established,
but it may involve multiple mTORC1 regulatory negative feedback loops in cancer cells.
To overcome this limitation, multiple clinical trials are currently evaluating the efficacy of
rapalogs plus chemotherapy combination therapy [59]. AZD-8055 is a potent bioavailable
ATP-competitive mTORC1 and mTORC2 inhibitor and is under phase I clinical trial in
patients with various tumors. In preclinical data, AZD8055 exhibited a more potent anti-
cancer effect than rapamycin in the brain tumor xenograft model [60]. Efforts focused on
developing novel mTOR inhibitors or optimal combinations with rapalogs will have great
potential to yield an improved efficacy.

Nutraceutical products obtained from normal food can control autophagy. Epigallocat-
echin gallate (EGCG), a polyphenol compound obtained from green tea, has been reported
to modulate autophagy by affecting the balance of the mTOR-AMPK pathway [61–63].
Fisetin, a member of the flavonoid group of polyphenols, inhibits mTOR activity and
induces autophagic-programmed cell death in several cancer cells, including prostate
carcinoma and oral squamous cell carcinoma [64,65].

Various inhibitors of autophagy initiation (autophagy blockers) were developed and
actively used in biological experiments to determine the role of autophagy in cancer cells.
However, autophagy blockers have not entered clinical trials yet. Since various preclinical
experiments are in progress, it is expected that autophagy blockers that enter clinical trials
will emerge when numerous data are accumulated. Autophagy blockers are discussed
below in terms of cancer treatment (Figure 2 and Table 1).

3.3. ULK1/2 Inhibitors

Several ULK1 or 2 activators, such as BL-918, typically target Parkinson’s disease but
not cancers. Rather, ULK1/2 inhibitors have been developed as oncolytic drugs in certain
cancers. In preclinical data, SBI-0206965, ULK1 inhibitor, reduced cell growth and promoted
apoptosis in neuroblastoma [66]. SBI-0206965 and MRT-68921, another ULK1 inhibitor, was
able to induce apoptosis in AML with FLT3-ITD mutation [67]. However, ULK1 inhibitors
alone are not sufficient for tumor suppression in certain cancers. Recently, a paper was
published explaining the reason why the anticancer effect of ULK inhibition monotherapy
was ineffective in pancreatic ductal adenocarcinoma (PDAC) [68]. Intriguingly, autophagy
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inhibition induced micropinocytosis, which is the uptake of extracellular fluid droplets
containing proteins and other macromolecules. As micropinocytosis provides energy to
autophagy-compromised cells, ULK inhibition alone could not induce apoptosis in PDAC.
Indeed, combination treatment of MRT-68921 and macropinosome formation inhibitor
synergistically induced tumor regression in an in vivo model.

3.4. PI3K Inhibitors

Although the PI3K-AKT-mTOR axis is also critical for autophagy regulation, mod-
ulators of upstream kinases are not specific in autophagy regulation and show mixed
autophagy readouts depending on cell types or treatment concentration and time. For ex-
ample, 3-methyladenine (3-MA) is used as an autophagy inhibitor, but it also inhibits PI3K
class I and class III. PI3K class III stimulates autophagic sequestering, whereas PI3K class I
inhibits it [5]. Although the overall effect of 3-MA is considered an autophagy inhibitor,
PI3K inhibitors are not suitable for clinical setting due to the complexity of the results.

4. Modulators of Lysosomal Activity

Autophagosome fuses with a lysosome and eventually degrades the contents, in-
cluding cargo proteins or organelles. Chloroquine (CQ) and a derivative of CQ, that is,
hydroxychloroquine (HCQ), are the most well-known and clinically used chemical block-
ers (Figure 3). CQ and HCQ have been used as antimalarial drugs. CQ and HCQ inhibit
autophagy by increasing intralysosomal pH, but the exact mechanism is not well under-
stood. Autophagy inhibition limits the energy supply for cancer growth. Additionally,
several damaged proteins or mitochondria can be accumulated in CQ- or HCQ-treated
cells, resulting in the ER stress. Triggering excessive ER stress is an excellent strategy to
kill cancer cells [69]. Apoptosis is eventually induced because cancer cells cannot tolerate
excessive ER stress. In this context, CQ and HCQ show synergistic enhancement when
combined with various therapeutic agents in cancer treatment. Treatment with CQ or HCQ
along with radiation therapy or standard therapy is already in clinical trials. There are
multiple reports that CQ sensitizes glioblastoma to radiation or chemotherapy. Favorable
toxicity of CQ in patients was determined [70], and phase III clinical trials are ongoing
(NCT00224978) [71]. According to the results of a recently published phase II clinical trial,
HCQ along with gemcitabine and nab-paclitaxel resulted in a greater pathological tumor
response in pancreatic cancer [72] (Table 2).
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Table 2. Autophagy modulators that control lysosomal activity.

Compound Mechanism/Use Structure
Clinical Trials in Progress or

Completed for Cancer Treatment
(NCT Number)

CQ

Inhibition of lysosomal
acidifica-

tion/autophagy
inhibitor
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concanamycin A are v-ATPase inhibitors known to prevent the acidification of lysosomes
(Figure 3). Several in vivo xenograft mouse studies revealed that bafilomycin A1 can inhibit
tumor growth, including bladder, breast and liver cancers [73–75]. Although bafilomycin
A1 is more famous and commonly used in many preclinical experiments to identify an
inhibitory role in cancer growth, several more selective and potent v ATPase inhibitors
exist (e.g., salicylihalamide A, lobatamides and oximidines). Unlike bafilomycin A1 and
concanamycin A, these chemicals inhibit mammalian V-ATPases at low concentrations
but do not affect fungi and yeast v-ATPases [76,77]. However, there are few reports that
these chemicals inhibit tumor growth and autophagy, but further studies are still needed to
confirm these findings (Table 2).

5. Modulation of CMA in Cancer

The recognition of substrates initiates CMA with KFERQ-like motifs by cytosolic
chaperone Hsc70, and the substrates are then delivered to the lysosomal surface. The
targeted substrates bind to lysosomal-associated membrane protein 2A (LAMP2A) and are
translocated inwardly across the lysosomal membrane and are eventually degraded [4]
(Figure 1). The role of CMA in oncology has not been fully understood as encompassing
both pro-survival and pro-death parts in different contexts [78].

Similar to macroautophagy, CMA plays a critical supportive role in cancer cell pro-
liferation because it satisfies the excessive energy needs of cancer cells by degradation of
substrates. However, given CMA substrates, CMA degrades not only oncogenic proteins
(e.g., PKM2, mutant p53, HK2, HIF-1α) but also tumor suppressors (unphosphorylated
PED, Rnd3) [79]. These observations suggest that the role of CMA in oncology is more
controversial than macroautophagy, especially regarding cancer treatment.

The distinct and notable characteristics of CMA are the selectivity of the target sub-
strate and specificity of core components. CMA degrades only substrates with KFERQ-like
motifs. Oncoproteins or oncoprotein activators with the KFERQ motif might be a promising
therapeutic target through CMA modulation [45]. Hsc70 and LAMP2A are identified as
the core components required for CMA. Specifically, LAMP2A is the rate-limiting com-
ponent of the CMA pathway [80]. LAMP2A is under the negative regulation by nuclear
retinoic acid receptor-α (RAR-α) [81]. Indeed, RAR-α inhibition by synthetic derivatives
of all-trans-retinoic acid activated only CMA without regulating other RAR-α-dependent
transcriptions [81]. However, RAR-α derivatives have the disadvantage that they can be
used only when cancer cells are under the regulation of RAR-α. The application of RAR-α
derivatives to cancer cells has not been published. Development of more diverse CMA
modulators is required for application to anticancer treatment.

6. Autophagy Modulators Associated with Epigenetics

Although autophagy is rapidly regulated and occurs in the cytoplasm by starvation
signal, transcriptional and epigenetic regulation in the nucleus are also deemed essential
for the overall autophagy process [82]. Nutrient starvation regulates not only upstream
kinase of autophagy, such as AMPK or mTOR, but also the translocation of transcription
factors to the nucleus or histone modifications of target genes. Transcriptional regulation of
autophagy is required to maintain prolonged autophagy. Furthermore, because autophagy
receptors and LC-3 proteins are degraded with cargo, cells replenish autophagy proteins
with transcriptional upregulation of autophagy-related genes.

6.1. MiT/TFE Family

The major transcription factor of autophagy regulation is the transcription factor
EB (TFEB) [83]. TFEB belongs to the microphthalmia/transcription factor E (MiT/TFE)
family of transcription factors that bind coordinated lysosomal expression and regulation
element [84]. Under starvation conditions, TFEB translocates to the nucleus to promote the
transcription of lysosome biogenesis and autophagy-related genes. Its phosphorylation
status at various sites tightly controls the nuclear import or export of TFEB and induced by
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mTORC1 or GSK3β [85,86]. According to an interesting publication, increased mRNA and
protein expression of MITF, TFE3 and TFEB was detected in pancreatic ducal adenocarci-
noma (PDA) cell lines and patient tumors [87]. PDA is one of the most lethal of cancers with
a 5-year survival rate of only 6% after diagnosis [88]; it is a cancer determined to be highly
dependent on autophagy for the supply of essential nutrients. Overexpressed MiT/TFE
family transcription factor activates autophagy and maintains intracellular amino acid
pools. However, small molecules that can directly modulate the MiT/TFE family have
not yet been developed. Since the MiT/TFE family is an attractive target for PDA treat-
ment, it is expected to be an excellent therapeutic agent if potent and selective modulators
are developed.

6.2. Histone Modifications

Autophagy regulates, directly or indirectly, histone modifications to control transcrip-
tion. Negative regulation occurs through histone H3 K9 or K27 methylation (Figure 4 and
Table 3). Under nutrient-rich conditions, H3K9 methylation is maintained by G9a methyl-
transferase in autophagy-related genes [89]. However, a decrease in G9a recruitment and
subsequent H3K9 dimethylation is observed by starvation. EZH2, a methyltransferase of
H3 K27, regulated the expression of mTOR pathway-related genes through H3K27 methy-
lation and knockdown of EZH2-induced autophagy [90]. In addition, EZH2 inhibitors
such as GSK126 and EPZ-011989 induced autophagy [90,91] (Table 3). Interestingly, the
epigenetic inhibitor induces autophagy by altering the transcription of the target genes.
Moreover, in vivo studies revealed that these EZH2 inhibitors showed significant tumor
growth inhibition in lymphoma and myeloma [92,93]. However, studies on how autophagy
induction by EZH2 inhibitors affected overall tumor growth inhibition remain lacking.
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Table 3. Autophagy modulator associated with epigenetics.

Compound Mechanism/Use Structure
Clinical Trials in Progress or

Completed for Cancer
Treatment (NCT Number)
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Histone H3R17 methylation is associated with autophagy induction (Figure 4). Un-
der nutrient starvation conditions, stabilized CARM1 methylated H3R17 and activated
autophagy and lysosomal genes [94]. As CARM1 methyltransferase activity on H3R17 is
inhibited by ellagic acid [95], which is a naturally occurring phenolic acid abundant in
fruits and vegetables, treatment with ellagic acid was able to block autophagy induction
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even in starvation conditions (Table 3). Furthermore, ellagic acid inhibited pancreatic
cancer growth in the xenograft model [96].

There are many reports that histone deacetylase (HDAC) inhibitors regulate au-
tophagy [97], but the effects are a little complex and controversial (Table 3). It has been
reported that SAHA/vorinostat, one of the HDAC inhibitors, inhibits mTOR and induces
autophagy [97]. Additionally, treatment with SAHA improved autophagy flux by enhanc-
ing α-tubulin acetylation and alleviated Cockayne syndrome (CS), a condition of premature
aging mainly caused by mutations in the csb gene [98]. Currently, SAHA is approved to
treat T-cell lymphoma (CTCL), malignant mesothelioma and multiple myeloma. In the case
of cancer in which reduced autophagy promotes tumorigenesis, treatment with SAHA can
be effective. Another HDAC inhibitor, that is, MGCD0103/mocetinostat, has been reported
to inhibit autophagy [99]. MGCD0103 decreased the autophagic flux in primary lympho-
cytic leukemia cells by activating the mTOR pathway and downregulating autophagy gene
transcription [99]. This suggests that since the role of autophagy is different for each cancer
type, it is crucial to identify the detailed function of autophagy according to cancer type
and select an appropriate therapeutic agent. In addition, epigenetic regulators can control
not only histone modification but also non-histone modification. If HDAC inhibitors mod-
ulate histone acetylation, overall transcription may be activated, but it remains difficult to
predict how transcription will alter if they modulate an unknown non-histone target. Since
target specificity can vary depending on the type of drug as well as the concentration and
treatment time of the drug, a fundamental study on how and which target is controlled
before application to cancer patients is required.

7. Conclusions and Future Perspective

Clever cancer cells use autophagy in a direction favorable to cancer survival, adap-
tation and rapid proliferation. Therefore, targeting autophagy is no doubt an excellent
strategy for cancer therapy. However, the controversial role of autophagy should be kept
in mind. Autophagy activation can be an excellent strategy in treating early stages of
cancer. Toxic mutagen or genetic defects are eliminated by autophagy to maintain cellular
homeostasis. However, autophagy can also support the growth of cancer cells as tumors de-
velop. Additionally, cancer cells use autophagy to meet their increased metabolic demands
by recycling macromolecules and supplying building blocks. Accordingly, autophagy
modulators should be applied to consider various cancer characteristics such as cancer
development stage, cancer types, cancer microenvironments and oncogenic mutations.
Of course, it is necessary to determine the state of autophagy of cancer before applying
activators or inhibitors.

Many clinical trials using autophagy modulators are combinatorial therapy with
standard chemotherapy or radiotherapy. Since enhanced or impaired autophagy in cancer
is one of the various characteristics of cancers, it will be difficult to show dramatic anticancer
effects with autophagy modulator alone. However, the effect of disappearing chemotherapy
resistance caused by prolonged standard treatments is positive by inducing an imbalance of
autophagy. These effects may be due to the induction of apoptosis, alterations in the tumor
microenvironment or a still unknown mechanism. More detailed mechanistic studies of
how autophagy modulators overcome chemotherapy resistance are needed for the stronger
efficacy of autophagy modulators.

It is interesting that epigenetic drugs such as EZH2 inhibitors or HDAC inhibitors
regulate autophagy. However, the specific mechanism by which epigenetic drugs affect
autophagy remains largely unknown. Since the effect of autophagy in cancer depends on
cancer type and tumor stage, it is challenging to determine whether autophagy regulation
by epigenetic drugs will have a positive/negative effect on cancer treatment. Therefore, it
is necessary to study the autophagy mechanisms and treatment outcomes of epigenetic
drugs in a wider range of cancers.

Metformin has been used for a long time in patients with type 2 diabetes and has
been clinically proven to be safe. Moreover, HCQ and CQ have been used in patients with
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malaria. Repurposing drugs with potential antitumor properties might have the advantage
of improving survival while saving time and money. These drugs have successfully passed
phase I clinical trials for cancer patients and are currently undergoing phases II/III. It is
expected for use in the treatment of cancer patients after its effectiveness and safety have
been confirmed.

Recently, immunotherapy is attracting attention as a new cancer treatment. So far,
the synergistic effect of autophagy and antibody-targeted therapy has frequently been
reported [100]. However, autophagy also enhances or attenuates the effectiveness of
immunotherapy, depending on the cancer type [93]. Currently, phase I/II clinical tri-
als on HCQ in combination with nivolumab/ipilimumab in advanced melanoma are
recruiting patients (NCT04464759). If positive clinical results are obtained, it is expected
that the effective range of autophagy modulators as cancer immunotherapeutics will be
further expanded.

Author Contributions: H.J.N. wrote and edited the article. The author has read and agreed to the
published version of the manuscript.

Funding: This research was funded by the Bio & Medical Technology Development Program of the
National Research Foundation, grant number 2020M3A9I4036072.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: Not applicable.

Acknowledgments: This work was supported by a grant from the Bio & Medical Technology
Development Program of the National Research Foundation (NRF), which is funded by the Ministry
of Science & ICT (2020M3A9I4036072).

Conflicts of Interest: The author declares no conflict of interest.

References
1. Chun, Y.; Kim, J. Autophagy: An essential degradation program for cellular homeostasis and life. Cells 2018, 7, 278. [CrossRef]

[PubMed]
2. Parzych, K.R.; Klionsky, D.J. An overview of autophagy: Morphology, mechanism, and regulation. Antioxid. Redox Signal. 2014,

20, 460–473. [CrossRef]
3. Schuck, S. Microautophagy—Distinct molecular mechanisms handle cargoes of many sizes. J. Cell Sci. 2020, 133, jcs246322.

[CrossRef] [PubMed]
4. Kaushik, S.; Cuervo, A.M. The coming of age of chaperone-mediated autophagy. Nat. Rev. Mol. Cell Biol. 2018, 19, 365–381.

[CrossRef] [PubMed]
5. Klionsky, D.J.; Abdelmohsen, K.; Abe, A.; Abedin, M.J.; Abeliovich, H.; Acevedo Arozena, A.; Adachi, H.; Adams, C.M.; Adams,

P.D.; Adeli, K.; et al. Guidelines for the use and interpretation of assays for monitoring autophagy (3rd edition). Autophagy 2016,
12, 1–222. [CrossRef] [PubMed]

6. Tooze, S.A.; Yoshimori, T. The origin of the autophagosomal membrane. Nat. Cell Biol. 2010, 12, 831–835. [CrossRef]
7. Bernard, A.; Klionsky, D.J. Defining the membrane precursor supporting the nucleation of the phagophore. Autophagy 2014, 10,

1–2. [CrossRef] [PubMed]
8. Gatica, D.; Lahiri, V.; Klionsky, D.J. Cargo recognition and degradation by selective autophagy. Nat. Cell Biol. 2018, 20, 233–242.

[CrossRef] [PubMed]
9. Kazibwe, Z.; Liu, A.Y.; MacIntosh, G.C.; Bassham, D.C. The ins and outs of autophagic ribosome turnover. Cells 2019, 8, 1603.

[CrossRef]
10. Beese, C.J.; Brynjolfsdottir, S.H.; Frankel, L.B. Selective autophagy of the protein homeostasis machinery: Ribophagy, proteaphagy

and er-phagy. Front. Cell Dev. Biol. 2019, 7, 373. [CrossRef] [PubMed]
11. Macleod, K.F. Mitophagy and mitochondrial dysfunction in cancer. Annu. Rev. Cancer Biol. 2020, 4, 41–60. [CrossRef]
12. Chourasia, A.H.; Boland, M.L.; Macleod, K.F. Mitophagy and cancer. Cancer Metab. 2015, 3, 4. [CrossRef] [PubMed]
13. Kaizuka, T.; Morishita, H.; Hama, Y.; Tsukamoto, S.; Matsui, T.; Toyota, Y.; Kodama, A.; Ishihara, T.; Mizushima, T.; Mizushima,

N. An autophagic flux probe that releases an internal control. Mol. Cell 2016, 64, 835–849. [CrossRef]
14. Kimura, S.; Noda, T.; Yoshimori, T. Dissection of the autophagosome maturation process by a novel reporter protein, tandem

fluorescent-tagged lc3. Autophagy 2007, 3, 452–460. [CrossRef] [PubMed]

http://doi.org/10.3390/cells7120278
http://www.ncbi.nlm.nih.gov/pubmed/30572663
http://doi.org/10.1089/ars.2013.5371
http://doi.org/10.1242/jcs.246322
http://www.ncbi.nlm.nih.gov/pubmed/32907930
http://doi.org/10.1038/s41580-018-0001-6
http://www.ncbi.nlm.nih.gov/pubmed/29626215
http://doi.org/10.1080/15548627.2015.1100356
http://www.ncbi.nlm.nih.gov/pubmed/26799652
http://doi.org/10.1038/ncb0910-831
http://doi.org/10.4161/auto.27242
http://www.ncbi.nlm.nih.gov/pubmed/24257021
http://doi.org/10.1038/s41556-018-0037-z
http://www.ncbi.nlm.nih.gov/pubmed/29476151
http://doi.org/10.3390/cells8121603
http://doi.org/10.3389/fcell.2019.00373
http://www.ncbi.nlm.nih.gov/pubmed/32039200
http://doi.org/10.1146/annurev-cancerbio-030419-033405
http://doi.org/10.1186/s40170-015-0130-8
http://www.ncbi.nlm.nih.gov/pubmed/25810907
http://doi.org/10.1016/j.molcel.2016.09.037
http://doi.org/10.4161/auto.4451
http://www.ncbi.nlm.nih.gov/pubmed/17534139


Life 2021, 11, 839 16 of 19

15. Panda, P.K.; Fahrner, A.; Vats, S.; Seranova, E.; Sharma, V.; Chipara, M.; Desai, P.; Torresi, J.; Rosenstock, T.; Kumar, D.; et al.
Chemical screening approaches enabling drug discovery of autophagy modulators for biomedical applications in human diseases.
Front. Cell Dev. Biol. 2019, 7, 38. [CrossRef]

16. Yun, H.R.; Jo, Y.H.; Kim, J.; Shin, Y.; Kim, S.S.; Choi, T.G. Roles of autophagy in oxidative stress. Int. J. Mol. Sci. 2020, 21, 3289.
[CrossRef]

17. Ornatowski, W.; Lu, Q.; Yegambaram, M.; Garcia, A.E.; Zemskov, E.A.; Maltepe, E.; Fineman, J.R.; Wang, T.; Black, S.M. Complex
interplay between autophagy and oxidative stress in the development of pulmonary disease. Redox Biol. 2020, 36, 101679.
[CrossRef]

18. Poillet-Perez, L.; Despouy, G.; Delage-Mourroux, R.; Boyer-Guittaut, M. Interplay between ros and autophagy in cancer cells,
from tumor initiation to cancer therapy. Redox Biol. 2015, 4, 184–192. [CrossRef]

19. Srinivas, U.S.; Tan, B.W.; Vellayappan, B.A.; Jeyasekharan, A.D. Ros and the DNA damage response in cancer. Redox Biol. 2019, 25,
101084. [CrossRef]

20. Funderburk, S.F.; Wang, Q.J.; Yue, Z. The beclin 1–vps34 complex–at the crossroads of autophagy and beyond. Trends Cell Biol.
2010, 20, 355–362. [CrossRef] [PubMed]

21. Ding, Z.B.; Shi, Y.H.; Zhou, J.; Qiu, S.J.; Xu, Y.; Dai, Z.; Shi, G.M.; Wang, X.Y.; Ke, A.W.; Wu, B.; et al. Association of autophagy
defect with a malignant phenotype and poor prognosis of hepatocellular carcinoma. Cancer Res. 2008, 68, 9167–9175. [CrossRef]
[PubMed]

22. Shukla, S.; Patric, I.R.; Patil, V.; Shwetha, S.D.; Hegde, A.S.; Chandramouli, B.A.; Arivazhagan, A.; Santosh, V.; Somasundaram, K.
Methylation silencing of ulk2, an autophagy gene, is essential for astrocyte transformation and tumor growth. J. Biol. Chem. 2014,
289, 22306–22318. [CrossRef]

23. Bellot, G.; Garcia-Medina, R.; Gounon, P.; Chiche, J.; Roux, D.; Pouyssegur, J.; Mazure, N.M. Hypoxia-induced autophagy is
mediated through hypoxia-inducible factor induction of bnip3 and bnip3l via their bh3 domains. Mol. Cell. Biol. 2009, 29,
2570–2581. [CrossRef]

24. Li, J.; Yang, B.; Zhou, Q.; Wu, Y.; Shang, D.; Guo, Y.; Song, Z.; Zheng, Q.; Xiong, J. Autophagy promotes hepatocellular carcinoma
cell invasion through activation of epithelial-mesenchymal transition. Carcinogenesis 2013, 34, 1343–1351. [CrossRef]

25. Zhu, H.; Wang, D.; Zhang, L.; Xie, X.; Wu, Y.; Liu, Y.; Shao, G.; Su, Z. Upregulation of autophagy by hypoxia-inducible factor-
1alpha promotes emt and metastatic ability of cd133+ pancreatic cancer stem-like cells during intermittent hypoxia. Oncol. Rep.
2014, 32, 935–942. [CrossRef]

26. Catalano, M.; D’Alessandro, G.; Lepore, F.; Corazzari, M.; Caldarola, S.; Valacca, C.; Faienza, F.; Esposito, V.; Limatola, C.; Cecconi,
F.; et al. Autophagy induction impairs migration and invasion by reversing emt in glioblastoma cells. Mol. Oncol. 2015, 9,
1612–1625. [CrossRef]

27. Sharif, T.; Martell, E.; Dai, C.; Kennedy, B.E.; Murphy, P.; Clements, D.R.; Kim, Y.; Lee, P.W.; Gujar, S.A. Autophagic homeostasis is
required for the pluripotency of cancer stem cells. Autophagy 2017, 13, 264–284. [CrossRef]

28. Gong, C.; Bauvy, C.; Tonelli, G.; Yue, W.; Delomenie, C.; Nicolas, V.; Zhu, Y.; Domergue, V.; Marin-Esteban, V.; Tharinger, H.;
et al. Beclin 1 and autophagy are required for the tumorigenicity of breast cancer stem-like/progenitor cells. Oncogene 2013, 32,
2261–2272. [CrossRef]

29. Peng, Q.; Qin, J.; Zhang, Y.; Cheng, X.; Wang, X.; Lu, W.; Xie, X.; Zhang, S. Autophagy maintains the stemness of ovarian cancer
stem cells by foxa2. J. Exp. Clin. Cancer Res. 2017, 36, 171. [CrossRef]

30. Song, Y.J.; Zhang, S.S.; Guo, X.L.; Sun, K.; Han, Z.P.; Li, R.; Zhao, Q.D.; Deng, W.J.; Xie, X.Q.; Zhang, J.W.; et al. Autophagy
contributes to the survival of cd133+ liver cancer stem cells in the hypoxic and nutrient-deprived tumor microenvironment.
Cancer Lett. 2013, 339, 70–81. [CrossRef] [PubMed]

31. Nazio, F.; Bordi, M.; Cianfanelli, V.; Locatelli, F.; Cecconi, F. Autophagy and cancer stem cells: Molecular mechanisms and
therapeutic applications. Cell Death Differ. 2019, 26, 690–702. [CrossRef]

32. Zhuang, W.; Li, B.; Long, L.; Chen, L.; Huang, Q.; Liang, Z. Induction of autophagy promotes differentiation of glioma-initiating
cells and their radiosensitivity. Int. J. Cancer 2011, 129, 2720–2731. [CrossRef]

33. Hooper, K.M.; Casanova, V.; Kemp, S.; Staines, K.A.; Satsangi, J.; Barlow, P.G.; Henderson, P.; Stevens, C. The inflammatory bowel
disease drug azathioprine induces autophagy via mtorc1 and the unfolded protein response sensor perk. Inflamm. Bowel Dis.
2019, 25, 1481–1496. [CrossRef]

34. Nam, H.J.; Kim, Y.E.; Moon, B.S.; Kim, H.Y.; Jung, D.; Choi, S.; Jang, J.W.; Nam, D.H.; Cho, H. Azathioprine antagonizes aberrantly
elevated lipid metabolism and induces apoptosis in glioblastoma. Iscience 2021, 24, 102238. [CrossRef] [PubMed]

35. Golden, E.B.; Cho, H.Y.; Jahanian, A.; Hofman, F.M.; Louie, S.G.; Schonthal, A.H.; Chen, T.C. Chloroquine enhances temozolomide
cytotoxicity in malignant gliomas by blocking autophagy. Neurosurg. Focus 2014, 37, E12. [CrossRef] [PubMed]

36. Marino, G.; Niso-Santano, M.; Baehrecke, E.H.; Kroemer, G. Self-consumption: The interplay of autophagy and apoptosis. Nat.
Rev. Mol. Cell Biol. 2014, 15, 81–94. [CrossRef] [PubMed]

37. Alers, S.; Löffler, A.S.; Wesselborg, S.; Stork, B. Role of ampk-mtor-ulk1/2 in the regulation of autophagy: Cross talk, shortcuts,
and feedbacks. Mol. Cell. Biol. 2012, 32, 2–11. [CrossRef]

38. Kim, J.; Kundu, M.; Viollet, B.; Guan, K.-L. Ampk and mtor regulate autophagy through direct phosphorylation of ulk1. Nat. Cell
Biol. 2011, 13, 132–141. [CrossRef]

http://doi.org/10.3389/fcell.2019.00038
http://doi.org/10.3390/ijms21093289
http://doi.org/10.1016/j.redox.2020.101679
http://doi.org/10.1016/j.redox.2014.12.003
http://doi.org/10.1016/j.redox.2018.101084
http://doi.org/10.1016/j.tcb.2010.03.002
http://www.ncbi.nlm.nih.gov/pubmed/20356743
http://doi.org/10.1158/0008-5472.CAN-08-1573
http://www.ncbi.nlm.nih.gov/pubmed/19010888
http://doi.org/10.1074/jbc.M114.567032
http://doi.org/10.1128/MCB.00166-09
http://doi.org/10.1093/carcin/bgt063
http://doi.org/10.3892/or.2014.3298
http://doi.org/10.1016/j.molonc.2015.04.016
http://doi.org/10.1080/15548627.2016.1260808
http://doi.org/10.1038/onc.2012.252
http://doi.org/10.1186/s13046-017-0644-8
http://doi.org/10.1016/j.canlet.2013.07.021
http://www.ncbi.nlm.nih.gov/pubmed/23879969
http://doi.org/10.1038/s41418-019-0292-y
http://doi.org/10.1002/ijc.25975
http://doi.org/10.1093/ibd/izz039
http://doi.org/10.1016/j.isci.2021.102238
http://www.ncbi.nlm.nih.gov/pubmed/33748720
http://doi.org/10.3171/2014.9.FOCUS14504
http://www.ncbi.nlm.nih.gov/pubmed/25434381
http://doi.org/10.1038/nrm3735
http://www.ncbi.nlm.nih.gov/pubmed/24401948
http://doi.org/10.1128/MCB.06159-11
http://doi.org/10.1038/ncb2152


Life 2021, 11, 839 17 of 19

39. Shang, L.; Chen, S.; Du, F.; Li, S.; Zhao, L.; Wang, X. Nutrient starvation elicits an acute autophagic response mediated by ulk1
dephosphorylation and its subsequent dissociation from ampk. Proc. Natl. Acad. Sci. USA 2011, 108, 4788–4793. [CrossRef]

40. Gwinn, D.M.; Shackelford, D.B.; Egan, D.F.; Mihaylova, M.M.; Mery, A.; Vasquez, D.S.; Turk, B.E.; Shaw, R.J. Ampk phosphoryla-
tion of raptor mediates a metabolic checkpoint. Mol. Cell 2008, 30, 214–226. [CrossRef]

41. Motoshima, H.; Goldstein, B.J.; Igata, M.; Araki, E. Ampk and cell proliferation–ampk as a therapeutic target for atherosclerosis
and cancer. J. Physiol. 2006, 574, 63–71. [CrossRef] [PubMed]

42. Hardie, D.G. Amp-activated protein kinase—An energy sensor that regulates all aspects of cell function. Genes Dev. 2011, 25,
1895–1908. [CrossRef] [PubMed]

43. Kourelis, T.V.; Siegel, R.D. Metformin and cancer: New applications for an old drug. Med. Oncol. 2012, 29, 1314–1327. [CrossRef]
44. Fang, Z.; Xu, X.; Zhou, Z.; Xu, Z.; Liu, Z. Effect of metformin on apoptosis, cell cycle arrest migration and invasion of a498 cells.

Mol. Med. Rep. 2014, 9, 2251–2256. [CrossRef]
45. Gomes, L.R.; Menck, C.F.M.; Cuervo, A.M. Chaperone-mediated autophagy prevents cellular transformation by regulating myc

proteasomal degradation. Autophagy 2017, 13, 928–940. [CrossRef] [PubMed]
46. Sena, P.; Mancini, S.; Benincasa, M.; Mariani, F.; Palumbo, C.; Roncucci, L. Metformin induces apoptosis and alters cellular

responses to oxidative stress in ht29 colon cancer cells: Preliminary findings. Int. J. Mol. Sci. 2018, 19, 1478. [CrossRef]
47. Schneider, M.B.; Matsuzaki, H.; Haorah, J.; Ulrich, A.; Standop, J.; Ding, X.Z.; Adrian, T.E.; Pour, P.M. Prevention of pancreatic

cancer induction in hamsters by metformin. Gastroenterology 2001, 120, 1263–1270. [CrossRef] [PubMed]
48. DeCensi, A.; Puntoni, M.; Goodwin, P.; Cazzaniga, M.; Gennari, A.; Bonanni, B.; Gandini, S. Metformin and cancer risk in diabetic

patients: A systematic review and meta-analysis. Cancer Prev. Res. 2010, 3, 1451–1461. [CrossRef]
49. Chen, K.; Li, Y.; Guo, Z.; Zeng, Y.; Zhang, W.; Wang, H. Metformin: Current clinical applications in nondiabetic patients with

cancer. Aging 2020, 12, 3993. [CrossRef]
50. Arrieta, O.; Barrón, F.; Padilla, M.-Á.S.; Avilés-Salas, A.; Ramírez-Tirado, L.A.; Jiménez, M.J.A.; Vergara, E.; Zatarain-Barrón, Z.L.;

Hernández-Pedro, N.; Cardona, A.F. Effect of metformin plus tyrosine kinase inhibitors compared with tyrosine kinase inhibitors
alone in patients with epidermal growth factor receptor–mutated lung adenocarcinoma: A phase 2 randomized clinical trial.
JAMA Oncol. 2019, 5, e192553. [CrossRef]

51. Khawaja, M.R.; Nick, A.M.; Madhusudanannair, V.; Fu, S.; Hong, D.; McQuinn, L.M.; Ng, C.S.; Piha-Paul, S.A.; Janku, F.; Subbiah,
V. Phase i dose escalation study of temsirolimus in combination with metformin in patients with advanced/refractory cancers.
Cancer Chemother. Pharmacol. 2016, 77, 973–977. [CrossRef] [PubMed]

52. Maraka, S.; Groves, M.D.; Mammoser, A.G.; Melguizo-Gavilanes, I.; Conrad, C.A.; Tremont-Lukats, I.W.; Loghin, M.E.; O’Brien,
B.J.; Puduvalli, V.K.; Sulman, E.P. Phase 1 lead-in to a phase 2 factorial study of temozolomide plus memantine, mefloquine, and
metformin as postradiation adjuvant therapy for newly diagnosed glioblastoma. Cancer 2019, 125, 424–433. [CrossRef]

53. Meley, D.; Bauvy, C.; Houben-Weerts, J.H.; Dubbelhuis, P.F.; Helmond, M.T.; Codogno, P.; Meijer, A.J. Amp-activated protein
kinase and the regulation of autophagic proteolysis. J. Biol. Chem. 2006, 281, 34870–34879. [CrossRef]

54. Vincent, E.E.; Coelho, P.P.; Blagih, J.; Griss, T.; Viollet, B.; Jones, R.G. Differential effects of ampk agonists on cell growth and
metabolism. Oncogene 2015, 34, 3627–3639. [CrossRef]

55. Woodard, J.; Joshi, S.; Viollet, B.; Hay, N.; Platanias, L.C. Ampk as a therapeutic target in renal cell carcinoma. Cancer Biol. Ther.
2010, 10, 1168–1177. [CrossRef] [PubMed]

56. Sujobert, P.; Poulain, L.; Paubelle, E.; Zylbersztejn, F.; Grenier, A.; Lambert, M.; Townsend, E.C.; Brusq, J.M.; Nicodeme, E.;
Decrooqc, J.; et al. Co-activation of ampk and mtorc1 induces cytotoxicity in acute myeloid leukemia. Cell Rep. 2015, 11, 1446–1457.
[CrossRef] [PubMed]

57. Steinberg, G.R.; Carling, D. Amp-activated protein kinase: The current landscape for drug development. Nat. Rev. Drug Discov.
2019, 18, 527–551. [CrossRef] [PubMed]

58. Benjamin, D.; Colombi, M.; Moroni, C.; Hall, M.N. Rapamycin passes the torch: A new generation of mtor inhibitors. Nat. Rev.
Drug Discov. 2011, 10, 868–880. [CrossRef]

59. Li, J.; Kim, S.G.; Blenis, J. Rapamycin: One drug, many effects. Cell Metab. 2014, 19, 373–379. [CrossRef] [PubMed]
60. Luchman, H.A.; Stechishin, O.D.; Nguyen, S.A.; Lun, X.Q.; Cairncross, J.G.; Weiss, S. Dual mtorc1/2 blockade inhibits glioblastoma

brain tumor initiating cells in vitro and in vivo and synergizes with temozolomide to increase orthotopic xenograft survival. Clin.
Cancer Res. 2014, 20, 5756–5767. [CrossRef] [PubMed]

61. Grube, S.; Ewald, C.; Kögler, C.; Lawson McLean, A.; Kalff, R.; Walter, J. Achievable central nervous system concentrations of the
green tea catechin egcg induce stress in glioblastoma cells in vitro. Nutr. Cancer 2018, 70, 1145–1158. [CrossRef] [PubMed]

62. Holczer, M.; Besze, B.; Zambo, V.; Csala, M.; Banhegyi, G.; Kapuy, O. Epigallocatechin-3-gallate (egcg) promotes autophagy-
dependent survival via influencing the balance of mtor-ampk pathways upon endoplasmic reticulum stress. Oxid. Med. Cell.
Longev. 2018, 2018, 6721530. [CrossRef]

63. Gruendler, R.; Hippe, B.; Sendula Jengic, V.; Peterlin, B.; Haslberger, A.G. Nutraceutical approaches of autophagy and neuroin-
flammation in alzheimer’s disease: A systematic review. Molecules 2020, 25, 6018. [CrossRef]

64. Suh, Y.; Afaq, F.; Khan, N.; Johnson, J.J.; Khusro, F.H.; Mukhtar, H. Fisetin induces autophagic cell death through suppression of
mtor signaling pathway in prostate cancer cells. Carcinogenesis 2010, 31, 1424–1433. [CrossRef]

65. Park, B.-S.; Choi, N.-E.; Lee, J.H.; Kang, H.-M.; Yu, S.-B.; Kim, H.-J.; Kang, H.-K.; Kim, I.-R. Crosstalk between fisetin-induced
apoptosis and autophagy in human oral squamous cell carcinoma. J. Cancer 2019, 10, 138. [CrossRef]

http://doi.org/10.1073/pnas.1100844108
http://doi.org/10.1016/j.molcel.2008.03.003
http://doi.org/10.1113/jphysiol.2006.108324
http://www.ncbi.nlm.nih.gov/pubmed/16613876
http://doi.org/10.1101/gad.17420111
http://www.ncbi.nlm.nih.gov/pubmed/21937710
http://doi.org/10.1007/s12032-011-9846-7
http://doi.org/10.3892/mmr.2014.2097
http://doi.org/10.1080/15548627.2017.1293767
http://www.ncbi.nlm.nih.gov/pubmed/28410006
http://doi.org/10.3390/ijms19051478
http://doi.org/10.1053/gast.2001.23258
http://www.ncbi.nlm.nih.gov/pubmed/11266389
http://doi.org/10.1158/1940-6207.CAPR-10-0157
http://doi.org/10.18632/aging.102787
http://doi.org/10.1001/jamaoncol.2019.2553
http://doi.org/10.1007/s00280-016-3009-7
http://www.ncbi.nlm.nih.gov/pubmed/27014780
http://doi.org/10.1002/cncr.31811
http://doi.org/10.1074/jbc.M605488200
http://doi.org/10.1038/onc.2014.301
http://doi.org/10.4161/cbt.10.11.13629
http://www.ncbi.nlm.nih.gov/pubmed/20948309
http://doi.org/10.1016/j.celrep.2015.04.063
http://www.ncbi.nlm.nih.gov/pubmed/26004183
http://doi.org/10.1038/s41573-019-0019-2
http://www.ncbi.nlm.nih.gov/pubmed/30867601
http://doi.org/10.1038/nrd3531
http://doi.org/10.1016/j.cmet.2014.01.001
http://www.ncbi.nlm.nih.gov/pubmed/24508508
http://doi.org/10.1158/1078-0432.CCR-13-3389
http://www.ncbi.nlm.nih.gov/pubmed/25316808
http://doi.org/10.1080/01635581.2018.1495239
http://www.ncbi.nlm.nih.gov/pubmed/30198785
http://doi.org/10.1155/2018/6721530
http://doi.org/10.3390/molecules25246018
http://doi.org/10.1093/carcin/bgq115
http://doi.org/10.7150/jca.28500


Life 2021, 11, 839 18 of 19

66. Dower, C.M.; Bhat, N.; Gebru, M.T.; Chen, L.; Wills, C.A.; Miller, B.A.; Wang, H.G. Targeted inhibition of ulk1 promotes apoptosis
and suppresses tumor growth and metastasis in neuroblastoma. Mol. Cancer Ther. 2018, 17, 2365–2376. [CrossRef] [PubMed]

67. Hwang, D.Y.; Eom, J.I.; Jang, J.E.; Jeung, H.K.; Chung, H.; Kim, J.S.; Cheong, J.W.; Min, Y.H. Ulk1 inhibition as a targeted
therapeutic strategy for flt3-itd-mutated acute myeloid leukemia. J. Exp. Clin. Cancer Res. 2020, 39, 85. [CrossRef]

68. Su, H.; Yang, F.; Fu, R.; Li, X.; French, R.; Mose, E.; Pu, X.; Trinh, B.; Kumar, A.; Liu, J.; et al. Cancer cells escape autophagy
inhibition via nrf2-induced macropinocytosis. Cancer Cell 2021, 39, 678–693.e611. [CrossRef] [PubMed]

69. Go, A.; Jang, J.W.; Lee, W.; Ha, J.D.; Kim, H.J.; Nam, H.J. Augmentation of the antitumor effects of parp inhibitors in triple-negative
breast cancer via degradation by hydrophobic tagging modulation. Eur. J. Med. Chem. 2020, 204, 112635. [CrossRef] [PubMed]

70. Compter, I.; Eekers, D.B.P.; Hoeben, A.; Rouschop, K.M.A.; Reymen, B.; Ackermans, L.; Beckervordersantforth, J.; Bauer, N.J.C.;
Anten, M.M.; Wesseling, P.; et al. Chloroquine combined with concurrent radiotherapy and temozolomide for newly diagnosed
glioblastoma: A phase ib trial. Autophagy 2020, 1–9. [CrossRef] [PubMed]

71. Weyerhauser, P.; Kantelhardt, S.R.; Kim, E.L. Re-purposing chloroquine for glioblastoma: Potential merits and confounding
variables. Front. Oncol. 2018, 8, 335. [CrossRef] [PubMed]

72. Zeh, H.J.; Bahary, N.; Boone, B.A.; Singhi, A.D.; Miller-Ocuin, J.L.; Normolle, D.P.; Zureikat, A.H.; Hogg, M.E.; Bartlett, D.L.;
Lee, K.K.; et al. A randomized phase ii preoperative study of autophagy inhibition with high-dose hydroxychloroquine and
gemcitabine/nab-paclitaxel in pancreatic cancer patients. Clin. Cancer Res. 2020, 26, 3126–3134. [CrossRef] [PubMed]

73. Graham, R.M.; Thompson, J.W.; Webster, K.A. Inhibition of the vacuolar atpase induces bnip3-dependent death of cancer cells
and a reduction in tumor burden and metastasis. Oncotarget 2014, 5, 1162. [CrossRef]

74. Yan, Y.; Jiang, K.; Liu, P.; Zhang, X.; Dong, X.; Gao, J.; Liu, Q.; Barr, M.P.; Zhang, Q.; Hou, X.; et al. Bafilomycin a1 induces
caspase-independent cell death in hepatocellular carcinoma cells via targeting of autophagy and mapk pathways. Sci. Rep. 2016,
6, 37052. [CrossRef]

75. Yoshimine, S.; Kikuchi, E.; Kosaka, T.; Mikami, S.; Miyajima, A.; Okada, Y.; Oya, M. Prognostic significance of bcl-xl expression
and efficacy of bcl-xl targeting therapy in urothelial carcinoma. Br. J. Cancer 2013, 108, 2312–2320. [CrossRef]

76. Boyd, M.R.; Farina, C.; Belfiore, P.; Gagliardi, S.; Kim, J.W.; Hayakawa, Y.; Beutler, J.A.; McKee, T.C.; Bowman, B.J.; Bowman, E.J.
Discovery of a novel antitumor benzolactone enamide class that selectively inhibits mammalian vacuolar-type (h+)-atpases. J.
Pharmacol. Exp. Ther. 2001, 297, 114–120.

77. Perez-Sayans, M.; Somoza-Martin, J.M.; Barros-Angueira, F.; Rey, J.M.; Garcia-Garcia, A. V-atpase inhibitors and implication in
cancer treatment. Cancer Treat Rev. 2009, 35, 707–713. [CrossRef]

78. Arias, E.; Cuervo, A.M. Pros and cons of chaperone-mediated autophagy in cancer biology. Trends Endocrinol. Metab. 2020, 31,
53–66. [CrossRef]

79. Lo Dico, A.; Martelli, C.; Diceglie, C.; Ottobrini, L. The multifaceted role of cma in glioma: Enemy or ally? Int. J. Mol. Sci. 2021, 22,
2217. [CrossRef] [PubMed]

80. Kaushik, S.; Cuervo, A.M. Methods to monitor chaperone-mediated autophagy. Methods Enzymol. 2009, 452, 297–324. [PubMed]
81. Anguiano, J.; Garner, T.P.; Mahalingam, M.; Das, B.C.; Gavathiotis, E.; Cuervo, A.M. Chemical modulation of chaperone-mediated

autophagy by retinoic acid derivatives. Nat. Chem. Biol. 2013, 9, 374–382. [CrossRef] [PubMed]
82. Baek, S.H.; Kim, K.I. Epigenetic control of autophagy: Nuclear events gain more attention. Mol. Cell 2017, 65, 781–785. [CrossRef]

[PubMed]
83. Di Malta, C.; Cinque, L.; Settembre, C. Transcriptional regulation of autophagy: Mechanisms and diseases. Front. Cell Dev. Biol.

2019, 7, 114. [CrossRef] [PubMed]
84. Hemesath, T.J.; Steingrímsson, E.; McGill, G.; Hansen, M.J.; Vaught, J.; Hodgkinson, C.A.; Arnheiter, H.; Copeland, N.G.; Jenkins,

N.A.; Fisher, D.E. Microphthalmia, a critical factor in melanocyte development, defines a discrete transcription factor family.
Genes Dev. 1994, 8, 2770–2780. [CrossRef] [PubMed]

85. Li, L.; Friedrichsen, H.J.; Andrews, S.; Picaud, S.; Volpon, L.; Ngeow, K.; Berridge, G.; Fischer, R.; Borden, K.L.B.; Filippakopoulos,
P.; et al. A tfeb nuclear export signal integrates amino acid supply and glucose availability. Nat. Commun. 2018, 9, 2685. [CrossRef]
[PubMed]

86. Roczniak-Ferguson, A.; Petit, C.S.; Froehlich, F.; Qian, S.; Ky, J.; Angarola, B.; Walther, T.C.; Ferguson, S.M. The transcription
factor tfeb links mtorc1 signaling to transcriptional control of lysosome homeostasis. Sci. Signal. 2012, 5, ra42. [CrossRef]

87. Perera, R.M.; Stoykova, S.; Nicolay, B.N.; Ross, K.N.; Fitamant, J.; Boukhali, M.; Lengrand, J.; Deshpande, V.; Selig, M.K.; Ferrone,
C.R.; et al. Transcriptional control of autophagy-lysosome function drives pancreatic cancer metabolism. Nature 2015, 524,
361–365. [CrossRef]

88. Perera, R.M.; Di Malta, C.; Ballabio, A. Mit/tfe family of transcription factors, lysosomes, and cancer. Annu. Rev. Cancer Biol. 2019,
3, 203–222. [CrossRef]

89. Artal-Martinez de Narvajas, A.; Gomez, T.S.; Zhang, J.-S.; Mann, A.O.; Taoda, Y.; Gorman, J.A.; Herreros-Villanueva, M.; Gress,
T.M.; Ellenrieder, V.; Bujanda, L. Epigenetic regulation of autophagy by the methyltransferase g9a. Mol. Cell. Biol. 2013, 33,
3983–3993. [CrossRef] [PubMed]

90. Wei, F.-Z.; Cao, Z.; Wang, X.; Wang, H.; Cai, M.-Y.; Li, T.; Hattori, N.; Wang, D.; Du, Y.; Song, B. Epigenetic regulation of autophagy
by the methyltransferase ezh2 through an mtor-dependent pathway. Autophagy 2015, 11, 2309–2322. [CrossRef] [PubMed]

http://doi.org/10.1158/1535-7163.MCT-18-0176
http://www.ncbi.nlm.nih.gov/pubmed/30166400
http://doi.org/10.1186/s13046-020-01580-4
http://doi.org/10.1016/j.ccell.2021.02.016
http://www.ncbi.nlm.nih.gov/pubmed/33740421
http://doi.org/10.1016/j.ejmech.2020.112635
http://www.ncbi.nlm.nih.gov/pubmed/32726747
http://doi.org/10.1080/15548627.2020.1816343
http://www.ncbi.nlm.nih.gov/pubmed/32866424
http://doi.org/10.3389/fonc.2018.00335
http://www.ncbi.nlm.nih.gov/pubmed/30211116
http://doi.org/10.1158/1078-0432.CCR-19-4042
http://www.ncbi.nlm.nih.gov/pubmed/32156749
http://doi.org/10.18632/oncotarget.1699
http://doi.org/10.1038/srep37052
http://doi.org/10.1038/bjc.2013.216
http://doi.org/10.1016/j.ctrv.2009.08.003
http://doi.org/10.1016/j.tem.2019.09.007
http://doi.org/10.3390/ijms22042217
http://www.ncbi.nlm.nih.gov/pubmed/33672324
http://www.ncbi.nlm.nih.gov/pubmed/19200890
http://doi.org/10.1038/nchembio.1230
http://www.ncbi.nlm.nih.gov/pubmed/23584676
http://doi.org/10.1016/j.molcel.2016.12.027
http://www.ncbi.nlm.nih.gov/pubmed/28257699
http://doi.org/10.3389/fcell.2019.00114
http://www.ncbi.nlm.nih.gov/pubmed/31312633
http://doi.org/10.1101/gad.8.22.2770
http://www.ncbi.nlm.nih.gov/pubmed/7958932
http://doi.org/10.1038/s41467-018-04849-7
http://www.ncbi.nlm.nih.gov/pubmed/29992949
http://doi.org/10.1126/scisignal.2002790
http://doi.org/10.1038/nature14587
http://doi.org/10.1146/annurev-cancerbio-030518-055835
http://doi.org/10.1128/MCB.00813-13
http://www.ncbi.nlm.nih.gov/pubmed/23918802
http://doi.org/10.1080/15548627.2015.1117734
http://www.ncbi.nlm.nih.gov/pubmed/26735435


Life 2021, 11, 839 19 of 19

91. Stacchiotti, S.; Zuco, V.; Tortoreto, M.; Cominetti, D.; Frezza, A.M.; Percio, S.; Indio, V.; Barisella, M.; Monti, V.; Brich, S.; et al.
Comparative assessment of antitumor effects and autophagy induction as a resistance mechanism by cytotoxics and ezh2
inhibition in ini1-negative epithelioid sarcoma patient-derived xenograft. Cancers 2019, 11, 1015. [CrossRef]

92. Beguelin, W.; Teater, M.; Gearhart, M.D.; Calvo Fernandez, M.T.; Goldstein, R.L.; Cardenas, M.G.; Hatzi, K.; Rosen, M.; Shen, H.;
Corcoran, C.M.; et al. Ezh2 and bcl6 cooperate to assemble cbx8-bcor complex to repress bivalent promoters, mediate germinal
center formation and lymphomagenesis. Cancer Cell 2016, 30, 197–213. [CrossRef]

93. Campbell, J.E.; Kuntz, K.W.; Knutson, S.K.; Warholic, N.M.; Keilhack, H.; Wigle, T.J.; Raimondi, A.; Klaus, C.R.; Rioux, N.; Yokoi,
A.; et al. Epz011989, a potent, orally-available ezh2 inhibitor with robust in vivo activity. ACS Med. Chem. Lett. 2015, 6, 491–495.
[CrossRef]

94. Shin, H.J.; Kim, H.; Oh, S.; Lee, J.G.; Kee, M.; Ko, H.J.; Kweon, M.N.; Won, K.J.; Baek, S.H. Ampk-skp2-carm1 signalling cascade
in transcriptional regulation of autophagy. Nature 2016, 534, 553–557. [CrossRef] [PubMed]

95. Selvi, B.R.; Batta, K.; Kishore, A.H.; Mantelingu, K.; Varier, R.A.; Balasubramanyam, K.; Pradhan, S.K.; Dasgupta, D.; Sriram, S.;
Agrawal, S.; et al. Identification of a novel inhibitor of coactivator-associated arginine methyltransferase 1 (carm1)-mediated
methylation of histone h3 arg-17. J. Biol. Chem. 2010, 285, 7143–7152. [CrossRef] [PubMed]

96. Zhao, M.; Tang, S.N.; Marsh, J.L.; Shankar, S.; Srivastava, R.K. Ellagic acid inhibits human pancreatic cancer growth in balb c
nude mice. Cancer Lett. 2013, 337, 210–217. [CrossRef]

97. Gammoh, N.; Lam, D.; Puente, C.; Ganley, I.; Marks, P.A.; Jiang, X. Role of autophagy in histone deacetylase inhibitor-induced
apoptotic and nonapoptotic cell death. Proc. Natl. Acad. Sci. USA 2012, 109, 6561–6565. [CrossRef] [PubMed]

98. Majora, M.; Sondenheimer, K.; Knechten, M.; Uthe, I.; Esser, C.; Schiavi, A.; Ventura, N.; Krutmann, J. Hdac inhibition improves
autophagic and lysosomal function to prevent loss of subcutaneous fat in a mouse model of cockayne syndrome. Sci. Transl. Med.
2018, 10. [CrossRef] [PubMed]

99. El-Khoury, V.; Pierson, S.; Szwarcbart, E.; Brons, N.H.; Roland, O.; Cherrier-De Wilde, S.; Plawny, L.; Van Dyck, E.; Berchem,
G. Disruption of autophagy by the histone deacetylase inhibitor mgcd0103 and its therapeutic implication in b-cell chronic
lymphocytic leukemia. Leukemia 2014, 28, 1636–1646. [CrossRef] [PubMed]

100. Jiang, G.-M.; Tan, Y.; Wang, H.; Peng, L.; Chen, H.-T.; Meng, X.-J.; Li, L.-L.; Liu, Y.; Li, W.-F.; Shan, H. The relationship between
autophagy and the immune system and its applications for tumor immunotherapy. Mol. Cancer 2019, 18, 1–22. [CrossRef]

http://doi.org/10.3390/cancers11071015
http://doi.org/10.1016/j.ccell.2016.07.006
http://doi.org/10.1021/acsmedchemlett.5b00037
http://doi.org/10.1038/nature18014
http://www.ncbi.nlm.nih.gov/pubmed/27309807
http://doi.org/10.1074/jbc.M109.063933
http://www.ncbi.nlm.nih.gov/pubmed/20022955
http://doi.org/10.1016/j.canlet.2013.05.009
http://doi.org/10.1073/pnas.1204429109
http://www.ncbi.nlm.nih.gov/pubmed/22493260
http://doi.org/10.1126/scitranslmed.aam7510
http://www.ncbi.nlm.nih.gov/pubmed/30158153
http://doi.org/10.1038/leu.2014.19
http://www.ncbi.nlm.nih.gov/pubmed/24418989
http://doi.org/10.1186/s12943-019-0944-z

	Introduction 
	Autophagy: Tumor Suppressor or Promoter? 
	Modulators of Initial Autophagy and Cancer Treatment 
	AMPK Activator 
	mTOR Inhibitor 
	ULK1/2 Inhibitors 
	PI3K Inhibitors 

	Modulators of Lysosomal Activity 
	Modulation of CMA in Cancer 
	Autophagy Modulators Associated with Epigenetics 
	MiT/TFE Family 
	Histone Modifications 

	Conclusions and Future Perspective 
	References

