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Abstract: Autophagy exhibits dual effects during viral infections, promoting the clearance of viral
components and activating the immune system to produce antiviral cytokines. However, some
viruses impair immune defenses by collaborating with autophagy. Mounting evidence suggests that
the interaction between autophagy and innate immunity is critical to understanding the contradictory
roles of autophagy. Type I interferon (IFN-I) is a crucial antiviral factor, and studies have indicated
that autophagy affects IFN-I responses by regulating IFN-I and its receptors expression. Similarly,
IFN-I and interferon-stimulated gene (ISG) products can harness autophagy to regulate antiviral
immunity. Crosstalk between autophagy and IFN-I responses could be a vital aspect of the molecular
mechanisms involving autophagy in innate antiviral immunity. This review briefly summarizes
the approaches by which autophagy regulates antiviral IFN-I responses and highlights the recent
advances on the mechanisms by which IFN-I and ISG products employ autophagy against viruses.

Keywords: antiviral immunity; type I interferon; autophagy

1. Introduction

During viral infection, viral pathogen-associated molecular patterns (PAMPs) can be detected by
host cell pattern recognition receptors (PRRs). PRRs initiate antiviral responses by recruiting signal
molecules that promote the generation of IFN-I and other pro-inflammatory cytokines. Subsequently,
IFN-I binds to its receptors, inducing the interferon-stimulated genes (ISGs)-dependent transcription
of multiple proteins with antiviral effects [1,2]. There are currently nine subtypes of IFN-I, including
IFN-α and IFN-β, which are the most common [3]. Antiviral responses mediated by IFN-I can be
considered predominant manifestations of innate immunity.

Autophagy is a critical degradation process in all eukaryotes, mediating the elimination of harmful
components, the recycling of the cytoplasm, and the supply of nutrients [4]. During the general
autophagic process, superfluous and aberrant cytosolic constituents or organelles are enveloped
into a double-membrane compartment, which fuses with the lysosome/vacuole, generating the
autophagolysosome. Eventually, the autophagolysosome cargo is degraded by hydrolases [5–7].
Autophagy, therefore, plays a crucial role in degrading viruses and viral components during viral
infection [8,9]. Autophagy has also been shown to play an antiviral mechanism. With their long-term
struggle, viruses have also evolved some tactics to subvert autophagy, thereby, increasing their
replication: autophagy vesicles are used by the encephalomyocarditis virus (EMCV) as a site for its
RNA replication [10]. These data indicate that autophagy aids viruses in some circumstances, and it
has, therefore, been characterized as a double-edged sword in the antiviral immunity [11].

Expanding research in this field has generated numerous studies indicating that the antiviral
effects of autophagy cannot be merely attributed to degrading viruses. It has been shown that
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autophagosomes deliver the virus-derived PAMRs to PRRs and initiate the IFN-I responses of antiviral
immunity [9,12]. Autophagic processes have also been used and regulated by IFN-I- and IFN-I-induced
proteins to eliminate viruses. Therefore, a crosstalk between autophagy and the IFN-I responses is
a novel mechanism that may account for the different phenomena that autophagy exerts during its
antiviral or proviral roles. In this review, we (1) introduce the autophagy machinery, (2) investigate
the role of autophagy in regulating IFN-I expression and the IFN receptor degradation during innate
antiviral immunity, and (3) then focus on how IFN-I and ISG products manipulate autophagy to
enhance antiviral immune responses.

2. The Types and Mechanisms of Autophagy

There are three types of autophagy: chaperone-mediated autophagy (CMA), microautophagy,
and macroautophagy. CMA is a selective autophagic process where an intracellular chaperone
protein—HSC70 (heat shock cognate protein of 70 kDa)—recognizes the KFERQ motif of its target
proteins. This interaction drives the target proteins to lysosomes for degradation, which occurs
via the lysosomal-associated membrane protein 2A (LAMP2A) [13–15]. During microautophagy,
cytosolic contents are engulfed by direct invagination of the lysosomal membrane, converting isolate
vesicles into the lysosome [16]. Macroautophagy can be distinguished from the other two types by its
differential double-membrane compartment—named autophagosome—which can sequester cytosolic
cargo into the lumen and then fuse with the lysosome, causing cargo degradation [7] (Figure 1).
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Figure 1. The types of autophagy. There are three autophagic routes: chaperone-mediated autophagy
(CMA), microautophagy, and macroautophagy. In CMA, the KEFRQ motif of target proteins is
recognized and captured by the chaperone protein HSC70. The complexes are then transported into the
lysosome via a lysosomal receptor, LAMP2A. In microautophagy, cytosolic contents are sequestered by
invagination of the lysosomal membrane, separated, and degraded in the lysosome. Macroautophagy
is the dominant autophagic type, which is strictly directed by mTORC1 and several autophagy-related
gene (ATG) protein complexes.

Macroautophagy and microautophagy have been previously considered to lack the capacity for
controlling the selective degradation of cytosolic contents. However, emerging evidence suggests
otherwise, where depending on the interaction between the cargo and its receptors, these processes
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can mediate selective autophagy [17,18]. Aberrant cytosolic components may undergo a series of
modifications, mainly ubiquitination. Many cargo receptors such as SQSTM1/p62 can accurately
recognize tubiquitination signals via their Ub-associated (UBA) domain and harness their linear motif
light chain 3(LC3)-interacting region (LIR) to bind LC3 family proteins. These proteins, which are
located in the phagophore’s membrane, engage the formation of autophagosomes and ultimately cause
cargo degradation [18–21]. Other common cargo receptors include NBR1, NDP52, OPTN, TAX1BP1,
etc. [22–25].

Macroautophagy is the most commonly known “Autophagy”, and in this paper, it is referred
to as autophagy. The process of autophagy is driven by a series of autophagy-related gene (ATG)
proteins, which were originally identified and termed in yeast [26,27]. More than 40 ATGs have
since been identified in yeast, and their respective homologues have been found in mammals [28].
The core process of autophagy can be subdivided into five major phases: initiation, nucleation,
elongation, maturation, and degradation, which are tightly regulated by four ATG protein complexes
(Figure 1). Generally, the serine/threonine kinase mammalian target of rapamycin (mTOR) inhibits
autophagy [29]. mTOR is the core kinase in cellular metabolic homeostasis, possessing two forms:
mTOR complex 1 (mTORC1) and mTOR complex 2 (mTORC2). mTORC1 inactivates autophagy by
interacting with the ATG1/unc-51-like kinase 1(ULK1) complex (comprising ATG1/ULK1, ATG13,
ATG101, and the FAK family kinase-interacting protein of 200 kDa (FIP200)) and by phosphorylating
the autophagy initiators ULK1 and ATG13 [30–32]. However, mTORC1 activity is restrained by signals
including starvation, stress, and pathogen infection, which contribute to the disintegration of the
ATG1/ULK1 and mTORC1 complexes, thus initiating autophagy.

Subsequently, the ATG1/ULK1 complex phosphorylates Beclin-1—a key autophagy
protein—promoting the Beclin-1 complex and phosphoinositide 3-kinase catalytic subunit type III
complex (PI3KC3) formation. The latter is comprised of Beclin-1, vacuolar protein sorting 34 (VPS34),
VPS15, and ATG14L. PI3KC3 is an essential regulator autophagy by nucleation and mediates the
formation of pre-autophagosomal structures (PASs) [33–35].

PAS elongation depends primarily on two ubiquitin-like (UBL) conjugation systems. Under
a series of ubiquitylations driven by ubiquitin-activating enzymes ATG3 and ATG7, ATG12 and
LC3 generate the ATG12–ATG5–ATG16L complex and liposoluble LC3-II, respectively. Both products
anchor to the PAS membrane and play significant roles in facilitating the extension of PAS via recruiting
other membrane structure, thereby forming autophagosomes [36–38].

As a consequence, autophagosomes fuse with lysosomes and degrade the captured cargo. The
last phase is controlled by another Beclin-1 complex, which is comprised of Beclin-1, VPS34, VPS15,
and UVRAG. Of note, an autophagy inhibitor, Rubicon, can interact with this Beclin-1 complex and
antagonize its activity [39,40].

During innate immunity, autophagy forms a unique approach to pathogen, termed xenophagy.
Viral infections result in the cellular autophagy process, and in turn, viral components are captured and
degraded in the autophagosomes [41]. Importantly, besides digesting virus, xenophagy also promotes
the process by which PRRs recognize viral PAMPs and mediates the IFN-I responses [42,43] (Table 1).

3. Autophagy Regulates the Expression of IFN-I

IFN-I expression is controlled by an upstream PRR signaling pathway, and there are three major
groups of PRRs in innate antiviral immunity. The first group is the retinoic acid-inducible gene-I
(RIG-I)-like receptor (RLR) family, consisting of RIG-I, melanoma differentiation associated gene 5
(MDA5), and the laboratory of genetics and physiology 2 (LGP2). All of which possess the C-terminal
regulatory domain and middle DExD/H box helicase domain that can unwind the RNA duplexes.
However, only RIG-I and MDA5 have the N-terminal caspase activation and recruitment domain
(CARD) which associates with other CARDs of downstream regulatory molecules to deliver RNA virus
signals [44,45]. The second group contains multiple members of the Toll-like receptor (TLR) family:
TLR3, TLR7, TLR8, and TLR9; all of which are located in the endosomal membrane and recognize
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double-stranded RNA (dsRNA) (TLR3), single-strand RNA (ssRNA) (TLR7/8), and unmethylated CpG
DNA (TLR9). The last group includes several cytosolic DNA sensors such as cGAS (cyclic GMP-AMP
synthase), which play a vital role in recognizing DNA viruses [2,46].

After recognizing PAMPs, PRRs activate downstream signals and induce IFN-I responses.
Nevertheless, excessive immune activation may cause damage to the body. In order to acquire
beneficial results, host cells have developed intricate approaches to balance the expression of IFN-I,
and autophagy is required for these regulatory mechanisms (Figure 2).
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Figure 2. Autophagy regulates the expression of IFN-I. There are three major pattern recognition
receptor (PRR) signaling pathways for regulating IFN-I expression, including the RLRs, TLRs, and
cGAS-STING pathways. After recognizing a viral pathogen-associated molecular pattern (PAMP), PRRs
recruit downstream signaling molecules, activate signaling cascades via TBK1 and IRF, and ultimately
result in the expression of IFN-I. Autophagy can regulate virus detection by degrading viral PAMPs or
delivering viral PAMPs to endosomes. Autophagy-related gene (ATG) proteins such as ATG5, ATG9A,
ATG12, and Beclin-1 function as regulators of IFN-I production. Selective autophagy mediated by P62,
NDP52, and TAX1BP1 plays a vital role in balancing the PRR-mediated IFN-I signaling. Viruses such
as HPIV3, EV71, and CA16 can also manipulate key molecules of the autophagic process to inhibit
IFN-I production.

3.1. Autophagy Regulates IFN-I Production via the RLR Signaling Pathway

During transduction of the RLR signaling pathway, PAMPs recognition can induce conformational
changes to RIG-I and MAD5—releasing their N-terminal CARD. The exposed CARD is then
ubiquitinated and interacts with the mitochondrial antiviral signaling protein (MAVS) CARD for
signaling. MAVS recruits downstream signal molecules such as TANK-binding kinase 1 (TBK1), which
phosphorylates and activates the IFN regulatory factor (IRF), resulting in IRF dimerization. As a result,
IRF dimers translocate to the nucleus, mediating the generation of IFN-I [47–49]. Currently, 11 IRFs
are known, and IRF3/7 is involved in regulating IFN production [50].

Previous reports have investigated the relationship between autophagy and the RLR signaling
pathway regulation, the mechanisms of which are complicated. Generally, signal transduction
suppression is related to the degradation of signaling molecules. Two major protein degradation
pathways exist in mammalian cells: the ubiquitin–proteasome system and autophagy [51]. Currently,
the majority of known RIG-I negative factors, such as ring-finger protein 125 (RNF125), carboxyl
terminal of Hsp70-interacting protein (CHIP), Siglec-G/c-Cbl, and RNF122, lead to its degradation
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via a proteasome-dependent pathway, thus inhibiting RLR signaling [52–55]. Du et al. [56] identified
a novel negative regulator of RLR-mediated IFN-I signaling, the leucine-rich repeat containing
protein 25 (LRRC25). LRRC25 binds to RIG-I, which was modified by ISG15 (an ISG product), thus
facilitating the interaction between RIG-I and the autophagic cargo receptor p62, which meditates
the selective autophagy of RIG-I and downregulates IFN-I production (Figure 2). MAVS is located
in mitochondria, functioning as a pivotal molecule in RLR signaling and as a critical target for RLR
signaling pathway regulation. Ding et al. [57] showed that human parainfluenza virus type 3 (HPIV3)
could induce mitophagy, thereby degrading MAVS and interfering with the RIG-I signaling-mediated
IFN-I responses. Jounai et al. [58] confirmed that the ATG5–ATG12 conjugate downregulates the
IFN-I yield by binding the RIG-I and MAVS CARD, showing that this conjugate is a crucial autophagy
regulator. Jin et al. [59] demonstrated a new regulatory function of Beclin-1 in blocking the RIG-I–MAVS
interaction. Beclin-1 can also interact with the MAVS CARD to inhibit RIG-I signaling. This research
group also reported that Tetherin—an ISG product—is a negative regulator of RLR signaling, that
functions by promoting MAVS degradation. Furthermore, the E3 ubiquitin ligase MARCH 8, can be
recruited by Tetherin to catalyze K27-linked ubiquitin chains on MAVS at lysine 7, which initiates
the NDP52-mediated selective autophagic degradation [60] (Figure 2). Autophagy has also been
suggested to suppress RLR-mediated IFN-I signaling by targeting MAVS. ATG5 absence blocks
the process of cellular autophagy, resulting in the accumulation of dysfunctional mitochondria,
MAVS, and mitochondrial ROS. This process augments RLR-mediated IFN-I signaling, thus implying
that autophagy’s ability to eradicate dysfunctional mitochondria is required for the balance of
RLR-mediated IFN-I signaling [61]. IRF, another essential signal molecule, is also a regulatory target.
Kim et al. [62] reported that the autophagy inhibitor, Rubicon, is involved in downregulating RLR
signaling-mediated antiviral responses, which can suppress IRF3 dimerization by interacting with the
IRF association domain, thereby downregulating IFN-I production (Figure 2).

These results provide essential evidence that clarifies how virus-induced autophagy inhibits
host defenses. Studies by Ke et al. [63] and Shubham et al. [64] reported on the phenomenon that
HCV-mediated autophagy could suppress RIG-I signaling and IFN-I production, which also occurred
during the Dengue virus (DEV) infection [63]. They did not reveal the detailed mechanisms but showed
that HCV-mediated autophagy upregulates the ATG5 and Beclin-1 expressions, which are critical for
IFN-I production inhibition. Combined with the reports on the negative effects of ATG5–ATG12 and
Beclin-1 in RIG-I signaling, it is not difficult to speculate some parts of the HCV-mediated autophagy
mechanism that impair IFN responses.

3.2. Autophagy Regulates IFN-I Production via the TLR Signaling Pathway

The TLR signaling pathway is another important pathway that contributes to IFN-I production.
TLR 3, 7, 8, and 9 are located in cytoplasmic endosomes, which sense virus RNA and unmethylated CpG
DNA. All TLRs share a common structure comprised of an ectodomain that is a multiple leucine-rich
repeat (LRR) and fulfills a function in sensing PAMPs; a transmembrane region; and a cytoplasmic
tail with the Toll-IL-1R resistance (TIR) signaling domain that recruits adaptor proteins such as
myeloid differentiation factor 88 (MyD88), MyD88-adaptor-like protein, TIR-domain-containing
adaptor inducing interferon-β (TRIF), TRIF-related adaptor molecule, etc. Following the pathway
activation, these adaptor proteins recruit a series of downstream signaling molecules, leading to IRF
dimerization and IFN-I production [65].

Some mechanisms have been proposed by which autophagy regulates TLR signaling. During viral
RNA recognition by TLR7, autophagy plays an essential role in the transmission of the viral replication
to lysosomes and of IFN-α generation in plasmacytoid dendritic cells (pDCs) [12]. Frenz et al. [66]
further confirmed this point by suggesting that autophagosomes capture the vesicular stomatitis
virus (VSV) RNA and deliver it to endosomes, thereby facilitating IFN-I responses. During human
immunodeficiency virus (HIV)-1 infections, pDCs mediate IFN-α production via TLR7 signaling,
which also depends on the autophagy pathway [67]. LC3-associated phagocytosis (LAP) is a form of
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noncanonical autophagy contributing to the TLR9 signaling pathway [68]. According to Hayashi et al.,
after the TLR9 activation by CpG DNA, the autophagy protein LC3 and the inhibitor of nuclear factor
kappa-B kinase α (IKKα) were recruited to endosomes where they formed the LC3-IKKα complex—a
critical downstream driver of IRF7-mediated IFN-I production [69]. These studies revealed that the
activity of TLR signaling pathway closely correlates with autophagy.

However, autophagy can also suppress TLR-triggered IFN-I production. Enterovirus 71 (EV71)
and coxsackievirus A16 (CA16) can inhibit the TLR7-mediated IFN-I signaling pathway by accelerating
endosome degradation via autophagy [70]. Moreover, selective autophagy plays an important role
in balancing the TLR signaling. During polyinosinic-polycytidylic acid stimulation, autophagic
cargo receptor NDP52 mediates the IRF3 inactivation by targeting adopter proteins TRIF and TRAF
for selective degradation. Under normal circumstances, this autophagic process is restrained by
ubiquitin-editing enzyme A20 [71]. Tripartite motif-containing (TRIM) 32, a vital immunoregulatory
cytokine, has also been confirmed as a suppressor of the TLR3/4-mediated IFN-I responses by targeting
TRIF, depending on TAX1BP1-mediated selective autophagy [72] (Figure 2).

Although some viruses can induce autophagy to elude immune defenses, the dominant role
of autophagy in TLR signaling remains as the facilitation of viral recognition, which represents the
antiviral strategy of autophagy independently of degradation. Furthermore, the positive regulation
of autophagy in innate immunity could be used for clinical therapies designed to treat certain
viral infections.

3.3. Autophagy Regulates IFN-I Production via the cGAS-Stimulator of Interferon Gene (STING)
Signaling Pathway

The cGAS-STING signaling pathway is critical for transmitting DNA virus signals. In 2013,
Gao et al. [73] first reported that cGAS possessed the ability to recognize HIV DNA. In normal
cells, the activity of cGAS is suppressed by the monoglutamylation of cGAS, which is mediated
by enzyme TTLL6. However, cytosolic carboxypeptidase5 (CCP5) and CCP6 could hydrolyze the
monoglutamylation and polyglutamylation of cGAS, respectively, thus restoring cGAS synthase
function [74]. Upon viral DNA stimulation, cGAS catalyzes the synthesis of the second messenger,
cyclic guanosine monophosphate-adenosine monophosphate (cGAMP), which phosphorylates and
dimerizes the key regulator, STING. STING recruits downstream TBK1 that phosphorylates and
activates IRF3 to induce the expression of IFN-I [75,76].

The involvement of ATG proteins in regulating the cGAS-STING signaling pathway has been
reported recently. In herpes simplex virus (HSV)-1 infected cells, Beclin-1 suppresses the DNA
stimulation by interacting with cGAS, impeding the cGAMP synthesis and subsequent IFN-I
production. Moreover, autophagy-mediated degradation can clear cytosolic pathogen DNA detected
by DNA sensors, thus indirectly attenuating the cGAS-STING signaling pathway [77]. ATG9A is
another negative regulator in balancing dsDNA-mediated immune responses, which suppresses
the assembly of STING and TBK 1 [78]. Selective autophagy of the signaling molecules is also
considered an important approach for regulating the cGAS-STING pathway. cGAS can be ubiquitinated
through K63 linkage and recognized by autophagy cargo receptor p62, which directs specific
autophagosomal degradations, leading to cGAS-STING signaling inhibition [79]. Persistent activation
of the cGAS-STING signaling pathway leads to the elimination of STING, which is critical for immune
homeostasis. Prabakaran et al. [80] showed that p62 could mediate the selective autophagy of active
STING. The K63-linked ubiquitination of STING can be detected by p62, directing STING to the
autophagic process, thereby avoiding cGAS-STING signaling overactivation and subsequent excessive
IFN-I responses. Kimura et al. [81] also identified another selective autophagic receptor, TRIM21,
which mediates IRF3 dimers autophagic degradation and inhibits cGAS-STING pathway-triggered
IFN-I responses (Figure 2).

How autophagy and its molecular components interplay with PRR signaling is an important
question for understanding the PRR signaling regulation [82]. Current studies have strikingly improved
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our understanding of this field and have identified two major mechanisms: the immunoregulatory
function mediated by autophagy molecules and the degradation of signaling molecules mediated by
selective autophagy. Collectively, autophagy constructs an elaborate and flexible system for balancing
the innate antiviral immune responses, which largely enriches the existing regulatory network of
PRR signaling.

4. Autophagy Mediates the Degradation of IFN Receptor

Following the activation of the above pathways, IFN-I is synthesized and released from the
virus-infected cell in a paracrine or autocrine manner. Subsequently, IFN-I binds to the interferon-α/β
receptor (IFNAR)—composed of two subunits IFNAR1 and IFNAR2—which stimulates downstream
IFN-I pathways such as the Janus kinase (JAK)/signal transducer and activator of the transcription
(STAT) pathway, thus inducing the expression of ISGs. The activity of IFN-I pathways is somewhat
determined by the levels of IFNAR on the cell surface, indicating that the number of IFN receptors is
essential for IFN-I responses during innate antiviral immunity.

Many viruses have developed strategies to promote the degradation of IFN receptors, thereby
inhibiting IFN-I antiviral responses [83]. At this stage, endocytosis and lysosomal degradation
mediated by Lys48- and Lys63-linked ubiquitination are considered the major pathways regulating
the IFNAR levels [84,85]. However, recent evidence on HCV infections suggests a relation between
autophagy and IFNAR degradation. Gunduz et al. [86] found that intracellular lipid accumulation
induced the endoplasmic reticulum (ER) stress response and downregulated IFNAR1 levels in HCV
infected Huh-7.5 cells that were cultured with free fatty acids (FFA). This resulted in the inhibition of
the JAK-STAT pathway. Further research confirmed that HCV and FFA-induced autophagy promoted
the expression of LAMP2A and the interaction between IFNAR1 and LAMP2A, indicating that CMA
is responsible for mediating the IFNAR1 degradation [87]. Chandra et al. [88] also demonstrated
that the HCV-mediated ER stress and autophagy selectively downregulated the IFNAR1 expression
rather than the receptor of IFN-II and IFN-III, which is crucial for explaining the mechanisms’ HCV
resistance to IFN-α and ribavirin. These studies together not only elucidate the correlation between
CMA and IFNAR expression regulation but also offer a mechanism by which the HCV infection blocks
IFN-I signaling selectively rather than IFN-III signaling. Most importantly, these results indicate that
IFN-III possesses a stronger antiviral activity than IFN-I in inhibiting an HCV infection and that the
suppression of HCV-induced ER stress and CMA is a potential strategy for reducing HCV resistance
to IFN-I.

5. IFN-I System Regulates Autophagy

During innate antiviral immunity, IFN-I serves an immune-modulatory role rather than a direct
antiviral role and constructs an antiviral defense by inducing numerous downstream ISG products.
However, some studies have shown that IFN-α/β induces the autophagic degradation of viral
components and promotes the delivery of PAMPs from the cytoplasm to endosomes containing
TLR3. This indicates that, in addition to inducing ISG production, IFN-α/β uses autophagy against a
virus [89,90]. It has also been demonstrated that the antiviral mechanisms of several ISG products have
a relationship with autophagy. All of the above phenomena prove that autophagy can regulate antiviral
IFN-I responses and that IFN-I and ISG products can eliminate viruses by mediating autophagy,
indicating that the regulation between autophagy and IFN-I is a mutual process.

5.1. IFN-I Signaling Pathways Regulate Autophagy

Principal IFN-I signaling pathways include the JAK-STAT, phosphoinositide 3 kinase
(PI3K)/protein kinase B (Akt)/mTOR, and mitogen-activated protein kinase (MAPK) pathways,
which drive downstream ISGs expression and are crucial for antiviral immunity. Previous studies have
shown that these pathways can regulate the autophagic process during starvation, inflammation, and
antitumor immunity [91–93]. In 2011, via a high-content, image-based, genome-wide siRNA screen,
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Orvedahl et al. [94] identified 141 candidate genes that were required for viral autophagy, including
several genes of the IFN-α signaling pathway. This study demonstrates that IFN-I signaling pathways
may also be involved in antiviral autophagy. However, there have only been a few reports to date
regarding the function of the IFN-I signaling pathways in regulating virus-induced autophagy. Here,
we provide a summary of the IFN-I signaling pathways’ involvement in the regulation of autophagy
induced by diverse factors.

The JAK-STAT pathway is a typical signaling pathway mediated by IFN-I. Following the binding
of IFN-I to IFNAR, JAKs (TYK2 and JAK1) are activated via phosphorylation and then recruit and
phosphorylate STAT1 and STAT2. This phosphorylation is required for STAT1 and STAT2 dimerization.
The dimer binds to IRF9 and generates a complex called ISGF3, which translocates into the nucleus
and interacts with the IFN stimulated response element (ISRE), leading to the ISGs’ transcription.
Current studies have indicated that IFN-I can induce autophagy in multiple cancer cell lines and that
several molecules of the JAK-STAT pathway are involved in the process [95–98]. In Daudi B cells,
IFN-I triggers autophagy in a STAT2-dependent manner [95]. Zhu et al. [96] found that IFN-α induced
autophagy in chronic myeloid leukemia cells and that the activation of JAK1 and STAT1 facilitated the
generation of Beclin-1, a critical ATG protein for the PI3KC3 complex formation. IFN-β also induces
autophagy in MCF-7 breast cancer cells in an ATG7- and STAT1-dependent manner [97].

The p38 MAPK pathway is another important pathway mediated by IFN-I. The activation of JAK1
leads to VAV protein phosphorylation and activation, which in turn activates the downstream regulator
Rac1. Rac1 phosphorylates and activates the MAPK-kinase kinase (MAPKKK). Subsequently, MAPK
kinase (MAPKK) is activated, resulting in the activation of MAPK [99]. MAPK is a highly conserved
serine/threonine kinase, and there are at least six subfamilies described to date, including c-Jun
N-terminal kinase (JNK)1/2/3, extracellular signal-related kinases (ERK)1/2, ERK3/4, ERK5/BMK1,
ERK7/8, and p38MAPK (p38α/β/γ/δ) [100]. He et al. [92] showed that p38MAPK could enhance
the inflammatory responses in microglial cells by phosphorylating ULK1 and inhibiting autophagy.
Furthermore, JNK was also found to be involved in the autophagy of cancer cells by several
mechanisms including upregulating the ATG5 expression, facilitating the Beclin-1 production, and
triggering the dissociation of the Bcl-2/Beclin-1 complex [101–103]. Puissant et al. [104] confirmed
that resveratrol (RSV) enhanced the autophagic cell death of chronic myelogenous leukemia cells by
elevating the p62 yields in a JNK-dependent manner. Liu et al. [105] also demonstrated that palmitate
(PA) induced apoptosis in bone marrow mesenchymal stem cells by activating the JNK and p38MAPK.
In conclusion, these studies provide vital evidence for the crucial role of the MAPK pathway in
inducing autophagy.

IFN-I can also trigger the PI3K/Akt/mTOR pathway. mTORC1 exerts a direct negative regulatory
role on autophagy induction, which is a common regulatory target of the upstream autophagy
activating signals. It has been shown that IFN-I initiates autophagy via the PI3K/Akt/mTOR
pathway in cancer cells. Li et al. [98] found that autophagy induced by IFN-β was dependent on the
PI3K/Akt/mTOR and ERK 1/2 signaling pathways in human glioma cells. IFN-I was also shown
to decrease the mTORC1 activity in Daudi B cells and further limit the PI3K/Akt/mTOR pathway,
resulting in the initiation of autophagy [95].

The JAK-STAT, PI3K/Akt/mTOR, and MAPK signaling pathways are crucial antiviral pathways.
Given that numerous studies have identified the function of these pathways in the initiation of
autophagy in cancer and inflammation, IFN-I triggered autophagy in anti-HCV immunity has been
confirmed [90]. Orvedahl et al. also demonstrated that key molecules of the IFN-I signaling pathway
were involved in viral autophagy [94]. The role of IFN-I and its downstream signaling pathways in
inducing autophagy during a viral infection is concerning. Currently, research into antitumor tactics
has benefited from the studies of IFN-I-induced autophagy in cancer cells [96,97]. Likewise, it is helpful
for exploiting new antiviral targets to further elucidate the association of the IFN-I signaling pathways
and autophagy during viral infections.
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5.2. ISG Products Regulate Autophagy

ISG products are direct antiviral proteins and vital immune regulators. It has been reported
that ISG products regulate and manipulate autophagy to exert their function in innate immunity. Its
mechanisms can be summarized by two approaches: first, ISG products mediate cellular antiviral
autophagy or prevent autophagy from being hijacked by the virus, and second, ISG products can
trigger selective autophagy by targeting key molecules of antiviral immunity, thus regulating the
IFN-I-induced antiviral effects.

Recently, considerable advances have been made in correlating ISG products’ antiviral
effects and autophagy. Tallóczy et al. [8] demonstrated that RNA-dependent eIF2α protein
kinase (PKR)—an important ISG product—was essential for the autophagic degradation of HSV-1.
IFN-β-inducible protein SCOTIN has also been reported to impede the HCV infection by mediating
the autophagic degradation of the HCV nonstructural 5A (NS5A) protein that exerts a vital role in
the HCV replication [106]. It is known that certain viruses can manipulate autophagy to promote
their multiplication. PML (also called TRIM19) can be induced by IFN-α/β/γ, which inhibits
EV71-mediated autophagy to control viral multiplication [107,108]. Basler et al. [109] also found
that paramyxovirus multiplication was restrained by Tudor domain containing 7 (TDRD7). TDRD7
possesses the ability to block paramyxovirus-triggered autophagy by interfering with the activity of
adenosine 5’-monophosphate (AMP)-activated protein kinase (AMPK), which can activate ULK1 and
suppress mTORC1 to induce autophagy [110,111]. Another ISG product, ribonuclease L (RNase L),
can degrade and produce small viral RNA fragments, which activates autophagy to suppress viral
multiplication during early viral infections [112]. Siddiqui et al. [113] independently revealed that
RNase L initiated antiviral autophagy by mediating the JNK and PKR activation. Interestingly, both
studies reported a similar phenomenon where the viral replication could be restrained by RNase
L-induced autophagy in early infections, but in later stages, autophagy promoted the multiplication
of the virus itself. Numerous studies have been published on the role of autophagy in promoting
the replication of certain viruses. Therefore, the above phenomenon may be due to viruses hijacking
autophagy for their reproduction during late infection stages, which counteracts and eclipses the
RNase L-induced antiviral autophagy.

Selective autophagy is an essential approach for the immunoregulatory role of autophagy, and
studies have shown that ISG products could mediate the selective autophagy of IFN-I responses
to regulate antiviral immunity. The generation of TRIM14 in response to IFN-I, USP14, can be
recruited by TRIM14 to remove the K48-linked ubiquitin chains of cGAS, thereby inhibiting the
p62-mediated selective autophagy of cGAS and maintaining the activation of the IFN-I production
pathways [79]. Another IFN-induced protein, ISG15 ubiquitin-like modifier (ISG15), can conjugate
with target molecules, a process called ISGylation, and has been identified as a negative regulator for
the RLR pathway by mediating the ISGylation of RIG-I [114]. Xu et al. [115] also found that IFN-I
facilitated the ISGylation of Beclin-1 and further suppressed the formation of PI3KC3, thus blocking
autophagy that may be subverted and utilized by viruses. Recent evidence has revealed a novel
function of ISGylation. Similar to ubiquitination, ISGylation can trigger autophagic degradation.
Nakashima et al. [116] demonstrated that ISG15 could interact with histone deacetylase 6 (HDAC6)
and SQSTM1/p62, contributing to the autophagic degradation of ISG15-conjugated proteins. This was
confirmed by another stud, where ISG15 was involved in the LRRC25-induced degradation of RIG-I
via p62-dependent selective autophagy [56]. In this process, the LRRC25 only recognizes the RIG-I
that was modified by ISG15.
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Table 1. The targets of virus-IFN-I-response interactions via autophagy. Autophagy as a pro-viral or
antiviral tool is mediated by viruses and IFN-I responses, respectively, the molecular mechanisms of
which are intricate. Some of the targets are summarized in Table 1.

Viruses Viral Targets for Inhibiting IFN-I
Responses via Autophagy

Targets or Mechanisms of IFN-I
Responses for Defending Against

Viruses via Autophagy
References

HCV

RIG-I signaling [63,64]

IFNAR [86–88]

The degradation of HCV NS5A
mediated by SCOTIN [106]

The degradation of NS3 mediated by
IFN-β [90]

DEV RIG-I signaling [63]

HPIV3 MAVS [57]

VSV PAMPs [12,66]

HIV-1 TLR7 signaling [67]

EV71
Endosome and TLR7 signaling [70]

The inhibition of EV71-mediated
autophagy by PML [108]

CA16 Endosome and TLR7 signaling [70]

HSV-1
cGAS [77]

The autophagic degradation of HSV-1
mediated by PKR [8]

Paramyxovirus The inhibition of SeV-mediated
autophagy by TDRD7 [14]

6. Conclusions

The interplay between autophagy and innate antiviral immunity has grown to be an active area
of investigation. An increasing number of studies have indicated that autophagy might be integrated
into innate antiviral immunity where IFN-I responses serve as a vital bridge. Autophagy is involved in
innate antiviral immunity via regulating the IFN-I system, and in turn, IFN-I and its induced proteins
can also harness autophagy to achieve viral clearance, which enhances the ability of the immune
system to respond to and combat viral invasions (Figure 3). The crosstalk between autophagy and
IFN-I responses expands the antiviral immune regulatory network and benefits immune homeostasis,
and our knowledge in this field will provide new therapeutic avenues for a wide range of viral- and
immune-related diseases. However, the aspect of the IFN-I signaling pathway that regulates autophagy
during viral infections remains to be elucidated, and the association between the antiviral activity of
ISG products and autophagy also awaits further research.
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Author Contributions: M.-L.W. and J.Z. conceived the ideas; Y.T. wrote the manuscript. 

Funding: This research was funded by the National Key Research Project (Grant No. 2017YFD0500906), the 
Natural Science Fund of Anhui Province (Grant No. 1808085MC75), the 2017 Wuhu Science and Technology 
Plan Project (Grant No. 2017yf01), and the Scientific Research Activities of Postdoctoral Researchers in Anhui 
(Grant No. 2017B194). 

Conflicts of Interest: The authors declare no conflicts of interest. 

References 

1. Schneider, W.M.; Chevillotte, M.D.; Rice, C.M. Interferon-stimulated genes: A complex web of host 
defenses. Annu. Rev. Immunol. 2014, 32, 513–545, doi:10.1146/annurev-immunol-032713-120231. 

2. Wu, J.; Chen, Z.J. Innate immune sensing and signaling of cytosolic nucleic acids. Annu. Rev. Immunol. 2014, 
32, 461–488, doi:10.1146/annurev-immunol-032713-120156. 

3. Detournay, O.; Morrison, D.A.; Wagner, B.; Zarnegar, B.; Wattrang, E. Genomic analysis and mRNA 
expression of equine type I interferon genes. J. Interferon Cytokine Res. 2013, 33, 746–759, 
doi:10.1089/jir.2012.0130. 

4. Yorimitsu, T.; Klionsky, D.J. Autophagy: Molecular machinery for self-eating. Cell Death Differ. 2005, 12 
(Suppl. 2), 1542–1552, doi:10.1038/sj.cdd.4401765. 

5. Dunn, W.A. Studies on the mechanisms of autophagy: Maturation of the autophagic vacuole. J. Cell Biol. 
1990, 110, 1935–1945, doi:10.1083/jcb.110.6.1935. 

6. Lawrence, B.P.; Brown, W.J. Autophagic vacuoles rapidly fuse with pre-existing lysosomes in cultured 
hepatocytes. J. Cell Sci. 1992, 102, 515–526. 

7. Feng, Y.; He, D.; Yao, Z.; Klionsky, D.J. The machinery of macroautophagy. Cell Res. 2014, 24, 24–41, 
doi:10.1038/cr.2013.168. 

Figure 3. The crosstalk between autophagy and IFN-I-mediated antiviral immunity. Autophagy
plays a vital role in regulating innate antiviral immunity induced by IFN-I. Virus-induced autophagy
can suppress the IFN-I antiviral responses, and the IFN-I system can also manipulate autophagy to
eliminate viruses. The crosstalk between autophagy and IFN-I responses may serve as a major bridge
linking autophagy to innate antiviral immunity. Solid arrows indicate stimulation, T arrows indicate
inhibition, and dashed arrows indicate potential stimulation.

Author Contributions: M.-L.W. and J.Z. conceived the ideas; Y.T. wrote the manuscript.

Funding: This research was funded by the National Key Research Project (Grant No. 2017YFD0500906), the
Natural Science Fund of Anhui Province (Grant No. 1808085MC75), the 2017 Wuhu Science and Technology Plan
Project (Grant No. 2017yf01), and the Scientific Research Activities of Postdoctoral Researchers in Anhui (Grant
No. 2017B194).

Conflicts of Interest: The authors declare no conflicts of interest.

References

1. Schneider, W.M.; Chevillotte, M.D.; Rice, C.M. Interferon-stimulated genes: A complex web of host defenses.
Annu. Rev. Immunol. 2014, 32, 513–545. [CrossRef]

2. Wu, J.; Chen, Z.J. Innate immune sensing and signaling of cytosolic nucleic acids. Annu. Rev. Immunol. 2014,
32, 461–488. [CrossRef]

3. Detournay, O.; Morrison, D.A.; Wagner, B.; Zarnegar, B.; Wattrang, E. Genomic analysis and mRNA
expression of equine type I interferon genes. J. Interferon Cytokine Res. 2013, 33, 746–759. [CrossRef]

4. Yorimitsu, T.; Klionsky, D.J. Autophagy: Molecular machinery for self-eating. Cell Death Differ. 2005, 12
(Suppl. 2), 1542–1552. [CrossRef]

5. Dunn, W.A. Studies on the mechanisms of autophagy: Maturation of the autophagic vacuole. J. Cell Biol.
1990, 110, 1935–1945. [CrossRef]

6. Lawrence, B.P.; Brown, W.J. Autophagic vacuoles rapidly fuse with pre-existing lysosomes in cultured
hepatocytes. J. Cell Sci. 1992, 102, 515–526.

7. Feng, Y.; He, D.; Yao, Z.; Klionsky, D.J. The machinery of macroautophagy. Cell Res. 2014, 24, 24–41.
[CrossRef]

http://dx.doi.org/10.1146/annurev-immunol-032713-120231
http://dx.doi.org/10.1146/annurev-immunol-032713-120156
http://dx.doi.org/10.1089/jir.2012.0130
http://dx.doi.org/10.1038/sj.cdd.4401765
http://dx.doi.org/10.1083/jcb.110.6.1935
http://dx.doi.org/10.1038/cr.2013.168


Viruses 2019, 11, 132 12 of 17

8. Tallóczy, Z.; Virgin, I.V.H.; Levine, B. PKR-Dependent Xenophagic Degradation of Herpes Simplex Virus
Type 1. Autophagy 2006, 2, 24–29. [CrossRef]

9. Richetta, C.; Faure, M. Autophagy in antiviral innate immunity. Cell Microbiol. 2013, 15, 368–376. [CrossRef]
10. Yongning, Z.; Zhongchang, L.; Xinna, G.; Xin, G.; Hanchun, Y. Autophagy promotes the replication of

encephalomyocarditis virus in host cells. Autophagy 2011, 7, 613–628. [CrossRef]
11. Choi, Y.; Bowman, J.W.; Jung, J.U. Autophagy during viral infection—A double-edged sword. Nat. Rev.

Microbiol. 2018, 16, 341–354. [CrossRef]
12. Lee, H.K.; Lund, J.M.; Ramanathan, B.; Mizushima, N.; Iwasaki, A. Autophagy-Dependent Viral Recognition

by Plasmacytoid Dendritic Cells. Science 2007, 315, 1398–1401. [CrossRef]
13. Olson, T.S.; Terlecky, S.R.; Dice, J.F. Targeting specific proteins for lysosomal proteolysis. Biomed. Biochim.

Acta 1991, 50, 393–397.
14. Agarraberes, F.A.; Terlecky, S.R.; Dice, J.F. An Intralysosomal hsp70 Is Required for a Selective Pathway of

Lysosomal Protein Degradation. J. Cell Biol. 1997, 137, 825–834. [CrossRef]
15. Kaushik, S.; Cuervo, A.M. Chaperone-mediated autophagy: A unique way to enter the lysosome world.

Trends Cell Biol. 2012, 22, 407–417. [CrossRef]
16. Kunz, J.B.; Schwarz, H.; Mayer, A. Determination of Four Sequential Stages during Microautophagy in Vitro.

J. Biol. Chem. 2004, 279, 9987–9996. [CrossRef]
17. Zaffagnini, G.; Martens, S. Mechanisms of Selective Autophagy. J. Mol. Biol. 2016, 428, 1714–1724. [CrossRef]
18. Bjørkøy, G.; Lamark, T.; Brech, A.; Outzen, H.; Perander, M.; Øvervatn, A.; Stenmark, H.; Johansen, T.

p62/SQSTM1 forms protein aggregates degraded by autophagy and has a protective effect on
huntingtin-induced cell death. J. Cell Biol. 2005, 171, 603–614. [CrossRef]

19. Johansen, T.; Lamark, T. Selective autophagy mediated by autophagic adapter proteins. Autophagy 2014, 7,
279–296. [CrossRef]

20. Stolz, A.; Ernst, A.; Dikic, I. Cargo recognition and trafficking in selective autophagy. Nat. Cell Biol. 2014, 16,
495–501. [CrossRef]

21. Mijaljica, D.; Nazarko, T.Y.; Brumell, J.H.; Huang, W.P.; Komatsu, M.; Prescott, M.; Simonsen, A.;
Yamamoto, A.; Zhang, H.; Klionsky, D.J.; et al. Receptor protein complexes are in control of autophagy.
Autophagy 2012, 8, 1701–1705. [CrossRef]

22. Kirkin, V.; Lamark, T.; Johansen, T.; Dikic, I. NBR1 cooperates with p62 in selective autophagy of
ubiquitinated targets. Autophagy 2014, 5, 732–733. [CrossRef]

23. Verlhac, P.; Grégoire, I.P.; Azocar, O.; Petkova, D.S.; Baguet, J.; Viret, C.; Faure, M. Autophagy Receptor
NDP52 Regulates Pathogen-Containing Autophagosome Maturation. Cell Host Microbe 2015, 17, 515–525.
[CrossRef]

24. Wild, P.; Farhan, H.; McEwan, D.G.; Wagner, S.; Rogov, V.V.; Brady, N.R.; Richter, B.; Korac, J.; Waidmann, O.;
Choudhary, C.; et al. Phosphorylation of the Autophagy Receptor Optineurin Restricts Salmonella Growth.
Science 2011, 333, 228–233. [CrossRef]

25. Tumbarello, D.A.; Manna, P.T.; Allen, M.; Bycroft, M.; Arden, S.D.; Kendrick-Jones, J.; Buss, F. The
Autophagy Receptor TAX1BP1 and the Molecular Motor Myosin VI Are Required for Clearance of Salmonella
Typhimurium by Autophagy. PLoS Pathog. 2015, 11, e1005174. [CrossRef]

26. Tsukada, M.; Ohsumi, Y. Isolation and characterization of autophagy-defective mutants of Saccharomyces
cerevisiae. FEBS Lett. 1993, 333, 169–174. [CrossRef]

27. Klionsky, D.J.; Cregg, J.M.; Dunn, W.A., Jr.; Emr, S.D.; Sakai, Y.; Sandoval, I.V.; Sibirny, A.; Subramani, S.;
Thumm, M.; Veenhuis, M.; et al. A unified nomenclature for yeast autophagy-related genes. Dev. Cell 2003, 5,
539–545. [CrossRef]

28. Parzych, K.R.; Ariosa, A.; Mari, M.; Klionsky, D.J.; Glick, B.S. A newly characterized vacuolar serine
carboxypeptidase, Atg42/Ybr139w, is required for normal vacuole function and the terminal steps of
autophagy in the yeast Saccharomyces cerevisiae. Mol. Biol. Cell 2018, 29, 1089–1099. [CrossRef]

29. Yu, L.; McPhee, C.K.; Zheng, L.; Mardones, G.A.; Rong, Y.; Peng, J.; Mi, N.; Zhao, Y.; Liu, Z.; Wan, F.; et al.
Termination of autophagy and reformation of lysosomes regulated by mTOR. Nature 2010, 465, 942–946.
[CrossRef]

30. Hosokawa, N.; Hara, T.; Kaizuka, T.; Kishi, C.; Takamura, A.; Miura, Y.; Iemura, S.; Natsume, T.; Takehana, K.;
Yamada, N.; et al. Nutrient-dependent mTORC1 association with the ULK1-Atg13-FIP200 complex required
for autophagy. Mol. Biol. Cell 2009, 20, 1981–1991. [CrossRef]

http://dx.doi.org/10.4161/auto.2176
http://dx.doi.org/10.1111/cmi.12043
http://dx.doi.org/10.4161/auto.7.6.15267
http://dx.doi.org/10.1038/s41579-018-0003-6
http://dx.doi.org/10.1126/science.1136880
http://dx.doi.org/10.1083/jcb.137.4.825
http://dx.doi.org/10.1016/j.tcb.2012.05.006
http://dx.doi.org/10.1074/jbc.M307905200
http://dx.doi.org/10.1016/j.jmb.2016.02.004
http://dx.doi.org/10.1083/jcb.200507002
http://dx.doi.org/10.4161/auto.7.3.14487
http://dx.doi.org/10.1038/ncb2979
http://dx.doi.org/10.4161/auto.21332
http://dx.doi.org/10.4161/auto.5.5.8566
http://dx.doi.org/10.1016/j.chom.2015.02.008
http://dx.doi.org/10.1126/science.1205405
http://dx.doi.org/10.1371/journal.ppat.1005174
http://dx.doi.org/10.1016/0014-5793(93)80398-E
http://dx.doi.org/10.1016/S1534-5807(03)00296-X
http://dx.doi.org/10.1091/mbc.E17-08-0516
http://dx.doi.org/10.1038/nature09076
http://dx.doi.org/10.1091/mbc.e08-12-1248


Viruses 2019, 11, 132 13 of 17

31. Hosokawa, N.; Sasaki, T.; Iemura, S.-I.; Natsume, T.; Hara, T.; Mizushima, N. Atg101, a novel mammalian
autophagy protein interacting with Atg13. Autophagy 2014, 5, 973–979. [CrossRef]

32. Hara, T.; Takamura, A.; Kishi, C.; Iemura, S.; Natsume, T.; Guan, J.L.; Mizushima, N. FIP200, a
ULK-interacting protein, is required for autophagosome formation in mammalian cells. J. Cell Biol. 2008, 181,
497–510. [CrossRef]

33. Russell, R.C.; Tian, Y.; Yuan, H.; Park, H.W.; Chang, Y.-Y.; Kim, J.; Kim, H.; Neufeld, T.P.; Dillin, A.; Guan, K.-L.
ULK1 induces autophagy by phosphorylating Beclin-1 and activating VPS34 lipid kinase. Nat. Cell Biol.
2013, 15, 741–750. [CrossRef]

34. Itakura, E.; Kishi, C.; Inoue, K.; Mizushima, N.; Subramani, S. Beclin 1 Forms Two Distinct
Phosphatidylinositol 3-Kinase Complexes with Mammalian Atg14 and UVRAG. Mol. Biol. Cell 2008,
19, 5360–5372. [CrossRef]

35. Matsunaga, K.; Saitoh, T.; Tabata, K.; Omori, H.; Satoh, T.; Kurotori, N.; Maejima, I.; Shirahama-Noda, K.;
Ichimura, T.; Isobe, T.; et al. Two Beclin 1-binding proteins, Atg14L and Rubicon, reciprocally regulate
autophagy at different stages. Nat. Cell Biol. 2009, 11, 385–396. [CrossRef]

36. Tanida, I.; Ueno, T.; Kominami, E. LC3 conjugation system in mammalian autophagy. Int. J. Biochem. Cell Biol.
2004, 36, 2503–2518. [CrossRef]

37. Fujita, N.; Itoh, T.; Omori, H.; Fukuda, M.; Noda, T.; Yoshimori, T. The Atg16L complex specifies the site of
LC3 lipidation for membrane biogenesis in autophagy. Mol. Biol. Cell 2008, 19, 2092–2100. [CrossRef]

38. Mizushima, N.; Noda, T.; Yoshimori, T.; Tanaka, Y.; Ishii, T.; George, M.D.; Klionsky, D.J.; Ohsumi, M.;
Ohsumi, Y. A protein conjugation system essential for autophagy. Nature 1998, 395, 395–398. [CrossRef]

39. Liang, C.; Feng, P.; Ku, B.; Dotan, I.; Canaani, D.; Oh, B.H.; Jung, J.U. Autophagic and tumour suppressor
activity of a novel Beclin1-binding protein UVRAG. Nat. Cell Biol. 2006, 8, 688–699. [CrossRef]

40. Sun, Q.; Zhang, J.; Fan, W.; Wong, K.N.; Ding, X.; Chen, S.; Zhong, Q. The RUN domain of rubicon is
important for hVps34 binding, lipid kinase inhibition, and autophagy suppression. J. Biol. Chem. 2011, 286,
185–191. [CrossRef]

41. Desai, M.; Fang, R.; Sun, J. The role of autophagy in microbial infection and immunity. Immunotargets Ther.
2015, 4, 13–26. [CrossRef] [PubMed]

42. Levine, B.; Deretic, V. Unveiling the roles of autophagy in innate and adaptive immunity. Nat. Rev. Immunol.
2007, 7, 767–777. [CrossRef] [PubMed]

43. Shibutani, S.T.; Saitoh, T.; Nowag, H.; Munz, C.; Yoshimori, T. Autophagy and autophagy-related proteins in
the immune system. Nat. Immunol. 2015, 16, 1014–1024. [CrossRef] [PubMed]

44. Yoneyama, M.; Kikuchi, M.; Matsumoto, K.; Imaizumi, T.; Miyagishi, M.; Taira, K.; Foy, E.; Loo, Y.-M.;
Gale, M.; Akira, S.; et al. Shared and Unique Functions of the DExD/H-Box Helicases RIG-I, MDA5, and
LGP2 in Antiviral Innate Immunity. J. Immunol. 2005, 175, 2851–2858. [CrossRef] [PubMed]

45. Rodriguez, K.R.; Bruns, A.M.; Horvath, C.M. MDA5 and LGP2: Accomplices and antagonists of antiviral
signal transduction. J. Virol. 2014, 88, 8194–8200. [CrossRef]

46. Ahlers, L.R.; Goodman, A.G. Nucleic acid sensing and innate immunity: Signaling pathways controlling
viral pathogenesis and autoimmunity. Curr. Clin. Microbiol. Rep. 2016, 3, 132–141. [CrossRef]

47. Yoneyama, M.; Kikuchi, M.; Natsukawa, T.; Shinobu, N.; Imaizumi, T.; Miyagishi, M.; Taira, K.; Akira, S.;
Fujita, T. The RNA helicase RIG-I has an essential function in double-stranded RNA-induced innate antiviral
responses. Nat. Immunol. 2004, 5, 730–737. [CrossRef]

48. Andrejeva, J.; Childs, K.S.; Young, D.F.; Carlos, T.S.; Stock, N.; Goodbourn, S.; Randall, R.E. The V proteins of
paramyxoviruses bind the IFN-inducible RNA helicase, mda-5, and inhibit its activation of the IFN-beta
promoter. Proc. Natl. Acad. Sci. USA 2004, 101, 17264–17269. [CrossRef]

49. Barral, P.M.; Sarkar, D.; Su, Z.Z.; Barber, G.N.; DeSalle, R.; Racaniello, V.R.; Fisher, P.B. Functions of the
cytoplasmic RNA sensors RIG-I and MDA-5: Key regulators of innate immunity. Pharmacol. Ther. 2009, 124,
219–234. [CrossRef]

50. Huang, W.S.; Zhu, M.H.; Chen, S.; Wang, Z.X.; Liang, Y.; Huang, B.; Nie, P. Molecular cloning and expression
analysis of a fish specific interferon regulatory factor, IRF11, in orange spotted grouper, Epinephelus coioides.
Fish Shellfish Immunol. 2017, 60, 368–379. [CrossRef]

51. Cohen-Kaplan, V.; Livneh, I.; Avni, N.; Cohen-Rosenzweig, C.; Ciechanover, A. The ubiquitin-proteasome
system and autophagy: Coordinated and independent activities. Int. J. Biochem. Cell 2016, 79, 403–418.
[CrossRef] [PubMed]

http://dx.doi.org/10.4161/auto.5.7.9296
http://dx.doi.org/10.1083/jcb.200712064
http://dx.doi.org/10.1038/ncb2757
http://dx.doi.org/10.1091/mbc.e08-01-0080
http://dx.doi.org/10.1038/ncb1846
http://dx.doi.org/10.1016/j.biocel.2004.05.009
http://dx.doi.org/10.1091/mbc.e07-12-1257
http://dx.doi.org/10.1038/26506
http://dx.doi.org/10.1038/ncb1426
http://dx.doi.org/10.1074/jbc.M110.126425
http://dx.doi.org/10.2147/ITT.S76720
http://www.ncbi.nlm.nih.gov/pubmed/27471708
http://dx.doi.org/10.1038/nri2161
http://www.ncbi.nlm.nih.gov/pubmed/17767194
http://dx.doi.org/10.1038/ni.3273
http://www.ncbi.nlm.nih.gov/pubmed/26382870
http://dx.doi.org/10.4049/jimmunol.175.5.2851
http://www.ncbi.nlm.nih.gov/pubmed/16116171
http://dx.doi.org/10.1128/JVI.00640-14
http://dx.doi.org/10.1007/s40588-016-0043-5
http://dx.doi.org/10.1038/ni1087
http://dx.doi.org/10.1073/pnas.0407639101
http://dx.doi.org/10.1016/j.pharmthera.2009.06.012
http://dx.doi.org/10.1016/j.fsi.2016.12.007
http://dx.doi.org/10.1016/j.biocel.2016.07.019
http://www.ncbi.nlm.nih.gov/pubmed/27448843


Viruses 2019, 11, 132 14 of 17

52. Arimoto, K.i.; Takahashi, H.; Hishiki, T.; Konishi, H.; Fujita, T.; Shimotohno, K. Negative regulation of the
RIG-I signaling by the ubiquitin ligase RNF125. Proc. Natl. Acad. Sci. USA 2007, 104, 7500–7505. [CrossRef]
[PubMed]

53. Chen, W.; Han, C.; Xie, B.; Hu, X.; Yu, Q.; Shi, L.; Wang, Q.; Li, D.; Wang, J.; Zheng, P.; et al. Induction of
Siglec-G by RNA Viruses Inhibits the Innate Immune Response by Promoting RIG-I Degradation. Cell 2013,
152, 467–478. [CrossRef] [PubMed]

54. Zhao, K.; Zhang, Q.; Li, X.; Zhao, D.; Liu, Y.; Shen, Q.; Yang, M.; Wang, C.; Li, N.; Cao, X. Cytoplasmic STAT4
Promotes Antiviral Type I IFN Production by Blocking CHIP-Mediated Degradation of RIG-I. J. Immunol.
2016, 196, 1209–1217. [CrossRef] [PubMed]

55. Wang, W.; Jiang, M.; Liu, S.; Zhang, S.; Liu, W.; Ma, Y.; Zhang, L.; Zhang, J.; Cao, X. RNF122 suppresses
antiviral type I interferon production by targeting RIG-I CARDs to mediate RIG-I degradation. Proc. Natl.
Acad. Sci. USA 2016, 113, 9581–9586. [CrossRef] [PubMed]

56. Du, Y.; Duan, T.; Feng, Y.; Liu, Q.; Lin, M.; Cui, J.; Wang, R.F. LRRC25 inhibits type I IFN signaling by targeting
ISG15-associated RIG-I for autophagic degradation. EMBO J. 2018, 37, 351–366. [CrossRef] [PubMed]

57. Ding, B.; Zhang, L.; Li, Z.; Zhong, Y.; Tang, Q.; Qin, Y.; Chen, M. The Matrix Protein of Human Parainfluenza
Virus Type 3 Induces Mitophagy that Suppresses Interferon Responses. Cell Host Microbe 2017, 21,
538–547.e534. [CrossRef]

58. Jounai, N.; Takeshita, F.; Kobiyama, K.; Sawano, A.; Miyawaki, A.; Xin, K.Q.; Ishii, K.J.; Kawai, T.; Akira, S.;
Suzuki, K.; et al. The Atg5 Atg12 conjugate associates with innate antiviral immune responses. Proc. Natl.
Acad. Sci. USA 2007, 104, 14050–14055. [CrossRef]

59. Jin, S.; Tian, S.; Chen, Y.; Zhang, C.; Xie, W.; Xia, X.; Cui, J.; Wang, R.F. USP19 modulates autophagy and
antiviral immune responses by deubiquitinating Beclin-1. EMBO J. 2016, 35, 866–880. [CrossRef]

60. Jin, S.; Tian, S.; Luo, M.; Xie, W.; Liu, T.; Duan, T.; Wu, Y.; Cui, J. Tetherin Suppresses Type I Interferon
Signaling by Targeting MAVS for NDP52-Mediated Selective Autophagic Degradation in Human Cells.
Mol. Cell 2017, 68, 308–322.e304. [CrossRef]

61. Tal, M.C.; Sasai, M.; Lee, H.K.; Yordy, B.; Shadel, G.S.; Iwasaki, A. Absence of autophagy results in reactive
oxygen species-dependent amplification of RLR signaling. Proc. Natl. Acad. Sci. USA 2009, 106, 2770–2775.
[CrossRef] [PubMed]

62. Kim, J.-H.; Kim, T.-H.; Lee, H.-C.; Nikapitiya, C.; Uddin, M.B.; Park, M.-E.; Pathinayake, P.; Lee, E.S.;
Chathuranga, K.; Herath, T.U.B.; et al. Rubicon Modulates Antiviral Type I Interferon (IFN) Signaling by
Targeting IFN Regulatory Factor 3 Dimerization. J. Virol. 2017, 91, e00248-17. [CrossRef] [PubMed]

63. Ke, P.-Y.; Chen, S.S.L. Activation of the unfolded protein response and autophagy after hepatitis C virus
infection suppresses innate antiviral immunity in vitro. J. Clin. Investig. 2011, 121, 37–56. [CrossRef]
[PubMed]

64. Shrivastava, S.; Raychoudhuri, A.; Steele, R.; Ray, R.; Ray, R.B. Knockdown of autophagy enhances the
innate immune response in hepatitis C virus-infected hepatocytes. Hepatology 2011, 53, 406–414. [CrossRef]
[PubMed]

65. Lester, S.N.; Li, K. Toll-like receptors in antiviral innate immunity. J. Mol. Biol. 2014, 426, 1246–1264.
[CrossRef] [PubMed]

66. Frenz, T.; Graalmann, L.; Detje, C.N.; Doring, M.; Grabski, E.; Scheu, S.; Kalinke, U. Independent of
plasmacytoid dendritic cell (pDC) infection, pDC triggered by virus-infected cells mount enhanced type I
IFN responses of different composition as opposed to pDC stimulated with free virus. J. Immunol. 2014, 193,
2496–2503. [CrossRef] [PubMed]

67. Zhou, D.; Kang, K.H.; Spector, S.A. Production of Interferon α by Human Immunodeficiency Virus Type 1
in Human Plasmacytoid Dendritic Cells Is Dependent on Induction of Autophagy. J. Infect. Dis. 2012, 205,
1258–1267. [CrossRef]

68. Henault, J.; Martinez, J.; Riggs, J.M.; Tian, J.; Mehta, P.; Clarke, L.; Sasai, M.; Latz, E.; Brinkmann, M.M.;
Iwasaki, A.; et al. Noncanonical autophagy is required for type I interferon secretion in response to
DNA-immune complexes. Immunity 2012, 37, 986–997. [CrossRef]

69. Hayashi, K.; Taura, M.; Iwasaki, A. The interaction between IKKα and LC3 promotes type I interferon
production through the TLR9-containing LAPosome. Sci. Signal 2018, 11, eaan4144. [CrossRef]

http://dx.doi.org/10.1073/pnas.0611551104
http://www.ncbi.nlm.nih.gov/pubmed/17460044
http://dx.doi.org/10.1016/j.cell.2013.01.011
http://www.ncbi.nlm.nih.gov/pubmed/23374343
http://dx.doi.org/10.4049/jimmunol.1501224
http://www.ncbi.nlm.nih.gov/pubmed/26695369
http://dx.doi.org/10.1073/pnas.1604277113
http://www.ncbi.nlm.nih.gov/pubmed/27506794
http://dx.doi.org/10.15252/embj.201796781
http://www.ncbi.nlm.nih.gov/pubmed/29288164
http://dx.doi.org/10.1016/j.chom.2017.03.004
http://dx.doi.org/10.1073/pnas.0704014104
http://dx.doi.org/10.15252/embj.201593596
http://dx.doi.org/10.1016/j.molcel.2017.09.005
http://dx.doi.org/10.1073/pnas.0807694106
http://www.ncbi.nlm.nih.gov/pubmed/19196953
http://dx.doi.org/10.1128/JVI.00248-17
http://www.ncbi.nlm.nih.gov/pubmed/28468885
http://dx.doi.org/10.1172/JCI41474
http://www.ncbi.nlm.nih.gov/pubmed/21135505
http://dx.doi.org/10.1002/hep.24073
http://www.ncbi.nlm.nih.gov/pubmed/21274862
http://dx.doi.org/10.1016/j.jmb.2013.11.024
http://www.ncbi.nlm.nih.gov/pubmed/24316048
http://dx.doi.org/10.4049/jimmunol.1400215
http://www.ncbi.nlm.nih.gov/pubmed/25070849
http://dx.doi.org/10.1093/infdis/jis187
http://dx.doi.org/10.1016/j.immuni.2012.09.014
http://dx.doi.org/10.1126/scisignal.aan4144


Viruses 2019, 11, 132 15 of 17

70. Song, J.; Hu, Y.; Li, J.; Zheng, H.; Wang, J.; Guo, L.; Shi, H.; Liu, L. Suppression of the toll-like receptor
7-dependent type I interferon production pathway by autophagy resulting from enterovirus 71 and
coxsackievirus A16 infections facilitates their replication. Arch. Virol. 2018, 163, 135–144. [CrossRef]

71. Inomata, M.; Niida, S.; Shibata, K.; Into, T. Regulation of Toll-like receptor signaling by NDP52-mediated
selective autophagy is normally inactivated by A20. Cell Mol. Life Sci. 2012, 69, 963–979. [CrossRef] [PubMed]

72. Philpott, D.J.; Yang, Q.; Liu, T.-T.; Lin, H.; Zhang, M.; Wei, J.; Luo, W.-W.; Hu, Y.-H.; Zhong, B.;
Hu, M.-M.; et al. TRIM32-TAX1BP1-dependent selective autophagic degradation of TRIF negatively regulates
TLR3/4-mediated innate immune responses. PLOS Pathog. 2017, 13, e1006600. [CrossRef]

73. Gao, D.; Wu, J.; Wu, Y.T.; Du, F.; Aroh, C.; Yan, N.; Sun, L.; Chen, Z.J. Cyclic GMP-AMP Synthase Is an Innate
Immune Sensor of HIV and Other Retroviruses. Science 2013, 341, 903–906. [CrossRef] [PubMed]

74. Xia, P.; Ye, B.; Wang, S.; Zhu, X.; Du, Y.; Xiong, Z.; Tian, Y.; Fan, Z. Glutamylation of the DNA sensor cGAS
regulates its binding and synthase activity in antiviral immunity. Nat. Immunol. 2016, 17, 369–378. [CrossRef]
[PubMed]

75. Diner, E.J.; Burdette, D.L.; Wilson, S.C.; Monroe, K.M.; Kellenberger, C.A.; Hyodo, M.; Hayakawa, Y.;
Hammond, M.C.; Vance, R.E. The Innate Immune DNA Sensor cGAS Produces a Noncanonical Cyclic
Dinucleotide that Activates Human STING. Cell Rep. 2013, 3, 1355–1361. [CrossRef] [PubMed]

76. Galluzzi, L.; Vanpouille-Box, C.; Bakhoum, S.F.; Demaria, S. SnapShot: CGAS-STING Signaling. Cell 2018,
173, 276–276.e271. [CrossRef] [PubMed]

77. Liang, Q.; Seo, G.J.; Choi, Y.J.; Kwak, M.-J.; Ge, J.; Rodgers, M.A.; Shi, M.; Leslie, B.J.; Hopfner, K.-P.;
Ha, T.; et al. Crosstalk between the cGAS DNA Sensor and Beclin-1 Autophagy Protein Shapes Innate
Antimicrobial Immune Responses. Cell Host Microbe 2014, 15, 228–238. [CrossRef]

78. Saitoh, T.; Fujita, N.; Hayashi, T.; Takahara, K.; Satoh, T.; Lee, H.; Matsunaga, K.; Kageyama, S.; Omori, H.;
Noda, T.; et al. Atg9a controls dsDNA-driven dynamic translocation of STING and the innate immune
response. Proc. Natl. Acad. Sci. USA 2009, 106, 20842–20846. [CrossRef]

79. Chen, M.; Meng, Q.; Qin, Y.; Liang, P.; Tan, P.; He, L.; Zhou, Y.; Chen, Y.; Huang, J.; Wang, R.F.; et al. TRIM14
Inhibits cGAS Degradation Mediated by Selective Autophagy Receptor p62 to Promote Innate Immune
Responses. Mol. Cell 2016, 64, 105–119. [CrossRef]

80. Prabakaran, T.; Bodda, C.; Krapp, C.; Zhang, B.C.; Christensen, M.H.; Sun, C.; Reinert, L.; Cai, Y.; Jensen, S.B.;
Skouboe, M.K.; et al. Attenuation of cGAS-STING signaling is mediated by a p62/SQSTM1-dependent
autophagy pathway activated by TBK1. EMBO J. 2018, 37, e97858. [CrossRef]

81. Kimura, T.; Jain, A.; Choi, S.W.; Mandell, M.A.; Schroder, K.; Johansen, T.; Deretic, V. TRIM-mediated
precision autophagy targets cytoplasmic regulators of innate immunity. J. Cell Biol. 2015, 210, 973–989.
[CrossRef] [PubMed]

82. Cao, X. Self-regulation and cross-regulation of pattern-recognition receptor signalling in health and disease.
Nat. Rev. Immunol. 2016, 16, 35–50. [CrossRef] [PubMed]

83. Xia, C.; Anderson, P.; Hahm, B. Viral dedication to vigorous destruction of interferon receptors. Virology
2018, 522, 19–26. [CrossRef] [PubMed]

84. Kumar, K.G.; Tang, W.; Ravindranath, A.K.; Clark, W.A.; Croze, E.; Fuchs, S.Y. SCF(HOS) ubiquitin ligase
mediates the ligand-induced down-regulation of the interferon-alpha receptor. EMBO J. 2003, 22, 5480–5490.
[CrossRef] [PubMed]

85. Kumar, K.G.; Barriere, H.; Carbone, C.J.; Liu, J.; Swaminathan, G.; Xu, P.; Li, Y.; Baker, D.P.; Peng, J.;
Lukacs, G.L.; et al. Site-specific ubiquitination exposes a linear motif to promote interferon-alpha receptor
endocytosis. J. Cell Biol. 2007, 179, 935–950. [CrossRef] [PubMed]

86. Gunduz, F.; Aboulnasr, F.M.; Chandra, P.K.; Hazari, S.; Poat, B.; Baker, D.P.; Balart, L.A.; Dash, S. Free fatty
acids induce ER stress and block antiviral activity of interferon alpha against hepatitis C virus in cell culture.
Virol. J. 2012, 9, 143. [CrossRef] [PubMed]

87. Kurt, R.; Chandra, P.K.; Aboulnasr, F.; Panigrahi, R.; Ferraris, P.; Aydin, Y.; Reiss, K.; Wu, T.; Balart, L.A.;
Dash, S. Chaperone-Mediated Autophagy Targets IFNAR1 for Lysosomal Degradation in Free Fatty Acid
Treated HCV Cell Culture. PLoS ONE 2015, 10, e0125962. [CrossRef]

88. Chandra, P.K.; Bao, L.; Song, K.; Aboulnasr, F.M.; Baker, D.P.; Shores, N.; Wimley, W.C.; Liu, S.;
Hagedorn, C.H.; Fuchs, S.Y.; et al. HCV infection selectively impairs type I but not type III IFN signaling.
Am. J. Pathol. 2014, 184, 214–229. [CrossRef]

http://dx.doi.org/10.1007/s00705-017-3592-x
http://dx.doi.org/10.1007/s00018-011-0819-y
http://www.ncbi.nlm.nih.gov/pubmed/21964925
http://dx.doi.org/10.1371/journal.ppat.1006600
http://dx.doi.org/10.1126/science.1240933
http://www.ncbi.nlm.nih.gov/pubmed/23929945
http://dx.doi.org/10.1038/ni.3356
http://www.ncbi.nlm.nih.gov/pubmed/26829768
http://dx.doi.org/10.1016/j.celrep.2013.05.009
http://www.ncbi.nlm.nih.gov/pubmed/23707065
http://dx.doi.org/10.1016/j.cell.2018.03.015
http://www.ncbi.nlm.nih.gov/pubmed/29570996
http://dx.doi.org/10.1016/j.chom.2014.01.009
http://dx.doi.org/10.1073/pnas.0911267106
http://dx.doi.org/10.1016/j.molcel.2016.08.025
http://dx.doi.org/10.15252/embj.201797858
http://dx.doi.org/10.1083/jcb.201503023
http://www.ncbi.nlm.nih.gov/pubmed/26347139
http://dx.doi.org/10.1038/nri.2015.8
http://www.ncbi.nlm.nih.gov/pubmed/26711677
http://dx.doi.org/10.1016/j.virol.2018.06.017
http://www.ncbi.nlm.nih.gov/pubmed/30014854
http://dx.doi.org/10.1093/emboj/cdg524
http://www.ncbi.nlm.nih.gov/pubmed/14532120
http://dx.doi.org/10.1083/jcb.200706034
http://www.ncbi.nlm.nih.gov/pubmed/18056411
http://dx.doi.org/10.1186/1743-422X-9-143
http://www.ncbi.nlm.nih.gov/pubmed/22863531
http://dx.doi.org/10.1371/journal.pone.0125962
http://dx.doi.org/10.1016/j.ajpath.2013.10.005


Viruses 2019, 11, 132 16 of 17

89. Sun, J.; Desai, M.M.; Soong, L.; Ou, J.H. IFN-alpha/beta and autophagy: Tug-of-war between HCV and the
host. Autophagy 2011, 7, 1394–1396. [CrossRef]

90. Desai, M.M.; Gong, B.; Chan, T.; Davey, R.A.; Soong, L.; Kolokoltsov, A.A.; Sun, J. Differential, type I
interferon-mediated autophagic trafficking of hepatitis C virus proteins in mouse liver. Gastroenterology 2011,
141, 674–685.e6. [CrossRef]

91. Schmeisser, H.; Bekisz, J.; Zoon, K.C. New function of type I IFN: Induction of autophagy. J. Interferon
Cytokine Res. 2014, 34, 71–78. [CrossRef] [PubMed]

92. He, Y.; She, H.; Zhang, T.; Xu, H.; Cheng, L.; Yepes, M.; Zhao, Y.; Mao, Z. p38 MAPK inhibits autophagy
and promotes microglial inflammatory responses by phosphorylating ULK1. J. Cell Biol. 2018, 217, 315–328.
[CrossRef] [PubMed]

93. Barutcu, S.A.; Girnius, N.; Vernia, S.; Davis, R.J. Role of the MAPK/cJun NH2-terminal kinase signaling
pathway in starvation-induced autophagy. Autophagy 2018, 14, 1586–1595. [CrossRef] [PubMed]

94. Orvedahl, A.; Sumpter, R., Jr.; Xiao, G.; Ng, A.; Zou, Z.; Tang, Y.; Narimatsu, M.; Gilpin, C.; Sun, Q.;
Roth, M.; et al. Image-based genome-wide siRNA screen identifies selective autophagy factors. Nature 2011,
480, 113–117. [CrossRef] [PubMed]

95. Schmeisser, H.; Fey, S.B.; Horowitz, J.; Fischer, E.R.; Balinsky, C.A.; Miyake, K.; Bekisz, J.; Snow, A.L.;
Zoon, K.C. Type I interferons induce autophagy in certain human cancer cell lines. Autophagy 2013, 9,
683–696. [CrossRef] [PubMed]

96. Zhu, S.; Cao, L.; Yu, Y.; Yang, L.; Yang, M.; Liu, K.; Huang, J.; Kang, R.; Livesey, K.M.; Tang, D. Inhibiting
autophagy potentiates the anticancer activity of IFN1@/IFNalpha in chronic myeloid leukemia cells.
Autophagy 2013, 9, 317–327. [CrossRef] [PubMed]

97. Ambjorn, M.; Ejlerskov, P.; Liu, Y.; Lees, M.; Jaattela, M.; Issazadeh-Navikas, S. IFNB1/interferon-beta-induced
autophagy in MCF-7 breast cancer cells counteracts its proapoptotic function. Autophagy 2013, 9, 287–302.
[CrossRef]

98. Li, Y.; Zhu, H.; Zeng, X.; Fan, J.; Qian, X.; Wang, S.; Wang, Z.; Sun, Y.; Wang, X.; Wang, W.; et al. Suppression
of autophagy enhanced growth inhibition and apoptosis of interferon-beta in human glioma cells. Mol
Neurobiol 2013, 47, 1000–1010. [CrossRef]

99. Li, Y.; Sassano, A.; Majchrzak, B.; Deb, D.K.; Levy, D.E.; Gaestel, M.; Nebreda, A.R.; Fish, E.N.; Platanias, L.C.
Role of p38alpha Map kinase in Type I interferon signaling. J. Biol. Chem. 2004, 279, 970–979. [CrossRef]

100. Zhou, Y.Y.; Li, Y.; Jiang, W.Q.; Zhou, L.F. MAPK/JNK signalling: A potential autophagy regulation pathway.
Biosci. Rep. 2015, 35, e00199. [CrossRef]

101. Byun, J.-Y.; Yoon, C.-H.; An, S.; Park, I.-C.; Kang, C.-M.; Kim, M.-J.; Lee, S.-J. The Rac1/MKK7/JNK
pathway signals upregulation of Atg5 and subsequent autophagic cell death in response to oncogenic Ras.
Carcinogenesis 2009, 30, 1880–1888. [CrossRef] [PubMed]

102. Li, D.D.; Wang, L.L.; Deng, R.; Tang, J.; Shen, Y.; Guo, J.F.; Wang, Y.; Xia, L.P.; Feng, G.K.; Liu, Q.Q.; et al. The
pivotal role of c-Jun NH2-terminal kinase-mediated Beclin 1 expression during anticancer agents-induced
autophagy in cancer cells. Oncogene 2008, 28, 886–898. [CrossRef] [PubMed]

103. Wei, Y.; Sinha, S.; Levine, B. Dual Role of JNK1-Mediated Phosphorylation of Bcl-2 in Autophagy and
Apoptosis Regulation. Autophagy 2008, 4, 949–951. [CrossRef] [PubMed]

104. Puissant, A.; Robert, G.; Fenouille, N.; Luciano, F.; Cassuto, J.P.; Raynaud, S.; Auberger, P. Resveratrol
Promotes Autophagic Cell Death in Chronic Myelogenous Leukemia Cells via JNK-Mediated p62/SQSTM1
Expression and AMPK Activation. Cancer Res. 2010, 70, 1042–1052. [CrossRef] [PubMed]

105. Liu, Y.; Wang, N.; Zhang, S.; Liang, Q. Autophagy protects bone marrow mesenchymal stem cells from
palmitateinduced apoptosis through the ROSJNK/p38 MAPK signaling pathways. Mol. Med. Rep. 2018, 18,
1485–1494. [CrossRef] [PubMed]

106. Kim, N.; Kim, M.J.; Sung, P.S.; Bae, Y.C.; Shin, E.C.; Yoo, J.Y. Interferon-inducible protein SCOTIN interferes
with HCV replication through the autolysosomal degradation of NS5A. Nat. Commun. 2016, 7, 10631.
[CrossRef] [PubMed]

107. Chelbi-Alix, M.K.; Pelicano, L.; Quignon, F.; Koken, M.H.; Venturini, L.; Stadler, M.; Pavlovic, J.; Degos, L.;
De, T.H. Induction of the PML protein by interferons in normal and APL cells. Leukemia 1995, 9, 2027–2033.

108. Chen, D.; Feng, C.; Tian, X.; Zheng, N.; Wu, Z. Promyelocytic Leukemia Restricts Enterovirus 71 Replication
by Inhibiting Autophagy. Front. Immunol. 2018, 9, 1268. [CrossRef]

http://dx.doi.org/10.4161/auto.7.11.17514
http://dx.doi.org/10.1053/j.gastro.2011.04.060
http://dx.doi.org/10.1089/jir.2013.0128
http://www.ncbi.nlm.nih.gov/pubmed/24428799
http://dx.doi.org/10.1083/jcb.201701049
http://www.ncbi.nlm.nih.gov/pubmed/29196462
http://dx.doi.org/10.1080/15548627.2018.1466013
http://www.ncbi.nlm.nih.gov/pubmed/29950132
http://dx.doi.org/10.1038/nature10546
http://www.ncbi.nlm.nih.gov/pubmed/22020285
http://dx.doi.org/10.4161/auto.23921
http://www.ncbi.nlm.nih.gov/pubmed/23419269
http://dx.doi.org/10.4161/auto.22923
http://www.ncbi.nlm.nih.gov/pubmed/23242206
http://dx.doi.org/10.4161/auto.22831
http://dx.doi.org/10.1007/s12035-013-8403-0
http://dx.doi.org/10.1074/jbc.M309927200
http://dx.doi.org/10.1042/BSR20140141
http://dx.doi.org/10.1093/carcin/bgp235
http://www.ncbi.nlm.nih.gov/pubmed/19783847
http://dx.doi.org/10.1038/onc.2008.441
http://www.ncbi.nlm.nih.gov/pubmed/19060920
http://dx.doi.org/10.4161/auto.6788
http://www.ncbi.nlm.nih.gov/pubmed/18769111
http://dx.doi.org/10.1158/0008-5472.CAN-09-3537
http://www.ncbi.nlm.nih.gov/pubmed/20103647
http://dx.doi.org/10.3892/mmr.2018.9100
http://www.ncbi.nlm.nih.gov/pubmed/29901107
http://dx.doi.org/10.1038/ncomms10631
http://www.ncbi.nlm.nih.gov/pubmed/26868272
http://dx.doi.org/10.3389/fimmu.2018.01268


Viruses 2019, 11, 132 17 of 17

109. Basler, C.F.; Subramanian, G.; Kuzmanovic, T.; Zhang, Y.; Peter, C.B.; Veleeparambil, M.; Chakravarti, R.;
Sen, G.C.; Chattopadhyay, S. A new mechanism of interferon’s antiviral action: Induction of autophagy,
essential for paramyxovirus replication, is inhibited by the interferon stimulated gene, TDRD7. PLoS Pathog.
2018, 14, e1006877. [CrossRef]

110. Egan, D.F.; Shackelford, D.B.; Mihaylova, M.M.; Gelino, S.; Kohnz, R.A.; Mair, W.; Vasquez, D.S.; Joshi, A.;
Gwinn, D.M.; Taylor, R.; et al. Phosphorylation of ULK1 (hATG1) by AMP-Activated Protein Kinase Connects
Energy Sensing to Mitophagy. Science 2010, 331, 456–461. [CrossRef]

111. Hoyer-Hansen, M.; Bastholm, L.; Szyniarowski, P.; Campanella, M.; Szabadkai, G.; Farkas, T.; Bianchi, K.;
Fehrenbacher, N.; Elling, F.; Rizzuto, R.; et al. Control of macroautophagy by calcium, calmodulin-dependent
kinase kinase-beta, and Bcl-2. Mol. Cell 2007, 25, 193–205. [CrossRef] [PubMed]

112. Chakrabarti, A.; Ghosh, P.K.; Banerjee, S.; Gaughan, C.; Silverman, R.H. RNase L Triggers Autophagy in
Response to Viral Infections. J. Virol. 2012, 86, 11311–11321. [CrossRef] [PubMed]

113. Siddiqui, M.A.; Malathi, K. RNase L Induces Autophagy via c-Jun N-terminal Kinase and Double-stranded
RNA-dependent Protein Kinase Signaling Pathways. J. Biol. Chem. 2012, 287, 43651–43664. [CrossRef]
[PubMed]

114. Kim, M.J.; Hwang, S.Y.; Imaizumi, T.; Yoo, J.Y. Negative Feedback Regulation of RIG-I-Mediated Antiviral
Signaling by Interferon-Induced ISG15 Conjugation. J. Virol. 2007, 82, 1474–1483. [CrossRef] [PubMed]

115. Xu, D.; Zhang, T.; Xiao, J.; Zhu, K.; Wei, R.; Wu, Z.; Meng, H.; Li, Y.; Yuan, J. Modification of BECN1 by
ISG15 plays a crucial role in autophagy regulation by type I IFN/interferon. Autophagy 2015, 11, 617–628.
[CrossRef]

116. Nakashima, H.; Nguyen, T.; Goins, W.F.; Chiocca, E.A. Interferon-stimulated Gene 15 (ISG15) and
ISG15-linked Proteins Can Associate with Members of the Selective Autophagic Process, Histone Deacetylase
6 (HDAC6) and SQSTM1/p62. J. Biol. Chem. 2015, 290, 1485–1495. [CrossRef]

© 2019 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 (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1371/journal.ppat.1006877
http://dx.doi.org/10.1126/science.1196371
http://dx.doi.org/10.1016/j.molcel.2006.12.009
http://www.ncbi.nlm.nih.gov/pubmed/17244528
http://dx.doi.org/10.1128/JVI.00270-12
http://www.ncbi.nlm.nih.gov/pubmed/22875977
http://dx.doi.org/10.1074/jbc.M112.399964
http://www.ncbi.nlm.nih.gov/pubmed/23109342
http://dx.doi.org/10.1128/JVI.01650-07
http://www.ncbi.nlm.nih.gov/pubmed/18057259
http://dx.doi.org/10.1080/15548627.2015.1023982
http://dx.doi.org/10.1074/jbc.M114.593871
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	The Types and Mechanisms of Autophagy 
	Autophagy Regulates the Expression of IFN-I 
	Autophagy Regulates IFN-I Production via the RLR Signaling Pathway 
	Autophagy Regulates IFN-I Production via the TLR Signaling Pathway 
	Autophagy Regulates IFN-I Production via the cGAS-Stimulator of Interferon Gene (STING) Signaling Pathway 

	Autophagy Mediates the Degradation of IFN Receptor 
	IFN-I System Regulates Autophagy 
	IFN-I Signaling Pathways Regulate Autophagy 
	ISG Products Regulate Autophagy 

	Conclusions 
	References

