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The selective degradation of mitochondria through mitophagy is a crucial

process for maintaining mitochondrial function and cellular health. Mitophagy

is a specialized form of selective autophagy that uses unique machinery

to recognize and target damaged mitochondria for mitophagosome- and

lysosome-dependent degradation. This process is particularly important in

cells with high metabolic activity like neurons, and the accumulation of

defective mitochondria is a common feature among neurodegenerative

disorders. Here, we describe essential steps involved in the induction and

progression of mitophagy, and then highlight the various mechanisms

that specifically contribute to defective mitophagy in highly prevalent

neurodegenerative diseases such as Parkinson’s disease, Alzheimer’s disease,

Huntington’s disease, and Amyotrophic Lateral Sclerosis.
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Introduction

Mitochondria are highly energetic organelles that play fundamental regulatory
roles in multiple cellular events, from bioenergetics to oxidative stress, Ca+2

signaling/homeostasis and metabolism. To manage these complex functions,
mitochondria undergo many dynamic changes; they can associate with cytoskeleton
and move to deliver energy, in the form of ATP, or metabolites where they are needed;
they can also undergo cycles of fission and fusion to manage metabolic challenges
associated with specific environmental conditions (McBride et al., 2006).

Maintaining mitochondrial functioning is crucial for cellular health, and mitophagy,
the selective removal of damaged mitochondria, is emerging as a fundamental cellular
strategy to eliminate dysfunctional mitochondria and allow the cell to replenish the pool
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of healthy mitochondria via mitochondrial biogenesis (Roca-
Portoles and Tait, 2021). This process is of particular importance
in neurons because neurons have high metabolic demands and,
as post-mitotic cells, cannot “dilute” damaged mitochondria
through cell division (Evans and Holzbaur, 2020b). Importantly,
mitochondrial dysfunction and mitophagy defects have been
linked to many neurodegenerative disorders (Cai and Jeong,
2020; Cen et al., 2021; Li et al., 2021; Mani et al., 2021; Wang
X.-L. et al., 2021).

Functional overview of
PTEN-induced kinase 1/Parkin
dependent mitophagy

PTEN-induced kinase 1 (PINK1) is a mitochondria-
localized serine/threonine kinase that is present at low levels
under basal conditions but is stabilized and accumulates on
the outer mitochondrial membrane (OMM) as a result of
mitochondrial damage and/or depolarization (Matsuda et al.,
2010; Narendra et al., 2010; Rakovic et al., 2010; Vives-
Bauza et al., 2010). At steady state (normal conditions), the
mitochondrial targeting signal (MTS) directs PINK1 to the
mitochondria where it transverses the OMM, via Translocase
of the OMM 40 (TOM40), and the inner mitochondrial
membrane (IMM), via Translocase of IMM 23 (TIM23) (Wang
N. et al., 2020). The positive charge on the MTS allows
it to translocate into the matrix where it is cleaved by
Mitochondrial Processing Peptidase (MPP) (Wang N. et al.,
2020). Subsequently, PINK1 is cleaved by Presenilins-Associated
Rhomboid-Like protein (PARL) in the IMM causing PINK1
release into the cytoplasm where it is degraded by the ubiquitin
proteasome system (Figure 1A; Wang N. et al., 2020). MPP
and PARL play crucial roles in maintaining homeostatic PINK1
localization as inhibition of either MPP or PARL results
in abnormally high levels of mitochondrial PINK1 that are
sufficient to stimulate the induction of mitophagy (Shi et al.,
2011; Greene et al., 2012; Meissner et al., 2015). When
mitochondria are damaged and/or depolarized, failure to fully
import PINK1 into the matrix disrupts homeostatic PINK1
processing with consequent accumulation and dimerization on

Abbreviations: Aβ, amyloid-beta; AD, Alzheimer’s disease; ALS,
Amyotrophic Lateral Sclerosis; APP, amyloid precursor protein; HD,
Huntington’s disease; hTau, human Tau; hTDP-43, human TDP-43;
HTT, huntingtin protein; iPSCs, induced pluripotent stem cells; IMM,
inner mitochondrial membrane; LIR, LC3-interacting regions; MMP,
mitochondrial membrane potential; MPP, mitochondrial processing
peptidase; MTS, mitochondrial targeting signal; mHTT, mutant huntingtin
protein; NFTs, neurofibrillary tangles; NMJs, neuromuscular junctions;
OMM, outer mitochondrial membrane; PARL, presenilin-associated
rhomboid-like protein; PD, Parkinson’s disease; PINK1, PTEN-induced
kinase 1; polyQ, polyglutamine; TDP-43, TAR DNA-binding protein
43; TIM23, translocase of the inner mitochondrial membrane 23,
TOM40, translocase of the outer mitochondrial membrane 40; UBL,
ubiquitin-like.

the mitochondria surface (Figure 1A; Sekine et al., 2019; Wang
N. et al., 2020). The dimerization causes PINK1 to undergo
autophosphorylation at Ser228 and Ser402; phosphorylated
PINK1 can then phosphorylate ubiquitin and OMM-associated
proteins, including Miro, TRAP1 and MFN2, as well as engage
Parkin (Figure 1A; Trempe and Fon, 2013; Aerts et al., 2015;
Tanaka, 2020; Wang L. et al., 2020). The accumulation of
PINK1 on the mitochondria surface stimulates the induction of
mitophagy while proteolytic processing and release of PINK1
from the mitochondria surface has the opposite effect (Shi et al.,
2011; Greene et al., 2012; Meissner et al., 2015).

The E3 ubiquitin ligase Parkin resides in the cytosol in
a closed and inactive conformation under basal conditions; it
is activated and recruited to the mitochondria in response to
depolarization-induced accumulation of PINK1 on the OMM
and its subsequent kinase activity (Geisler et al., 2010a; Matsuda
et al., 2010; Rakovic et al., 2010; Vives-Bauza et al., 2010;
Tang et al., 2017). Phosphorylated ubiquitin chains on OMM
proteins resulting from PINK1 activity serve as receptors for
Parkin recruitment to the mitochondria (Shiba-Fukushima
et al., 2014; Okatsu et al., 2015). Binding to phosphorylated
ubiquitin induces Parkin conformational change to the “open”
intermediate state where the interaction between the ubiquitin-
like (UBL) and the RING1 domains is disrupted (Ham
et al., 2016; Tanaka, 2020; Wang N. et al., 2020). Under
this conformation, the UBL is separated from the core and
is readily accessible for PINK1-mediated phosphorylation at
Ser65 resulting in the fully activated form of Parkin (Shiba-
Fukushima et al., 2014; Tang et al., 2017; Tanaka, 2020; Wang
N. et al., 2020). Activated Parkin has been shown to catalyze
the formation of ubiquitin chains linked by Lys6, Lys11,
Lys27, Lys48, and Lys63 (Figure 1B; Geisler et al., 2010a;
Bader and Winklhofer, 2020; Tanaka, 2020). This creates a
positive feedback loop that amplifies PINK1/Parkin signaling
as Parkin-driven ubiquitination of OMM proteins creates
more sites for PINK1 phosphorylation, which can then recruit
more Parkin. MFN1/2, VDAC1/2/3, Miro, HK1/2, TOMM20,
TOMM70A, RHOT1/2, FAF2, and CISD1/2 have all been shown
to be ubiquitinated by Parkin (Springer and Macleod, 2016;
McLelland et al., 2018; Bader and Winklhofer, 2020).

With ubiquitin binding domains and the ability to recruit
the cytosolic components of the autophagy machinery,
mitophagy receptors ensure recognition and degradation
of damaged mitochondria. Autophagy protein 32 (ATG32)
is the only known mitophagy receptor in yeast whereas
mammals have several mitophagy receptors including NDP52,
OPTN, TAX1BP1, NBR1, and -perhaps- p62 (Kanki et al.,
2009; Wong and Holzbaur, 2014a; Evans and Holzbaur,
2020b; Montava-Garriga and Ganley, 2020). The ubiquitin-
binding capability of NDP52, OPTN, TAX1BP1, and p62
receptors increases in response to TBK1 phosphorylation, and
inhibition of TBK1 activity reduces autophagosome formation
(Moore and Holzbaur, 2016; Bader and Winklhofer, 2020;
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FIGURE 1

Schematic representation of PINK1/Parkin dependent mitophagy. (A) Typically, PINK1 is imported into the mitochondria by TOM40/TIM23
where it is cleaved by mitochondrial proteases PARL and MPP. The c-terminal PINK1 fragment dissociates and is degraded by the proteasome
(Left). Following mitochondrial depolarization, PINK1 import via TIM23 is blocked by electrostatic repulsion. PINK1 disassociates from TOM40,
forms dimers and is activated by auto-phosphorylation (Right). (B) Activated PINK1 phosphorylates ubiquitinated mitochondrial proteins (shown
in blue). Parkin binds phosphorylated ubiquitin which causes a conformational change and exposes the UBL allowing it to be phosphorylated by
PINK1. This leads to additional conformational changes and exposes the catalytic site on RING2, fully activating Parkin. Parkin then ubiquitinates
mitochondrial proteins, creating more substrates for PINK1 phosphorylation and feed-forward signal amplification. (C) Mitophagy receptors,
here represented by OPTN, bind ubiquitinated mitochondrial proteins (shown in blue). TBK1 mediated phosphorylation of mitophagy receptors
enhances ubiquitin binding. LIR domains on mitophagy receptors recruit the phagophore via LC3 binding. (D) Elongation of the phagophore
leads to the engulfment of mitochondria into mitophagosomes. Mitophagosomes fuse with lysosomes and lysosomal proteases degrade the
mitochondria. Created with BioRender.com.

Evans and Holzbaur, 2020b; Montava-Garriga and Ganley,
2020; Wang L. et al., 2020). Mitophagy receptors have
confirmed LC3-interacting regions (LIR) suggesting that
they can independently recruit LC3β (Figure 1C). However,
recent work has highlighted the role of ULK1 complex
recruitment as mitophagy is still active in cellular systems
where the LC3/ATG8 conjugating system is inactivated
(Montava-Garriga and Ganley, 2020; Wang L. et al., 2020).
NDP52 directly binds FIP200, a member of the ULK1
complex, but it is currently unknown whether OPTN or
TAX1BP1 interact with the ULK1 complex (Montava-Garriga
and Ganley, 2020; Wang L. et al., 2020). The different
mitophagy receptors have redundant functionality as OPTN,
NDP52, and TAX1BP1 all localize to the mitochondria after
depolarization or localized ROS generation on the same
timescale (Moore and Holzbaur, 2016). However, despite

the apparent functional overlap, unique consequences are
associated with differential expression of the receptors. The
expression of OPTN seems to be of particular importance.
Indeed, overexpression of OPTN or NDP52 on a knock-
out background of five mitophagy receptors produces the
greatest rescue, while deletion of OPTN reduces the speed
of mitochondrial engulfment by the autophagosome to a
greater extent than NDP52 deletion (Moore and Holzbaur,
2016; Evans and Holzbaur, 2020b). Engagement of LC3β and
consequent activation of the cytosolic autophagy machinery,
leads to the engulfment of mitochondria into mitophagosomes.
Mitophagosomes then fuse with lysosomes and lysosomal
proteases degrade the mitochondria (Figure 1D). Additional
mechanistic information on the activation and regulation of
mitophagy can be found elsewhere (Jishi and Qi, 2022; Li et al.,
2022).
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Mitophagy and neurodegenerative
diseases

The identification of disease-causing mutations in multiple
genes associated with the induction and progression of
mitophagy underscores the biological importance of ensuring
efficient clearance of dysfunctional (and perhaps even excessive)
mitochondria within the cell. Interestingly enough, the great
majority of these mutations appear to affect the nervous system.
For example, mutations in PINK1 and Parkin are associated
with early-onset forms of Parkinson’s Disease (PD) (Borsche
et al., 2021; Vizziello et al., 2021) while mutations in MFN2 are
associated with axonal forms of Charcot-Marie-Tooth disease
2 (CMT2) and hereditary motor and sensory neuropathies
(HMSN) (Zaman and Shutt, 2022). Finally, mutations in
OPTN have been linked to primary forms of glaucoma
(Sears et al., 2019) as well as amyotrophic lateral sclerosis
(ALS) (Benson et al., 2021). In this section, we will describe
evidence that supports causative association between different
neurodegenerative diseases and dysfunctional mitophagy. We
recognize that in some cases, such as with PD-associated
mutations in PINK1 and Parkin, the association is direct, while
in others, such as with Alzheimer’s disease (AD), the association
is only indirect. However, whether defective mitophagy is the
cause or the consequence of the disease, it is still important
to evaluate its immediate pathologic role and dissect possible
disease-mitigating approaches.

Mitophagy dysfunction in Parkinson’s
disease

PD is a neurodegenerative disease clinically characterized
by bradykinesia with rest tremor and/or rigidity (Jankovic
and Tan, 2020; Bloem et al., 2021). Pathologically, the
brains of PD patients display protein aggregates, referred to
as Lewy bodies and typically enriched in α-synuclein, and
degeneration of nigrostriatal dopaminergic cells (Blauwendraat
et al., 2020; Bloem et al., 2021). The resulting imbalance
between excitatory and inhibitory input into the basal ganglia
causes bradykinesia whereas degeneration of non-dopaminergic
pathways is associated with non-motor PD symptoms (Jankovic
and Tan, 2020; Bloem et al., 2021). The incidence of PD increases
with age. More than 10 million individuals are currently affected
by PD worldwide; however, this number is expected to rise
significantly due to changes in population age distribution as
well as improved diagnostic tools (Blauwendraat et al., 2020;
Jankovic and Tan, 2020; Bloem et al., 2021).

Monogenic PD accounts for roughly 3–5% of all cases,
and several genes have been identified with high confidence
to cause PD (Blauwendraat et al., 2020; Bloem et al.,
2021). Though single gene mutations are rare, mitochondrial

morphological and functional phenotypes found in patient
tissue and in patient derived cell lines are generally conserved
in patients with familial and sporadic PD. Decreased fusion
and increased fission protein levels, as well as imaging studies
quantifying mitochondrial length and branching, support
increased mitochondrial fragmentation in PD (Zilocchi et al.,
2018; Walter et al., 2019; Yakhine-Diop et al., 2019; Hanss et al.,
2021). These same studies also reveal more spherical, swollen
mitochondria with less cristae suggesting accumulation of
damaged mitochondria (Zilocchi et al., 2018; Walter et al., 2019).
Functional studies support these findings as mitochondria
in patient-derived cell lines have reduced mitochondrial
membrane potential (MMP), ATP production, and respiration
as well as increased ROS (Grünewald et al., 2010; Hsieh et al.,
2016; Delgado-Camprubi et al., 2017; Walter et al., 2019;
Yakhine-Diop et al., 2019, 2021; Wauters et al., 2020; Hanss et al.,
2021). Mitochondrial morphological and functional phenotypes
have been demonstrated in a wide range of PD-like animal
and cell models, including increased fragmentation, disrupted
cristae structure, depolarized membrane potential, reduced ATP
production, decreased respiration, and increased generation of
ROS (Lesage et al., 2016; Villeneuve et al., 2016; Zhang et al.,
2016; Chen et al., 2018; Martinez et al., 2018; Chiu et al., 2019; Li
et al., 2019; Anand et al., 2020; Liu et al., 2020; Noda et al., 2020;
Erustes et al., 2021). A summary of mitochondria alterations
associated with PD are listed in Table 1.

Monogenic, autosomal recessive PD is strongly associated
with defective mitophagy as the two most commonly mutated
genes are PARK2, the gene encoding Parkin, and PINK1 (in
order of prevalence) (Jankovic and Tan, 2020; Wang N. et al.,
2020). PD-associated mutations in PINK1 and PARK2 have
all been shown to inhibit mitophagy, although individual
mutations appear to disrupt different steps of the process
(Geisler et al., 2010b,a; Lee et al., 2010; Narendra et al.,

TABLE 1 Summary of mitochondrial phenotype and mitophagy genes
associated with neurodegenerative diseases.

Mitochondria alteration PD AD HD ALS

Number X X X

Morphology X X X X

Fission/fusion X X X

Fragmentation X X X X

Bioenergetics X X X X

Motility X X

Autosomal recessive mutation X

Autosomal dominant mutation X

GWAS X X X

Alterations to mitochondrial phenotype that suggest mitochondrial dysfunction is
a common feature among PD, AD, HD, and ALS, though the certain aspects
of mitochondrial phenotype vary by disease. Disease-associated mutations in core
mitophagy machinery, however, are not as universal with mutations only being associated
with certain neurodegenerative diseases.
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2010; Rose et al., 2011). PINK1 mutations C125G, I368N, and
Q456X impact the ability of PINK1 to accumulate on the
mitochondria in response to depolarization, while mutations
A168P, H271Q, G309D, and W473X affect Parkin mitochondrial
localization without interfering with PINK1 depolarization-
induced accumulation (Geisler et al., 2010b; Narendra et al.,
2010; Ando et al., 2017; Puschmann et al., 2017; Sekine
et al., 2019). PD-associated Parkin mutations can prevent
Parkin mitochondrial localization. However, C212Y, C289G,
C418R, and C441R mutants tend to aggregate while K27N,
R33Q, I44A, R46P, A46P, K211N, T240R, C253Y, Q331X,
and G430D mutants remain soluble but are still unable to
localize on the mitochondria (Geisler et al., 2010a; Narendra
et al., 2010; Rose et al., 2011; Ham et al., 2016). Parkin
mutations K161N, A240R, R275W, and T415N have normal
mitochondrial recruitment but are deficient in mitochondrial
ubiquitination (Geisler et al., 2010a; Lee et al., 2010; Narendra
et al., 2010). Interestingly, mutations with impaired Parkin
recruitment tend to have a less severe mitophagy defect
than mutations that completely inhibit Parkin translocation
(Narendra et al., 2010). Although most PINK1 mutations cause
PD through recessive inheritance, the inheritance of G411S
appears to be dominant. When found in heterodimers, subtle
structural changes at the dimer interface of G411S mutated
PINK1 propagate structural change to the WT PINK1 and
interfere with its ubiquitin kinase activity (Puschmann et al.,
2017).

Although less studied, additional genes have been linked to
recessive PD with high confidence. They include DJ-1, Fbxo7,
PLA2G6, ATP13A2, and VPS13C. Mutations in each of these
genes have been associated with altered mitophagy and defective
mitochondrial degradation. Loss of function mutations in DJ-1
are the third most common cause of recessive PD (Trempe and
Fon, 2013). Analysis of rodents lacking DJ-1 revealed reduced
AKT signaling and mislocalization of hexokinase 1 from
mitochondria to the cytosol (Hauser et al., 2017). Both events
appear to block mitochondrial localization of Parkin as well
as subsequent ubiquitin phosphorylation (Hauser et al., 2017).
Fbxo7 PD-associated mutations have been linked to reduced
Parkin translocation while PLA2G6 PD-associated mutations
have been associated with reduced protein levels of Parkin
and BNIP3 (Burchell et al., 2013; Chiu et al., 2019). Deletion
of the C. elegans ortholog of ATP13A2 increases lysosomal
pH and effectively reduces lysosomal degradative ability
because lysosomal proteases require an acidic environment for
maturation (Anand et al., 2020). Unlike the other PD associated
mutations, modeling of PD-associated VPS13C loss of function
appears to cause PINK1 and Parkin accumulation perhaps
reflecting a functional downstream block of mitophagy (Lesage
et al., 2016). Proteins in the VPS family are involved in vesicular
transport and VSP13C is specifically implicated in protein
delivery to the lysosome (Lesage et al., 2016). Since VPS13C loss
of function mutations are associated with PD, reduced lysosomal

protein delivery could potentially alter lysosomal degradative
ability and thus mitophagy (Blauwendraat et al., 2020).

SNCA, GBA, VPS35, and LRRK2 mutations as well as
SNCA gene duplication events are associated with autosomal
dominant forms of PD and appear linked to reduced mitophagy,
albeit with conflicting results. This has been clearly shown with
SNCA, the gene that encodes α-synuclein, where increased
PINK1/Parkin activity, reduced Parkin translocation, defective
complex I activity, or defective targeting of mitochondria
for autophagy have been implicated with the SNCA-PD
association (Chinta et al., 2010; Chen et al., 2018; Shaltouki
et al., 2018; Erustes et al., 2021). The pathogenic role of GBA
and VPS35 mutations appears to be more straightforward
with mitochondrial priming defects caused by reduced
mitochondrial localization of Parkin, NBR1, and BNIP3L in
the case of GBA mutations, and defective lysosomal activity
in the case of VPS35 mutations (Li et al., 2019; Hanss et al.,
2021). The case for LRRK2-associated mutations is quite
complex. Some studies suggest that LRRK2 mutations cause
increased mitophagy as evidenced by increased mitophagosome
formation, increased colocalization of mitochondria and
lysosomes, and reduced mitochondrial levels (Yakhine-Diop
et al., 2019, 2021). However, a larger body of evidence suggests
that mitophagy is actually decreased in LRRK2 mutants. This
evidence includes impairment of specific mitophagy steps and
direct observation of mitochondrial degradation by utilizing
live imaging techniques (Hsieh et al., 2016; Bonello et al., 2019;
Korecka et al., 2019; Liu et al., 2020; Wauters et al., 2020;
Singh et al., 2021). An inverse relationship between LRRK2
kinase activity and mitophagy has been suggested. Indeed,
PD-associated LRRK2 mutations cause increased kinase activity
and are associated with decreased mitophagy while genetic or
pharmacological inhibition of LRRK2 kinase activity restores
mitophagy (Bonello et al., 2019; Korecka et al., 2019; Wauters
et al., 2020). However, there is no consensus on how LRRK2
activity mechanistically regulates mitophagy. Studies showing
reduced mitophagy and normal autophagy suggest that the
defect is in an early mitophagy-specific step (Wauters et al.,
2020; Singh et al., 2021). LRRK2 mutations have been proposed
to hinder both Parkin mitochondrial recruitment and Miro
removal (Hsieh et al., 2016; Bonello et al., 2019). These two
mechanistic features are likely linked as Miro is a target for
Parkin mediated ubiquitination, and ubiquitinated Miro is
degraded by the proteasome (Birsa et al., 2014; Springer and
Macleod, 2016). Miro removal halts mitochondrial motility
and is thought to be a required step for mitophagy; both
Miro removal and mitophagy are delayed in cells with LRRK2
mutations (Birsa et al., 2014; Hsieh et al., 2016). The same delay
in Miro removal and mitophagy was also observed in patient-
derived fibroblast lines with PINK1 and Parkin mutations as
well as lines derived from sporadic PD patients, thus suggesting
that delayed Miro removal could be a common mechanism
for multiple causes of PD (Liu et al., 2012; Hsieh et al., 2016).
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Decreased OPTN mitochondrial recruitment is also observed
with LRRK2 mutations and –presumably– results from LRRK2-
mediated RAB10 phosphorylation. RAB10 is normally found on
depolarized mitochondria in close contact with OPTN, and this
colocalization is decreased in LRRK2 mutant cells since LRRK2
activity increases levels of phosphorylated RAB10 (Wauters
et al., 2020). Alternatively, some studies show an upregulation
of initial mitophagy steps such as mitochondrial ubiquitination,
p62 recruitment, and mitophagosome accumulation but have
an overall decrease in mitochondrial degradation (Liu et al.,
2020). This indicates a defect in mitophagy at a converging
point with the general autophagy as mitophagosomes and
autophagosomes are both degraded the same way. Evidence of
reduced autophagic flux includes reduced formation of mature
autophagosomes, and reduced lysosomal number, total area,
and mean size (Korecka et al., 2019; Walter et al., 2019).

Mitophagy is also impaired in cell lines derived from
sporadic PD patients (Hsieh et al., 2016; Yakhine-Diop et al.,
2019). Interestingly, like patients with LRRK2 mutations,
sporadic PD patients also have increased LRRK2 kinase activity
(Esteves et al., 2015). This would then suggest that shared
mechanisms could alter mitophagy in both populations. Indeed,
both have impaired Miro removal, and as a result, mitochondrial
arrest and mitophagy are delayed (Hsieh et al., 2016). Direct
assessment of over 70 patient-derived lines, 43 of which
were from patients with sporadic PD, found defective Miro
removal in 93% of all the lines (Hsieh et al., 2019). Large
scale genetic studies have also helped connect sporadic PD to
known mechanisms involved in monogenic PD (Ivatt et al.,
2014; Billingsley et al., 2019). For example, the identification
of SREBF-1, a previously known risk locus for sporadic PD,
in a screen for genes that regulate PINK1/Parkin mediated
mitophagy highlights mitophagy dysfunction as a shared
mechanistic link between autosomal recessive PD and at least
some cases of sporadic PD (Ivatt et al., 2014). Additionally,
a GWAS study of sporadic PD patients identified 14 new
genes causally associated with PD risk that were involved with
various aspects of mitochondrial function including mitophagy,
mitochondrial bioenergetics, and mitochondrial proteostasis
(Billingsley et al., 2019). The data reported above provides
strong support to the conclusion that mitochondrial dysfunction
is a key aspect of PD pathophysiology and that it is implicated
with both monogenic and sporadic forms of the disease.
A schematic summary of mitophagy specific steps that are
altered in PD are listed in Figure 2.

Mitophagy dysfunction in Alzheimer’s
disease

AD is the most prevalent neurodegenerative disorder with
over 55 million people living with this disease worldwide.
Based on the average lifespan, it is estimated that almost 150

million individuals will develop AD by 2050 (Chowdhary et al.,
2022). AD is also the sixth most common cause of death
accounting for about 30 deaths per 100,000 in 2018 and 2019
(Kochanek et al., 2019; Rajan et al., 2021). The entorhinal
cortex and hippocampus are among the first brain regions
impacted by AD-associated degeneration, but eventually the
disease becomes so widespread to affect both cortical and
sub-cortical areas and cause a marked reduction in brain
volume (Johnson et al., 2012). Symptoms initially include
memory loss and language problems, but eventually basic
bodily functions like walking and swallowing are impacted
by the progressive neurodegeneration (Alzheimer’s Association,
2021). Accumulation of amyloid-beta (Aβ) into extracellular
amyloid (senile) plaques and hyperphosphorylated-Tau into
intraneuronal neurofibrillary tangles (NFTs) help distinguish
AD from other types of dementias that present with similar
symptoms.

A large body of literature suggests that mitochondrial
dysfunction is associated with the progression of AD.
Mitochondria in AD patient brains have abnormal morphology,
including reduced size, swollen shape and abnormal or reduced
levels of cristae (Ye et al., 2015; Fang et al., 2019). Higher
numbers of mitochondria have also been observed; however,
this was only significant in AD brains with high NFT load
suggesting that accumulation of mitochondria may occur
later in disease progression (Hu et al., 2016). A summary
of mitochondria alterations associated with AD are listed in
Table 1. The above changes in mitochondrial morphology are
consistent with altered mitophagy flux and could either reflect
increased mitophagy as damaged parts or damaged organelles
need to separate from the larger mitochondrial network for
mitophagy to occur, or could reflect decreased mitophagy as
the accumulation of damaged mitochondria may be evidence
of a degradation blockage. The observed structural changes are
also associated with functional changes as hippocampal tissue
from AD patients displays signs of energy deficit (Fang et al.,
2019). Gene expression studies revealed reduced expression
of autophagy- and mitophagy-associated genes in AD patient
brains at the mRNA (ATG12, ATG5, BECN1, OPTN, ULK1,
AMBRA1, BNIP3, BNIP3L, FUNDC1, VDAC1, VCP) and
protein (PINK1, BCL2L13, BNIP3L, p-TBK1, p-ULK1) level
(Martín-Maestro et al., 2017; Fang et al., 2019). Imaging studies
looking at the colocalization of the mitochondrial marker
TOMM20 and lysosomal marker LAMP2 indicate reduced
mitophagy in AD patient brains (Fang et al., 2019). This finding
coexists with an increase in autophagic vesicles, suggesting that
the progression of mitophagy, rather than the “marking” of
mitochondria for mitophagic degradation, is affected (Ye et al.,
2015). Interestingly, PINK1/Parkin tagging of mitochondria
for degradation appears to be upregulated in the brain of
AD patients as reflected by both higher total protein levels
and higher association with mitochondria in late stage AD;
this might potentially reflect an attempt to compensate for
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FIGURE 2

Overview of specific steps in mitophagy that are perturbed in neurodegenerative disease. Mitophagy progression is altered at different stages of
the process. Disruptions occur during the initial recognition of damaged mitochondria, formation and transport of mitophagosomes, and
degradation of mitochondria by lysosomes. The particular point(s) of mitophagy defect vary with neurodegenerative disease, and, possibly with,
disease subtype. Created with BioRender.com.

the dysfunctional or inefficient mitophagy (Ye et al., 2015;
Martín-Maestro et al., 2016). Consistently, pSer65-Ub, a specific
marker of PINK1-Parkin pathway activity, is increased in AD
brains (Narendra, 2021). Similar changes in mitochondrial
morphology, ATP levels, and expression of autophagy- and
mitophagy-related genes are observed in induced pluripotent
stem cells (iPSCs) derived from familial and sporadic AD
patients, thus, indicating the importance of mitochondrial
dysfunction regardless of disease etiology (Fang et al., 2019).

Models for studying AD that mimic its characteristic
accumulation of NFTs and amyloid plaques recapitulate the
same dysfunctional mitochondria phenotypes observed in
patient-derived samples. Mice with overexpression of human
Tau (hTau) and C. elegans with phosphomimetic mutations
in single-copy expression of hTau isoform 0N4R show
similar mitochondrial changes, including increased numbers of
mitochondria and more fragmented mitochondria (Hu et al.,
2016; Guha et al., 2020). The expression levels of transcription
factors that regulate mitochondrial biogenesis, such as PGC-
1α, and TFAM, are unchanged in both cellular and mouse

models of hTau overexpression, supporting the argument
that the observed accumulation of mitochondria results from
a failure of mitophagy and not from the upregulation of
the essential mitochondrial biogenesis machinery (Hu et al.,
2016). Multiple studies have shown that Tau negatively
regulates stress-induced mitophagy either by reducing or
completely preventing mitophagy, depending on the model
and stressor used (Hu et al., 2016; Cummins et al., 2019;
Guha et al., 2020). Different models of Tau overexpression
have found conflicting results regarding the impact of Tau
overexpression on MMP at basal conditions and in response
to stress, and have thus suggested different mechanisms
for Tau-driven mitophagy interference. Tau overexpressing
cells that exhibit reduced depolarization in response to
CCCP also have increased Tau accumulation in the OMM,
thus suggesting that Tau interferes with MMP through this
mislocalization (Hu et al., 2016). The changes in MMP
functionally impact mitophagy by decreasing the voltage-
dependent mitochondrial localization of PINK1 and Parkin
(Hu et al., 2016). Alternatively, Tau might affect mitophagy by
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binding and “trapping” Parkin in the cytosol (Cummins et al.,
2019).

AD models based on APP (amyloid precursor protein)
or Aβ overexpression, or Aβ exposure also show increasingly
fragmented mitochondrial networks with higher total numbers
of mitochondria and reduced mitochondrial length likely caused
by a shift in mitochondrial fission/fusion dynamics (Ye et al.,
2015; Hu et al., 2016; Martín-Maestro et al., 2017; Castellazzi
et al., 2019). These mitochondria are dysfunctional, exhibiting
a reduced membrane potential, decreased respiration rates, and
increased release of reactive oxygen species (Ye et al., 2015;
Han et al., 2017, 2020; Sorrentino et al., 2017). Expression
changes at the mRNA and protein levels suggest that decreased
mitochondrial biogenesis and reduced mitophagy both play
a role in the accumulation of dysfunctional mitochondria
(Manczak et al., 2018; Reddy et al., 2018). Reduced retrograde
transport of axonal mitophagosomes may contribute to the
mitophagy deficit observed in the brains of transgenic mice
overexpressing mutant versions of human APP associated with
hereditary/familial forms of AD; mitophagosomes accumulate
in presynaptic terminals separated from lysosomes that are
concentrated in the soma of neurons (Han et al., 2020). Changes
in axonal transport dynamics that would support increased
overall movement toward the soma, increased retrograde
transport and decreased anterograde transport, have also
been described. The accompanying accumulation of somal
mitophagosomes indicates impaired lysosomal degradation
rather than defects in axonal transport (Ye et al., 2015). It is
worth noting that the above mentioned studies observed axonal
transport on different time scales (100 s vs. 9 min) which could
contribute to whether the accumulation of mitophagosomes was
respectively, observed in the axon or in the soma (Ye et al.,
2015; Han et al., 2020). Expression of DISC1, which was recently
discovered to function as a mitophagy receptor, is decreased
in post mortem brains of AD patients and in symptomatic
APP/PS1 mice indicating a different type of priming failure
that is functionally relevant in AD. Indeed, rescuing DISC1
expression reduces Aβ plaque accumulation and synaptic loss,
and improves behavioral performance on cognitive tests in
APP/PS1 mice (Wang Z.-T. et al., 2019). A schematic summary
of mitophagy specific steps that are altered in AD are listed in
Figure 2.

Mitophagy dysfunction in Huntington’s
disease

Huntington’s disease (HD) is a rare, monogenic, autosomal
dominant neurodegenerative disorder affecting an estimated
5–10 people per 100,000 that is caused by expansion of the
polyglutamine (polyQ) region in the huntingtin protein (HTT)
(Labbadia and Morimoto, 2013). Trinucleotide repeats of 36
or more are pathogenic with repeat lengths 40 or greater

causing full penetrance, and repeat lengths of 36–39 causing
incomplete penetrance. People with fewer than 35 repeats
usually do not develop HD, although carrying 27–35 repeats
may lead to some HD-like symptoms, presumably caused by
somatic expansion (Labbadia and Morimoto, 2013; Stoker et al.,
2022). Mutant HTT (mHTT) forms aggregates and exhibits
pathogenicity through gain-of-function rather than loss-of-
function effects (Labbadia and Morimoto, 2013; Stoker et al.,
2022). Degeneration is widespread but particularly evident in
the GABAergic neurons of the striatum (Stoker et al., 2022).
Patients typically experience neuropsychiatric and cognitive
symptoms such as apathy, personality changes, and deficits
in executive functioning prior to the characteristic choreiform
movements which are used to define disease onset (Stoker et al.,
2022).

Fibroblasts derived from HD patients exhibit more
fragmented mitochondrial morphology and are functionally
impaired, with increased ROS generation, decreased MMP,
and decreased ATP production (Hwang et al., 2015).
Similarly, HD patient iPSC-derived neurons have shorter
mitochondria and also exhibit a reduced MMP (Guo et al.,
2016). Cellular and animal models of HD recapitulate both
the morphological and functional mitochondrial phenotypes
observed in the patient derived cell lines in regards to changes
in mitochondrial length and fragmentation, ROS and ATP
production, and MMP (Hwang et al., 2015; Khalil et al.,
2015; Guo et al., 2016; Franco-Iborra et al., 2021). Additional
aspects of mitochondrial morphology found altered in HD-like
models include functional changes- decreased mitochondrial
respiration- and morphological changes- rounder mitochondria
with a spheroid shape, abnormal cristae, and an increase in
the overall number of mitochondria (Hwang et al., 2015;
Khalil et al., 2015; Franco-Iborra et al., 2021). A summary
of mitochondria alterations associated with HD are listed in
Table 1.

Unchanged mitochondrial protein ubiquitination and
decreased LC3 recruitment to the mitochondria suggest that,
mechanistically, mitophagy dysfunction occurs downstream
of PINK1/Parkin-mediated tagging to damaged mitochondria
but upstream of mitophagosome formation (Khalil et al.,
2015; Franco-Iborra et al., 2021). Though PINK1 expression is
unchanged in HTT mutants, increased expression of PINK1 is
capable of rescuing both mitophagy defects and mitochondrial
dysfunction (Khalil et al., 2015). PINK1-driven rescue is
dependent on Parkin functions, supporting the conclusion that
rescue occurs by increasing tagging of damaged mitochondria
to compensate for the downstream deficit in mitophagy
(Khalil et al., 2015). Targeting a microRNA, miR-302, that is
downregulated in cell models of HD also has a rescue effect,
improving cell viability and reducing the number and size of
mHTT aggregates (Chang et al., 2021). Upregulating miR-302
increases Sirt1 protein levels and AMPK phosphorylation;
both events have been shown to increase expression of ATGs
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(Chang et al., 2021). Thus increasing targeting of damaged
mitochondria and increasing the expression of autophagy
machinery have both been shown to rescue the mitophagy
deficit exhibited by HD models.

Mechanistic studies revealed multiple potential mechanisms
for how mHTT can disrupt mitophagy. Specifically, altered
engagement of mitophagy receptors (OPTN and NDP52),
as well as the autophagy induction machinery (ULK1 and
BECN1) have been proposed (Franco-Iborra et al., 2021). HTT
normally interacts with OPTN and NDP52, but this interaction
is respectively, reduced or abolished between mHTT and
OPTN or NDP52 (Franco-Iborra et al., 2021). Consequently,
LC3 interaction with the receptors is also reduced indicating
improper recognition of mitochondria for degradation (Franco-
Iborra et al., 2021). HTT and MTORC1 normally compete for
ULK1 binding: ULK1 is inactive when bound to MTORC1 and
active when bound to HTT (Franco-Iborra et al., 2021). Cells
expressing mHTT exhibit more ULK1 binding with MTORC1
and less ULK1 binding with mHTT, which functionally reduces
ULK1 activation as evidenced by the increased levels of
phosphorylated ULK1 at Ser757 (Franco-Iborra et al., 2021).
HD cell models also show reduced formation of the PtdIns3K
complex. This could be due to reduced ULK1 activity as ULK1
phosphorylates and activates the PtdIns3K complex member
BECN1. Another alternative or complementary explanation
relates to BECN1’s ability to bind expanded polyQ repeats.
Normally, BECN1 binding to the polyQ repeat in ATXN3
prevents its degradation. The presence of mHTT could
competitively interfere with BECN1-ATXN3 binding and lead
to increased degradation of BECN1 (Franco-Iborra et al., 2021).
Defects in mitophagy might also occur further downstream.
Indeed, increased mitophagosome accumulation along the axon
and decreased numbers of acidified autophagosomes closer
to the cell body have been described (Wong and Holzbaur,
2014b). Alternatively, there is evidence that excessive mitophagy
might result from VCP binding mHTT in HD models (Guo
et al., 2016). Normally VCP is necessary for the proteasomal
degradation of Mfn1/2 after ubiquitination by Parkin, which
blocks mitochondrial fusion as means to alleviate depolarization
(Tanaka et al., 2010). However, VCP could also stimulate
mitophagy by binding LC3 through proposed LIR domains
(Guo et al., 2016). A schematic summary of mitophagy specific
steps that are altered in HD are listed in Figure 2.

Mitophagy dysfunction in amyotrophic
lateral sclerosis

ALS is a neurodegenerative disease that impacts both the
brain and the spinal cord (Shatunov and Al-Chalabi, 2021;
Siddique and Siddique, 2021). There are approximately 1.75–
3 new cases per 100,000 persons every year (Masrori and
Van Damme, 2020). Patients are typically in their mid-fifties

to mid-sixties when early symptoms manifest (Siddique and
Siddique, 2021). Most patients initially experience asymmetric
and focal weakness in distal limb muscles, more commonly
in the dominant hand or tibial muscles (Masrori and Van
Damme, 2020; Siddique and Siddique, 2021). The remaining
one-third of ALS patients initially present bulbar muscle
weakness which results in dysarthria (difficulty speaking) and/or
dysphagia (difficulty swallowing) (Masrori and Van Damme,
2020; Siddique and Siddique, 2021). As the disease progresses,
muscle weakness and atrophy increasingly spread to adjacent
regions and can eventually result in paralysis (Masrori and Van
Damme, 2020; Shatunov and Al-Chalabi, 2021; Siddique and
Siddique, 2021). Median survival is 3–5 years after symptoms
onset, and death is frequently caused by respiratory muscle
failure (Masrori and Van Damme, 2020; Siddique and Siddique,
2021).

Though ALS was traditionally characterized as familial or
sporadic, convention is switching to classifying ALS as “genetic
ALS” or “ALS of unknown cause” because genetic testing has
revealed that 14% of patients with no family history have
mutations in ALS genes and 20% of patients with family history
lack mutations in ALS genes (Shatunov and Al-Chalabi, 2021;
Siddique and Siddique, 2021). There are currently 20–30 well-
established genes associated with increased ALS risk. The top
five, by prevalence, are C9ORF72, SOD1, FUS, TARDBP, and
TBK1 (Masrori and Van Damme, 2020; Shatunov and Al-
Chalabi, 2021; Siddique and Siddique, 2021). In 95–97% of ALS
patients, TDP-43, the protein product of TARDBP, is found
mislocalized from the nucleus into cytoplasmic aggregates
(Masrori and Van Damme, 2020; Shatunov and Al-Chalabi,
2021). TDP-43 pathology has been found in all types of ALS
patients excluding patients with FUS and SOD1 mutations
where instead, aggregates of the respective mutated proteins
accumulate (Masrori and Van Damme, 2020; Shatunov and Al-
Chalabi, 2021). Studies utilizing post-mortem brain tissue from
patients with TDP-43 proteinopathy and fibroblast lines derived
from patients harboring ALS-associated mutations in TARDBP
or C9ORF72 demonstrate mitochondrial abnormalities (Onesto
et al., 2016; Wang P. et al., 2019). Mitochondria appear rounder,
more fragmented, and display swollen or partial to complete
loss of cristae (Onesto et al., 2016; Wang P. et al., 2019).
Morphological changes in mitochondrial fragmentation, shape,
and cristae structure are reproduced in ALS cellular and animal
models (Xu et al., 2010; Wang et al., 2013; Wang P. et al.,
2019; Evans and Holzbaur, 2020a; Jun et al., 2020). Patient-
derived fibroblasts also provide evidence that mitochondrial
function is altered in ALS in addition to morphology (Onesto
et al., 2016). Some of the observed functional changes appear
to be dependent on the specific ALS-associated mutation. Cells
harboring TARDBP and C9ORF72 mutations showed significant
changes in fission/fusion dynamics, membrane polarization,
and mitochondrial mass, but the directionality of the changes
was different between the two models (Onesto et al., 2016).
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Mirroring this, TDP-43 ALS models generally point to increased
mitochondrial fission and decreased fusion (Xu et al., 2010;
Wang et al., 2013). Though the reverse has also been observed,
increased fission and decreased fusion is consistent with the
previously mentioned increased mitochondrial fragmentation,
strengthening the case for these changes (Wang et al., 2013;
Onesto et al., 2016; Davis et al., 2018; Wang P. et al.,
2019; Jun et al., 2020). Patients with C9ORF72 hexanucleotide
expansion appear to exhibit a unique functional mitochondrial
phenotype: TDP-43, SOD1, and OPTN based ALS models
all have depolarized MMP whereas MMP is hyperpolarized
in C9ORF72 models (Hong et al., 2012; Wang et al., 2013;
Xie et al., 2015; Onesto et al., 2016; Wang P. et al., 2019;
Evans and Holzbaur, 2020a; Jun et al., 2020). C9ORF72
models are also unique in having increased ATP content
and maximum oxygen consumption rate while other ALS
models exhibit decreased ATP synthesis and maximum oxygen
consumption (Mattiazzi et al., 2002; Onesto et al., 2016; Wang
P. et al., 2019). However, these differences could potentially
be explained by increased biogenesis in C9ORF72 models, as
evidenced by increased PGC1-α, in attempt to compensate for
dysfunctional mitochondria (Onesto et al., 2016). Increased
levels of mitochondrial ROS across models suggests a shared
failure of mitochondrial function (Mattiazzi et al., 2002; Hong
et al., 2012; Wang et al., 2013; Xie et al., 2015; Onesto et al.,
2016; Wang P. et al., 2019; Tak et al., 2020). A summary
of mitochondria alterations associated with ALS are listed in
Table 1.

TDP-43 colocalizes with mitochondrial markers in spinal
cord and brain tissue from ALS patients and in patient-
derived fibroblast lines containing TARDBP mutations,
suggesting a potential mechanism by which TDP-43 could
affect mitochondrial function (Wang et al., 2016; Wang P.
et al., 2019). This finding has been replicated in primary
mouse cell lines and standard cell lines that exogenously
express human TDP-43 (hTDP-43) harboring ALS-associated
mutations as well as C-terminal TDP-43 fragments (Hong
et al., 2012; Wang et al., 2013; Wang P. et al., 2019; Jun
et al., 2020). Importantly, the C-terminal fragments resulting
from proteolytic cleavage of TDP-43 are found in TDP-
43 cytoplasmic inclusions, while exogenous expression of
hTDP-43 in mice results in ALS-like motor phenotypes
including tremors, difficulty walking, and abnormal hindlimb
clasping in addition to cytoplasmic TDP-43 aggregates in
spinal cord motor neurons (Shan et al., 2010; Xu et al., 2010;
Jun et al., 2020). Furthermore, preventing mitochondrial
TDP-43 localization through deletion of the M1 region
was able to normalize mitochondrial length, membrane
potential, oxygen consumption rate, and ATP synthesis in
cells overexpressing WT or mutant TDP-43, thus providing
evidence that mitochondrial localization of TDP-43 contributes
to mitochondrial dysfunction (Wang et al., 2016). Exogenous

expression of TDP-43 or C-terminal TDP-43 fragments also
appeared to enhance mitophagy as evidenced by increased
Parkin recruitment to mitochondria and increased levels of
LC3-II (Hong et al., 2012; Davis et al., 2018; Jun et al., 2020).
However, it is unclear if this increase results in increased
degradation of mitochondria since TDP-43 expression also
increases the percentage of stationary mitochondria in axons
and neurites (Cai et al., 2012; Wang et al., 2013; Evans and
Holzbaur, 2020a).

Mutations to SOD1 are the second most common
cause of genetic ALS and have been the subject of much
research as SOD1 was the first genetic cause of ALS
discovered (Rosen et al., 1993; Masrori and Van Damme,
2020; Shatunov and Al-Chalabi, 2021). Mutations to SOD1
seem to impact mitophagy in addition to mitochondrial
morphology and functionality, as discussed earlier, though the
specific mechanistic components (and consequences) are not
as clear. Evidence supporting increased mitophagy resulting
from ALS-associated SOD1 mutations includes increased
p62 recruitment to the mitochondria suggesting increased
mitochondrial priming, decreased levels of mitochondrial
proteins suggesting lower levels of mitochondria, and, most
convincingly, increased mitophagy as demonstrated by the mt-
Keima reporter in SOD1 mutant mice (Palomo et al., 2018).
Other studies have found that SOD1 mutant motor neuron
cell bodies and presynaptic terminals at the neuromuscular
junctions (NMJs), respectively, have increased mitophagosome
formation or no significant changes from WT which appears
consistent with increased mitophagy in some regions of the
cell (Rogers et al., 2017). However, because the number of
damaged mitochondria is greater in SOD1 mutant presynaptic
NMJ terminals than in WT, and the number of damaged
mitochondria increases faster than mitophagosomes in SOD1
mutant motor neuron cell bodies, a mitophagy defect is
manifest (Rogers et al., 2017). Additional evidence pointing to
a mitophagy defect in SOD1 mutant models includes reduced
levels of mitophagy proteins BNIP3, PINK1, and Parkin,
fewer mitophagosomes, higher levels of mitochondria after
stimulation with the mitophagy inducer CCCP, accumulation
of p62-associated mitochondria, and abnormal degradative
vesicles containing mitochondria (Xie et al., 2015; Rogers
et al., 2017; Tak et al., 2020). One potential explanation for
the observed mutant SOD1-associated mitophagy defects is its
ability to interact with mitophagy receptor OPTN leading to the
sequestration of OPTN to SOD1 aggregates, which would hinder
the recognition of damaged mitochondria (Tak et al., 2020).
Mutant SOD1 has also been shown to interact with retrograde
trafficking protein dynein and to impair the interaction between
dynein and endosomal adaptor trafficking protein Snapin (Xie
et al., 2015). As a result, live imaging indicates hindered
maturation of endocytic vesicles and autophagosomes, and
reduced levels of mature lysosomes as this process requires
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axonal transport in neurons (Xie et al., 2015). Overexpression
of Snapin restores the Snapin dynein interaction and rescues
the lysosomal phenotype seen in SOD1 mutants in addition
to restoring mitochondrial morphology and functionality, and
ameliorating the ALS-like symptoms observed in the mouse (Xie
et al., 2015).

ALS-associated mutations in TBK1 and the functionally
related protein OPTN have clearly established roles in
mitophagy with OPTN recognizing damaged mitochondria
through its ubiquitin-binding domain, and TBK1
phosphorylating OPTN and increasing the ubiquitin-binding
ability of OPTN (Wong and Holzbaur, 2014a; Moore and
Holzbaur, 2016; Bader and Winklhofer, 2020; Evans and
Holzbaur, 2020b; Montava-Garriga and Ganley, 2020; Wang L.
et al., 2020). As such, it is not difficult to imagine how mutations
to these proteins have the potential to alter mitophagy. Two
ALS-associated mutations in OPTN have been found to likely
affect its ubiquitin-binding ability either indirectly through
changes to the dimeric structure of OPTN or directly through
mutations in the ubiquitin-binding domain (Li et al., 2018).
The latter has been shown to impact mitophagy resulting in
decreased OPTN recruitment to damaged mitochondria, slower
mitophagosome formation, and increased mitochondrial levels
after mitophagy stimulation (Wong and Holzbaur, 2014a;
Moore and Holzbaur, 2016; Evans and Holzbaur, 2020a).
Another ALS-associated OPTN mutation, which results in a
premature stop that eliminates the ubiquitin-binding domain,
also has impaired mitophagosome formation indicating the
importance of OPTN as a mitophagy receptor (Maruyama
et al., 2010; Moore and Holzbaur, 2016). Multiple patient
mutations in TBK1 have reduced or completely abolished
OPTN binding activity and expectedly, given the role of
TBK1 in enhancing OPTN function, inhibit mitophagosome
formation (Freischmidt et al., 2015; Moore and Holzbaur,
2016). A schematic summary of mitophagy specific steps that
are altered in ALS are listed in Figure 2.

Conclusion

This review summarizes the mechanisms of PINK1/Parkin
dependent mitophagy and describes how mitophagy is altered
in multiple neurodegenerative diseases. Despite strong evidence
showing that defective mitophagy is linked to neurodegenerative
diseases, there are evident limitations. In patient-based studies,
the disease has already been progressing for years before
mitophagy can be analyzed, making it impossible to determine
causality. Cell and animal model-based studies begin with
genetic alterations (i.e., expression of WT or mutant versions
of human genes) designed to mimic a specific disease. As such,
the observed changes in the induction and/or progression of
mitophagy must be viewed as a downstream consequence of
the genetic event.

The genetic alterations associated with the individual
diseases likely impact many aspects of cell biology beyond
mitophagy and thus, rescuing mitophagy is unlikely to rescue
the full spectrum of induced changes. However, solely rescuing
mitophagy-associated defects may be beneficial as many
different treatments that rescue mitophagy have been shown
to improve lifespan, disease-associated behavior, and protein
aggregate accumulation in various neurodegenerative disease
models (Wang et al., 2018; Wu et al., 2018; Fang et al., 2019;
Li and Chen, 2019; Moskal et al., 2020; Yang et al., 2020; Zhou
et al., 2020; Chen et al., 2021; Tjahjono et al., 2021; Wang H.
et al., 2021). Additional information on treatments targeting
mitophagy is reviewed in Clark et al. (2021), Masaldan et al.
(2022), and Pradeepkiran et al. (2022).

Another source of debate is the directionality of the
mitophagy-associated alterations. As discussed above, there
are conflicting claims for whether specific molecular steps
involved with the induction and progression of mitophagy
are downregulated or upregulated in AD, HD, ALS, and
selected PD cases. Indeed, evidence of upregulated early steps
may actually result from blockage in a downstream process.
However, it is also possible that mitophagy is upregulated in
some patients and downregulated in others, as excessive and
insufficient mitophagy can both negatively affect cell energy
metabolism. Excessive mitophagy depletes the mitochondrial
pool and thus limits energy production through oxidative
phosphorylation whereas insufficient mitophagy fails to clear
defective mitochondria which generate high levels of ROS
and can trigger apoptosis (Montava-Garriga and Ganley,
2020). Accordingly, mitophagy-based treatments would likely
need to be considered on a disease-by-disease or even a
patient-by-patient basis. It is also important that treatments
do not overcompensate and negatively impact mitochondria
homeostasis in the other direction. Given that different steps
along the entire process of mitophagy have been proposed
to be altered in neurodegenerative disease, the mechanism of
action for mitophagy-based treatments will likely determine
what population will respond to a given treatment. For example,
increasing mitochondrial tagging for degradation may not be
beneficial when lysosomal degradative ability is responsible for
reduced mitophagy.

One intricately intertwined factor that was not discussed
in this review, due to the specific PINK/Parkin focus, is the
mitochondrial dysfunction that accompanies aging. Although
the complexity of aging can potentially affect different molecular
aspects of mitophagy, a common element appears to be
a decreased efficiency of oxidative phosphorylation, which
generates less ATP and more reactive oxygen species. For further
review of the role of aging in mitochondrial dysfunction and
mitophagy (see Morton et al., 2021; Song et al., 2021; Tran and
Reddy, 2021).

Though additional research is needed, mitophagy
dysfunction is a common feature among several
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neurodegenerative diseases and could potentially be a
compelling therapeutic target.

Author contributions

MB wrote the manuscript. LP revised the manuscript.
Both authors contributed to the article and approved the
submitted version.

Funding

This work in the Puglielli laboratory was supported by the
NIH (Grant nos. R01NS094154 and AG078794, and core grant
U54 HD090256) and the Department of Veterans Affairs (Grant
no. I01 BX004202).

Conflict of interest

The authors declare that the research was conducted
in the absence of any commercial or financial
relationships that could be construed as a potential
conflict of interest.

Publisher’s note

All claims expressed in this article are solely those of the
authors and do not necessarily represent those of their affiliated
organizations, or those of the publisher, the editors and the
reviewers. Any product that may be evaluated in this article, or
claim that may be made by its manufacturer, is not guaranteed
or endorsed by the publisher.

References

Aerts, L., Craessaerts, K., De Strooper, B., and Morais, V. A. (2015). PINK1
kinase catalytic activity is regulated by phosphorylation on serines 228 and 402.
J. Biol. Chem. 290, 2798–2811. doi: 10.1074/jbc.M114.620906

Alzheimer’s Association (2021). 2021 Alzheimer’s disease facts and figures.
Alzheimers Dement. 17, 327–406. doi: 10.1002/alz.12328

Anand, N., Holcom, A., Broussalian, M., Schmidt, M., Chinta, S. J., Lithgow,
G. J., et al. (2020). Dysregulated iron metabolism in C. elegans catp-6/ATP13A2
mutant impairs mitochondrial function. Neurobiol. Dis. 139:104786. doi: 10.1016/
j.nbd.2020.104786

Ando, M., Fiesel, F. C., Hudec, R., Caulfield, T. R., Ogaki, K., Górka-Skoczylas,
P., et al. (2017). The PINK1 p.I368N mutation affects protein stability and
ubiquitin kinase activity. Mol. Neurodegener. 12:32. doi: 10.1186/s13024-017-
0174-z

Bader, V., and Winklhofer, K. F. (2020). PINK1 and Parkin: Team players in
stress-induced mitophagy. Biol. Chem. 401, 891–899. doi: 10.1515/hsz-2020-0135

Benson, B. C., Shaw, P. J., Azzouz, M., Highley, J. R., and Hautbergue, G. M.
(2021). Proteinopathies as hallmarks of impaired gene expression, proteostasis
and mitochondrial function in amyotrophic lateral sclerosis. Front. Neurosci.
15:783624. doi: 10.3389/fnins.2021.783624

Billingsley, K. J., Barbosa, I. A., Bandrés-Ciga, S., Quinn, J. P., Bubb, V. J.,
Deshpande, C., et al. (2019). Mitochondria function associated genes contribute
to Parkinson’s disease risk and later age at onset. NPJ Parkinsons Dis. 5:8. doi:
10.1038/s41531-019-0080-x

Birsa, N., Norkett, R., Wauer, T., Mevissen, T. E. T., Wu, H.-C., Foltynie, T.,
et al. (2014). Lysine 27 ubiquitination of the mitochondrial transport protein
Miro is dependent on serine 65 of the Parkin ubiquitin ligase. J. Biol. Chem. 289,
14569–14582. doi: 10.1074/jbc.M114.563031

Blauwendraat, C., Nalls, M. A., and Singleton, A. B. (2020). The genetic
architecture of Parkinson’s disease. Lancet Neurol. 19, 170–178. doi: 10.1016/
S1474-4422(19)30287-X

Bloem, B. R., Okun, M. S., and Klein, C. (2021). Parkinson’s disease. Lancet 397,
2284–2303. doi: 10.1016/S0140-6736(21)00218-X

Bonello, F., Hassoun, S.-M., Mouton-Liger, F., Shin, Y. S., Muscat, A., Tesson,
C., et al. (2019). LRRK2 impairs PINK1/Parkin-dependent mitophagy via its
kinase activity: Pathologic insights into Parkinson’s disease. Hum. Mol. Genet. 28,
1645–1660. doi: 10.1093/hmg/ddz004

Borsche, M., Pereira, S. L., Klein, C., and Grünewald, A. (2021). Mitochondria
and Parkinson’s disease: Clinical, molecular, and translational aspects.
J. Parkinsons Dis. 11, 45–60. doi: 10.3233/JPD-201981

Burchell, V. S., Nelson, D. E., Sanchez-Martinez, A., Delgado-Camprubi, M.,
Ivatt, R. M., Pogson, J. H., et al. (2013). The Parkinson’s disease-linked proteins

Fbxo7 and Parkin interact to mediate mitophagy. Nat. Neurosci. 16, 1257–1265.
doi: 10.1038/nn.3489

Cai, Q., and Jeong, Y. Y. (2020). Mitophagy in Alzheimer’s disease and other
age-related neurodegenerative diseases. Cells 9:150. doi: 10.3390/cells9010150

Cai, Q., Zakaria, H. M., Simone, A., and Sheng, Z.-H. (2012). Spatial parkin
translocation and degradation of damaged mitochondria via mitophagy in live
cortical neurons. Curr. Biol. 22, 545–552. doi: 10.1016/j.cub.2012.02.005

Castellazzi, M., Patergnani, S., Donadio, M., Giorgi, C., Bonora, M., Bosi, C.,
et al. (2019). Autophagy and mitophagy biomarkers are reduced in sera of patients
with Alzheimer’s disease and mild cognitive impairment. Sci. Rep. 9:20009. doi:
10.1038/s41598-019-56614-5

Cen, X., Zhang, M., Zhou, M., Ye, L., and Xia, H. (2021). Mitophagy regulates
neurodegenerative diseases. Cells 10:1876. doi: 10.3390/cells10081876

Chang, C.-C., Tsou, S.-H., Chen, W.-J., Ho, Y.-J., Hung, H.-C., Liu, G.-Y.,
et al. (2021). miR-302 attenuates mutant huntingtin-induced cytotoxicity through
restoration of autophagy and insulin sensitivity. Int. J. Mol. Sci. 22:8424. doi:
10.3390/ijms22168424

Chen, C., Yang, C., Wang, J., Huang, X., Yu, H., Li, S., et al. (2021). Melatonin
ameliorates cognitive deficits through improving mitophagy in a mouse model of
Alzheimer’s disease. J. Pineal Res. 71:e12774. doi: 10.1111/jpi.12774

Chen, J., Ren, Y., Gui, C., Zhao, M., Wu, X., Mao, K., et al. (2018).
Phosphorylation of Parkin at serine 131 by p38 MAPK promotes mitochondrial
dysfunction and neuronal death in mutant A53T α-synuclein model of Parkinson’s
disease. Cell Death Dis. 9:700. doi: 10.1038/s41419-018-0722-7

Chinta, S. J., Mallajosyula, J. K., Rane, A., and Andersen, J. K. (2010).
Mitochondrial α-synuclein accumulation impairs complex I function in
dopaminergic neurons and results in increased mitophagy in vivo. Neurosci. Lett.
486, 235–239. doi: 10.1016/j.neulet.2010.09.061

Chiu, C.-C., Lu, C.-S., Weng, Y.-H., Chen, Y.-L., Huang, Y.-Z., Chen, R.-S., et al.
(2019). PARK14 (D331Y) PLA2G6 causes early-onset degeneration of Substantia
Nigra dopaminergic neurons by inducing mitochondrial dysfunction, ER stress,
mitophagy impairment and transcriptional dysregulation in a Knockin Mouse
Model. Mol. Neurobiol. 56, 3835–3853. doi: 10.1007/s12035-018-1118-5

Chowdhary, N., Barbui, C., Anstey, K. J., Kivipelto, M., Barbera, M., Peters,
R., et al. (2022). Reducing the risk of cognitive decline and dementia: WHO
Recommendations. Front. Neurol. 12:765584. doi: 10.3389/fneur.2021.765584

Clark, E. H., Vázquez de la Torre, A., Hoshikawa, T., and Briston, T. (2021).
Targeting mitophagy in Parkinson’s disease. J. Biol. Chem. 296:100209. doi: 10.
1074/jbc.REV120.014294

Cummins, N., Tweedie, A., Zuryn, S., Bertran-Gonzalez, J., and Götz,
J. (2019). Disease-associated tau impairs mitophagy by inhibiting Parkin

Frontiers in Cellular Neuroscience 12 frontiersin.org

https://doi.org/10.3389/fncel.2022.1031153
https://doi.org/10.1074/jbc.M114.620906
https://doi.org/10.1002/alz.12328
https://doi.org/10.1016/j.nbd.2020.104786
https://doi.org/10.1016/j.nbd.2020.104786
https://doi.org/10.1186/s13024-017-0174-z
https://doi.org/10.1186/s13024-017-0174-z
https://doi.org/10.1515/hsz-2020-0135
https://doi.org/10.3389/fnins.2021.783624
https://doi.org/10.1038/s41531-019-0080-x
https://doi.org/10.1038/s41531-019-0080-x
https://doi.org/10.1074/jbc.M114.563031
https://doi.org/10.1016/S1474-4422(19)30287-X
https://doi.org/10.1016/S1474-4422(19)30287-X
https://doi.org/10.1016/S0140-6736(21)00218-X
https://doi.org/10.1093/hmg/ddz004
https://doi.org/10.3233/JPD-201981
https://doi.org/10.1038/nn.3489
https://doi.org/10.3390/cells9010150
https://doi.org/10.1016/j.cub.2012.02.005
https://doi.org/10.1038/s41598-019-56614-5
https://doi.org/10.1038/s41598-019-56614-5
https://doi.org/10.3390/cells10081876
https://doi.org/10.3390/ijms22168424
https://doi.org/10.3390/ijms22168424
https://doi.org/10.1111/jpi.12774
https://doi.org/10.1038/s41419-018-0722-7
https://doi.org/10.1016/j.neulet.2010.09.061
https://doi.org/10.1007/s12035-018-1118-5
https://doi.org/10.3389/fneur.2021.765584
https://doi.org/10.1074/jbc.REV120.014294
https://doi.org/10.1074/jbc.REV120.014294
https://www.frontiersin.org/journals/cellular-neuroscience
https://www.frontiersin.org/


fncel-16-1031153 October 15, 2022 Time: 15:11 # 13

Braun and Puglielli 10.3389/fncel.2022.1031153

translocation to mitochondria. EMBO J. 38:e99360. doi: 10.15252/embj.20189
9360

Davis, S. A., Itaman, S., Khalid-Janney, C. M., Sherard, J. A., Dowell, J. A.,
Cairns, N. J., et al. (2018). TDP-43 interacts with mitochondrial proteins critical for
mitophagy and mitochondrial dynamics. Neurosci. Lett. 678, 8–15. doi: 10.1016/j.
neulet.2018.04.053

Delgado-Camprubi, M., Esteras, N., Soutar, M. P., Plun-Favreau, H., and
Abramov, A. Y. (2017). Deficiency of Parkinson’s disease-related gene Fbxo7 is
associated with impaired mitochondrial metabolism by PARP activation. Cell
Death Differ. 24, 120–131. doi: 10.1038/cdd.2016.104

Erustes, A. G., D’Eletto, M., Guarache, G. C., Ureshino, R. P., Bincoletto,
C., da Silva Pereira, G. J., et al. (2021). Overexpression of α-synuclein
inhibits mitochondrial Ca2+ trafficking between the endoplasmic reticulum
and mitochondria through MAMs by altering the GRP75–IP3R interaction.
J. Neurosci. Res. 99, 2932–2947. doi: 10.1002/jnr.24952

Esteves, A. R., G-Fernandes, M., Santos, D., Januário, C., and Cardoso, S. M.
(2015). The Upshot of LRRK2 Inhibition to Parkinson’s disease paradigm. Mol.
Neurobiol. 52, 1804–1820. doi: 10.1007/s12035-014-8980-6

Evans, C. S., and Holzbaur, E. L. F. (2020a). Degradation of engulfed
mitochondria is rate-limiting in Optineurin-mediated mitophagy in neurons. eLife
9:e50260. doi: 10.7554/eLife.50260

Evans, C. S., and Holzbaur, E. L. F. (2020b). Quality control in neurons:
Mitophagy and other selective autophagy mechanisms. J. Mol. Biol. 432, 240–260.
doi: 10.1016/j.jmb.2019.06.031

Fang, E. F., Hou, Y., Palikaras, K., Adriaanse, B. A., Kerr, J. S., Yang, B., et al.
(2019). Mitophagy inhibits amyloid-β and tau pathology and reverses cognitive
deficits in models of Alzheimer’s disease. Nat. Neurosci. 22, 401–412. doi: 10.1038/
s41593-018-0332-9

Franco-Iborra, S., Plaza-Zabala, A., Montpeyo, M., Sebastian, D., Vila, M., and
Martinez-Vicente, M. (2021). Mutant HTT (huntingtin) impairs mitophagy in
a cellular model of Huntington disease. Autophagy 17, 672–689. doi: 10.1080/
15548627.2020.1728096

Freischmidt, A., Wieland, T., Richter, B., Ruf, W., Schaeffer, V., Müller, K.,
et al. (2015). Haploinsufficiency of TBK1 causes familial ALS and fronto-temporal
dementia. Nat. Neurosci. 18, 631–636. doi: 10.1038/nn.4000

Geisler, S., Holmström, K. M., Skujat, D., Fiesel, F. C., Rothfuss, O. C., Kahle,
P. J., et al. (2010a). PINK1/Parkin-mediated mitophagy is dependent on VDAC1
and p62/SQSTM1. Nat. Cell Biol. 12, 119–131. doi: 10.1038/ncb2012

Geisler, S., Holmström, K. M., Treis, A., Skujat, D., Weber, S. S., Fiesel, F. C.,
et al. (2010b). The PINK1/Parkin-mediated mitophagy is compromised by PD-
associated mutations. Autophagy 6, 871–878. doi: 10.4161/auto.6.7.13286

Greene, A. W., Grenier, K., Aguileta, M. A., Muise, S., Farazifard, R.,
Haque, M. E., et al. (2012). Mitochondrial processing peptidase regulates PINK1
processing, import and Parkin recruitment. EMBO Rep. 13, 378–385. doi: 10.1038/
embor.2012.14

Grünewald, A., Voges, L., Rakovic, A., Kasten, M., Vandebona, H.,
Hemmelmann, C., et al. (2010). Mutant Parkin impairs mitochondrial function
and morphology in human fibroblasts. PLoS One 5:e12962. doi: 10.1371/journal.
pone.0012962

Guha, S., Fischer, S., Johnson, G. V. W., and Nehrke, K. (2020). Tauopathy-
associated tau modifications selectively impact neurodegeneration and mitophagy
in a novel C. elegans single-copy transgenic model. Mol. Neurodegener. 15:65.
doi: 10.1186/s13024-020-00410-7

Guo, X., Sun, X., Hu, D., Wang, Y.-J., Fujioka, H., Vyas, R., et al.
(2016). VCP recruitment to mitochondria causes mitophagy impairment and
neurodegeneration in models of Huntington’s disease. Nat. Commun. 7:12646.
doi: 10.1038/ncomms12646

Ham, S. J., Lee, S. Y., Song, S., Chung, J.-R., Choi, S., and Chung, J. (2016).
Interaction between RING1 (R1) and the Ubiquitin-like (UBL) Domains Is Critical
for the Regulation of Parkin Activity. J. Biol. Chem. 291, 1803–1816. doi: 10.1074/
jbc.M115.687319

Han, S., Jeong, Y. Y., Sheshadri, P., Su, X., and Cai, Q. (2020). Mitophagy
regulates integrity of mitochondria at synapses and is critical for synaptic
maintenance. EMBO Rep. 21:e49801. doi: 10.15252/embr.201949801

Han, X.-J., Hu, Y.-Y., Yang, Z.-J., Jiang, L.-P., Shi, S.-L., Li, Y.-R., et al. (2017).
Amyloid β-42 induces neuronal apoptosis by targeting mitochondria. Mol. Med.
Rep. 16, 4521–4528. doi: 10.3892/mmr.2017.7203

Hanss, Z., Larsen, S. B., Antony, P., Mencke, P., Massart, F., Jarazo, J., et al.
(2021). Mitochondrial and clearance impairment in p.D620N VPS35 patient-
derived neurons. Mov. Disord. 36, 704–715. doi: 10.1002/mds.28365

Hauser, D. N., Mamais, A., Conti, M. M., Primiani, C. T., Kumaran, R., Dillman,
A. A., et al. (2017). Hexokinases link DJ-1 to the PINK1/parkin pathway. Mol.
Neurodegener. 12:70. doi: 10.1186/s13024-017-0212-x

Hong, K., Li, Y., Duan, W., Guo, Y., Jiang, H., Li, W., et al. (2012). Full-
length TDP-43 and its C-terminal fragments activate mitophagy in NSC34 cell line.
Neurosci. Lett. 530, 144–149. doi: 10.1016/j.neulet.2012.10.003

Hsieh, C.-H., Li, L., Vanhauwaert, R., Nguyen, K. T., Davis, M. D., Bu, G., et al.
(2019). Miro1 marks Parkinson’s disease subset and miro1 reducer rescues neuron
loss in Parkinson’s Models. Cell Metab. 30, 1131–1140.e7. doi: 10.1016/j.cmet.2019.
08.023

Hsieh, C.-H., Shaltouki, A., Gonzalez, A. E., Bettencourt da Cruz, A., Burbulla,
L. F., St. Lawrence, E., et al. (2016). Functional impairment in miro degradation
and mitophagy is a shared feature in familial and sporadic Parkinson’s Disease.
Cell Stem Cell 19, 709–724. doi: 10.1016/j.stem.2016.08.002

Hu, Y., Li, X.-C., Wang, Z., Luo, Y., Zhang, X., Liu, X.-P., et al. (2016).
Tau accumulation impairs mitophagy via increasing mitochondrial membrane
potential and reducing mitochondrial Parkin. Oncotarget 7, 17356–17368. doi:
10.18632/oncotarget.7861

Hwang, S., Disatnik, M.-H., and Mochly-Rosen, D. (2015). Impaired GAPDH-
induced mitophagy contributes to the pathology of Huntington’s disease. EMBO
Mol. Med. 7, 1307–1326. doi: 10.15252/emmm.201505256

Ivatt, R. M., Sanchez-Martinez, A., Godena, V. K., Brown, S., Ziviani, E., and
Whitworth, A. J. (2014). Genome-wide RNAi screen identifies the Parkinson
disease GWAS risk locus SREBF1 as a regulator of mitophagy. Proc. Natl. Acad.
Sci. U.S.A. 111, 8494–8499. doi: 10.1073/pnas.1321207111

Jankovic, J., and Tan, E. K. (2020). Parkinson’s disease: Etiopathogenesis and
treatment. J. Neurol. Neurosurg. Psychiatry 91, 795–808. doi: 10.1136/jnnp-2019-
322338

Jishi, A., and Qi, X. (2022). Altered mitochondrial protein homeostasis and
proteinopathies. Front. Mol. Neurosci. 15:867935. doi: 10.3389/fnmol.2022.867935

Johnson, K. A., Fox, N. C., Sperling, R. A., and Klunk, W. E. (2012). Brain
imaging in Alzheimer disease. Cold Spring Harb. Perspect. Med. 2:a006213. doi:
10.1101/cshperspect.a006213

Jun, M.-H., Jang, J.-W., Jeon, P., Lee, S.-K., Lee, S.-H., Choi, H.-E., et al.
(2020). Nonmuscle myosin IIB regulates Parkin-mediated mitophagy associated
with amyotrophic lateral sclerosis-linked TDP-43. Cell Death Dis. 11:952. doi:
10.1038/s41419-020-03165-7

Kanki, T., Wang, K., Cao, Y., Baba, M., and Klionsky, D. J. (2009). Atg32 is
a mitochondrial protein that confers selectivity during mitophagy. Dev. Cell 17,
98–109. doi: 10.1016/j.devcel.2009.06.014

Khalil, B., El Fissi, N., Aouane, A., Cabirol-Pol, M.-J., Rival, T., and Liévens, J.-
C. (2015). PINK1-induced mitophagy promotes neuroprotection in Huntington’s
disease. Cell Death Dis. 6:e1617. doi: 10.1038/cddis.2014.581

Kochanek, K. D., Xu, J., and Arias, E. (2019). Mortality in the United States.
Available online at: https://stacks.cdc.gov/view/cdc/99849 (accessed July 03, 2022).

Korecka, J. A., Thomas, R., Christensen, D. P., Hinrich, A. J., Ferrari, E. J., Levy,
S. A., et al. (2019). Mitochondrial clearance and maturation of autophagosomes are
compromised in LRRK2 G2019S familial Parkinson’s disease patient fibroblasts.
Hum. Mol. Genet. 28, 3232–3243. doi: 10.1093/hmg/ddz126

Labbadia, J., and Morimoto, R. I. (2013). Huntington’s disease: Underlying
molecular mechanisms and emerging concepts. Trends Biochem. Sci. 38, 378–385.
doi: 10.1016/j.tibs.2013.05.003

Lee, J.-Y., Nagano, Y., Taylor, J. P., Lim, K. L., and Yao, T.-P. (2010). Disease-
causing mutations in parkin impair mitochondrial ubiquitination, aggregation,
and HDAC6-dependent mitophagy. J. Cell Biol. 189, 671–679. doi: 10.1083/jcb.
201001039

Lesage, S., Drouet, V., Majounie, E., Deramecourt, V., Jacoupy, M., Nicolas, A.,
et al. (2016). Loss of VPS13C function in autosomal-recessive parkinsonism causes
mitochondrial dysfunction and increases PINK1/Parkin-Dependent Mitophagy.
Am. J. Hum. Genet. 98, 500–513. doi: 10.1016/j.ajhg.2016.01.014

Li, A., Gao, M., Liu, B., Qin, Y., Chen, L., Liu, H., et al. (2022). Mitochondrial
autophagy: Molecular mechanisms and implications for cardiovascular disease.
Cell Death Dis. 13:444. doi: 10.1038/s41419-022-04906-6

Li, F., Xu, D., Wang, Y., Zhou, Z., Liu, J., Hu, S., et al. (2018). Structural
insights into the ubiquitin recognition by OPTN (optineurin) and its regulation by
TBK1-mediated phosphorylation. Autophagy 14, 66–79. doi: 10.1080/15548627.
2017.1391970

Li, H., Ham, A., Ma, T. C., Kuo, S.-H., Kanter, E., Kim, D., et al. (2019).
Mitochondrial dysfunction and mitophagy defect triggered by heterozygous GBA
mutations. Autophagy 15, 113–130. doi: 10.1080/15548627.2018.1509818

Frontiers in Cellular Neuroscience 13 frontiersin.org

https://doi.org/10.3389/fncel.2022.1031153
https://doi.org/10.15252/embj.201899360
https://doi.org/10.15252/embj.201899360
https://doi.org/10.1016/j.neulet.2018.04.053
https://doi.org/10.1016/j.neulet.2018.04.053
https://doi.org/10.1038/cdd.2016.104
https://doi.org/10.1002/jnr.24952
https://doi.org/10.1007/s12035-014-8980-6
https://doi.org/10.7554/eLife.50260
https://doi.org/10.1016/j.jmb.2019.06.031
https://doi.org/10.1038/s41593-018-0332-9
https://doi.org/10.1038/s41593-018-0332-9
https://doi.org/10.1080/15548627.2020.1728096
https://doi.org/10.1080/15548627.2020.1728096
https://doi.org/10.1038/nn.4000
https://doi.org/10.1038/ncb2012
https://doi.org/10.4161/auto.6.7.13286
https://doi.org/10.1038/embor.2012.14
https://doi.org/10.1038/embor.2012.14
https://doi.org/10.1371/journal.pone.0012962
https://doi.org/10.1371/journal.pone.0012962
https://doi.org/10.1186/s13024-020-00410-7
https://doi.org/10.1038/ncomms12646
https://doi.org/10.1074/jbc.M115.687319
https://doi.org/10.1074/jbc.M115.687319
https://doi.org/10.15252/embr.201949801
https://doi.org/10.3892/mmr.2017.7203
https://doi.org/10.1002/mds.28365
https://doi.org/10.1186/s13024-017-0212-x
https://doi.org/10.1016/j.neulet.2012.10.003
https://doi.org/10.1016/j.cmet.2019.08.023
https://doi.org/10.1016/j.cmet.2019.08.023
https://doi.org/10.1016/j.stem.2016.08.002
https://doi.org/10.18632/oncotarget.7861
https://doi.org/10.18632/oncotarget.7861
https://doi.org/10.15252/emmm.201505256
https://doi.org/10.1073/pnas.1321207111
https://doi.org/10.1136/jnnp-2019-322338
https://doi.org/10.1136/jnnp-2019-322338
https://doi.org/10.3389/fnmol.2022.867935
https://doi.org/10.1101/cshperspect.a006213
https://doi.org/10.1101/cshperspect.a006213
https://doi.org/10.1038/s41419-020-03165-7
https://doi.org/10.1038/s41419-020-03165-7
https://doi.org/10.1016/j.devcel.2009.06.014
https://doi.org/10.1038/cddis.2014.581
https://stacks.cdc.gov/view/cdc/99849
https://doi.org/10.1093/hmg/ddz126
https://doi.org/10.1016/j.tibs.2013.05.003
https://doi.org/10.1083/jcb.201001039
https://doi.org/10.1083/jcb.201001039
https://doi.org/10.1016/j.ajhg.2016.01.014
https://doi.org/10.1038/s41419-022-04906-6
https://doi.org/10.1080/15548627.2017.1391970
https://doi.org/10.1080/15548627.2017.1391970
https://doi.org/10.1080/15548627.2018.1509818
https://www.frontiersin.org/journals/cellular-neuroscience
https://www.frontiersin.org/


fncel-16-1031153 October 15, 2022 Time: 15:11 # 14

Braun and Puglielli 10.3389/fncel.2022.1031153

Li, R., and Chen, J. (2019). Salidroside protects dopaminergic neurons
by enhancing PINK1/Parkin-Mediated Mitophagy. Oxid. Med. Cell. Longev.
2019:9341018. doi: 10.1155/2019/9341018

Li, X., Huang, L., Lan, J., Feng, X., Li, P., Wu, L., et al. (2021). Molecular
mechanisms of mitophagy and its roles in neurodegenerative diseases. Pharmacol.
Res. 163:105240. doi: 10.1016/j.phrs.2020.105240

Liu, H., Ho, P. W.-L., Leung, C.-T., Pang, S. Y.-Y., Chang, E. E. S., Choi, Z. Y.-
K., et al. (2020). Aberrant mitochondrial morphology and function associated
with impaired mitophagy and DNM1L-MAPK/ERK signaling are found in aged
mutant Parkinsonian LRRK2R1441G mice. Autophagy 17, 3196–3220. doi: 10.
1080/15548627.2020.1850008

Liu, S., Sawada, T., Lee, S., Yu, W., Silverio, G., Alapatt, P., et al. (2012).
Parkinson’s disease-associated kinase PINK1 regulates Miro protein level and
axonal transport of mitochondria. PLoS Genet. 8:e1002537. doi: 10.1371/journal.
pgen.1002537

Manczak, M., Kandimalla, R., Yin, X., and Reddy, P. H. (2018). Hippocampal
mutant APP and amyloid beta-induced cognitive decline, dendritic spine loss,
defective autophagy, mitophagy and mitochondrial abnormalities in a mouse
model of Alzheimer’s disease. Hum. Mol. Genet. 27, 1332–1342. doi: 10.1093/hmg/
ddy042

Mani, S., Swargiary, G., and Chadha, R. (2021). Mitophagy impairment
in neurodegenerative diseases: Pathogenesis and therapeutic interventions.
Mitochondrion 57, 270–293. doi: 10.1016/j.mito.2021.01.001

Martinez, J. H., Alaimo, A., Gorojod, R. M., Porte Alcon, S., Fuentes, F.,
Coluccio Leskow, F., et al. (2018). Drp-1 dependent mitochondrial fragmentation
and protective autophagy in dopaminergic SH-SY5Y cells overexpressing alpha-
synuclein. Mol. Cell. Neurosci. 88, 107–117. doi: 10.1016/j.mcn.2018.01.004

Martín-Maestro, P., Gargini, R., García, E., Perry, G., Avila, J., and García-
Escudero, V. (2017). Slower dynamics and aged mitochondria in sporadic
Alzheimer’s Disease. Oxid. Med. Cell. Longev. 2017:9302761. doi: 10.1155/2017/
9302761

Martín-Maestro, P., Gargini, R., Perry, G., Avila, J., and García-Escudero, V.
(2016). PARK2 enhancement is able to compensate mitophagy alterations found
in sporadic Alzheimer’s disease. Hum. Mol. Genet. 25, 792–806. doi: 10.1093/hmg/
ddv616

Maruyama, H., Morino, H., Ito, H., Izumi, Y., Kato, H., Watanabe, Y., et al.
(2010). Mutations of optineurin in amyotrophic lateral sclerosis. Nature 465,
223–226. doi: 10.1038/nature08971

Masaldan, S., Callegari, S., and Dewson, G. (2022). Therapeutic targeting of
mitophagy in Parkinson’s disease. Biochem. Soc. Trans. 50, 783–797. doi: 10.1042/
BST20211107

Masrori, P., and Van Damme, P. (2020). Amyotrophic lateral sclerosis: A clinical
review. Eur. J. Neurol. 27, 1918–1929. doi: 10.1111/ene.14393

Matsuda, N., Sato, S., Shiba, K., Okatsu, K., Saisho, K., Gautier, C. A., et al.
(2010). PINK1 stabilized by mitochondrial depolarization recruits Parkin to
damaged mitochondria and activates latent Parkin for mitophagy. J. Cell Biol. 189,
211–221. doi: 10.1083/jcb.200910140

Mattiazzi, M., D’Aurelio, M., Gajewski, C. D., Martushova, K., Kiaei, M., Beal,
M. F., et al. (2002). Mutated human SOD1 causes dysfunction of oxidative
phosphorylation in mitochondria of transgenic mice∗ . J. Biol. Chem. 277, 29626–
29633. doi: 10.1074/jbc.M203065200

McBride, H. M., Neuspiel, M., and Wasiak, S. (2006). Mitochondria: More than
just a powerhouse. Curr. Biol. 16, R551–R560. doi: 10.1016/j.cub.2006.06.054

McLelland, G.-L., Goiran, T., Yi, W., Dorval, G., Chen, C. X., Lauinger, N. D.,
et al. (2018). Mfn2 ubiquitination by PINK1/parkin gates the p97-dependent
release of ER from mitochondria to drive mitophagy. eLife 7:e32866. doi: 10.7554/
eLife.32866

Meissner, C., Lorenz, H., Hehn, B., and Lemberg, M. K. (2015). Intramembrane
protease PARL defines a negative regulator of PINK1- and PARK2/Parkin-
dependent mitophagy. Autophagy 11, 1484–1498. doi: 10.1080/15548627.2015.
1063763

Montava-Garriga, L., and Ganley, I. G. (2020). Outstanding questions in
mitophagy: What we do and do not know. J. Mol. Biol. 432, 206–230. doi: 10.1016/
j.jmb.2019.06.032

Moore, A. S., and Holzbaur, E. L. F. (2016). Dynamic recruitment and activation
of ALS-associated TBK1 with its target optineurin are required for efficient
mitophagy. Proc. Natl. Acad. Sci. U.S.A. 113, E3349–E3358. doi: 10.1073/pnas.
1523810113

Morton, H., Kshirsagar, S., Orlov, E., Bunquin, L. E., Sawant, N., Boleng, L., et al.
(2021). Defective mitophagy and synaptic degeneration in Alzheimer’s disease:
Focus on aging, mitochondria and synapse. Free Radic. Biol. Med. 172, 652–667.
doi: 10.1016/j.freeradbiomed.2021.07.013

Moskal, N., Riccio, V., Bashkurov, M., Taddese, R., Datti, A., Lewis, P. N.,
et al. (2020). ROCK inhibitors upregulate the neuroprotective Parkin-mediated
mitophagy pathway. Nat. Commun. 11:88. doi: 10.1038/s41467-019-13781-3

Narendra, D. P. (2021). Managing risky assets – mitophagy in vivo. J. Cell Sci.
134:jcs240465. doi: 10.1242/jcs.240465

Narendra, D. P., Jin, S. M., Tanaka, A., Suen, D.-F., Gautier, C. A., Shen, J.,
et al. (2010). PINK1 is selectively stabilized on impaired mitochondria to activate
Parkin. PLoS Biol. 8:e1000298. doi: 10.1371/journal.pbio.1000298

Noda, S., Sato, S., Fukuda, T., Tada, N., Uchiyama, Y., Tanaka, K., et al. (2020).
Loss of Parkin contributes to mitochondrial turnover and dopaminergic neuronal
loss in aged mice. Neurobiol. Dis. 136:104717. doi: 10.1016/j.nbd.2019.104717

Okatsu, K., Koyano, F., Kimura, M., Kosako, H., Saeki, Y., Tanaka, K., et al.
(2015). Phosphorylated ubiquitin chain is the genuine Parkin receptor. J. Cell Biol.
209, 111–128. doi: 10.1083/jcb.201410050

Onesto, E., Colombrita, C., Gumina, V., Borghi, M. O., Dusi, S., Doretti, A.,
et al. (2016). Gene-specific mitochondria dysfunctions in human TARDBP and
C9ORF72 fibroblasts. Acta Neuropathol. Commun. 4:47. doi: 10.1186/s40478-016-
0316-5

Palomo, G. M., Granatiero, V., Kawamata, H., Konrad, C., Kim, M., Arreguin,
A. J., et al. (2018). Parkin is a disease modifier in the mutant SOD1 mouse model
of ALS. EMBO Mol. Med. 10:e8888. doi: 10.15252/emmm.201808888

Pradeepkiran, J. A., Hindle, A., Kshirsagar, S., and Reddy, P. H. (2022).
Are mitophagy enhancers therapeutic targets for Alzheimer’s disease? Biomed.
Pharmacother. 149:112918. doi: 10.1016/j.biopha.2022.112918

Puschmann, A., Fiesel, F. C., Caulfield, T. R., Hudec, R., Ando, M., Truban, D.,
et al. (2017). Heterozygous PINK1 p.G411S increases risk of Parkinson’s disease via
a dominant-negative mechanism. Brain 140, 98–117. doi: 10.1093/brain/aww261

Rajan, K. B., Weuve, J., Barnes, L. L., McAninch, E. A., Wilson, R. S., and Evans,
D. A. (2021). Population estimate of people with clinical Alzheimer’s disease and
mild cognitive impairment in the United States (2020–2060). Alzheimers Dement.
17, 1966–1975. doi: 10.1002/alz.12362

Rakovic, A., Grünewald, A., Seibler, P., Ramirez, A., Kock, N., Orolicki, S.,
et al. (2010). Effect of endogenous mutant and wild-type PINK1 on Parkin in
fibroblasts from Parkinson disease patients. Hum. Mol. Genet. 19, 3124–3137.
doi: 10.1093/hmg/ddq215

Reddy, P. H., Yin, X., Manczak, M., Kumar, S., Pradeepkiran, J. A., Vijayan,
M., et al. (2018). Mutant APP and amyloid beta-induced defective autophagy,
mitophagy, mitochondrial structural and functional changes and synaptic damage
in hippocampal neurons from Alzheimer’s disease. Hum. Mol. Genet. 27, 2502–
2516. doi: 10.1093/hmg/ddy154

Roca-Portoles, A., and Tait, S. W. G. (2021). Mitochondrial quality control:
From molecule to organelle. Cell. Mol. Life Sci. 78, 3853–3866. doi: 10.1007/
s00018-021-03775-0

Rogers, R. S., Tungtur, S., Tanaka, T., Nadeau, L. L., Badawi, Y., Wang, H.,
et al. (2017). Impaired Mitophagy plays a role in denervation of neuromuscular
junctions in ALS mice. Front. Neurosci. 11:473. doi: 10.3389/fnins.2017.00473

Rose, J. M., Novoselov, S. S., Robinson, P. A., and Cheetham, M. E. (2011).
Molecular chaperone-mediated rescue of mitophagy by a Parkin RING1 domain
mutant. Hum. Mol. Genet. 20, 16–27. doi: 10.1093/hmg/ddq428

Rosen, D. R., Siddique, T., Patterson, D., Figlewicz, D. A., Sapp, P., Hentati, A.,
et al. (1993). Mutations in Cu/Zn superoxide dismutase gene are associated with
familial amyotrophic lateral sclerosis. Nature 362, 59–62. doi: 10.1038/362059a0

Sears, N. C., Boese, E. A., Miller, M. A., and Fingert, J. H. (2019). Mendelian
genes in primary open angle glaucoma. Exp. Eye Res. 186:107702. doi: 10.1016/j.
exer.2019.107702

Sekine, S., Wang, C., Sideris, D. P., Bunker, E., Zhang, Z., and Youle, R. J. (2019).
Reciprocal roles of Tom7 and OMA1 during Mitochondrial Import and Activation
of PINK1. Mol. Cell 73, 1028–1043.e5. doi: 10.1016/j.molcel.2019.01.002

Shaltouki, A., Hsieh, C.-H., Kim, M. J., and Wang, X. (2018). Alpha-synuclein
delays mitophagy and targeting Miro rescues neuron loss in Parkinson’s models.
Acta Neuropathol. 136, 607–620. doi: 10.1007/s00401-018-1873-4

Shan, X., Chiang, P.-M., Price, D. L., and Wong, P. C. (2010). Altered
distributions of Gemini of coiled bodies and mitochondria in motor neurons
of TDP-43 transgenic mice. Proc. Natl. Acad. Sci. U.S.A. 107, 16325–16330. doi:
10.1073/pnas.1003459107

Shatunov, A., and Al-Chalabi, A. (2021). The genetic architecture of ALS.
Neurobiol. Dis. 147:105156. doi: 10.1016/j.nbd.2020.105156

Shi, G., Lee, J. R., Grimes, D. A., Racacho, L., Ye, D., Yang, H., et al.
(2011). Functional alteration of PARL contributes to mitochondrial dysregulation
in Parkinson’s disease. Hum. Mol. Genet. 20, 1966–1974. doi: 10.1093/hmg/
ddr077

Frontiers in Cellular Neuroscience 14 frontiersin.org

https://doi.org/10.3389/fncel.2022.1031153
https://doi.org/10.1155/2019/9341018
https://doi.org/10.1016/j.phrs.2020.105240
https://doi.org/10.1080/15548627.2020.1850008
https://doi.org/10.1080/15548627.2020.1850008
https://doi.org/10.1371/journal.pgen.1002537
https://doi.org/10.1371/journal.pgen.1002537
https://doi.org/10.1093/hmg/ddy042
https://doi.org/10.1093/hmg/ddy042
https://doi.org/10.1016/j.mito.2021.01.001
https://doi.org/10.1016/j.mcn.2018.01.004
https://doi.org/10.1155/2017/9302761
https://doi.org/10.1155/2017/9302761
https://doi.org/10.1093/hmg/ddv616
https://doi.org/10.1093/hmg/ddv616
https://doi.org/10.1038/nature08971
https://doi.org/10.1042/BST20211107
https://doi.org/10.1042/BST20211107
https://doi.org/10.1111/ene.14393
https://doi.org/10.1083/jcb.200910140
https://doi.org/10.1074/jbc.M203065200
https://doi.org/10.1016/j.cub.2006.06.054
https://doi.org/10.7554/eLife.32866
https://doi.org/10.7554/eLife.32866
https://doi.org/10.1080/15548627.2015.1063763
https://doi.org/10.1080/15548627.2015.1063763
https://doi.org/10.1016/j.jmb.2019.06.032
https://doi.org/10.1016/j.jmb.2019.06.032
https://doi.org/10.1073/pnas.1523810113
https://doi.org/10.1073/pnas.1523810113
https://doi.org/10.1016/j.freeradbiomed.2021.07.013
https://doi.org/10.1038/s41467-019-13781-3
https://doi.org/10.1242/jcs.240465
https://doi.org/10.1371/journal.pbio.1000298
https://doi.org/10.1016/j.nbd.2019.104717
https://doi.org/10.1083/jcb.201410050
https://doi.org/10.1186/s40478-016-0316-5
https://doi.org/10.1186/s40478-016-0316-5
https://doi.org/10.15252/emmm.201808888
https://doi.org/10.1016/j.biopha.2022.112918
https://doi.org/10.1093/brain/aww261
https://doi.org/10.1002/alz.12362
https://doi.org/10.1093/hmg/ddq215
https://doi.org/10.1093/hmg/ddy154
https://doi.org/10.1007/s00018-021-03775-0
https://doi.org/10.1007/s00018-021-03775-0
https://doi.org/10.3389/fnins.2017.00473
https://doi.org/10.1093/hmg/ddq428
https://doi.org/10.1038/362059a0
https://doi.org/10.1016/j.exer.2019.107702
https://doi.org/10.1016/j.exer.2019.107702
https://doi.org/10.1016/j.molcel.2019.01.002
https://doi.org/10.1007/s00401-018-1873-4
https://doi.org/10.1073/pnas.1003459107
https://doi.org/10.1073/pnas.1003459107
https://doi.org/10.1016/j.nbd.2020.105156
https://doi.org/10.1093/hmg/ddr077
https://doi.org/10.1093/hmg/ddr077
https://www.frontiersin.org/journals/cellular-neuroscience
https://www.frontiersin.org/


fncel-16-1031153 October 15, 2022 Time: 15:11 # 15

Braun and Puglielli 10.3389/fncel.2022.1031153

Shiba-Fukushima, K., Arano, T., Matsumoto, G., Inoshita, T., Yoshida, S.,
Ishihama, Y., et al. (2014). Phosphorylation of mitochondrial polyubiquitin by
PINK1 promotes Parkin mitochondrial tethering. PLoS Genet. 10:e1004861. doi:
10.1371/journal.pgen.1004861

Siddique, N., and Siddique, T. (2021). “Amyotrophic lateral sclerosis overview,”
in GeneReviews R© [Internet], eds M. P. Adam, D. B. Everman, G. M. Mirzaa, R. A.
Pagon, S. E. Wallace, L. J. H. Bean, et al. (Seattle, WA: University of Washington).

Singh, F., Prescott, A. R., Rosewell, P., Ball, G., Reith, A. D., and Ganley, I. G.
(2021). Pharmacological rescue of impaired mitophagy in Parkinson’s disease-
related LRRK2 G2019S knock-in mice. eLife 10:e67604. doi: 10.7554/eLife.67604

Song, M., Zhao, X., and Song, F. (2021). Aging-dependent mitophagy
dysfunction in Alzheimer’s disease. Mol. Neurobiol. 58, 2362–2378. doi: 10.1007/
s12035-020-02248-y

Sorrentino, V., Romani, M., Mouchiroud, L., Beck, J. S., Zhang, H., D’Amico,
D., et al. (2017). Enhancing mitochondrial proteostasis reduces amyloid-β
proteotoxicity. Nature 552, 187–193. doi: 10.1038/nature25143

Springer, M. Z., and Macleod, K. F. (2016). In Brief: Mitophagy: Mechanisms
and role in human disease. J. Pathol. 240, 253–255. doi: 10.1002/path.4774

Stoker, T. B., Mason, S. L., Greenland, J. C., Holden, S. T., Santini, H., and Barker,
R. A. (2022). Huntington’s disease: Diagnosis and management. Pract. Neurol. 22,
32–41. doi: 10.1136/practneurol-2021-003074

Tak, Y. J., Park, J.-H., Rhim, H., and Kang, S. (2020). ALS-Related Mutant
SOD1 aggregates interfere with mitophagy by sequestering the autophagy receptor
optineurin. Int. J. Mol. Sci. 21:7525. doi: 10.3390/ijms21207525

Tanaka, K. (2020). The PINK1–Parkin axis: An overview. Neurosci. Res. 159,
9–15. doi: 10.1016/j.neures.2020.01.006

Tanaka, A., Cleland, M. M., Xu, S., Narendra, D. P., Suen, D.-F., Karbowski,
M., et al. (2010). Proteasome and p97 mediate mitophagy and degradation of
mitofusins induced by Parkin. J. Cell Biol. 191, 1367–1380. doi: 10.1083/jcb.
201007013

Tang, M. Y., Vranas, M., Krahn, A. I., Pundlik, S., Trempe, J.-F., and Fon, E. A.
(2017). Structure-guided mutagenesis reveals a hierarchical mechanism of Parkin
activation. Nat. Commun. 8:14697. doi: 10.1038/ncomms14697

Tjahjono, E., Pei, J., Revtovich, A. V., Liu, T.-J. E., Swadi, A., Hancu, M. C., et al.
(2021). Mitochondria-affecting small molecules ameliorate proteostasis defects
associated with neurodegenerative diseases. Sci. Rep. 11:17733. doi: 10.1038/
s41598-021-97148-z

Tran, M., and Reddy, P. H. (2021). Defective autophagy and mitophagy in
aging and Alzheimer’s disease. Front. Neurosci. 14:612757. doi: 10.3389/fnins.2020.
612757

Trempe, J.-F., and Fon, E. A. (2013). Structure and function of Parkin, PINK1,
and DJ-1, the three musketeers of neuroprotection. Front. Neurol. 4:38. doi: 10.
3389/fneur.2013.00038

Villeneuve, L. M., Purnell, P. R., Boska, M. D., and Fox, H. S. (2016).
Early Expression of Parkinson’s disease-related mitochondrial abnormalities in
PINK1 knockout rats. Mol. Neurobiol. 53, 171–186. doi: 10.1007/s12035-014-
8927-y

Vives-Bauza, C., Zhou, C., Huang, Y., Cui, M., de Vries, R. L. A., Kim,
J., et al. (2010). PINK1-dependent recruitment of Parkin to mitochondria in
mitophagy. Proc. Natl. Acad. Sci. U.S.A. 107, 378–383. doi: 10.1073/pnas.09111
87107

Vizziello, M., Borellini, L., Franco, G., and Ardolino, G. (2021). Disruption
of mitochondrial homeostasis: The role of PINK1 in Parkinson’s disease. Cells
10:3022. doi: 10.3390/cells10113022

Walter, J., Bolognin, S., Antony, P. M. A., Nickels, S. L., Poovathingal, S. K.,
Salamanca, L., et al. (2019). Neural stem cells of Parkinson’s disease patients exhibit
aberrant mitochondrial morphology and functionality. Stem Cell Rep. 12, 878–889.
doi: 10.1016/j.stemcr.2019.03.004

Wang, H., Dou, S., Zhu, J., Shao, Z., Wang, C., Xu, X., et al. (2021). Ghrelin
protects against rotenone-induced cytotoxicity: Involvement of mitophagy and
the AMPK/SIRT1/PGC1α pathway. Neuropeptides 87:102134. doi: 10.1016/j.npep.
2021.102134

Wang, H., Jiang, T., Li, W., Gao, N., and Zhang, T. (2018). Resveratrol
attenuates oxidative damage through activating mitophagy in an in vitro model of
Alzheimer’s disease. Toxicol. Lett. 282, 100–108. doi: 10.1016/j.toxlet.2017.10.021

Wang, L., Lu, G., and Shen, H.-M. (2020). The Long and the Short of PTEN in
the regulation of mitophagy. Front. Cell Dev. Biol. 8:299. doi: 10.3389/fcell.2020.
00299

Wang, N., Zhu, P., Huang, R., Wang, C., Sun, L., Lan, B., et al. (2020). PINK1:
The guard of mitochondria. Life Sci. 259:118247. doi: 10.1016/j.lfs.2020.118247

Wang, P., Deng, J., Dong, J., Liu, J., Bigio, E. H., Mesulam, M., et al. (2019).
TDP-43 induces mitochondrial damage and activates the mitochondrial unfolded
protein response. PLoS Genet. 15:e1007947–e1007947. doi: 10.1371/journal.pgen.
1007947

Wang, W., Li, L., Lin, W.-L., Dickson, D. W., Petrucelli, L., Zhang, T.,
et al. (2013). The ALS disease-associated mutant TDP-43 impairs mitochondrial
dynamics and function in motor neurons. Hum. Mol. Genet. 22, 4706–4719. doi:
10.1093/hmg/ddt319

Wang, W., Wang, L., Lu, J., Siedlak, S. L., Fujioka, H., Liang, J., et al. (2016). The
inhibition of TDP-43 mitochondrial localization blocks its neuronal toxicity. Nat.
Med. 22, 869–878. doi: 10.1038/nm.4130

Wang, X.-L., Feng, S.-T., Wang, Z.-Z., Chen, N.-H., and Zhang, Y. (2021).
Role of mitophagy in mitochondrial quality control: Mechanisms and potential
implications for neurodegenerative diseases. Pharmacol. Res. 165:105433. doi: 10.
1016/j.phrs.2021.105433

Wang, Z.-T., Lu, M.-H., Zhang, Y., Ji, W.-L., Lei, L., Wang, W., et al. (2019).
Disrupted-in-schizophrenia-1 protects synaptic plasticity in a transgenic mouse
model of Alzheimer’s disease as a mitophagy receptor. Aging Cell 18, e12860–
e12860. doi: 10.1111/acel.12860

Wauters, F., Cornelissen, T., Imberechts, D., Martin, S., Koentjoro, B., Sue, C.,
et al. (2020). LRRK2 mutations impair depolarization-induced mitophagy through
inhibition of mitochondrial accumulation of RAB10. Autophagy 16, 203–222.
doi: 10.1080/15548627.2019.1603548

Wong, Y. C., and Holzbaur, E. L. F. (2014a). Optineurin is an autophagy receptor
for damaged mitochondria in parkin-mediated mitophagy that is disrupted by
an ALS-linked mutation. Proc. Natl. Acad. Sci. U.S.A. 111, E4439–E4448. doi:
10.1073/pnas.1405752111

Wong, Y. C., and Holzbaur, E. L. F. (2014b). The regulation of autophagosome
dynamics by huntingtin and HAP1 is disrupted by expression of mutant
huntingtin, leading to defective cargo degradation. J. Neurosci. 34, 1293–1305.
doi: 10.1523/JNEUROSCI.1870-13.2014

Wu, Z., Wu, A., Dong, J., Sigears, A., and Lu, B. (2018). Grape skin extract
improves muscle function and extends lifespan of a Drosophila model of
Parkinson’s disease through activation of mitophagy. Exp. Gerontol. 113, 10–17.
doi: 10.1016/j.exger.2018.09.014

Xie, Y., Zhou, B., Lin, M.-Y., Wang, S., Foust, K. D., and Sheng, Z.-H. (2015).
Endolysosomal deficits augment mitochondria pathology in spinal motor neurons
of asymptomatic fALS mice. Neuron 87, 355–370. doi: 10.1016/j.neuron.2015.06.
026

Xu, Y.-F., Gendron, T. F., Zhang, Y.-J., Lin, W.-L., D’Alton, S., Sheng, H., et al.
(2010). Wild-Type Human TDP-43 expression causes TDP-43 phosphorylation,
mitochondrial aggregation, motor deficits, and early mortality in transgenic mice.
J. Neurosci 30, 10851–10859. doi: 10.1523/JNEUROSCI.1630-10.2010

Yakhine-Diop, S. M. S., Niso-Santano, M., Rodríguez-Arribas, M., Gómez-
Sánchez, R., Martínez-Chacón, G., Uribe-Carretero, E., et al. (2019). Impaired
Mitophagy and protein acetylation levels in fibroblasts from Parkinson’s disease
patients. Mol. Neurobiol. 56, 2466–2481. doi: 10.1007/s12035-018-1206-6

Yakhine-Diop, S. M. S., Rodríguez-Arribas, M., Canales-Cortés, S., Martínez-
Chacón, G., Uribe-Carretero, E., Blanco-Benítez, M., et al. (2021). The
parkinsonian LRRK2 R1441G mutation shows macroautophagy-mitophagy
dysregulation concomitant with endoplasmic reticulum stress. Cell Biol. Toxicol.
38, 889–911. doi: 10.1007/s10565-021-09617-w

Yang, X., Zhang, M., Dai, Y., Sun, Y., Aman, Y., Xu, Y., et al. (2020). Spermidine
inhibits neurodegeneration and delays aging via the PINK1-PDR1-dependent
mitophagy pathway in C. elegans. Aging 12, 16852–16866. doi: 10.18632/aging.
103578

Ye, X., Sun, X., Starovoytov, V., and Cai, Q. (2015). Parkin-mediated mitophagy
in mutant hAPP neurons and Alzheimer’s disease patient brains. Hum. Mol. Genet.
24, 2938–2951. doi: 10.1093/hmg/ddv056

Zaman, M., and Shutt, T. E. (2022). The role of impaired mitochondrial
dynamics in MFN2-mediated pathology. Front. Cell Dev. Biol. 10:858286. doi:
10.3389/fcell.2022.858286

Zhang, T., Xue, L., Li, L., Tang, C., Wan, Z., Wang, R., et al. (2016). BNIP3
protein suppresses PINK1 kinase proteolytic cleavage to promote mitophagy.
J. Biol. Chem. 291, 21616–21629. doi: 10.1074/jbc.M116.733410

Zhou, J., Zhao, Y., Li, Z., Zhu, M., Wang, Z., Li, Y., et al. (2020). miR-103a-
3p regulates mitophagy in Parkinson’s disease through Parkin/Ambra1 signaling.
Pharmacol. Res. 160:105197. doi: 10.1016/j.phrs.2020.105197

Zilocchi, M., Finzi, G., Lualdi, M., Sessa, F., Fasano, M., and Alberio, T. (2018).
Mitochondrial alterations in Parkinson’s disease human samples and cellular
models. Neurochem. Int. 118, 61–72. doi: 10.1016/j.neuint.2018.04.013

Frontiers in Cellular Neuroscience 15 frontiersin.org

https://doi.org/10.3389/fncel.2022.1031153
https://doi.org/10.1371/journal.pgen.1004861
https://doi.org/10.1371/journal.pgen.1004861
https://doi.org/10.7554/eLife.67604
https://doi.org/10.1007/s12035-020-02248-y
https://doi.org/10.1007/s12035-020-02248-y
https://doi.org/10.1038/nature25143
https://doi.org/10.1002/path.4774
https://doi.org/10.1136/practneurol-2021-003074
https://doi.org/10.3390/ijms21207525
https://doi.org/10.1016/j.neures.2020.01.006
https://doi.org/10.1083/jcb.201007013
https://doi.org/10.1083/jcb.201007013
https://doi.org/10.1038/ncomms14697
https://doi.org/10.1038/s41598-021-97148-z
https://doi.org/10.1038/s41598-021-97148-z
https://doi.org/10.3389/fnins.2020.612757
https://doi.org/10.3389/fnins.2020.612757
https://doi.org/10.3389/fneur.2013.00038
https://doi.org/10.3389/fneur.2013.00038
https://doi.org/10.1007/s12035-014-8927-y
https://doi.org/10.1007/s12035-014-8927-y
https://doi.org/10.1073/pnas.0911187107
https://doi.org/10.1073/pnas.0911187107
https://doi.org/10.3390/cells10113022
https://doi.org/10.1016/j.stemcr.2019.03.004
https://doi.org/10.1016/j.npep.2021.102134
https://doi.org/10.1016/j.npep.2021.102134
https://doi.org/10.1016/j.toxlet.2017.10.021
https://doi.org/10.3389/fcell.2020.00299
https://doi.org/10.3389/fcell.2020.00299
https://doi.org/10.1016/j.lfs.2020.118247
https://doi.org/10.1371/journal.pgen.1007947
https://doi.org/10.1371/journal.pgen.1007947
https://doi.org/10.1093/hmg/ddt319
https://doi.org/10.1093/hmg/ddt319
https://doi.org/10.1038/nm.4130
https://doi.org/10.1016/j.phrs.2021.105433
https://doi.org/10.1016/j.phrs.2021.105433
https://doi.org/10.1111/acel.12860
https://doi.org/10.1080/15548627.2019.1603548
https://doi.org/10.1073/pnas.1405752111
https://doi.org/10.1073/pnas.1405752111
https://doi.org/10.1523/JNEUROSCI.1870-13.2014
https://doi.org/10.1016/j.exger.2018.09.014
https://doi.org/10.1016/j.neuron.2015.06.026
https://doi.org/10.1016/j.neuron.2015.06.026
https://doi.org/10.1523/JNEUROSCI.1630-10.2010
https://doi.org/10.1007/s12035-018-1206-6
https://doi.org/10.1007/s10565-021-09617-w
https://doi.org/10.18632/aging.103578
https://doi.org/10.18632/aging.103578
https://doi.org/10.1093/hmg/ddv056
https://doi.org/10.3389/fcell.2022.858286
https://doi.org/10.3389/fcell.2022.858286
https://doi.org/10.1074/jbc.M116.733410
https://doi.org/10.1016/j.phrs.2020.105197
https://doi.org/10.1016/j.neuint.2018.04.013
https://www.frontiersin.org/journals/cellular-neuroscience
https://www.frontiersin.org/

	Defective PTEN-induced kinase 1/Parkin mediated mitophagy and neurodegenerative diseases
	Introduction
	Functional overview of PTEN-induced kinase 1/Parkin dependent mitophagy
	Mitophagy and neurodegenerative diseases
	Mitophagy dysfunction in Parkinson's disease
	Mitophagy dysfunction in Alzheimer's disease
	Mitophagy dysfunction in Huntington's disease
	Mitophagy dysfunction in amyotrophic lateral sclerosis

	Conclusion
	Author contributions
	Funding
	Conflict of interest
	Publisher's note
	References


