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Abstract Autophagy involves the sequestration and deliv-
ery of cytoplasmic materials to lysosomes, where proteins, 
lipids, and organelles are degraded and recycled. Accord-
ing to the way the cytoplasmic components are engulfed, 
autophagy can be divided into macroautophagy, microau-
tophagy, and chaperone-mediated autophagy. Recently, 
many studies have found that autophagy plays an important 
role in neurological diseases, including Alzheimer’s dis-
ease, Parkinson’s disease, Huntington’s disease, neuronal 
excitotoxicity, and cerebral ischemia. Autophagy maintains 
cell homeostasis in the nervous system via degradation of 
misfolded proteins, elimination of damaged organelles, and 
regulation of apoptosis and inflammation. AMPK-mTOR, 
Beclin 1, TP53, endoplasmic reticulum stress, and other sig-
nal pathways are involved in the regulation of autophagy and 
can be used as potential therapeutic targets for neurological 
diseases. Here, we discuss the role, functions, and signal 
pathways of autophagy in neurological diseases, which will 
shed light on the pathogenic mechanisms of neurological 
diseases and suggest novel targets for therapies.
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Introduction

Autophagy involves the isolation and delivery of cytoplas-
mic materials to lysosomes, where lipids, proteins, and orga-
nelles are degraded and recycled [1]. Typically, autophagy 
is classified as microautophagy, macroautophagy, and chap-
erone-mediated autophagy (CMA) [2]. Autophagy also par-
ticipates in numerous essential cellular activities and affects 
many intracellular regulatory pathways involved in diverse 
processes [3], including development, immunity, longevity, 
organelle turnover, and apoptosis. Since the 1990s, autophagy 
research has gradually expanded and developed into one of 
the most important topics in cell biology. The discovery of the 
autophagy mechanism earned Dr. Osumi the Nobel Prize in 
Physiology or Medicine. Researchers have developed molecu-
lar tools and drugs that target genes and pathways associated 
with autophagy, which have advanced the field [4–6].

In recent years, autophagy has developed into an important 
study area, especially in nervous system diseases. Neurons 
in the nervous system are susceptible to a variety of internal 
and external injuries, including ischemia/reperfusion (I/R), 
neurodegeneration, inflammation, energy crisis, metabolic 
disorders, neurotoxicity et al. [7]. Under these stress condi-
tions, autophagy can be activated to varying degrees. Moder-
ate autophagy can maintain neuronal homeostasis and clear 
protein aggregates or damaged organelles; autophagy also 
maintains energy balance by recycling the fatty acids, amino 
acids, and nucleic acids [8]. Therefore, mild to moderate 
autophagy is a survival mechanism of neurons and can main-
tain the homeostasis of the central nervous system (CNS). 
However, continuous or excessive autophagy may contribute 
to increased cytoplasmic accumulation of autophagosomes 
and degradation of essential components [9], and even result 
in autophagic cell death or the implementation of other cell 
death mechanisms [10, 11]. Here, we review the effect of 

 * Zheng-Hong Qin 
 qinzhenhong@suda.edu.cn

 * Rui Sheng 
 shengrui@suda.edu.cn

1 Department of Pharmacology and Laboratory of Aging 
and Nervous Diseases, Jiangsu Key laboratory 
of Neuropsychiatric Diseases, College of Pharmaceutical 
Sciences of Soochow University, Suzhou 215123, China

http://crossmark.crossref.org/dialog/?doi=10.1007/s12264-023-01120-y&domain=pdf
www.springer.com/12264


364 Neurosci. Bull. March, 2024, 40(3):363–382

1 3

autophagy in regulating cell metabolism and cell survival in 
CNS diseases, including neuronal excitotoxicity, neurodegen-
erative diseases, cerebral ischemia, and ischemic precondi-
tioning. Especially, autophagy is involved in excitotoxicity, 
degradation of misfolded proteins, and apoptosis in neuro-
logical diseases (Fig. 1). These studies shed light on some 
of the pathogenic mechanisms of neurological diseases and 
proposed novel therapeutic targets.

Effects of Autophagy in Neurological Disorders

Autophagy in Neurodegenerative Diseases

Neurodegenerative disease is a progressive age-related dis-
order. Since neurons are post-mitotic cells with age-related 

decline in autophagy, misfolded proteins, and damaged orga-
nelles tend to accumulate in neurons, and neurodegenerative 
diseases are characterized by the accumulation of misfolded 
proteins [12, 13]. Autophagy is thus considered a cytopro-
tective mechanism in a variety of neurodegenerative diseases 
that can mitigate the onset and progression of neurodegener-
ative lesions [14, 15]. In 2003, Rubinsztein’s lab proved that 
autophagy and proteasomal pathways are associated with 
the degradation of α-synuclein in PD. Later, Rubinsztein’s 
lab [16] and our lab showed that autophagy participates in 
the degradation of the mutant Huntington protein (aggre-
gated HTT) in HD. Rapamycin, which suppresses mTOR 
to trigger autophagy, increased the degradation of HTT and 
improved the neurodegenerative symptoms in mouse and 
drosophila chorea models [17]. Later studies manifested that 
activation of autophagy exerts beneficial effects in almost all 

Fig. 1  Autophagy in Neurological Diseases. Autophagy plays an 
important role in the pathogenesis of neurodegenerative disorders, 
including AD, PD, ALS and FTD, cerebral ischemia, excitotoxic-
ity, and other neurological diseases by eliminating damaged orga-
nelles, degrading misfolded proteins, regulating inflammation and 
apoptosis. The multifunctional nature of autophagy can be attributed 
to its ability to interact with various key components in the AMPK-
mTOR, Beclin 1, TP53, DRAM1, and ER stress signaling pathways. 
AMPK suppresses mTOR and subsequently triggers the downstream 
ULK1 complex, which in turn activates Beclin 1, thereby promoting 
autophagy initiation; activation of this pathway confers protection 
against AD, PD, and stroke. The AKT/FOXO3 signaling pathway is 
implicated in cerebral ischemia-induced autophagy. Aβ, tau protein, 
and α-synuclein hinder autophagy at various stages to promote the 
progression of AD and PD. The PINK1/parkin pathway facilitates 
mitophagy for neuroprotection in both diseases. BNIP3L mediates 
mitophagy in the ischemic brain to prevent injury, while mitophagy 

also suppresses inflammasome activation to safeguard neurons. AD, 
Alzheimer’s disease; PD, Parkinson’s disease; HD, Huntington’s 
disease; ALS, Amyotrophic Lateral Sclerosis; FTD, Frontotemporal 
Dementia; Aβ, amyloid β-protein; tau, microtubule-associated protein 
tau; AMPK, Adenosine 5’-monophosphate (AMP)-activated protein 
kinase; mTOR, mammalian target of rapamycin; ULK1, Unc-51-like 
kinase; TSC, tuberous sclerosis complex; PI3K, Phosphoinositide-
3-kinase; AKT, a serine/threonine kinase; p53, a tumor suppressor 
protein, and transcription factor; DRAM, DNA damage regulated 
autophagy modulator; Beclin 1, key regulator of autophagy; mHTT, 
mutant huntingtin; FOXO3, forkhead box O3; PINK1, PTEN-induced 
putative kinase 1; Parkin, Parkin RBR E3 ubiquitin-protein ligase; 
BNIP3L/NIX, Bcl2 interacting protein 3 (BNIP3) and BNIP3-like; 
ER stress, endoplasmic reticulum stress; PERK, Protein kinase RNA 
(PKR)-like ER kinase; eIF2α, eukaryotic initiation factor-2α; ATF4, 
Activating transcription factor 4; HIF-1α, Hypoxia-inducible factor 1
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neurodegenerative diseases, primarily through the removal 
of cytoplasmic aggregates, such as the α-synuclein in PD, 
amyloid-β (Aβ) [18] and Tau protein [19] in AD, and the 
TAR DNA binding protein 43 (TDP-43) aggregates in amyo-
trophic lateral sclerosis (ALS) [20], mutations in autosomal 
dominant lateral temporal epilepsy (ADLTE) and Machado-
Joseph disease (MJD) [21]or ataxin-3 mutants accumulated 
in spinocerebellar ataxia type 3 (SCA3) [22, 23].

When the autophagy-associated proteins ATG5 
(autophagy-related 5) or ATG7 were specifically knocked 
out in mouse neurons, basal autophagy level in the brain was 
markedly decreased, while ubiquitinated proteins, p62, and 
non-degradable protein aggregates accumulated [24]. Many 
neurons were lost in the brain and cerebellar cortex of Atg7 
deficient mice [25, 26]. In the absence of Atg5, mice devel-
oped progressive motor dysfunction [27]. The above stud-
ies emphasize the importance of autophagy in preventing 
neurodegeneration. Similarly, during aging or AD, neuronal 
autophagy activity in the hippocampus or ventral tegmen-
tal area (VTA) decreases and Aβ accumulates. Restoring 
autophagy effectively reduced Aβ levels and reversed neu-
ronal degeneration and memory deficits [28, 29]. Interest-
ingly, early enhancement of autophagy produces an initial 
neuroprotective response to cellular stress in AD, whereas 
AD-associated impairment of lysosomal function results in 
inadequate substrate clearance and blocked autophagy flux. 
For gradually declining substrate lysosomal clearance, sus-
tained induction of autophagy clarifies the unusually strong 
autophagic pathology and neuritic dystrophy associated 
with the pathogenesis of AD [30]. These findings show that 
autophagy can regulate the renewal of soluble cytoplasmic 
proteins, decrease the accumulation of abnormal proteins, 
and prevent neurodegeneration.

Autophagy in Neuronal Excitotoxicity

Neuronal damage caused by overactivation of excitatory 
amino acid receptors is called excitotoxicity, which is 
deemed to play a critical role in the pathogenesis of many 
neurological disorders, including AD, PD, and HD [31, 32]. 
Apoptosis is involved in excitotoxic neuronal death, as we 
and other laboratories have discovered in the early 1990s 
[33–35]. Excitatory amino acid receptor agonists were found 
to induce autophagy in animal models [36]. Autophagy 
was activated by N-methyl-D-aspartate (NMDA) receptor 
agonist quinolinic acid (QA) and kainic acid (KA) recep-
tor agonist KA, which was then accompanied by decreased 
expression of Bcl-2, and increased expression of Bax, tumor 
suppressor gene that encodes for the transcription factor 
p53 (TP53), and TP53-upregulated modulator of apopto-
sis (PUMA). Autophagy activation and the mitochondria-
mediated apoptotic pathway were markedly inhibited by 
autophagy inhibitors and cathepsin inhibitors, indicating 

that the autophagy-lysosomal pathway plays a significant 
part in excitotoxic neuronal injury [37, 38].

Autophagy in Cerebral Ischemia and Ischemic 
Preconditioning

Globally, stroke is a major cause of death, more than 80% of 
which are ischemic stroke [39]. Preconditioning is usually a 
sub-threshold injury applied to an organ, activating specific 
endogenous protective pathways to buffer the damage from 
subsequent severe ischemic attack. It has been found that 
ischemic preconditioning (IPC) can protect against ischemic 
stroke [40, 41]. Autophagy is activated after ischemic stroke 
or preconditioning, but whether autophagy contributes to 
cell death or survival remains controversial [42].

Controversy Over the Role of Autophagy in Stroke

According to many studies, cerebral ischemia induces 
autophagy and results in neuronal death [43, 44]. Our 
study suggests for the first time that the ischemia-induced 
autophagy-lysosome pathway leads to neuronal death [45]. 
Later, autophagic cell death has also been reported to exist 
in adult and neonatal focal cerebral ischemia mouse mod-
els and in in vitro OGD models involving neurons [46] and 
vascular endothelial cells [47]. Knockdown of Atg5 or Atg7 
to inhibit autophagy in different types of cells prevents neu-
ronal death in vivo and in vitro [46]. Similarly, thrombolysis 
with PLAT/tPA can increase serum-free IGF1 and mediate 
neuroprotection by modulating the PI3K-AKT-mTOR path-
way to reduce deleterious autophagy after cerebral ischemia 
[48]. Neferine, the main alkaloid in lotus seeds, was also 
able to significantly protect against cerebral ischemia by 
attenuating harmful autophagy in pMCAO models [49]. 
Asialo-rhuEPOP, purified from transgenic plant leaves, 
inhibits excessive mitophagy and autophagy induced by 
ischemia/reperfusion to reduce neuronal apoptosis and 
facilitate neuronal survival [50].

However, some studies support autophagy may have a 
protective effect on cerebral ischemia. Autophagy activa-
tion may represent a protective mechanism during the early 
stages of cerebral ischemia. A significant increase in Beclin 
1 was observed in neurons in the hippocampus and cortex 
shortly after neonatal hypoxia-ischemia (HI). Autophagy 
inhibitors induced neuronal necrosis, whereas Rapamycin 
reduced both apoptosis and necrosis by promoting autophagy 
[51]. Further research suggests that autophagy is triggered 
during cerebral ischemia and reperfusion but produces dif-
ferent effects. Autophagy exerts a deleterious effect in per-
manent ischemia, whereas mitophagy activated during cere-
bral ischemia-reperfusion may produce a protective effect on 
neurons. Ischemia-reperfusion brain injury is aggravated by 
the inhibition of autophagy during reperfusion [52]. Recent 
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studies provide further evidence for the protective effect of 
promoting autophagy initiation or mitophagy and accelerat-
ing the fusion of autophagosomes and lysosomes in cerebral 
ischemia-reperfusion [53, 54], hypertensive stroke [55], and 
subarachnoid hemorrhage (SAH) [56].

Autophagy Contributes to Ischemic Tolerance Induced 
by Preconditioning

One of the most effective methods to prevent an ischemic 
stroke is IPC [57]. Numerous studies, including our own, 
have shown that IPC also activates autophagy, and inhib-
iting autophagy abolishes IPC’s neuroprotective effects 
[58–60]. Autophagy has also been shown to be concerned 
with the neuroprotection induced by hyperbaric oxygen pre-
conditioning [61, 62], isoflurane preconditioning [63], or 
sevoflurane preconditioning [64, 65]. Although both fatal 
cerebral ischemia and IPC activate autophagy, the degree 
of this activation varies. Autophagy is excessively activated 
during permanent cerebral ischemia, while IPC moderately 
activates autophagy, and this activation extends to the subse-
quent ischemic event [42, 58]. Endoplasmic reticulum stress 
(ER stress) might be involved in the contradictory effects 
of autophagy during ischemia and preconditioning [59, 
66]. IPC can upregulate molecular chaperones and activate 
autophagy, thereby reducing excessive ER stress-dependent 
apoptosis during lethal ischemia. The ER chaperone GRP78 
might be an important regulator meditating autophagy acti-
vation during preconditioning [67]. Studies on ER stress and 
autophagy provide a strong basis for the use of IPC in the 
treatment of cerebral ischemia [58].

Interestingly, known pharmacological activation of 
autophagy can trigger autophagy to produce a protective 
effect against stroke (pharmacological preconditioning), 
including polyphenolic antioxidant resveratrol [68], visfatin 
[69] or nicotinamide [55] that mediate  NAD+ biosynthesis, 
AMPK activator metformin [70] and trehalose [71]. The 
ischemic tolerance produced by these agents can be elimi-
nated by inhibition of autophagy.

Additional Neural Physiological and Pathological 
Conditions of Autophagy

Maintaining physical fitness and muscle mass in mam-
mals necessitates consistent endurance activity. In mature 
and elderly animals, regular long-term exercise increases 
autophagy activity [72]. Interestingly, exercise also miti-
gates age-related cognitive decline by preserving mito-
chondrial quality control in the aged hippocampus through 
the autophagy-lysosomal pathway [73]. Exercise reju-
venates mitochondria and reduces oxidative stress in the 
aged hippocampus, as evidenced by increased activation of 
autophagy/mitophagy and mitochondrial biogenesis in aged 

hippocampal neurons. Additionally, exercise can enhance 
lysosomal function by promoting TFEB nuclear translo-
cation and upregulating transcription of TFEB regulatory 
genes [74]. Chloroquine, a lysosomal inhibitor, partially dis-
rupted the protective effects of exercise on mitochondrial 
quality control, oxidative stress, autophagy/mitophagy, and 
cognitive function in aged rats. These findings collectively 
suggest that age-related cognitive decline may be slowed 
down by exercise training or pharmacological modulation 
of lysosomal degradation and mitochondrial quality control 
[75].

During Traumatic brain injury (TBI), autophagy and 
lysosomal proteases in neurons are activated. Inhibition of 
the autophagy-lysosomal axis to relieve TBI and promote 
functional recovery is a viable approach [76]. However, 
contrary evidence suggests that TBI impairs autophagy flux 
and impedes Nrf2 signaling, a main regulator of antioxidant 
response, resulting in excessive oxidative stress. Calcitriol, 
the active form of vitamin D, reduces TBI-induced oxida-
tive damage by facilitating autophagy and activating Nrf2 
signaling [77].

Proteins and organelles quality control is necessary for 
normal synaptic function, and loss of autophagy may affect 
neuronal development [78, 79]. It has been proposed that 
synaptic activity can modulate the synaptic proteome by 
locally controlling autophagic vacuole (AVs) dynamics 
and function within dendrites. Stimulating synaptic activity 
inhibits AV movement in dendrites, thereby enhancing their 
degradability, whereas silencing synaptic activity has the 
opposite effect on AV function. This effect is localized and 
reversible and occurs in dendrites rather than axons, with 
compartmental specificity [80].

Function of Autophagy in Neurological Disorders

Autophagy Maintains Cell Homeostasis in the Nervous 
System

Neurons are terminally differentiated cells, and most of their 
synapses remain unchanged throughout the life cycle. Dur-
ing aging, the proteostasis network in neurons is disrupted 
and protein quality control is impaired, resulting in neurode-
generation. Neurons rely on autophagic machinery to clear 
damaged organelles and proteins to sustain synaptic neuro-
transmission and prevent neurodegeneration. Autophagy in 
neurons includes constitutive and stress-induced autophagy, 
which are involved in the renewal of damaged or aging 
endoplasmic reticulum, mitochondria, other organelles, and 
aggregate proteins [81, 82]. Under physiological conditions, 
neuronal soma contains populations of autophagosomes 
from different compartments with different mature states. 
Autophagosomes produced by axons enter the soma and are 
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restricted to the somatodendritic domain, facilitating fusion 
with lysosomes within soma to promote cargo degradation. 
The autophagosomes produced in the soma are less mobile 
and tend to aggregate [83]. Moreover, in healthy neurons, 
autophagy regulates axonal endoplasmic reticulum calcium 
storage to modulate neurotransmission in the brain [84]. 
Protein aggregates disrupt neuronal homeostasis, leading 
to toxicity associated with neurodegeneration. Endogenous 
TAX1BP1 is an autophagy receptor protein that mediates 
the removal of a number of cytotoxic proteins. Overexpres-
sion of TAX1BP1 can facilitate autophagy and accelerate 
the removal of neuronal protein aggregates [85]. CMA 
plays a critical part in neuronal proteostasis, as CMA selec-
tively degrades neurodegeneration-related proteins. Loss of 
neuronal CMA results in a senescent phenotype including 
reduced neuronal function, changes in neuronal metasta-
ble proteomes, and proteotoxicity, aggravating neuronal 
damage and accelerating disease progression in AD mice. 
Conversely, enhancement of CMA improves pathology in 
AD mice. Therefore, functional CMA is important for the 
maintenance of neuronal proteostasis and the reduction of 
misfolded proteins [86].

Adult neurogenesis is the process by which neural pro-
genitor cells (NPCs) in the human brain continuously pro-
duce new functional neurons. Nevertheless, adult neurogene-
sis decreases with age, which is linked to neurodegeneration. 
The expression of autophagy-related genes and autophagy 
activity was significantly decreased in the cultured NPCs 
and middle-adult subventricular/subgranular zone (SVZ/
SGZ) homogenates. In addition to restoring the vitality of 
middle-aged NPCs, activation of autophagy also stimulated 
neurogenesis in middle-aged SVZ, and improved neurologi-
cal function and cognitive abilities in middle-aged animals. 
Conversely, the knockdown of autophagy-associated genes 
led to impaired NPC proliferation and differentiation. Thus, 
impaired autophagy is related to a decline in adult neuro-
genesis, while activation of autophagy can reverse this phe-
notype [87].

Misfolded Protein Metabolism Involves Autophagy.

A variety of neurodegenerative disorders are characterized 
by the accumulation and aggregation of misfolded proteins, 
such as α-synuclein in PD, Huntington protein (HTT) in HD, 
and Aβ and tau protein in AD. Autophagy and the ubiquitin-
proteasome system (UPS) represent the two primary mech-
anisms for degrading misfolded proteins that accumulate 
under pathological conditions. In various neurodegenerative 
diseases and cerebral ischemia, when the UPS is overloaded 
or damaged, the nervous system relies on autophagy to clear 
excessive misfolded proteins [88, 89].

The abnormal expansion of the polyglutamine (polyQ) 
tract in HTT protein causes HD [90]. Cortical pyramidal 

neurons and striatal projection neurons specifically degener-
ate in HD brains due to the aggregation of the N-terminal 
mutant HTT and the development of intranuclear inclusion 
[91, 92]. Many studies, including our own, indicate that 
lysosomal cathepsins and autophagy play essential parts 
in the degradation of N-terminal HTT [93–95]. Enhanced 
autophagy/lysosomal activity can significantly facilitate 
the degradation of mHTT and prevent the accumulation 
of mHTT aggregates [96]. Additionally, we also fully elu-
cidated for the first time how macroautophagy [97] and 
CMA [98] degrade HTT fragments. Lysosome-associated 
protein 2A (LAMP2A) and heat shock protein cognate 70 
(Hsc70) are CMA elements that are crucial for the clear-
ance of HTT [98]. HTT is able to block the degradation 
of Beclin 1 and thus achieve autophagy. This is related 
to the polyQ domain in HTT-mediated interaction of the 
deubiquitinase ataxin 3 with Beclin 1. The longer polyQ 
mutations in the HTT protein competitively eliminate this 
function and inhibit autophagy [99]. K506 binding protein 
5 (FKBP5) was markedly decreased in HD R6/2 and zQ175 
rodent models. Genetic knockdown or pharmacological inhi-
bition of FKBP5 can reduce the interaction between FKBP5 
and HTT, resulting in mHTT being cleared by autophagy, 
accompanied by increased LC3-II and autophagy flux. The 
above suggests that the autophagic mechanism regulated 
by FKBP5 contributes to the neuronal clearance of mHTT 
[100]. In the adult brain, the specific and selective turnover 
of aggregated proteins is closely related to autophagy-linked 
FYVE protein (Alfy)/Wdfy3. In the HD mouse model, Alfy 
depletion and reduced autophagy level accelerate aggre-
gated mutant huntingtin accumulation and promote behav-
ioral deficits [101]. The miR-302 clusters were significantly 
downregulated in neuronal cells overexpressing mHTT-Q74. 
By restoring insulin sensitivity and autophagy, miR-302 
reduces cytotoxicity induced by mutant huntingtin [102]. 
Phosphorylation of HTT proteins at S13 and S16 is essen-
tial for controlling their toxicity, aggregation, and removal. 
TBK1 overexpression increases mutant HTT’s S13 phospho-
rylation, which prevents it from aggregating and encourages 
autophagic clearance of HTT aggregates [103]. The above 
results demonstrate that impaired autophagy contributes to 
the progression of HD, and enhancing autophagy to clear 
HTT aggregates may provide an efficient therapeutic strat-
egy for HD.

The main pathogenic characteristics of AD are hyper-
phosphorylated tau protein and deposition of Aβ gener-
ated from amyloid precursor protein (APP). Blockade of 
autophagic clearance and lysosomal proteolysis have a close 
relation with neurodegeneration of AD [104–106]. In the 
AD models, the progression of macroautophagy requires 
the participation of the AD-associated protein presenilin-1 
(PS1). Autolysosome acidification and cathepsin activa-
tion are impaired in PS1-depleted blastocysts. Impaired 
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lysosomal clearance may be responsible for the PS1 dele-
tion-mediated increase in Aβ [107]. In addition, there is an 
accumulation of large numbers of lysosomal-like organelles 
at amyloid plaques in AD mice, most of which are located 
within swollen axons in contact with amyloid deposits. Lys-
osomal precursors’ retrograde axonal transport is hampered 
by extracellular Aβ deposits, resulting in their accumulation 
and preventing them from further maturing [108]. TFEB is 
an important lysosomal pathway regulator. In elderly mice, 
amyloid plaque load and total Aβ levels were reduced in the 
hippocampus transfected with TFEB. TFEB stimulates lyso-
somal biosynthesis, reduces steady-state levels of APP and 
α- and β-CTF, and attenuates Aβ production by accelerat-
ing the endosome-lysosomal pathway [109]. Microglia were 
found to be able to clear abnormally aggregated Aβ proteins 
through LC3-associated endocytosis [110] and autophagy 
[111]. However, in the microglia of adult AD mice, Aβ can-
not be degraded and the expression level of the autophagy 
cargo receptor NBR is low. Inhibition of elevated miR-17 
in microglia of AD mice increases NBR1, which in turn 
promotes autophagy and Aβ degradation [112]. In AD mice, 
miR-9-5p and miR-331-3p are downregulated in the initial 
stage, whereas upregulated in an advanced stage. Inhibition 
of miR-9-5p and miR-331-3p promotes autophagy degrada-
tion of Aβ and prevents AD progression [113]. Therefore, 
a sensible approach to treating neurotoxic Aβ may involve 
the upregulation of autophagy. Rapamycin [114], resveratrol 
[115], oxyresveratrol (OxyR) [116], and crocetin [117] can 
promote the degradation of Aβ, reduce neuroinflammation, 
and improve memory function by inducing autophagy, and 
thus may have therapeutic effects on AD mice. Similarly, 
PPARA/PPARα (peroxisome proliferation activated recep-
tor α) agonists gemfibrozil and Wy14643 can promote the 
recruitment of astrocytes and microglia near Aβ plaques, 
and then induce autophagy in glia. Hence, in APP-PSEN1E9 
mice, gemfibrozil and Wy14643 reduced soluble and insolu-
ble Aβ levels alleviated amyloid pathology, and reversed 
anxiety symptoms and memory deficits [118].

The autophagy-lysosome pathway may also be essential 
for tau degradation. Most neuronal tau may be degraded 
by CMA. CMA dysfunction in the brains of patients with 
tauopathies alters tau protein homeostasis and may exac-
erbate disease progression. Acetylated tau inhibits CMA 
and leads to its extracellular release. In the mouse model of 
tauopathy, blocking CMA accelerated the spread of patho-
genic tau proteins among cells [119]. The miR-9 target gene 
UBE4B, together with STUB1, enhances autophagy-medi-
ated degradation of tau in the mouse model of Tau-BiFC, 
which may become an innovative AD treatment [120]. In a 
tau transgenic mice model, increased lysine acetyltransferase 
(p300/CBP) activity is connected with abnormal accumula-
tion of autophagy lysosomal pathway markers. In neurons, 

overactivation of p300/CBP blocks autophagy flux and pro-
motes tau secretion. On the contrary, in fibril-induced tau 
spreading models in vivo and in vitro, suppression of p300/
CBP increased autophagic flux, and decreased tau secretion 
and spread, thereby blocking the progression of tauopathy 
disease in fibril-induced tau spreading models in vivo and 
in vitro [121]. These investigations showed that enhanced 
autophagy makes it easier to clear the aggregated proteins 
as Aβ and tau, thus preventing AD progression.

The pathological characteristic of PD is neuronal inclu-
sions termed Lewy bodies, which consist of the misfolded 
protein α-synuclein. Autophagy plays a critical part in the 
clearance of α-synuclein [122]. Impaired autophagic flux 
in PD leads to lysosomal dysfunction and aggregation of 
α-synuclein proteins within dopamine neurons [123]. This 
results from α-Syn-mediated disruption of autophagosome-
lysosome fusion, leading to reduced formation of autophago-
lysosomes. Mechanically, protein v-SNARE SNAP29 is a 
component of the SNARE complex, which facilitates the 
fusion of autophagosomes. By blocking SNAP29-mediated 
autophagosome-lysosome fusion, α-Syn inhibits autophagy 
and exacerbates the pathological damage in PD [124]. In 
addition, PD-like neurodegeneration caused by excess 
α-synuclein is also accompanied by a decrease in lysoso-
mal function. Mitochondrial-derived reactive oxygen spe-
cies (ROS) trigger abnormal permeabilization of lysosomal 
membranes, resulting in defects in lysosomal clearance, 
and ectopic release of lysosomal proteases into the cyto-
plasm contributes to neurodegeneration [125]. The PD 
pathology is also accompanied by cytoplasmic retention 
of TFEB, the main transcription factor of the autophagy-
lysosomal pathway. Overexpression of TFEB can reverse 
lysosomal dysfunction in the brains of PD patients, thereby 
facilitating α-synuclein degradation for neuroprotective 
effects. Suppression of the mammalian target of rapamy-
cin (mTOR) encourages TFEB nuclear translocation and 
blocks α-syn-induced neurodegeneration [126]. In addi-
tion, the CMA pathway can be used to specifically trans-
port wild-type α-syn into lysosomes for degradation [127]. 
LAMP2A, a CMA receptor, is essential for the degradation 
of α-synuclein. Endosome-to-Golgi retrieval of LAMP2A is 
impaired in VPS35-deficient dopaminergic neurons, which 
affects the autophagic degradation of α-synuclein and accel-
erates the progression of PD [128]. Interestingly, microglia 
play an important role in clearing α-synuclein released by 
neurons. Microglia are activated by neuronal α-synuclein 
and subsequently engulf α-synuclein into autophagosomes 
and degrade them by selective autophagy called synucle-
inphagy. Synucleinphagy relies on the microglia Toll-like 
receptor 4 (TLR4). TLR4 improves the transcription of p62/
SQSTM1 via the NF-κB signaling, mediating synuclein-
phagy to remove α-synuclein and produce neuroprotective 
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effects [129]. Impairment of synucleinphagy leads to the 
accumulation of misfolded α-synuclein and loss of dopamin-
ergic neurons [130]. Based on the above studies, enhance-
ment of autophagy to promote the removal of α-synuclein 
may become an effective treatment for PD. Sestrin2 acti-
vates autophagy via AMPK and enhances the degradation 
of α-Synuclein, thereby protecting neurons from rotenone-
induced dopaminergic neuronal damage [131]. Telomerase 
reverse transcriptase (TERT) reduces α-synuclein by acti-
vating autophagy or preventing disruption of the degrada-
tion machinery during disease progression [132]. C-Abl, a 
tyrosine kinase, is activated by cellular stress. In a TgA53T 
mouse model (human mutant A53Tα-Syn overexpressing 
transgenic mice), nilotinib inhibits c-Abl activity, increases 
autophagy flux via AMP-activated kinase (AMPK)/
mTORC1/ULK1 signaling in neurons, thereby reducing 
the accumulation of α-synuclein and delaying the onset of 
the disease [133]. LRRK2 (leucine-rich repetitive kinase 2) 
mutations are thought to be a common cause of familial 
sporadic PD. Mutant LRRK2 disrupts CMA and impairs 
α-synuclein degradation [134]. Aged LRRK2 mutant 
striatum exhibits lysosomal aggregation, accumulation of 
LAMP2A and HSC70, and elevated GAPDH (CMA sub-
strate). In mouse embryonic fibroblasts, the CMA-specific 
activator AR7 stimulates the transcription of LAMP2A and 
increases the activity of lysosomal. Besides, AR7 attenu-
ates α-synuclein accumulation in cortical neurons with the 
LRRK2 mutation (DIV21) [135]. Therefore, enhancement of 
autophagy pathways to decrease the accumulation of patho-
genic α-synuclein linked to aging may alleviate the progres-
sion of PD disease.

In the brains of patients with frontotemporal dementia 
(FTD) and ALS, brain inclusions consisting of misfolded 
and aggregated TDP-43 are a common pathological hall-
mark of ALS-FTD. Amplification of GGG GCC  repeats in 
the C9orf72 gene is the most frequent genetic cause of ALS-
FTD [136], and polyglutamine-amplified Ataxin-2 (Ataxin-2 
Q30x) is a genetic modifier of the ALS-FTD. C90ORF72 
promotes TDP-43 clearance by enhancing autophagy, while 
depletion of C90ORF72 damages autophagy and leads to the 
accumulation of TDP-43 and p62 protein aggregates. Deple-
tion of C90ORF72 works synergistically with Ataxin-2 
Q30x to trigger motor neuron dysfunction and neuronal 
cell death [137]. Nuclear depletion of the TARDBP gene 
(encoding TDP-43) leads to neurodegeneration. Motor neu-
rons lacking TARDBP/TBPH (the Drosophila homolog of 
TARDBP) in mouse/Drosophila models exhibit motor defi-
cits and age-dependent neurodegeneration, reduced ATG7, 
and accumulation of SQSTM1/p62 inclusions. In TBPH-
deficient flies, enhancement of autophagy improves motor 
function and survival [138]. In patient and cell models of 
ALS-FTD, TARDBP is cleaved to release a 25 kDa neuro-
toxic fragment (TARDBP-25/TDP-25) [139], and trehalose 

is able to induce removal of the aggregated TARDBP-25. 
Mechanistically, trehalose may trigger lysosomal membrane 
permeabilization (LMP) through lysosomal osmotic stress 
to release lysosomal  Ca2+, thereby activating calcineu-
rin and inducing TFEB dephosphorylation, which in turn 
clears misfolded proteins by enhanced autophagy [140]. In 
ALS, endogenous TDP-43 aggregates lose splicing regula-
tion function. Thioridazine clears TDP-43 aggregates and 
restores TDP-43 function, thereby significantly ameliorating 
motion deficits in the ALS model [20]. Thus, the autophagy 
pathway can be used as a target for ALS-FTD and other 
related diseases presenting TARDBP pathology.

Autophagy in the Elimination of Damaged Organelles

Elimination of damaged organelles and misfolded proteins 
depends on autophagy. Since neurons after mitosis are 
unable to reduce the level of misfolded proteins and dam-
aged organelles by cell division, neurons highly depend on 
autophagy compared to other cells. Based on the selectivity 
of the engulfed component, autophagy can be divided into 
selective autophagy and non-selective autophagy. Selective 
autophagy is primarily responsible for the degradation of 
damaged organelles [141], including mitophagy, ER-phagy, 
or pexophagy.

Accumulation of damaged mitochondria tends to be pre-
sent in aging and age-related neurodegeneration, including 
certain types of PD [142] and AD [143, 144] among others. 
Mitophagy is essential for the selective removal of dam-
aged mitochondria to preserve mitochondrial homeostasis, 
ATP generation, and neuronal survival [145]. α-synuclein 
is related to the development of PD. Interestingly, the accu-
mulation of α-synuclein impairs the induction of mitophagy 
and increases neuronal susceptibility to stress, leading to 
dopaminergic neurodegeneration and motor dysfunction 
[146]. The mitochondrial matrix proteins NIPSNAP1 (nip-
snap homolog 1) and NIPSNAP2 (nipsnap homolog 2) are 
identified as "autophagy" signals for impaired mitochon-
dria (Fig. 1). Following mitochondrial depolarization, NIP-
SNAP1 and NIPSNAP2 accumulate on the mitochondrial 
outer membrane and then promote autophagy by recruiting 
human Atg8 family proteins, other autophagy receptors and 
adapters. Zebrafish deficient in Nipsnap1 exhibit decreased 
mitophagy, increased ROS generation, dopaminergic neu-
ronal loss in the brain, and decreased motility [147]. Simi-
larly, in AD, mitochondrial disruption and metabolic dys-
function are early features before histopathological and 
clinical features, and mitochondrial dysfunction is also asso-
ciated with synaptic defects in early AD. Enhanced lysoso-
mal function in AD neurons promotes the clearance of dam-
aged mitochondria, protects AD mouse brains from synaptic 
damage and restores impaired metabolic function [148]. 
Induced pluripotent stem cell-derived human AD neurons 
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and the hippocampus of AD patients both exhibit impaired 
mitophagy. Aβ and phosphorylated tau inhibit mitophagy 
(Fig. 2). Mechanistically, mitophagy reduces insoluble Aβ1-
40 and Aβ1-42 and prevents cognitive disorder in the APP/
PS1 mouse model via suppression of neuroinflammation 
and microglial phagocytosis of extracellular Aβ plaques. 
Besides, enhanced mitophagy abolished AD-associated tau 
hyperphosphorylation in neurons and improved memory 
deficits in mice and transgenic tau nematodes [18].

Mutations in two PD-related genes, PARK2 (encoding 
Parkin, an E3 ubiquitin ligase) and PARK6(encoding PINK1, 
PTEN-induced kinase 1, a ubiquitin kinase) can lead to 
early-onset PD. Patients with PD are usually accompanied 
by mitochondrial dysfunction [149, 150]. Parkin and PINK1 
selectively identify damaged or depolarized mitochondria 
to mediate mitophagy and prevent an increase in cytosolic 

and circulating mitochondrial DNA, thereby reducing neu-
roinflammation and neurodegeneration in PD [151, 152]. 
PINK1 expression on individual mitochondria is regulated 
by voltage-dependent proteolysis, which is important for 
maintaining low levels of PINK1 in normal mitochondria. 
However, PINK1 rapidly accumulates on damaged mito-
chondria and recruits Parkin to mitochondria. PINK1 and 
Parkin then induce mitochondrial ubiquitination, resulting 
in phagocytosis of damaged mitochondria [153]. Loss of 
Parkin activity causes the dysfunctional mitochondria to 
accumulate [154], resulting in the loss of neurons in PD 
[155]. In AD, parkin and PINK1 can also mediate mitophagy 
to selectively remove damaged mitochondria [154]. MFN2, 
a mitochondrial-ER tethering protein, regulates mitophagy 
through PINK1 and Parkin. Parkin-mediated MFN2 
ubiquitination coupled with PINK1-catalyzed MFN2 

Fig. 2  The role of mitophagy in neurodegenerative diseases and cer-
ebral ischemia. Mitochondrial function is compromised during peri-
ods of stress. The process of mitophagy involves the identification 
of damaged mitochondria by double-membrane structures within the 
cytoplasm, followed by their encapsulation as mitophagosomes and 
subsequent degradation upon fusion with lysosomes. PINK1 and Par-
kin are two proteins located in mitochondria that play a crucial role 
in facilitating mitophagy. Specifically, PINK1 rapidly accumulates 
on damaged mitochondria and subsequently recruits Parkin to these 
organelles to promote phagocytosis. MFN2 is a mitochondrial-ER 
tethered protein. The ubiquitination of MFN2 by parkin, coupled with 
its phosphorylation by PINK1, triggers the disassembly of MFN2 
complexes from the outer mitochondrial membrane. This process 
dissociates mitochondria from the ER and promotes their self-reg-

ulation. Inactivation of parkin can lead to defects in mitophagy, and 
accumulation of damaged mitochondria, and contribute to the devel-
opment of PD and AD. BNIP3L/Nix and FUNDC1 are mitochon-
drial outer membrane proteins containing the LC3-interacting region 
(LIR) that mediate hypoxia-induced mitophagy. Amyloid β-protein 
(Aβ) and tau aggregation are two signature pathological hallmarks in 
AD. Mitophagy induction reduces Aβinhibits several common p-tau 
sites and improves memory impairment in AD mice. α-synuclein is 
involved in the development of PD. α-synuclein accumulation impairs 
the induction of mitophagy, increases the neuronal susceptibility to 
stress, and leads to dopaminergic neurodegeneration. NIPSNAP1 
and NIPSNAP2, Mitochondrial matrix proteins, "autophagy" signals 
for damaged mitochondria; MFN2, mitofusin-2; FUNDC1, FUN14 
domain-containing protein 1
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phosphorylation triggers the disassembly of the P97-depend-
ent MFN2 complex from the mitochondrial outer membrane, 
thereby disconnecting mitochondria from ER and facilitating 
mitophagy (Fig. 2) [156]. Therefore, PINK1/Parkin plays a 
critical part in regulating mitophagy and mitochondrial qual-
ity control [157]. Mitophagy inducers  (NAD+, actinonin, 
and urolithin A) restore memory impairment through the 
PINK1/Parkin-dependent pathway [18, 158]. Consistently, 
in a motoneuronal death model, GRP78 overexpression pro-
motes PINK1 translocation to induce mitophagy and restores 
mitochondrial function in cells upon ER stress [159]. Thus, 
the impaired clearance of dysfunctional mitochondria is a 
major contributor to the pathogenesis of neurodegenerative 
disorders, and mitophagy is considered as a viable thera-
peutic strategy.

Mitophagy is also able to alleviate cerebral ischemia-
induced neuronal injury by selectively eliminating dys-
functional mitochondria [160]. Interestingly, except for the 
PINK1/Parkin pathway, mitophagy may not be dependent 
on the PINK1 pathway in some tissues with high metabolic 
demand [161]. The mitophagy receptors BNIP3L/Nix [162] 
and FUNDC1 [163] are both mitochondrial outer membrane 
proteins containing the LC3 interaction region (LIR) that 
have been shown to mediate hypoxia-induced mitophagy 
and play important roles in mitophagy-induced by cerebral 
ischemia (Fig. 2). It has been found that mitophagy acti-
vated by cerebral ischemia-reperfusion may rely on the 
PINK1/Parkin pathway at the early stage. Parkin-mediated 
mitophagy induced by acidic postconditioning (APC) [164] 
or hypoxia postconditioning (HPC) [165] prolongs the rep-
erfusion time window and exerts neuroprotective effects in 
stroke. However, cerebral ischemia-induced mitophagy at 
the later stage may depend on the BNIP3L/Nix pathway. 
BNIP3L deficiency inhibited mitophagy and exacerbated 
cerebral ischemic injury in mice, while overexpression 
of BNIP3L can reverse these effects. Phosphorylation of 
BNIP3L S81A plays a critical role in BNIP3L-mediated 
mitophagy [166]. BNIP3L/NIX can be degraded by protea-
somes, resulting in defective mitophagy in ischemic neurons. 
The proteasome inhibitor carfilzomib reverses BNIP3L deg-
radation and restores mitophagy, thus preventing ischemic 
brain injury [167]. Interestingly, in neurons exposed to 
ischemia-reperfusion, axonal mitochondria are retrogradely 
transported into neuronal soma and preferentially eliminated 
by mitophagy. Anchoring of syntaphilin to axonal mitochon-
dria blocks neuronal mitophagy and aggravates damage. 
Conversely, induction of mitochondrial retrograde trans-
port enhances mitophagy, prevents mitochondrial dysfunc-
tion, and alleviates neuronal damage [168]. During an acute 
ischemic stroke, PPAR coactivator-1α (PGC-1α), the major 
regulator of mitochondrial biogenesis, is rapidly elevated 
in microglia. PGC-1α facilitates mitophagy and autophagy 
through ULK1, thereby inhibiting NLRP3 activation and 

attenuating neurological deficits after ischemic injury [169]. 
Tissue plasminogen activator (tPA) promotes mitophagy 
by regulating FUNDC1. tPA thus improves mitochondrial 
function and inhibits apoptosis in neurons to protect against 
ischemic reperfusion injury [170].

Selective autophagy degradation of endoplasmic reticu-
lum (ER) fragments under normal or stress stimuli is termed 
ER-phagy or reticulophagy. ER-phagy is a crucial mecha-
nism for preventing ER stress-related ER expansion and 
offers an alternative disposal pathway for misfolded proteins 
[171, 172]. Atg39 and Atg40 [173], two autophagy-related 
proteins identified in yeast, are located in the perinuclear ER 
and cytoplasmic ER to mediate nucleophagy and ER-phagy, 
respectively. The mammalian homolog of Atg40, FAM134B, 
belongs to the reticulon protein family. FAM134B was found 
to bind to LC3 and GABARAP and mediate ER-phagy. 
FAM134B deficiency results in impaired ER turnover, 
increased cell sensitivity to stress-induced apoptotic death, 
and degeneration of sensory neurons [174]. VPS13, a con-
served phospholipid transporter, is found at the contact sites 
between ER and different organelles. VPS13A is located at 
the ER-mitochondrial contact site, while VPS13C is located 
at the ER-late endosome contact site. Loss of VPS13C func-
tion increases the vulnerability of mitochondrial to stress and 
triggers excessive mitophagy, which may be a key issue in 
autosomal-recessive early-onset parkinsonism [175]. Inter-
estingly, the impaired ER-phagy triggered by VPS13 dele-
tion may further explain the importance of VPS13C in early-
onset Parkinson’s. When VPS13 is absent, ER accumulation 
in late endosomes and ER transport into autophagosomes 
are decreased, suggesting a role for VPS13 in sequestering 
ER from late endosomes to autophagosomes [176]. Thus, 
ER-phagy is essential for maintaining the homeostasis of 
mammalian cells, and its dysfunction may be closely linked 
to the development of neurodegenerative disorders.

Autophagy in Regulation of Apoptosis

Autophagy plays a crucial role in maintaining cellular 
homeostasis, degrading misfolded proteins, and eliminating 
damaged organelles, thereby promoting cell survival under 
stress conditions. However, the role of autophagy in cell sur-
vival and death is highly intricate. While autophagy deter-
mines the fate of organelles, apoptosis decides the destiny 
of entire cells. Autophagy can induce "type II programmed 
cell death" by bulk degradation of intracellular organelles 
and cytosol, which distinguishes it from apoptosis (type I 
programmed cell death). Studies have demonstrated that 
autophagy and apoptosis coexist in neurological diseases, 
with autophagy potentially promoting apoptosis. Bcl-2 is a 
known anti-apoptotic protein that has been found to inter-
act with the autophagy protein Beclin 1, resulting in the 
inhibition of autophagy. Mutations in Beclin 1 that prevent 
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binding to Bcl-2 induce stronger autophagy and promote cell 
death compared to wild-type Beclin 1 [177]. Serum depri-
vation-induced autophagy activation was accompanied by 
upregulation of Bcl-2. Downregulation of Bcl-2 expression 
or pharmacological inhibition of Bcl-2 function enhanced 
autophagy activation and led to apoptosis, while overexpres-
sion of Bcl-2 hindered autophagy activation and inhibited 
cell death caused by serum deprivation [178]. These stud-
ies have provided important information on the classical 
role of autophagy on apoptosis in nutritional stress. In KA 
and NMDA receptor agonist QA-induced apoptosis, the 
autophagy inhibitor 3-methyladenine (3-MA) blocked the 
down-regulation of pro-survival protein Bcl-2, thus inhibit-
ing apoptosis [37]. The neuronal death induced by mito-
chondrial inhibitor 3-nitro propionic acid (3-NP) involves 
both apoptosis and autophagy. 3-NP upregulates TP53 and 
its downstream genes BAX, PUMA, and DRAM1. Notice-
ably, neuronal damage caused by 3-NP was inhibited by 
the autophagy inhibitor 3-MA, the TP53 specific inhibi-
tor pifithrin-α, and by knock-down of DRAM1, suggest-
ing that TP53 and DRAM1 play important roles in 3-NP-
induced autophagy and apoptosis [38]. DRAM1 regulates 
autophagy by enhancing the acidification of lysosomes, 
fusion of autophagosomes with lysosomes, and removal of 
autophagosomes [179]. DRAM1 also regulates the crosstalk 
between autophagy and apoptosis by interacting with BAX. 
DRAM1-mediated activation of autophagy upregulates BAX 
and recruits it into lysosomes. BAX initiates apoptosis via 
lysosomal protease cathepsin B-mediated Bid cleavage, 
cytochrome c release, and caspase 3 activation. These find-
ings imply that DRAM1 regulates apoptosis and autophagy 
in cells by inhibiting BAX degradation [180].

However, contrary evidence points to the inhibition of 
apoptosis caused by the activation of autophagy, which 
may be connected to the removal of damaged mitochon-
dria. Rapamycin facilitates translocation of p62 and parkin 
to impaired mitochondria to activate mitophagy and reduces 
cytochrome c release by inhibiting spinal cord ischemia-
reperfusion injury (SCIRI)-induced Bax translocation to 
mitochondria, thereby inhibiting apoptosis and protect-
ing neurons [181]. Necroptosis, a programmed necrosis, 
is activated in AD and may be associated with impaired 
autophagy. UVRAG is downregulated in AD, resulting 
in impaired autophagy flux and p62 accumulation. Accu-
mulated p62 then recruits RIPK1 and triggers its self-oli-
gomerization, which ultimately leads to neuronal necroptosis 
through the RIPK1/RIPK3/MLKL cascade [182]. Thus, the 
complicated relationship between autophagy and apoptosis 
may be attributed to different regulatory signals in different 
disease processes.

Autophagy and Neuroinflammation

In neurodegenerative diseases like AD and PD, neuroinflam-
mation plays a significant role [183, 184]. Anti-inflamma-
tory therapy thus has been recognized as a viable therapeutic 
approach. Autophagy may affect neurodegenerative diseases 
by regulating microglia-mediated neuroinflammation. Mice 
with structural abnormalities of the autophagy protein 
Atg16L exhibited reactive microgliosis, Aβ deposition, tau 
hyperphosphorylation, pervasive neurodegeneration, and 
severe memory and behavioral deficits. Pharmacological 
inhibition of neuroinflammation alleviated memory impair-
ment and pathology in this AD model [185]. In AD, toxic 
Aβ oligomers (AβOs) impair autophagy in microglia and 
induce neuroinflammation. Achyranthes bidentate polypep-
tide fraction k (ABPPk) can restore autophagy in AβOs-
injured microglia to restrain the M1 phenotype and facilitate 
the M2 phenotype, leading to anti-inflammatory activity. 
ABPPk thus significantly improves locomotor activity and 
alleviates memory deficits in AD [186].

In addition, the loss of microglia Atg5 leads to PD-like 
symptoms in mice, manifested as impaired cognitive learning 
and motor coordination, tyrosine hydroxylase (TH) neuronal 
loss, enhanced neuroinflammation, and decreased dopamine in 
the striatum. When autophagy was suppressed, NLRP3 inflam-
masome in microglia was activated, accompanied by sustained 
upregulation of downstream IL-1β and increased expression 
of the pro-inflammatory cytokine MIF (macrophage migra-
tion inhibitory factor). NLRP3-specific inhibitor MCC950 can 
prevent the formation of NLRP3 inflammasome, reduce MIF 
expression and neuroinflammatory response, and rescue TH 
neuronal loss in the substantial nigra (SN) [187]. In type 2 
diabetic mice, metabolic inflammation accelerates the degra-
dation of dopaminergic neurons. Metformin inhibits neuro-
inflammation induced by hyperactivation of microglia in the 
substania nigra compacta in mice with PD, thereby alleviating 
the degeneration of dopaminergic neurons [188].

Neuroinflammation and neurodegeneration are the main 
causes of progressive disability in patients with Multiple 
sclerosis (MS). In the MS mouse model, the recovery of 
CNS inflammation depends on the ability of microglia to 
remove tissue fragments. Loss of Atg7 in microglia results in 
the accumulation of phagocytic myelin and progressive MS-
like lesions. Therefore, inducing autophagy in elderly mice 
promotes the clearance of functional myelin and alleviates 
the disease. Trehalose enhances the autophagy of microglia 
and promotes the removal of tissue debris, thereby inhibiting 
inflammation and relieving MS [189].

According to the aforementioned findings, regulat-
ing autophagy may offer a potential new therapeutic 
strategy for neurodegenerative diseases associated with 
neuroinflammation.
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Signaling to Regulate Autophagy in Neurological 
Diseases

AMPK‑ mTOR‑dependent Pathway

mTOR, a serine/threonine protein kinase, regulates cell 
growth, reproduction, and protein synthesis by integrat-
ing intracellular and extracellular signals [190]. 5’-AMP-
activated protein kinase (AMPK) is an upstream of mTOR 
and can sense the energy state of cells. In the case of 
energy stress or low energy, AMPK is activated, inhibits 
mTOR [191] then enhances autophagy. The key mediator 
of autophagy, ULK1-ATG13-ATG101-FIP200, is primar-
ily regulated by AMPK-mTOR. Under normal circum-
stances, activated mTOR can phosphorylate the ser757 site 
of ULK1, interfering with the interaction between AMPK 
and ULK1, thus preventing AMPK from activating ULK1 
and autophagy. Under cellular stress, activated AMPK can 
inhibit mTORC1 to alleviate ULK1 Ser 757 phosphoryla-
tion. Conversely, AMPK phosphorylates Ser777 and Ser 317 
on ULK1 to activate ULK1 kinase, which ultimately induces 
autophagy [192, 193].

The AMPK-mTOR pathway has an important effect on 
the pathogenesis of many neurodegenerative diseases. Acti-
vation of mTOR mediates AD progression by inhibiting 
autophagy and reducing the clearance of Aβ [194]. Activat-
ing AMPK inhibits mTOR activity, enhances autophagy, and 
facilitates Aβ degradation [195]. However, researchers have 
found that mTOR signaling is indispensable for synaptic 
plasticity and memory formation in the hippocampus, and 
restraint of mTOR disrupts memory consolidation [196]. 
In APP/PS1 transgenic mice, transient receptor potential 
mucolipin-1 (TRPML1) was downregulated, accompanied 
by activation of AMPK signaling, and inhibition of mTOR 
signaling. Overexpression of TRPML1, or treatment with 
AMPK inhibitors and mTOR activators can downregulate 
ALR-associated proteins, improve recognition and memory 
impairment, and alleviate neuronal apoptosis, suggesting 
that TRPML1 participates in the pathogenesis of AD by 
modulating autophagy through AMPK-mTOR signaling 
[197].

The AMPK-mTOR pathway also mediates the activa-
tion of autophagy and produces a protective effect during 
ischemia or preconditioning. Metformin and resveratrol can 
activate AMPK, induce autophagy or mitophagy, and pro-
vide protection against subsequent cerebral ischemia [68, 
70]. Metformin preconditioning and autophagy activation 
are hindered by the AMPK inhibitor Compound C or the 
autophagy inhibitor 3-MA. Rapamycin specifically inhibits 
mTORC1 to induce autophagy, which has been proved to 
be related to the protective effect of rapamycin on cerebral/
myocardial ischemia [198, 199]. Hippocampal CA3 neurons 
are stimulated by ischemia to produce hamartin, which is a 

product of the tuberous sclerosis complex 1 gene (TSC1). 
Inhibition of the expression of hamartin increases the vulner-
ability of neurons to cell death after ischemia, whereas over-
expression of hamartin protects neuronal against ischemia 
injury through mTORC1-dependent mechanism that induces 
autophagy [60]. These data suggest that agents acting on 
the AMPK-mTOR pathway to induce autophagy may have 
the potential to treat neurodegenerative diseases or ischemic 
cardiovascular diseases.

Beclin 1 and autophagy

Beclin 1, a mammalian homolog of yeast Atg6, is an 
autophagy-related tumor suppressor gene [200]. Bcl-2 or 
Bcl-XL binds to the BH3 domain of Beclin 1 to inhibit Bec-
lin 1. In addition, BH3-only protein or pharmacological BH3 
mimics can trigger autophagy by competitively interfering 
with the interaction between Bcl-2 or Bcl-XL and Beclin 1 
[201].

Beclin 1-mediated autophagy may mediate neuropro-
tection in brain preconditioning. By triggering autophagy 
via the HIF-1α/Beclin 1 pathway, hypoxic preconditioning 
(HPC) reduces OGD/R-induced damage to SH-SY5Y cells 
[202]. TOM7 is an important part of the protein translo-
case of the outer mitochondrial membrane (TOM) complex. 
TOM7 can modulate autophagy through the PINK1/Beclin 1 
signaling after cerebral ischemia, and silencing TOM7 inhib-
its autophagy via the PINK1/Beclin 1 pathway to aggravate 
cerebral ischemia [203]. Sphingosine kinase 2 (SPK2) leads 
to autophagy activation induced by isoflurane or hypoxia 
preconditioning in neurons and participates in the neuro-
protection of cerebral preconditioning [204]. Interestingly, 
SPK2-mediated autophagy and protection is independent of 
its catalytic activity but displaces Beclin 1 from the Bcl-2/
Beclin 1 complex through its BH3 domain, thus releasing 
free Beclin 1 to induce autophagy [63, 205]. The Tat-SPK2 
peptide designed according to the BH3 domain of SPK2 
can protect neurons against ischemic injury by activating 
autophagy or mitophagy [206].

Beclin 1-mediated autophagy has also been linked to 
some neurodegenerative diseases. In PC12 cells, Beclin 1 
may exert an effect on the autophagic degradation of the 
mutant HTT552. Blockade of Beclin 1 nuclear output or 
reduction of Beclin 1 expression induced the formation of 
mHTT552 aggregates [97]. In addition, Aβ can stimulate 
the production of inflammatory cytokines, thereby inhibit-
ing the Beclin 1-mediated autophagy and the capacity of 
microglia to phagocytosis Aβ [207, 208]. Beclin 1-depend-
ent autophagy can not only affect AD pathology by regulat-
ing the microglial phagocytosis of Aβ but may also affect the 
production and release of cytokines leading to progressive 
neuroinflammation [209].
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TP53 and TP53 Target Genes (DRAM, TIGAR ) 
and Autophagy

TP53 is a key tumor suppressor gene product that is essen-
tial in apoptosis, DNA repair, and cell cycle regulation. In 
addition to its important role in carcinogenesis, a growing 
amount of research has found that TP53 and its target gene 
(TIGAR, DRAM1) play important roles in neurological dis-
eases by regulating autophagy [210, 211].

TP53 and DRAM1 in particular may be critical factors 
mediating autophagic activation and mitochondrial dys-
function in neuronal excitotoxicity. Inhibition of TP53 
suppresses autophagy activation, mitochondrial dysfunc-
tion, and excitatory neuronal damage [212]. DRAM1 
may affect the autophagy machinery at multiple levels. 
DRAM1 can enhance lysosomal acidification, and lysoso-
mal fusion with autophagosomes, and promote autophagy 
flux. Knockdown of DRAM1 exerts an inhibitory effect 
on autophagy by disrupting autophagosome-lysosomal 
fusion, thereby exacerbating OGD/R-induced cell dam-
age in neuro-2a [213]. DRAM1 also induces autophagy 
by inhibiting the PI3K-AKT-mTOR-S6k pathway [214]. 
DRAM1 is not only required for TP53-mediated apop-
tosis but also regulates the crosstalk between autophagy 
and apoptosis through interacting with BAX, as previously 
described [180].

TP53-induced glycolysis and apoptosis regulator 
(TIGAR) is capable of inhibiting glycolysis through fruc-
tose-2, 6-diphosphatase activity to facilitate the pentose 
phosphate pathway, increasing intracellular NADPH and 
decreasing ROS. TIGAR thus inhibits autophagy activation 
by inhibiting ROS [215, 216]. TIGAR shows neuroprotec-
tion in monkey and rodent models of cerebral ischemia. 
Mechanistically, TIGAR partially inhibits autophagy by 
decreasing ROS and activating the mTOR-S6K pathway, 
thereby preventing cerebral ischemia-induced neuronal 
injury [217]. Moreover, TIGAR defends the tight junc-
tion of brain microvascular endothelial cells by preserving 
NADPH production and preventing autophagy [218]. How-
ever, other findings suggest the role of TIGAR in inducing 
autophagy. In high-glucose-stimulated neuronal cells and the 
hippocampus of streptozotocin (STZ)-induced diabetic mice, 
overexpression of TIGAR rescued the impaired autophagy 
induced by high-glucose and reduced neuronal apoptosis 
[219]. Interestingly, TIGAR’s neuroprotection in long-term 
cerebral ischemia by alleviating oxidative stress was inde-
pendent of the pentose phosphate pathway triggered by its 
phosphatase activity. In the brain with chronic ischemia, 
TIGAR induced autophagy, thereby activating Nrf2 and 
producing a sustained antioxidant effect [220]. The above 
results suggest that TIGAR can inhibit or induce autophagy 
through phosphatase activity or non-phosphatase activity 
under different pathological conditions.

ER Stress and Autophagy

During ER stress, active transcription factor 6 (ATF6), 
inositol-dependent enzyme 1 (IRE1), and protein kinase 
R-like endoplasmic reticulum kinase (PERK) dissociate 
from GRP78 and are activated to initiate unfolded protein 
response (UPR). Subsequently, the expression of UPR-
related genes including molecular chaperones is increased, 
while the overall protein translation levels are downregulated 
to restore ER homeostasis [221, 222]. ER stress at the early 
stage can prevent protein aggregation by inhibiting protein 
synthesis and upregulating ER chaperone protein expression 
(such as GRP78, GRP94, HSPs, etc.) to facilitate the proper 
folding of proteins, thus promoting the restoration of ER 
function and protecting cells. However, persistent ER stress 
may lead to the activation of CHOP and caspase-12, thus 
triggering ER stress-dependent apoptosis [223].

ER stress is associated with the differential effects of 
autophagy during ischemia and preconditioning [59, 66]. 
ER stress has been demonstrated to play a dual role in lethal 
ischemia and preconditioning [58, 59]. ER stress induced 
by lethal ischemia leads to activation of CHOP and cas-
pase-12 [224, 225]. However, preconditioning may increase 
the levels of heat shock proteins (HSPs) or ER chaperones 
to alleviate the intense ER stress that occurs during lethal 
ischemia [226, 227]. Preactivation of autophagy by IPC 
can reduce excessive ER stress-dependent apoptosis during 
fatal ischemia, accompanied by upregulation of chaperones 
HSP60, HSP70, and GRP78 and downregulation of CHOP 
and caspase-12 [60]. Interestingly, the neuroprotective effect 
of IPC can be eliminated by the inhibition of endoplasmic 
reticulum stress, accompanied by autophagy inhibition [66]. 
Endoplasmic reticulum stress inducers tunicamycin (TM) 
or thapsigargin (TG) can also effectively alleviate fatal cer-
ebral ischemia injury by inducing autophagy [228]. The ER 
chaperone GRP78 may be a critical mediator of autophagy 
activation in preconditioning [67]. Similarly, mild autophagy 
induced by STX17 prevents ER stress-dependent apoptosis 
in fatal ischemia [53]. In subarachnoid hemorrhage (SAH), 
the autophagy protein NRBF2 reduces neuroinflammation 
and oxidative stress associated with ER stress by interact-
ing with Rab7 to promote autophagosome maturation [56]. 
These studies collectively provide good evidence for the idea 
that preconditioning can induce mild ER stress to upregulate 
molecular chaperones, contributing to autophagy activation, 
and thereby preventing ER stress-dependent apoptosis in 
fatal cerebral ischemia (Fig. 3).

In addition, PD is affected by ER stress-mediated 
autophagy. In response to ER stress, the transcription factor 
XBP1 is unconventionally spliced and activated by ERN1/
IREα. XBP1 then activates PINK1 in neurons and trig-
gers mitophagy that relies on endogenous PINK1. PINK1 
kinase can control the transcriptional activity of XBP1s 
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by its phosphorylation. The translocation of XBP1s to the 
nucleus is facilitated by PINK1-mediated phosphorylation, 
favoring its transcriptional activity and enhancing the tran-
scription of PINK1 itself. However, the XBP1-PINK1 circuit 
that controls mitophagy may be disrupted in PD, leading to 
ER stress and mitochondrial dysfunction, thereby promoting 
the development of PD [229].

FOXO and Autophagy

FOXO, a transcription factor, regulates a variety of cellular 
functions such as cell differentiation, metabolism, prolifera-
tion, and survival. Moreover, FOXO is involved in the regu-
lation of autophagy [230]. FOXO1 may induce the expres-
sion of BNIP3, which then replaces Beclin 1 in the Beclin 
1/Bcl-XL complex to initiate autophagy [231]. The ACE2/

Ang(1-7)/MasR axis induces FOXO1 and autophagy flux and 
inhibits the transition of microglia polarization from M1 to 
M2 phenotype, thereby suppressing inflammation and mediat-
ing neuroprotection [232]. FKBP5 is upregulated in cerebral 
ischemia-reperfusion injury and is connected with the severity 
of neuronal injury. FKBP5 activates autophagy by prevent-
ing the phosphorylation of AKT and FOXO3 and exacerbates 
neuronal injury, while FKBP5 knockdown alleviates ischemic 
neuronal damage [233]. This suggests that FOXO1/3-mediated 
autophagy is involved in microglia-mediated neuroimmu-
nomodulation and neuronal survival.

Fig. 3  Endoplasmic reticulum stress and autophagy in cerebral 
ischemia and ischemic preconditioning. In the case of insufficient 
energy supply or nutrient deficiency, misfolded or unfolded proteins 
accumulate in the ER lumen, triggering ER stress through signals of 
unfolded protein-responsive receptors IRE1, PERK, and ATF6. Cer-
ebral ischemic preconditioning induces mild ER stress and upregu-
lates ER chaperone GRP78 to activate mild autophagy through 
the AMPK/mTOR pathway, producing a neuroprotective effect. 
However, permanent cerebral ischemia leads to severe ER stress, 

increased CHOP expression, cleavage of caspase 12, and apoptosis. 
Mild autophagy induced by STX17 also prevents ER stress-depend-
ent apoptosis in fatal ischemia. GRP78, glucose-regulated protein 
of molecular mass 78; IRE1α, Inositol-requiring transmembrane 
kinase endoribonuclease-1α; ATF6, Activating Transcription Factor 
6; XBP1, a master regulator of the unfolded protein response; JNK, 
c-Jun N-terminal kinase; STX17, Syntaxin 17; CHOP, C/EBP homol-
ogous protein; cas3, Caspase3; cas12, Caspase12
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Conclusion and Perspective

In general, autophagy plays diverse roles in neuronal excito-
toxicity, neurodegenerative diseases, ischemic precondition-
ing, and cerebral ischemia. Mild autophagy eliminates dam-
aged organelles and harmful protein aggregates from cells, 
thereby limiting the spread of detrimental signals. However, 
excessive autophagy leads to permanent organelles damage, 
triggering cell death. Autophagy is involved in maintain-
ing cellular homeostasis by coordinating with other cellular 
activities, including mitochondrial function, endoplasmic 
reticulum stress, and apoptosis. The interplay of autophagy 
with different essential elements in various signaling path-
ways involving AMPK-mTOR, Beclin 1, TP53, and DRAM1 
may explain its multifunctional role.

Although much research has been done on the role of 
autophagy in neurological diseases, there are still some 
issues that need to be addressed. First, mild to moderate 
autophagy may be a pro-survival mechanism for neurons to 
maintain CNS homeostasis. However, sustained or exces-
sive autophagy may result in autophagic cell death. There-
fore, how to activate moderate autophagy to exert the ben-
efit effect of autophagy and prevent its harmful effects is a 
critical issue that needs to be addressed urgently in clinical 
application. Second, what is particularly interesting is the 
differential role of autophagy in ischemic stroke. Contra-
dictory evidence has shown that activation or inhibition 
of autophagy may produce neuroprotection in ischemic 
stroke, which may be associated with the different stages in 
ischemia or reperfusion and different signaling that mediate 
autophagy. Therefore, investigating the differential role of 
autophagy in different stages of ischemia and its regulatory 
signals will enable precise regulation of autophagy to pre-
vent neuronal injury in the future. Third, neurodegenerative 
diseases and stroke are more common in the elderly, and the 
research on the effect of autophagy on neurological diseases 
is mostly based on experiments on cells and young animals. 
Therefore, the existing research has the problem of large dif-
ferences in age and species and there is still a long distance 
from clinical translations. In addition, for central nervous 
system drugs, how to penetrate the blood-brain barrier and 
target the nervous system is a key issue to improve drug effi-
cacy and reduce side effects. Therefore, how to improve the 
value of autophagy in the clinical application of neurologi-
cal diseases is a main direction for future research. A better 
understanding of autophagy and its regulatory mechanisms 
will provide useful information for insight into the pathogen-
esis of central nervous system diseases and the development 
of new therapeutic approaches.

Acknowledgements This review was supported by grants from 
the National Natural Science Foundation of China (82173811, 
81973315), Natural Science Foundation of Jiangsu Higher Education 

(20KJA310008), Jiangsu Key Laboratory of Neuropsychiatric Diseases 
(BM2013003) and the Priority Academic Program Development of the 
Jiangsu Higher Education Institutes (PAPD).

Conflict of interest The authors declare that there are no conflicts 
of interest.

Open Access This article is licensed under a Creative Commons 
Attribution 4.0 International License, which permits use, sharing, adap-
tation, distribution and reproduction in any medium or format, as long 
as you give appropriate credit to the original author(s) and the source, 
provide a link to the Creative Commons licence, and indicate if changes 
were made. The images or other third party material in this article are 
included in the article’s Creative Commons licence, unless indicated 
otherwise in a credit line to the material. If material is not included in 
the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will 
need to obtain permission directly from the copyright holder. To view a 
copy of this licence, visit http:// creat iveco mmons. org/ licen ses/ by/4. 0/.

References

 1. Scrivo A, Bourdenx M, Pampliega O, Cuervo AM. Selective 
autophagy as a potential therapeutic target for neurodegenerative 
disorders. Lancet Neurol 2018, 17: 802–815.

 2. Mizushima N, Komatsu M. Autophagy: Renovation of cells and 
tissues. Cell 2011, 147: 728–741.

 3. Mizushima N. A brief history of autophagy from cell biology to 
physiology and disease. Nat Cell Biol 2018, 20: 521–527.

 4. Tooze SA, Dikic I. Autophagy captures the Nobel prize. Cell 
2016, 167: 1433–1435.

 5. Levine B, Klionsky DJ. Autophagy wins the 2016 Nobel Prize 
in Physiology or Medicine: Breakthroughs in baker’s yeast fuel 
advances in biomedical research. Proc Natl Acad Sci U S A 2017, 
114: 201–205.

 6. Levine B, Kroemer G. Biological functions of autophagy genes: 
A disease perspective. Cell 2019, 176: 11–42.

 7. Galluzzi L, Bravo-San Pedro JM, Blomgren K, Kroemer G. 
Autophagy in acute brain injury. Nat Rev Neurosci 2016, 17: 
467–484.

 8. Peker N, Gozuacik D. Autophagy as a cellular stress response 
mechanism in the nervous system. J Mol Biol 2020, 432: 
2560–2588.

 9. Ren J, Taegtmeyer H. Too much or not enough of a good thing—
The Janus faces of autophagy in cardiac fuel and protein homeo-
stasis. J Mol Cell Cardiol 2015, 84: 223–226.

 10. Button RW, Luo S, Rubinsztein DC. Autophagic activity in neu-
ronal cell death. Neurosci Bull 2015, 31: 382–394.

 11. Bar-Yosef T, Damri O, Agam G. Dual role of autophagy in dis-
eases of the central nervous system. Front Cell Neurosci 2019, 
13: 196.

 12. Djajadikerta A, Keshri S, Pavel M, Prestil R, Ryan L, Rubinsztein 
DC. Autophagy induction as a therapeutic strategy for neurode-
generative diseases. J Mol Biol 2020, 432: 2799–2821.

 13. Kulkarni A, Chen J, Maday S. Neuronal autophagy and intercel-
lular regulation of homeostasis in the brain. Curr Opin Neurobiol 
2018, 51: 29–36.

 14. Ravikumar B, Sarkar S, Davies JE, Futter M, Garcia-Arencibia 
M, Green-Thompson ZW. Regulation of mammalian autophagy 
in physiology and pathophysiology. Physiol Rev 2010, 90: 
1383–1435.

http://creativecommons.org/licenses/by/4.0/


377Y.-Y. Li et al.: Autophagy in Neural Function and Diseases

1 3

 15. Nixon RA. The role of autophagy in neurodegenerative disease. 
Nat Med 2013, 19: 983–997.

 16. Ravikumar B, Vacher C, Berger Z, Davies JE, Luo S, Oroz LG, et 
al. Inhibition of mTOR induces autophagy and reduces toxicity 
of polyglutamine expansions in fly and mouse models of Hun-
tington disease. Nat Genet 2004, 36: 585–595.

 17. Sarkar S, Perlstein EO, Imarisio S, Pineau S, Cordenier A, 
Maglathlin RL, et al. Small molecules enhance autophagy and 
reduce toxicity in Huntington’s disease models. Nat Chem Biol 
2007, 3: 331–338.

 18. Fang EF, Hou Y, Palikaras K, Adriaanse BA, Kerr JS, Yang B, et 
al. Mitophagy inhibits amyloid-β and tau pathology and reverses 
cognitive deficits in models of Alzheimer’s disease. Nat Neurosci 
2019, 22: 401–412.

 19. Moreau K, Fleming A, Imarisio S, Lopez Ramirez A, Mercer 
JL, Jimenez-Sanchez M, et al. PICALM modulates autophagy 
activity and tau accumulation. Nat Commun 2014, 5: 4998.

 20. Cragnaz L, Spinelli G, De Conti L, Bureau EA, Brownlees J, Fei-
guin F, et al. Thioridazine reverts the phenotype in cellular and 
Drosophila models of amyotrophic lateral sclerosis by enhancing 
TDP-43 aggregate clearance. Neurobiol Dis 2021, 160: 105515.

 21. Vasconcelos-Ferreira A, Martins IM, Lobo D, Pereira D, Lopes 
MM, Faro R, et al. ULK overexpression mitigates motor deficits 
and neuropathology in mouse models of Machado-Joseph dis-
ease. Mol Ther 2022, 30: 370–387.

 22. Vasconcelos-Ferreira A, Carmo-Silva S, Codêsso JM, Silva P, 
Martinez ARM, França MC Jr, et al. The autophagy-enhancing 
drug carbamazepine improves neuropathology and motor impair-
ment in mouse models of Machado-Joseph disease. Neuropathol 
Appl Neurobiol 2022, 48: e12763.

 23. Dazzo E, Nobile C. Epilepsy-causing Reelin mutations result in 
impaired secretion and intracellular degradation of mutant pro-
teins. Hum Mol Genet 2022, 31: 665–673.

 24. Komatsu M, Waguri S, Koike M, Sou YS, Ueno T, Hara T, et 
al. Homeostatic levels of p62 control cytoplasmic inclusion 
body formation in autophagy-deficient mice. Cell 2007, 131: 
1149–1163.

 25. Komatsu M, Wang QJ, Holstein GR, Friedrich VL Jr, Iwata JI, 
Kominami E, et al. Essential role for autophagy protein Atg7 
in the maintenance of axonal homeostasis and the prevention 
of axonal degeneration. Proc Natl Acad Sci U S A 2007, 104: 
14489–14494.

 26. Komatsu M, Waguri S, Chiba T, Murata S, Iwata JI, Tanida I, 
et al. Loss of autophagy in the central nervous system causes 
neurodegeneration in mice. Nature 2006, 441: 880–884.

 27. Hara T, Nakamura K, Matsui M, Yamamoto A, Nakahara Y, 
Suzuki-Migishima R, et al. Suppression of basal autophagy in 
neural cells causes neurodegenerative disease in mice. Nature 
2006, 441: 885–889.

 28. Glatigny M, Moriceau S, Rivagorda M, Ramos-Brossier M, Nas-
cimbeni AC, Lante F, et al. Autophagy is required for memory 
formation and reverses age-related memory decline. Curr Biol 
2019, 29: 435-448.e8.

 29. la Barbera L, Vedele F, Nobili A, Krashia P, Spoleti E, Latag-
liata EC, et al. Nilotinib restores memory function by preventing 
dopaminergic neuron degeneration in a mouse model of Alzhei-
mer’s Disease. Prog Neurobiol 2021, 202: 102031.

 30. Bordi M, Berg MJ, Mohan PS, Peterhoff CM, Alldred MJ, Che 
S, et al. Autophagy flux in CA1 neurons of Alzheimer hippocam-
pus: Increased induction overburdens failing lysosomes to propel 
neuritic dystrophy. Autophagy 2016, 12: 2467–2483.

 31. Dong XX, Wang Y, Qin ZH. Molecular mechanisms of excito-
toxicity and their relevance to pathogenesis of neurodegenerative 
diseases. Acta Pharmacol Sin 2009, 30: 379–387.

 32. Wang Y, Qin ZH. Molecular and cellular mechanisms of excito-
toxic neuronal death. Apoptosis 2010, 15: 1382–1402.

 33. Qin ZH, Wang Y, Nakai M, Chase TN. Nuclear factor-kappa B 
contributes to excitotoxin-induced apoptosis in rat striatum. Mol 
Pharmacol 1998, 53: 33–42.

 34. Qin ZH, Wang Y, Chase TN. Stimulation of N-methyl-D-aspar-
tate receptors induces apoptosis in rat brain. Brain Res 1996, 
725: 166–176.

 35. Qin ZH, Chen RW, Wang Y, Nakai M, Chuang DM, Chase TN. 
Nuclear factor kappaB nuclear translocation upregulates c-Myc 
and p53 expression during NMDA receptor-mediated apoptosis 
in rat striatum. J Neurosci 1999, 19: 4023–4033.

 36. Wang Y, Han R, Liang ZQ, Wu JC, Zhang XD, Gu ZL, et al. 
An autophagic mechanism is involved in apoptotic death of 
rat striatal neurons induced by the non-N-methyl-D-aspartate 
receptor agonist kainic acid. Autophagy 2008, 4: 214–226.

 37. Wang Y, Dong XX, Cao Y, Liang ZQ, Han R, Wu JC, et al. 
p53 induction contributes to excitotoxic neuronal death in rat 
striatum through apoptotic and autophagic mechanisms. Eur J 
Neurosci 2009, 30: 2258–2270.

 38. Zhang XD, Wang Y, Wang Y, Zhang X, Han R, Wu JC, et al. 
p53 mediates mitochondria dysfunction-triggered autophagy 
activation and cell death in rat striatum. Autophagy 2009, 5: 
339–350.

 39. Virani SS, Alonso A, Benjamin EJ, Bittencourt MS, Callaway 
CW, Carson AP, et al. Heart disease and stroke statistics-2020 
update: A report from the American heart association. Circula-
tion 2020, 141: e139–e596.

 40. Correia PN, Meyer IA, Eskandari A, Amiguet M, Hirt L, Michel 
P. Preconditioning by preceding ischemic cerebrovascular events. 
J Am Heart Assoc 2021, 10: e020129.

 41. Liu XQ, Sheng R, Qin ZH. The neuroprotective mechanism of 
brain ischemic preconditioning. Acta Pharmacol Sin 2009, 30: 
1071–1080.

 42. Sheng R, Qin ZH. The divergent roles of autophagy in ischemia 
and preconditioning. Acta Pharmacol Sin 2015, 36: 411–420.

 43. Adhami F, Liao G, Morozov YM, Schloemer A, Schmithorst VJ, 
Lorenz JN, et al. Cerebral ischemia-hypoxia induces intravascu-
lar coagulation and autophagy. Am J Pathol 2006, 169: 566–583.

 44. Koike M, Shibata M, Tadakoshi M, Gotoh K, Komatsu M, 
Waguri S, et al. Inhibition of autophagy prevents hippocampal 
pyramidal neuron death after hypoxic-ischemic injury. Am J 
Pathol 2008, 172: 454–469.

 45. Wen YD, Sheng R, Zhang LS, Han R, Zhang X, Zhang XD, 
et al. Neuronal injury in rat model of permanent focal cerebral 
ischemia is associated with activation of autophagic and lysoso-
mal pathways. Autophagy 2008, 4: 762–769.

 46. Grishchuk Y, Ginet V, Truttmann AC, Clarke PG, Puyal J. Bec-
lin 1-independent autophagy contributes to apoptosis in cortical 
neurons. Autophagy 2011, 7: 1115–1131.

 47. Li WL, Yu SP, Chen D, Yu SS, Jiang YJ, Genetta T, et al. The 
regulatory role of NF-κB in autophagy-like cell death after focal 
cerebral ischemia in mice. Neuroscience 2013, 244: 16–30.

 48. Thiebaut AM, Buendia I, Ginet V, Lemarchand E, Boudjadja 
MB, Hommet Y, et al. Thrombolysis by PLAT/tPA increases 
serum free  IGF1 leading to a decrease of deleterious autophagy 
following brain ischemia. Autophagy 2022, 18: 1297–1317.

 49. Sengking J, Oka C, Wicha P, Yawoot N, Tocharus J, Chaichom-
poo W, et al. Neferine protects against brain damage in perma-
nent cerebral ischemic rat associated with autophagy suppres-
sion and AMPK/mTOR regulation. Mol Neurobiol 2021, 58: 
6304–6315.

 50. He M, Kittur FS, Hung CY, Zhang J, Jing L, Sane DC, et al. 
A novel plant-produced asialo-rhuEPO protects brain from 
ischemic damage without erythropoietic action. Transl Stroke 
Res 2022, 13: 338–354.

 51. Carloni S, Girelli S, Scopa C, Buonocore G, Longini M, Bal-
duini W. Activation of autophagy and Akt/CREB signaling play 



378 Neurosci. Bull. March, 2024, 40(3):363–382

1 3

an equivalent role in the neuroprotective effect of rapamycin in 
neonatal hypoxia-ischemia. Autophagy 2010, 6: 366–377.

 52. Zhang X, Yan H, Yuan Y, Gao J, Shen Z, Cheng Y, et al. Cer-
ebral ischemia-reperfusion-induced autophagy protects against 
neuronal injury by mitochondrial clearance. Autophagy 2013, 9: 
1321–1333.

 53. Chen L, Xia YF, Shen SF, Tang J, Chen JL, Qian K, et al. 
Syntaxin 17 inhibits ischemic neuronal injury by resuming 
autophagy flux and ameliorating endoplasmic reticulum stress. 
Free Radic Biol Med 2020, 160: 319–333.

 54. Chen C, Liu L, Shu YQ, Jing P, Lu Y, Zhang XX, et al. 
Blockade of  HCN2 channels provides neuroprotection against 
ischemic injury via accelerating autophagic degradation in hip-
pocampal neurons. Neurosci Bull 2020, 36: 875–894.

 55. Forte M, Bianchi F, Cotugno M, Marchitti S, De Falco E, Raffa 
S, et al. Pharmacological restoration of autophagy reduces 
hypertension-related stroke occurrence. Autophagy 2020, 16: 
1468–1481.

 56. Zeng H, Chen H, Li M, Zhuang J, Peng Y, Zhou H, et al. 
Autophagy protein  NRBF2 attenuates endoplasmic reticulum 
stress-associated neuroinflammation and oxidative stress via 
promoting autophagosome maturation by interacting with Rab7 
after SAH. J Neuroinflammation 2021, 18: 210.

 57. Li S, Hafeez A, Noorulla F, Geng X, Shao G, Ren C, et al. 
Preconditioning in neuroprotection: From hypoxia to ischemia. 
Prog Neurobiol 2017, 157: 79–91.

 58. Sheng R, Zhang LS, Han R, Liu XQ, Gao B, Qin ZH. 
Autophagy activation is associated with neuroprotection 
in a rat model of focal cerebral ischemic preconditioning. 
Autophagy 2010, 6: 482–494.

 59. Sheng R, Liu XQ, Zhang LS, Gao B, Han R, Wu YQ, et al. 
Autophagy regulates endoplasmic reticulum stress in ischemic 
preconditioning. Autophagy 2012, 8: 310–325.

 60. Papadakis M, Hadley G, Xilouri M, Hoyte LC, Nagel S, 
McMenamin MM, et al. Tsc1 (hamartin) confers neuroprotec-
tion against ischemia by inducing autophagy. Nat Med 2013, 
19: 351–357.

 61. Yan W, Zhang H, Bai X, Lu Y, Dong H, Xiong L. Autophagy 
activation is involved in neuroprotection induced by hyperbaric 
oxygen preconditioning against focal cerebral ischemia in rats. 
Brain Res 2011, 1402: 109–121.

 62. Wang YC, Zhang S, Du TY, Wang B, Sun XQ. Hyperbaric 
oxygen preconditioning reduces ischemia-reperfusion injury 
by stimulating autophagy in neurocyte. Brain Res 2010, 1323: 
149–151.

 63. Sheng R, Zhang TT, Felice VD, Qin T, Qin ZH, Smith CD, et 
al. Preconditioning stimuli induce autophagy via sphingosine 
kinase 2 in mouse cortical neurons. J Biol Chem 2014, 289: 
20845–20857.

 64. Qiao S, Xie H, Wang C, Wu X, Liu H, Liu C. Delayed anesthetic 
preconditioning protects against myocardial infarction via activa-
tion of nuclear factor-κB and upregulation of autophagy. J Anesth 
2013, 27: 251–260.

 65. Shiomi M, Miyamae M, Takemura G, Kaneda K, Inamura Y, 
Onishi A, et al. Sevoflurane induces cardioprotection through 
reactive oxygen species-mediated upregulation of autophagy in 
isolated Guinea pig hearts. J Anesth 2014, 28: 593–600.

 66. Gao B, Zhang XY, Han R, Zhang TT, Chen C, Qin ZH, et al. 
The endoplasmic reticulum stress inhibitor salubrinal inhibits 
the activation of autophagy and neuroprotection induced by 
brain ischemic preconditioning. Acta Pharmacol Sin 2013, 34: 
657–666.

 67. Zhang XY, Zhang TT, Song DD, Zhou JH, Han R, Qin ZH, 
et al. Endoplasmic reticulum chaperone GRP78 is involved in 
autophagy activation induced by ischemic preconditioning in 
neural cells. Mol Brain 2015, 8: 20.

 68. Pineda-Ramírez N, Alquisiras-Burgos I, Ortiz-Plata A, Ruiz-
Tachiquín ME, Espinoza-Rojo M, Aguilera P. Resveratrol acti-
vates neuronal autophagy through AMPK in the ischemic brain. 
Mol Neurobiol 2020, 57: 1055–1069.

 69. Wang P, Guan YF, Du H, Zhai QW, Su DF, Miao CY. Induction 
of autophagy contributes to the neuroprotection of nicotinamide 
phosphoribosyltransferase in cerebral ischemia. Autophagy 2012, 
8: 77–87.

 70. Jiang T, Yu JT, Zhu XC, Wang HF, Tan MS, Cao L, et al. Acute 
metformin preconditioning confers neuroprotection against 
focal cerebral ischaemia by pre-activation of AMPK-dependent 
autophagy. Br J Pharmacol 2014, 171: 3146–3157.

 71. Forte M, Marchitti S, Cotugno M, Di Nonno F, Stanzione R, 
Bianchi F, et al. Trehalose, a natural disaccharide, reduces stroke 
occurrence in the stroke-prone spontaneously hypertensive rat. 
Pharmacol Res 2021, 173: 105875.

 72. Escobar KA, Cole NH, Mermier CM, VanDusseldorp TA. 
Autophagy and aging: Maintaining the proteome through exer-
cise and caloric restriction. Aging Cell 2019, 18: e12876.

 73. Memme JM, Erlich AT, Phukan G, Hood DA. Exercise and mito-
chondrial health. J Physiol 2021, 599: 803–817.

 74. Huang J, Wang X, Zhu Y, Li Z, Zhu YT, Wu JC, et al. Exercise 
activates lysosomal function in the brain through AMPK-SIRT1-
TFEB pathway. CNS Neurosci Ther 2019, 25: 796–807.

 75. Luo L, Dai JR, Guo SS, Lu AM, Gao XF, Gu YR, et al. Lyso-
somal proteolysis is associated with exercise-induced improve-
ment of mitochondrial quality control in aged Hippocampus. J 
Gerontol A Biol Sci Med Sci 2017, 72: 1342–1351.

 76. Quan X, Song L, Zheng X, Liu S, Ding H, Li S, et al. Reduction 
of autophagosome overload attenuates neuronal cell death after 
traumatic brain injury. Neuroscience 2021, 460: 107–119.

 77. Cui C, Wang C, Jin F, Yang M, Kong L, Han W, et al. Calcitriol 
confers neuroprotective effects in traumatic brain injury by acti-
vating Nrf2 signaling through an autophagy-mediated mecha-
nism. Mol Med 2021, 27: 118.

 78. Yamaguchi J, Suzuki C, Nanao T, Kakuta S, Ozawa K, Tanida 
I, et al. Atg9a deficiency causes axon-specific lesions including 
neuronal circuit dysgenesis. Autophagy 2018, 14: 764–777.

 79. Crawley O, Grill B. Autophagy in axonal and presynaptic devel-
opment. Curr Opin Neurobiol 2021, 69: 139–148.

 80. Kulkarni VV, Anand A, Herr JB, Miranda C, Vogel MC, Maday 
S. Synaptic activity controls autophagic vacuole motility and 
function in dendrites. J Cell Biol 2021, 220: e202002084.

 81. Stavoe AKH, Holzbaur ELF. Autophagy in neurons. Annu Rev 
Cell Dev Biol 2019, 35: 477–500.

 82. Hill SE, Colón-Ramos DA. The journey of the synaptic 
autophagosome: A cell biological perspective. Neuron 2020, 
105: 961–973.

 83. Maday S, Holzbaur EL. Compartment-specific regulation of 
autophagy in primary neurons. J Neurosci 2016, 36: 5933–5945.

 84. Kuijpers M, Kochlamazashvili G, Stumpf A, Puchkov D, Swami-
nathan A, Lucht MT, et al. Neuronal autophagy regulates presyn-
aptic neurotransmission by controlling the axonal endoplasmic 
reticulum. Neuron 2022, 110: 734.

 85. Sarraf SA, Shah HV, Kanfer G, Pickrell AM, Holtzclaw LA, 
Ward ME, et al. Loss of TAX1BP1-directed autophagy results 
in protein aggregate accumulation in the brain. Mol Cell 2020, 
80: 779-795.e10.

 86. Bourdenx M, Martín-Segura A, Scrivo A, Rodriguez-Navarro JA, 
Kaushik S, Tasset I, et al. Chaperone-mediated autophagy pre-
vents collapse of the neuronal metastable proteome. Cell 2021, 
184: 2696-2714.e25.

 87. Yang N, Liu X, Niu X, Wang X, Jiang R, Yuan N, et al. Activa-
tion of autophagy ameliorates age-related neurogenesis decline 
and neurodysfunction in adult mice. Stem Cell Rev Rep 2022, 
18: 626–641.



379Y.-Y. Li et al.: Autophagy in Neural Function and Diseases

1 3

 88. Pandey UB, Nie Z, Batlevi Y, McCray BA, Ritson GP, Nedelsky 
NB, et al. HDAC6 rescues neurodegeneration and provides an 
essential link between autophagy and the UPS. Nature 2007, 447: 
859–863.

 89. Liu X, Yamashita T, Shang J, Shi X, Morihara R, Huang Y, et 
al. Molecular switching from ubiquitin-proteasome to autophagy 
pathways in mice stroke model. J Cereb Blood Flow Metab 2020, 
40: 214–224.

 90. Finkbeiner S. Huntington’s disease. Cold Spring Harb Perspect 
Biol 2011, 3: a007476.

 91. Maat-Schieman ML, Dorsman JC, Smoor MA, Siesling S, Van 
Duinen SG, Verschuuren JJ, et al. Distribution of inclusions in 
neuronal nuclei and dystrophic neurites in Huntington disease 
brain. J Neuropathol Exp Neurol 1999, 58: 129–137.

 92. Takeuchi T, Nagai Y. Protein misfolding and aggregation as a thera-
peutic target for polyglutamine diseases. Brain Sci 2017, 7: 128.

 93. Zhang L, Sheng R, Qin Z. The lysosome and neurodegenera-
tive diseases. Acta Biochim Biophys Sin (Shanghai) 2009, 41: 
437–445.

 94. Martin DD, Ladha S, Ehrnhoefer DE, Hayden MR. Autophagy in 
Huntington disease and huntingtin in autophagy. Trends Neurosci 
2015, 38: 26–35.

 95. Qin ZH, Wang Y, Kegel KB, Kazantsev A, Apostol BL, Thomp-
son LM, et al. Autophagy regulates the processing of amino 
terminal huntingtin fragments. Hum Mol Genet 2003, 12: 
3231–3244.

 96. Rippin I, Bonder K, Joseph S, Sarsor A, Vaks L, Eldar-Finkelman 
H. Inhibition of GSK-3 ameliorates the pathogenesis of Hunting-
ton’s disease. Neurobiol Dis 2021, 154: 105336.

 97. Wu JC, Qi L, Wang Y, Kegel KB, Yoder J, Difiglia M, et al. The 
regulation of N-terminal Huntingtin (Htt552) accumulation by 
Beclin1. Acta Pharmacol Sin 2012, 33: 743–751.

 98. Qi L, Zhang XD, Wu JC, Lin F, Wang J, DiFiglia M, et al. The 
role of chaperone-mediated autophagy in huntingtin degradation. 
PLoS ONE 2012, 7: e46834.

 99. Ashkenazi A, Bento CF, Ricketts T, Vicinanza M, Siddiqi F, 
Pavel M, et al. Polyglutamine tracts regulate beclin 1-dependent 
autophagy. Nature 2017, 545: 108–111.

 100. Bailus BJ, Scheeler SM, Simons J, Sanchez MA, Tshilenge 
KT, Creus-Muncunill J, et al. Modulating  FKBP5/FKBP51 and 
autophagy lowers HTT (huntingtin) levels. Autophagy 2021, 17: 
4119–4140.

 101. Croce KR, Yamamoto A. Dissolving the complex role aggrega-
tion plays in neurodegenerative disease. Mov Disord 2021, 36: 
1061–1069.

 102. Chang CC, Tsou SH, Chen WJ, Ho YJ, Hung HC, Liu GY, et 
al. MiR-302 attenuates mutant huntingtin-induced cytotoxicity 
through restoration of autophagy and insulin sensitivity. Int J Mol 
Sci 2021, 22: 8424.

 103. Hegde RN, Chiki A, Petricca L, Martufi P, Arbez N, Mouchiroud 
L, et al. TBK1 phosphorylates mutant Huntingtin and suppresses 
its aggregation and toxicity in Huntington’s disease models. 
EMBO J 2020, 39: e104671.

 104. Boland B, Kumar A, Lee S, Platt FM, Wegiel J, Yu WH, et al. 
Autophagy induction and autophagosome clearance in neurons: 
Relationship to autophagic pathology in Alzheimer’s disease. J 
Neurosci 2008, 28: 6926–6937.

 105. Di Meco A, Curtis ME, Lauretti E, Praticò D. Autophagy dys-
function in alzheimer’s disease: Mechanistic insights and new 
therapeutic opportunities. Biol Psychiatry 2020, 87: 797–807.

 106. Rahman MA, Rahman MS, Rahman MDH, Rasheduzzaman M, 
Mamun-Or-Rashid A, Uddin MJ, et al. Modulatory effects of 
autophagy on APP processing as a potential treatment target for 
alzheimer’s disease. Biomedicines 2020, 9: 5.

 107. Lee JH, Yu WH, Kumar A, Lee S, Mohan PS, Peterhoff CM, et 
al. Lysosomal proteolysis and autophagy require presenilin 1 and 
are disrupted by Alzheimer-related PS1 mutations. Cell 2010, 
141: 1146–1158.

 108. Gowrishankar S, Yuan P, Wu Y, Schrag M, Paradise S, Grutzend-
ler J, et al. Massive accumulation of luminal protease-deficient 
axonal lysosomes at Alzheimer’s disease amyloid plaques. Proc 
Natl Acad Sci U S A 2015, 112: E3699–E3708.

 109. Xiao Q, Yan P, Ma X, Liu H, Perez R, Zhu A, et al. Neuronal-
targeted TFEB accelerates lysosomal degradation of APP, reduc-
ing aβ generation and amyloid plaque pathogenesis. J Neurosci 
2015, 35: 12137–12151.

 110. Heckmann BL, Teubner BJW, Tummers B, Boada-Romero E, 
Harris L, Yang M, et al. LC3-associated endocytosis facilitates 
β-amyloid clearance and mitigates neurodegeneration in murine 
alzheimer’s disease. Cell 2019, 178: 536-551.e14.

 111. Cho MH, Cho K, Kang HJ, Jeon EY, Kim HS, Kwon HJ, et al. 
Autophagy in microglia degrades extracellular β-amyloid fibrils 
and regulates the NLRP3 inflammasome. Autophagy 2014, 10: 
1761–1775.

 112. Estfanous S, Daily KP, Eltobgy M, Deems NP, Anne MNK, 
Krause K, et al. Elevated expression of miR-17 in microglia 
of alzheimer’s disease patients abrogates autophagy-mediated 
amyloid-β degradation. Front Immunol 2021, 12: 705581.

 113. Chen ML, Hong CG, Yue T, Li HM, Duan R, Hu WB, et al. 
Inhibition of miR-331-3p and miR-9-5p ameliorates Alzhei-
mer’s disease by enhancing autophagy. Theranostics 2021, 11: 
2395–2409.

 114. Spilman P, Podlutskaya N, Hart MJ, Debnath J, Gorostiza O, 
Bredesen D, et al. Inhibition of mTOR by rapamycin abolishes 
cognitive deficits and reduces amyloid-beta levels in a mouse 
model of Alzheimer’s disease. PLoS ONE 2010, 5: e9979.

 115. Vingtdeux V, Giliberto L, Zhao H, Chandakkar P, Wu Q, Simon 
JE, et al. AMP-activated protein kinase signaling activation by 
resveratrol modulates amyloid-beta peptide metabolism. J Biol 
Chem 2010, 285: 9100–9113.

 116. Rahman MA, Cho Y, Nam G, Rhim H. Antioxidant compound, 
oxyresveratrol, inhibits APP production through the AMPK/
ULK1/mTOR-mediated autophagy pathway in mouse cortical 
astrocytes. Antioxidants (Basel) 2021, 10: 408.

 117. Wani A, Al Rihani SB, Sharma A, Weadick B, Govindarajan 
R, Khan SU, et al. Crocetin promotes clearance of amyloid-β 
by inducing autophagy via the STK11/LKB1-mediated AMPK 
pathway. Autophagy 2021, 17: 3813–3832.

 118. Luo R, Su LY, Li G, Yang J, Liu Q, Yang LX, et al. Activation 
of PPARA-mediated autophagy reduces Alzheimer disease-like 
pathology and cognitive decline in a murine model. Autophagy 
2020, 16: 52–69.

 119. Caballero B, Bourdenx M, Luengo E, Diaz A, Sohn PD, Chen 
X, et al. Acetylated tau inhibits chaperone-mediated autophagy 
and promotes tau pathology propagation in mice. Nat Commun 
2021, 12: 2238.

 120. Subramanian M, Hyeon SJ, Das T, Suh YS, Kim YK, Lee JS, et 
al. Publisher Correction: UBE4B, a microRNA-9 target gene, 
promotes autophagy-mediated Tau degradation. Nat Commun 
2021, 12: 4257.

 121. Chen X, Li Y, Wang C, Tang Y, Mok SA, Tsai RM, et al. Promot-
ing tau secretion and propagation by hyperactive p300/CBP via 
autophagy-lysosomal pathway in tauopathy. Mol Neurodegener 
2020, 15: 2.

 122. Webb JL, Ravikumar B, Atkins J, Skepper JN, Rubinsztein DC. 
Alpha-Synuclein is degraded by both autophagy and the protea-
some. J Biol Chem 2003, 278: 25009–25013.



380 Neurosci. Bull. March, 2024, 40(3):363–382

1 3

 123. Bellomo G, Paciotti S, Gatticchi L, Parnetti L. The vicious cycle 
between α-synuclein aggregation and autophagic-lysosomal dys-
function. Mov Disord 2020, 35: 34–44.

 124. Tang Q, Gao P, Arzberger T, Höllerhage M, Herms J, Höglinger 
G, et al. Alpha-Synuclein defects autophagy by impairing 
SNAP29-mediated autophagosome-lysosome fusion. Cell Death 
Dis 2021, 12: 854.

 125. Dehay B, Bové J, Rodríguez-Muela N, Perier C, Recasens A, 
Boya P, et al. Pathogenic lysosomal depletion in Parkinson’s 
disease. J Neurosci 2010, 30: 12535–12544.

 126. Decressac M, Mattsson B, Weikop P, Lundblad M, Jakobsson J, 
Björklund A. TFEB-mediated autophagy rescues midbrain dopa-
mine neurons from α-synuclein toxicity. Proc Natl Acad Sci U S 
A 2013, 110: E1817–E1826.

 127. Cuervo AM, Stefanis L, Fredenburg R, Lansbury PT, Sulzer D. 
Impaired degradation of mutant alpha-synuclein by chaperone-
mediated autophagy. Science 2004, 305: 1292–1295.

 128. Tang FL, Erion JR, Tian Y, Liu W, Yin DM, Ye J, et al. 
VPS35 in dopamine neurons is required for endosome-to-
Golgi retrieval of Lamp2a, a receptor of chaperone-mediated 
autophagy that is critical for α-synuclein degradation and 
prevention of pathogenesis of parkinson’s disease. J Neurosci 
2015, 35: 10613–10628.

 129. Choi I, Zhang Y, Seegobin SP, Pruvost M, Wang Q, Purtell K, et al. 
Microglia clear neuron-released α-synuclein via selective autophagy 
and prevent neurodegeneration. Nat Commun 2020, 11: 1386.

 130. Choi I, Seegobin SP, Liang D, Yue Z. Synucleinphagy: A 
microglial “community cleanup program” for neuroprotection. 
Autophagy 2020, 16: 1718–1720.

 131. Hou YS, Guan JJ, Xu HD, Wu F, Sheng R, Qin ZH. Sestrin2 
protects dopaminergic cells against rotenone toxicity through 
AMPK-dependent autophagy activation. Mol Cell Biol 2015, 
35: 2740–2751.

 132. Wan T, Weir EJ, Johnson M, Korolchuk VI, Saretzki GC. 
Increased telomerase improves motor function and alpha-synu-
clein pathology in a transgenic mouse model of Parkinson’s dis-
ease associated with enhanced autophagy. Prog Neurobiol 2021, 
199: 101953.

 133. Karim MR, Liao EE, Kim J, Meints J, Martinez HM, Pletnikova 
O, et al. α-Synucleinopathy associated c-Abl activation causes 
p53-dependent autophagy impairment. Mol Neurodegener 2020, 
15: 27.

 134. Orenstein SJ, Kuo SH, Tasset I, Arias E, Koga H, Fernandez-
Carasa I, et al. Interplay of LRRK2 with chaperone-mediated 
autophagy. Nat Neurosci 2013, 16: 394–406.

 135. Ho PWL, Leung CT, Liu H, Pang SYY, Lam CSC, Xian J, et al. 
Age-dependent accumulation of oligomeric SNCA/α-synuclein 
from impaired degradation in mutant LRRK2 knockin mouse 
model of Parkinson disease: Role for therapeutic activation of 
chaperone-mediated autophagy (CMA). Autophagy 2020, 16: 
347–370.

 136. Webster CP, Smith EF, Bauer CS, Moller A, Hautbergue GM, 
Ferraiuolo L, et al. The C9orf72 protein interacts with Rab1a and 
the ULK1 complex to regulate initiation of autophagy. EMBO J 
2016, 35: 1656–1676.

 137. Sellier C, Campanari ML, Julie Corbier C, Gaucherot A, Kolb-
Cheynel I, Oulad-Abdelghani M, et al. Loss of C9ORF72 impairs 
autophagy and synergizes with polyQ Ataxin-2 to induce motor 
neuron dysfunction and cell death. EMBO J 2016, 35: 1276–1297.

 138. Donde A, Sun M, Jeong YH, Wen X, Ling J, Lin S, et al. Upreg-
ulation of ATG7 attenuates motor neuron dysfunction associ-
ated with depletion of TARDBP/TDP-43. Autophagy 2020, 16: 
672–682.

 139. Riemenschneider H, Guo Q, Bader J, Frottin F, Farny D, Klein-
berger G, et al. Gel-like inclusions of C-terminal fragments of 

TDP-43 sequester stalled proteasomes in neurons. EMBO Rep 
2022, 23: e53890.

 140. Rusmini P, Cortese K, Crippa V, Cristofani R, Cicardi ME, Fer-
rari V, et al. Trehalose induces autophagy via lysosomal-medi-
ated TFEB activation in models of motoneuron degeneration. 
Autophagy 2019, 15: 631–651.

 141. Anding AL, Baehrecke EH. Cleaning house: Selective autophagy 
of organelles. Dev Cell 2017, 41: 10–22.

 142. Liu H, Ho PWL, Leung CT, Pang SYY, Chang EES, Choi ZYK, 
et al. Aberrant mitochondrial morphology and function associ-
ated with impaired mitophagy and DNM1L-MAPK/ERK signal-
ing are found in aged mutant Parkinsonian  LRRK2R1441G mice. 
Autophagy 2021, 17: 3196–3220.

 143. Vaillant-Beuchot L, Mary A, Pardossi-Piquard R, Bourgeois A, 
Lauritzen I, Eysert F, et al. Accumulation of amyloid precursor 
protein C-terminal fragments triggers mitochondrial structure, 
function, and mitophagy defects in Alzheimer’s disease models 
and human brains. Acta Neuropathol 2021, 141: 39–65.

 144. Hou X, Watzlawik JO, Cook C, Liu CC, Kang SS, Lin WL, et 
al. Mitophagy alterations in Alzheimer’s disease are associated 
with granulovacuolar degeneration and early tau pathology. 
Alzheimer’s Dement 2021, 17: 417–430.

 145. Fang EF. Mitophagy and  NAD+ inhibit Alzheimer disease. 
Autophagy 2019, 15: 1112–1114.

 146. Shaltouki A, Hsieh CH, Kim MJ, Wang X. Alpha-synuclein 
delays mitophagy and targeting Miro rescues neuron loss in 
Parkinson’s models. Acta Neuropathol 2018, 136: 607–620.

 147. Abudu YP, Pankiv S, Mathai BJ, Lamark T, Johansen T, 
Simonsen A. NIPSNAP1 and NIPSNAP2 act as “eat me” sig-
nals to allow sustained recruitment of autophagy receptors dur-
ing mitophagy. Autophagy 2019, 15: 1845–1847.

 148. Han S, Zhang M, Jeong YY, Margolis DJ, Cai Q. The role of 
mitophagy in the regulation of mitochondrial energetic status 
in neurons. Autophagy 2021, 17: 4182–4201.

 149. Park JS, Davis RL, Sue CM. Mitochondrial dysfunction in 
parkinson’s disease: New mechanistic insights and therapeutic 
perspectives. Curr Neurol Neurosci Rep 2018, 18: 21.

 150. Sai Y, Zou Z, Peng K, Dong Z. The Parkinson’s disease-related 
genes act in mitochondrial homeostasis. Neurosci Biobehav 
Rev 2012, 36: 2034–2043.

 151. Sliter DA, Martinez J, Hao L, Chen X, Sun N, Fischer TD, et 
al. Parkin and  PINK1 mitigate STING-induced inflammation. 
Nature 2018, 561: 258–262.

 152. Yamano K, Youle RJ. Two different axes  CALCOCO2-RB1CC1 
and OPTN-ATG9A initiate PRKN-mediated mitophagy. 
Autophagy 2020, 16: 2105–2107.

 153. Narendra DP, Jin SM, Tanaka A, Suen DF, Gautier CA, Shen J, 
et al.  PINK1 is selectively stabilized on impaired mitochondria 
to activate Parkin. PLoS Biol 2010, 8: e1000298.

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

 155. Narendra D, Tanaka A, Suen DF, Youle RJ. Parkin is recruited 
selectively to impaired mitochondria and promotes their 
autophagy. J Cell Biol 2008, 183: 795–803.

 156. McLelland GL, Goiran T, Yi W, Dorval G, Chen CX, Lauinger 
ND, et al. Mfn2 ubiquitination by  PINK1/parkin gates the 
p97-dependent release of ER from mitochondria to drive 
mitophagy. Elife 2018, 7: e32866.

 157. Amadoro G, Corsetti V, Florenzano F, Atlante A, Bobba A, 
Nicolin V, et al. Morphological and bioenergetic demands 
underlying the mitophagy in post-mitotic neurons: The pink-
parkin pathway. Front Aging Neurosci 2014, 6: 18.

 158. Roca-Agujetas V, de Dios C, Abadin X, Colell A. Upregulation 
of brain cholesterol levels inhibits mitophagy in Alzheimer 
disease. Autophagy 2021, 17: 1555–1557.



381Y.-Y. Li et al.: Autophagy in Neural Function and Diseases

1 3

 159. Leiva-Rodríguez T, Romeo-Guitart D, Herrando-Grabulosa 
M, Muñoz-Guardiola P, Polo M, Bañuls C, et al. GRP78 over-
expression triggers  PINK1-IP3R-mediated neuroprotective 
mitophagy. Biomedicines 2021, 9: 1039.

 160. Shen L, Gan Q, Yang Y, Reis C, Zhang Z, Xu S, et al. 
Mitophagy in cerebral ischemia and ischemia/reperfusion 
injury. Front Aging Neurosci 2021, 13: 687246.

 161. McWilliams TG, Prescott AR, Montava-Garriga L, Ball G, 
Singh F, Barini E, et al. Basal mitophagy occurs independently 
of  PINK1 in mouse tissues of high metabolic demand. Cell 
Metab 2018, 27: 439-449.e5.

 162. Sandoval H, Thiagarajan P, Dasgupta SK, Schumacher A, 
Prchal JT, Chen M, et al. Essential role for Nix in autophagic 
maturation of erythroid cells. Nature 2008, 454: 232–235.

 163. Liu L, Feng D, Chen G, Chen M, Zheng Q, Song P, et al. Mito-
chondrial outer-membrane protein FUNDC1 mediates hypoxia-
induced mitophagy in mammalian cells. Nat Cell Biol 2012, 14: 
177–185.

 164. Shen Z, Zheng Y, Wu J, Chen Y, Wu X, Zhou Y, et al. PARK2-
dependent mitophagy induced by acidic postconditioning pro-
tects against focal cerebral ischemia and extends the reperfu-
sion window. Autophagy 2017, 13: 473–485.

 165. Wen H, Li L, Zhan L, Zuo Y, Li K, Qiu M, et al. Hypoxic 
postconditioning promotes mitophagy against transient global 
cerebral ischemia via  PINK1/Parkin-induced mitochondrial 
ubiquitination in adult rats. Cell Death Dis 2021, 12: 630.

 166. Yuan Y, Zheng Y, Zhang X, Chen Y, Wu X, Wu J, et al. BNIP3L/
NIX-mediated mitophagy protects against ischemic brain injury 
independent of PARK2. Autophagy 2017, 13: 1754–1766.

 167. Wu X, Zheng Y, Liu M, Li Y, Ma S, Tang W, et al. BNIP3L/
NIX degradation leads to mitophagy deficiency in ischemic 
brains. Autophagy 2021, 17: 1934–1946.

 168. Zheng Y, Zhang X, Wu X, Jiang L, Ahsan A, Ma S, et al. 
Somatic autophagy of axonal mitochondria in ischemic neu-
rons. J Cell Biol 2019, 218: 1891–1907.

 169. Han B, Jiang W, Cui P, Zheng K, Dang C, Wang J, et al. Micro-
glial PGC-1α protects against ischemic brain injury by sup-
pressing neuroinflammation. Genome Med 2021, 13: 47.

 170. Cai Y, Yang E, Yao X, Zhang X, Wang Q, Wang Y, et al. 
FUNDC1-dependent mitophagy induced by tPA protects neu-
rons against cerebral ischemia-reperfusion injury. Redox Biol 
2021, 38: 101792.

 171. Ferro-Novick S, Reggiori F, Brodsky JL. ER-phagy, ER 
homeostasis, and ER quality control: Implications for disease. 
Trends Biochem Sci 2021, 46: 630–639.

 172. Xu W, Ocak U, Gao L, Tu S, Lenahan CJ, Zhang J, et al. Selec-
tive autophagy as a therapeutic target for neurological diseases. 
Cell Mol Life Sci 2021, 78: 1369–1392.

 173. Mochida K, Oikawa Y, Kimura Y, Kirisako H, Hirano H, 
Ohsumi Y, et al. Receptor-mediated selective autophagy 
degrades the endoplasmic reticulum and the nucleus. Nature 
2015, 522: 359–362.

 174. Khaminets A, Heinrich T, Mari M, Grumati P, Huebner AK, 
Akutsu M, et al. Regulation of endoplasmic reticulum turnover 
by selective autophagy. Nature 2015, 522: 354–358.

 175. Lesage S, Drouet V, Majounie E, Deramecourt V, Jacoupy 
M, Nicolas A, et al. Loss of  VPS13C function in autosomal-
recessive Parkinsonism causes mitochondrial dysfunction and 
increases  PINK1/parkin-dependent mitophagy. Am J Hum 
Genet 2016, 98: 500–513.

 176. Chen S, Mari M, Parashar S, Liu D, Cui Y, Reggiori F, et al. 
Vps13 is required for the packaging of the ER into autophago-
somes during ER-phagy. Proc Natl Acad Sci U S A 2020, 117: 
18530–18539.

 177. Pattingre S, Tassa A, Qu X, Garuti R, Liang XH, Mizushima N, 
et al. Bcl-2 antiapoptotic proteins inhibit Beclin 1-dependent 
autophagy. Cell 2005, 122: 927–939.

 178. Xu HD, Wu D, Gu JH, Ge JB, Wu JC, Han R, et al. The pro-
survival role of autophagy depends on Bcl-2 under nutrition 
stress conditions. PLoS ONE 2013, 8: e63232.

 179. Zhang XD, Qi L, Wu JC, Qin ZH. DRAM1 regulates autophagy 
flux through lysosomes. PLoS ONE 2013, 8: e63245.

 180. Guan JJ, Zhang XD, Sun W, Qi L, Wu JC, Qin ZH. DRAM1 
regulates apoptosis through increasing protein levels and lyso-
somal localization of BAX. Cell Death Dis 2015, 6: e1624.

 181. Li Q, Gao S, Kang Z, Zhang M, Zhao X, Zhai Y, et al. Rapa-
mycin enhances mitophagy and attenuates apoptosis after spinal 
ischemia-reperfusion injury. Front Neurosci 2018, 12: 865.

 182. Xu C, Wu J, Wu Y, Ren Z, Yao Y, Chen G, et al. TNF-α-
dependent neuronal necroptosis regulated in Alzheimer’s dis-
ease by coordination of RIPK1-p62 complex with autophagic 
UVRAG. Theranostics 2021, 11: 9452–9469.

 183. de Wit NM, den Hoedt S, Martinez-Martinez P, Rozemuller AJ, 
Mulder MT, de Vries HE. Astrocytic ceramide as possible indica-
tor of neuroinflammation. J Neuroinflammation 2019, 16: 48.

 184. Leng F, Edison P. Neuroinflammation and microglial activation 
in Alzheimer disease: Where do we go from here? Nat Rev Neu-
rol 2021, 17: 157–172.

 185. Heckmann BL, Teubner BJW, Boada-Romero E, Tummers 
B, Guy C, Fitzgerald P, et al. Noncanonical function of an 
autophagy protein prevents spontaneous Alzheimer’s disease. 
Sci Adv 2020, 6: eabb9036.

 186. Ge X, Wang Y, Yu S, Cao X, Chen Y, Cheng Q, et al. Anti-
inflammatory activity of a polypeptide fraction from Achyranthes 
bidentate in amyloid β oligomers induced model of alzheimer’s 
disease. Front Pharmacol 2021, 12: 716177.

 187. Cheng J, Liao Y, Dong Y, Hu H, Yang N, Kong X, et al. Micro-
glial autophagy defect causes parkinson disease-like symptoms 
by accelerating inflammasome activation in mice. Autophagy 
2020, 16: 2193–2205.

 188. Lu M, Su C, Qiao C, Bian Y, Ding J, Hu G. Metformin prevents 
dopaminergic neuron death in MPTP/P-induced mouse model 
of parkinson’s disease via autophagy and mitochondrial ROS 
clearance. Int J Neuropsychopharmacol 2016, 19: pyw047.

 189. Berglund R, Guerreiro-Cacais AO, Adzemovic MZ, Zeitelhofer 
M, Lund H, Ewing E, et al. Microglial autophagy-associated 
phagocytosis is essential for recovery from neuroinflammation. 
Sci Immunol 2020, 5: 5077.

 190. Wang Y, Zhang H. Regulation of autophagy by mTOR signaling 
pathway. Adv Exp Med Biol 2019, 1206: 67–83.

 191. Gwinn DM, Shackelford DB, Egan DF, Mihaylova MM, Mery 
A, Vasquez DS, et al. AMPK phosphorylation of raptor mediates 
a metabolic checkpoint. Mol Cell 2008, 30: 214–226.

 192. Kim J, Kundu M, Viollet B, Guan KL. AMPK and mTOR regu-
late autophagy through direct phosphorylation of Ulk1. Nat Cell 
Biol 2011, 13: 132–141.

 193. Shang L, Chen S, Du F, Li S, Zhao L, Wang X. Nutrient star-
vation elicits an acute autophagic response mediated by Ulk1 
dephosphorylation and its subsequent dissociation from AMPK. 
Proc Natl Acad Sci U S A 2011, 108: 4788–4793.

 194. Querfurth H, Lee HK. Mammalian/mechanistic target of rapamy-
cin (mTOR) complexes in neurodegeneration. Mol Neurodegener 
2021, 16: 44.

 195. Ou Z, Kong X, Sun X, He X, Zhang L, Gong Z, et al. Metformin 
treatment prevents amyloid plaque deposition and memory impair-
ment in APP/PS1 mice. Brain Behav Immun 2018, 69: 351–363.

 196. Slipczuk L, Bekinschtein P, Katche C, Cammarota M, Izquierdo I, 
Medina JH. BDNF activates mTOR to regulate GluR1 expression 
required for memory formation. PLoS One 2009, 4: e6007.



382 Neurosci. Bull. March, 2024, 40(3):363–382

1 3

 197. Zhang L, Fang Y, Cheng X, Lian Y, Xu H, Zeng Z, et al. 
TRPML1 participates in the progression of alzheimer’s disease 
by regulating the PPARγ/AMPK/mtor signalling pathway. Cell 
Physiol Biochem 2017, 43: 2446–2456.

 198. Wu M, Zhang H, Kai J, Zhu F, Dong J, Xu Z, et al. Rapamycin 
prevents cerebral stroke by modulating apoptosis and autophagy 
in penumbra in rats. Ann Clin Transl Neurol 2018, 5: 138–146.

 199. Li ZH, Wang YL, Wang HJ, Wu JH, Tan YZ. Rapamycin-
preactivated autophagy enhances survival and differentiation 
of mesenchymal stem cells after transplantation into infarcted 
myocardium. Stem Cell Rev and Rep 2020, 16: 344–356.

 200. Liang XH, Jackson S, Seaman M, Brown K, Kempkes B, Hib-
shoosh H, et al. Induction of autophagy and inhibition of tumo-
rigenesis by beclin 1. Nature 1999, 402: 672–676.

 201. Kang R, Zeh HJ, Lotze MT, Tang D. The beclin 1 network regulates 
autophagy and apoptosis. Cell Death Differ 2011, 18: 571–580.

 202. Lu N, Li X, Tan R, An J, Cai Z, Hu X, et al. HIF-1α/Beclin1-
mediated autophagy is involved in neuroprotection induced by 
hypoxic preconditioning. J Mol Neurosci 2018, 66: 238–250.

 203. Ning J, Junyi T, Chang M, Yueting W, Jingyan Z, Jin Z, et al. 
TOM7 silencing exacerbates focal cerebral ischemia injury in rat 
by targeting  PINK1/Beclin1-mediated autophagy. Behav Brain 
Res 2019, 360: 113–119.

 204. Yung LM, Wei Y, Qin T, Wang Y, Smith CD, Waeber C. Sphin-
gosine kinase 2 mediates cerebral preconditioning and protects the 
mouse brain against ischemic injury. Stroke 2012, 43: 199–204.

 205. Song DD, Zhang TT, Chen JL, Xia YF, Qin ZH, Waeber C, et al. 
Sphingosine kinase 2 activates autophagy and protects neurons 
against ischemic injury through interaction with Bcl-2 via its 
putative BH3 domain. Cell Death Dis 2017, 8: e2912.

 206. Chen JL, Wang XX, Chen L, Tang J, Xia YF, Qian K, et al. 
A sphingosine kinase 2-mimicking TAT-peptide protects 
neurons against ischemia-reperfusion injury by activating 
 BNIP3-mediated mitophagy. Neuropharmacology 2020, 181: 
108326.

 207. Salminen A, Kaarniranta K, Kauppinen A, Ojala J, Haapasalo 
A, Soininen H, et al. Impaired autophagy and APP processing in 
Alzheimer’s disease: The potential role of Beclin 1 interactome. 
Prog Neurobiol 2013, 106(107): 33–54.

 208. Heneka MT, Kummer MP, Stutz A, Delekate A, Schwartz S, 
Vieira-Saecker A, et al. NLRP3 is activated in Alzheimer’s 
disease and contributes to pathology in APP/PS1 mice. Nature 
2013, 493: 674–678.

 209. Houtman J, Freitag K, Gimber N, Schmoranzer J, Heppner FL, 
Jendrach M. Beclin1-driven autophagy modulates the inflammatory 
response of microglia via NLRP3. EMBO J 2019, 38: e99430.

 210. Yang Y, White E. Autophagy suppresses TRP53/p53 and oxida-
tive stress to enable mammalian survival. Autophagy 2020, 16: 
1355–1357.

 211. Hu W, Chen S, Thorne RF, Wu M. TP53, TP53 target genes 
(DRAM, TIGAR), and autophagy. Adv Exp Med Biol 2019, 
1206: 127–149.

 212. Dong XX, Wang YR, Qin S, Liang ZQ, Liu BH, Qin ZH, et 
al. p53 Mediates autophagy activation and mitochondria dys-
function in kainic acid-induced excitotoxicity in primary striatal 
neurons. Neuroscience 2012, 207: 52–64.

 213. Yu M, Jiang Y, Feng Q, Ouyang YA, Gan J. DRAM1 protects 
neuroblastoma cells from oxygen-glucose deprivation/reper-
fusion-induced injury via autophagy. Int J Mol Sci 2014, 15: 
19253–19264.

 214. Lu T, Zhu Z, Wu J, She H, Han R, Xu H, et al. DRAM1 regulates 
autophagy and cell proliferation via inhibition of the phosphoi-
nositide 3-kinase-Akt-mTOR-ribosomal protein S6 pathway. Cell 
Commun Signal 2019, 17: 28.

 215. Bensaad K, Cheung EC, Vousden KH. Modulation of intracel-
lular ROS levels by TIGAR controls autophagy. EMBO J 2009, 
28: 3015–3026.

 216. Bensaad K, Tsuruta A, Selak MA, Vidal MN, Nakano K, Bar-
trons R, et al. TIGAR, a p53-inducible regulator of glycolysis 
and apoptosis. Cell 2006, 126: 107–120.

 217. Zhang DM, Zhang T, Wang MM, Wang XX, Qin YY, Wu J, et al. 
TIGAR alleviates ischemia/reperfusion-induced autophagy and 
ischemic brain injury. Free Radic Biol Med 2019, 137: 13–23.

 218. Wang CK, Ahmed MM, Jiang Q, Lu NN, Tan C, Gao YP, et al. 
Melatonin ameliorates hypoglycemic stress-induced brain endothelial 
tight junction injury by inhibiting protein nitration of TP53-induced 
glycolysis and apoptosis regulator. J Pineal Res 2017, 63: e12440.

 219. Zhou W, Yao Y, Li J, Wu D, Zhao M, Yan Z, et al. TIGAR atten-
uates high glucose-induced neuronal apoptosis via an autophagy 
pathway. Front Mol Neurosci 2019, 12: 193.

 220. Liu M, Zhou X, Li Y, Ma S, Pan L, Zhang X, et al. TIGAR 
alleviates oxidative stress in brain with extended ischemia via 
a pentose phosphate pathway-independent manner. Redox Biol 
2022, 53: 102323.

 221. Ron D, Walter P. Signal integration in the endoplasmic reticulum 
unfolded protein response. Nat Rev Mol Cell Biol 2007, 8: 519–529.

 222. Ma Y, Hendershot LM. The unfolding tale of the unfolded protein 
response. Cell 2001, 107: 827–830.

 223. Lee JH, Kwon EJ, Kim DH. Calumenin has a role in the alle-
viation of ER stress in neonatal rat cardiomyocytes. Biochem 
Biophys Res Commun 2013, 439: 327–332.

 224. Shibata M, Hattori H, Sasaki T, Gotoh J, Hamada J, Fukuuchi 
Y. Activation of caspase-12 by endoplasmic reticulum stress 
induced by transient middle cerebral artery occlusion in mice. 
Neuroscience 2003, 118: 491–499.

 225. Morimoto N, Oida Y, Shimazawa M, Miura M, Kudo T, Imai-
zumi K, et al. Involvement of endoplasmic reticulum stress after 
middle cerebral artery occlusion in mice. Neuroscience 2007, 
147: 957–967.

 226. Hayashi T, Saito A, Okuno S, Ferrand-Drake M, Chan PH. Induc-
tion of GRP78 by ischemic preconditioning reduces endoplasmic 
reticulum stress and prevents delayed neuronal cell death. J Cereb 
Blood Flow Metab 2003, 23: 949–961.

 227. Lehotský J, Urban P, Pavlíková M, Tatarková Z, Kaminska B, Kap-
lán P. Molecular mechanisms leading to neuroprotection/ischemic 
tolerance: Effect of preconditioning on the stress reaction of endo-
plasmic reticulum. Cell Mol Neurobiol 2009, 29: 917–925.

 228. Zhang X, Yuan Y, Jiang L, Zhang J, Gao J, Shen Z, et al. Endo-
plasmic reticulum stress induced by tunicamycin and thapsigargin 
protects against transient ischemic brain injury: Involvement of 
PARK2-dependent mitophagy. Autophagy 2014, 10: 1801–1813.

 229. El Manaa W, Duplan E, Goiran T, Lauritzen I, Vaillant Beuchot 
L, Lacas-Gervais S, et al. Transcription- and phosphorylation-
dependent control of a functional interplay between XBP1s and 
 PINK1 governs mitophagy and potentially impacts Parkinson 
disease pathophysiology. Autophagy 2021, 17: 4363–4385.

 230. Cheng Z. The FoxO-autophagy axis in health and disease. Trends 
Endocrinol Metab 2019, 30: 658–671.

 231. Xu P, Das M, Reilly J, Davis RJ. JNK regulates FoxO-dependent 
autophagy in neurons. Genes Dev 2011, 25: 310–322.

 232. Dang R, Yang M, Cui C, Wang C, Zhang W, Geng C, et al. Acti-
vation of angiotensin-converting enzyme 2/angiotensin (1–7)/
mas receptor axis triggers autophagy and suppresses microglia 
proinflammatory polarization via forkhead box class O1 signal-
ing. Aging Cell 2021, 20: e13480.

 233. Yu S, Yu M, Bu Z, He P, Feng J.  FKBP5 exacerbates impairments 
in cerebral ischemic stroke by inducing autophagy via the AKT/
FOXO3 pathway. Front Cell Neurosci 2020, 14: 193.


	The Multiple Roles of Autophagy in Neural Function and Diseases
	Abstract 
	Introduction
	Effects of Autophagy in Neurological Disorders
	Autophagy in Neurodegenerative Diseases
	Autophagy in Neuronal Excitotoxicity
	Autophagy in Cerebral Ischemia and Ischemic Preconditioning
	Controversy Over the Role of Autophagy in Stroke
	Autophagy Contributes to Ischemic Tolerance Induced by Preconditioning

	Additional Neural Physiological and Pathological Conditions of Autophagy

	Function of Autophagy in Neurological Disorders
	Autophagy Maintains Cell Homeostasis in the Nervous System
	Misfolded Protein Metabolism Involves Autophagy.
	Autophagy in the Elimination of Damaged Organelles
	Autophagy in Regulation of Apoptosis
	Autophagy and Neuroinflammation

	Signaling to Regulate Autophagy in Neurological Diseases
	AMPK- mTOR-dependent Pathway
	Beclin 1 and autophagy
	TP53 and TP53 Target Genes (DRAM, TIGAR) and Autophagy
	ER Stress and Autophagy
	FOXO and Autophagy

	Conclusion and Perspective
	Acknowledgements 
	References




