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ABSTRACT: Lithium, a drug used to treat bipolar disorders, has a variety of
neuroprotective mechanisms, including autophagy regulation, in various
neuropsychiatric conditions. In neurodegenerative diseases, lithium enhances
degradation of aggregate-prone proteins, including mutated huntingtin,
phosphorylated tau, and α-synuclein, and causes damaged mitochondria to
degrade, while in a mouse model of cerebral ischemia and Alzheimer’s disease
autophagy downregulation by lithium is observed. The signaling pathway of
lithium as an autophagy enhancer might be associated with the mammalian
target of rapamycin (mTOR)-independent pathway, which is involved in myo-
inositol-1,4,5-trisphosphate (IP3) in Huntington’s disease and Parkinson’s
disease. However, the mTOR-dependent pathway might be involved in inhibiting glycogen synthase kinase-3β (GSK3β) in other
diseases. Lithium’s autophagy-enhancing property may contribute to the therapeutic benefit of patients with neuropsychiatric
disorders.
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Lithium has been used clinically to treat bipolar disorders
for over half a century, and various neuroprotective and

neurotrophic properties have been described.1 To the best of
our knowledge, Sarkar et al. reported, for the first time, that
lithium induced autophagy to enhance the degradation of
mutant Huntingtin via the mTOR independent pathway in
nonneuronal and neural precursor cells.2 Since then, several
papers have described lithium’s autophagy regulation in various
neuropsychiatric diseases such as Huntington’s disease (HD),
Alzheimer’s disease (AD), Parkinson’s disease (PD), prion
disease, and amyotrophic lateral sclerosis (ALS). However, the
signaling pathway to explain lithium’s autophagy regulation has
not been consistently described. Moreover, lithium did not
always positively regulate autophagy in all pathological
conditions. In a condition such as cerebral ischemia or AD,
lithium has been shown to negatively regulate autophagy. In
this review, we focus on lithium’s autophagy-enhancing
mechanism in various diseases.

I. THE BASICS OF AUTOPHAGY

I-1. Introducing Autophagy. Autophagy is the process of
“self-eating.” Under starvation conditions, bulk autophagy can
be induced to catabolize cellular substrates to generate energy.
There are three forms of autophagy: microautophagy, macro-
autophagy, and chaperone-mediated autophagy. The most
common and well understood is macroautophagy, hereafter
referred to simply as autophagy. For a more complete review of
autophagy, see ref 3. Autophagy consists of four stages:
initiation, elongation, maturation, and fusion (Figure 1). This
process is initiated by formation of a cup-shaped membrane
structure (the phagophore) in the cytoplasm. The phagophore
accumulates additional proteins, which enables the membrane
to elongate and form a double-membrane-bound structure

called an autophagosome. A portion of the cytoplasm is
enclosed in the autophagosome along with the cellular
components to be degraded. Autophagosomes are then
trafficked along microtubules to the perinuclear region of the
cell (where lysosomes are clustered) to enhance the probability
of autophagosome-lysosome fusion to form autophagolyso-
somes. After fusion with lysosomes, the protein and organelle
contents of the autophagosome are degraded by acidic
lysosomal hydrolases and recycled. Vacuolar H+ATPase (V-
ATPases) are proton pumps that reside within the lysosomal
membrane and enable acidification of the autolysosome
contents. This acidification is essential for the activation of
lysosomal enzymes, such as cathepsins or other acid hydrolases,
which are responsible for proteolysis of the components in the
autophagolysosome.4

Macroautophagy has physiological roles in both health and
disease. Upon nutrient deprivation, autophagy catabolizes
cytoplasmic components nonselectively into building blocks,
such as amino acids. Autophagy also occurs constitutively at
low levels even under nutrient-rich conditions and mediates
global turnover of cytoplasmic materials. Constitutive autoph-
agy acts as the quality-control machinery for cytoplasmic
components, and it is crucial for homeostasis of various
postmitotic cells, such as neurons. Although this quality control
could be partially achieved by nonselective autophagy,
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increasing evidence indicates that “selective” autophagy
degrades specific proteins, organelles, and invading bacteria.5

I-2. Autophagy in Neuropsychiatric Disease. Autoph-
agy has physiological roles in both health and disease. Basal or
constitutive autophagy is responsible for the quality control of
essential cellular components by purging the cell of old or
damaged organelles, such as peroxisomes and mitochondria,

and by degrading long-lived or aggregate-prone proteins that
are too large to be degraded by the proteasome6,7 (Figure 1).
Autophagic dysfunction might contribute to the pathogenesis
of numerous neurodegenerative diseases, including forms of
PD, AD, tauopathies, ALS, HD, and Lafora disease.7−9 Patients
with conditions that are associated with the accumulation of
intracytoplasmic aggregate-prone proteins may benefit from

Figure 1. Stages of autophagy. A portion of cytoplasm, including organelles, is enclosed by an isolation membrane (also called a phagophore). On
elongation of this membrane, LC3 protein is cleaved at its C-terminus to form cytosolic LC3-I. This protein is then conjugated with
phosphatidylethanolamine to form LC3-II, which aids in the closure of the membrane to form an autophagosome. Autophagosomes ultimately fuse
with lysosomes. Lysomal hydrolase then degrades their substrates in autophagolysosomes.

Figure 2. Lithium’s autophagy regulation mechanism in various neuropsychiatric diseases. Signaling pathways involved in the regulation of
autophagy of lithium In the mTOR independent pathway, lithium inhibits GSK3β as well as IMPase. The activity of GSK3β is downregulated by
phosphorylation on Ser9 residue, and conversely, phosphorylation on Tyr216 upregulates GSK3β activity. GSK3β inhibition resulted in an elevation
of Bif-1 which interacted with beclin-1-VPS complex and induced autophagy. AMPK can affect GSK3β activity and is also upregulated by GSK3β.79

Under serum deprivation conditions, GSK3 activates TIP60 and stimulates ULK1. In nutrient-rich condition, mTOR suppresses the ULK1 (Atg1
homologue) complex under. Upon autophagy induction, the ULK1 complex (including ULK1, Atg13, FIP200, and Atg101) is activated and
translocated to a certain domain of the endoplasmic reticulum (ER). In the ER, the ULK1 complex regulates the class III phosphatidyl inositol
(PtdIns) 3-kinase complex (including Beclin 1, Atg14(L)/bakor, Vps15, Vps34, and Ambra 1). Abbreviations: IMPase, inositol monophosphatase;
IP3, inositol 1,4,5-trisphosphate; PIP2, phosphatidylinositol 4,5-biphosphate; mTOR, mammalian target of rapamycin; GSK3β, glycogen synthase
kinase-3β; TIP60, HIV-Tat interactive protein, 60 kDa; Bif-1, bax interacting factor 1; PS9, phosphorylation at Ser9; PY216, phosphorylation at Tyr216.
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pharmacological upregulation of autophagy. Studies showed
that the CNS, in contrast to other organ systems, displayed
only low levels of autophagosomes under normal conditions
and even after starvation, but it was also demonstrated that
constitutive turnover of cytosolic contents by autophagy is
indispensable, even in the absence of the expression of any
disease-associated mutant proteins.10,11

I-3. Regulation of Autophagy. Autophagosome forma-
tion is regulated by many signals that fall into two broad
categories: mammalian target of rapamycin (mTOR)-depend-
ent and mTOR-independent. The mTOR is a “classical”
autophagy suppressor that acts by blocking the activity of the
ULK1 complex. The activity of mTOR depends on various
inputs from upstream signals that include the energy status and
nutrient status of the cell, as well as the presence of amino acids
and growth factors. Downstream of mTOR, numerous proteins
encoded by ATg genes are essential for the execution of
autophagy.12 Pathways that act independently of mTOR
include 5′-AMP-activated protein kinase (AMPK), the stress-
activated enzyme Jun N-terminal kinase 1 (JNK1), BH3-only
proteins, the inositol 1,4,5-trisphosphate receptor (IP3R),
Erk1/2, and calcium.13−15 Autophagy can also be pharmaco-
logically induced by inhibiting negative regulators such as
mTOR via the compound rapamycin16 or by mTOR-
independent inducers of autophagy such as trehalose.17

Pharmacological inhibitors of autophagy include 3-methylade-
nine (3-MA), wortmannin, and LY294002.18,19

A number of enzymes have been proposed as potential
targets of lithium action, including inositol monophosphatase
(IMPase), a family of structurally related phosphomonoes-
terases, and the protein kinase glycogen synthase kinase-3.20

Carmichael et al. found that the mood stabilizer lithium at 2.5−
5 mM for 3 days (2−5 times human therapeutic plasma levels)
reduced mutant huntingtin nuclear inclusions and apoptotic
nuclear fragmentation in COS-7 African green monkey kidney
cells and SKNSH human neuroblastoma cell lines transfected
with mutant HTT exon 1 fragment possessing 74 CAG
repeats.21 Lithium’s autophagy-inducing property was first
described by Sarkar et al. to enhance the clearance of
aggregate-prone proteins, such as mutant forms of huntingtion
and α-synuclein.2 Lithium 10 mM was added to CoS-7, PC12,
and mouse embryonic fibroblast cells transfected mutant HTT
exon 1 with 74 CAG repeats.2,22,23 GSK3β inhibition by lithium
reduced autophagy by activating the mTOR.23 On the other
hand, lithium induced autophagy independently of mTOR
through the inhibition of inositol monophosphatase (IM-
Pase).20,22 IMPase catalyzes the hydrolysis of inositol mono-
phosphate (IP1) into free inositol required for the phosphoi-
nositol signaling pathway.24 Lithium affects this pathway by
inhibiting IMPase, leading to free inositol depletion, which in
turn decreases myo-inositol-1,4,5-trisphosphate (IP3) levels
(Figure 2). Increased inositol or IP3 levels inhibit autophagy,
which reverse lithium’s effect.2 IP3 and the stimulation of its
receptor have been seen to suppress autophagy.14 Inositol
depletion is a common mechanism of mood-stabilizing drugs
such as lithium, carbamazepine (CBZ) and valproic acid
(VPA).25 Consistent with the role of inositol depletion in
autophagy regulation, CBZ and VPA also enhanced the
clearance of aggregate-prone proteins.2 The mTOR inhibitor
rapamycin in combination with lithium is more protective than
treatment with either compound alone in a Huntington’s
disease model fly.23 This combination enhances autophagy by
mTOR-independent (IMPase inhibition by lithium) and

mTOR-dependent (mTOR inhibition by rapamycin) pathways.
This treatment showed greater protection against neuro-
degeneration in an HD fly model with mTOR inhibition and
lithium than either pathway alone.
Lithium is a direct26 and indirect27 inhibitor of glycogen

synthase kinase-3β (GSK3β), which has a wide range of cellular
functions, including cell death, cell cycle, and carcinogenesis,
and is an important regulator of various signal-transduction
pathways. It is likely that GSK3β negatively regulates
autophagy28,29 (Figure 2). GSK3 activity is regulated by site-
specific phosphorylation. The activity of GSK3β is upregulated
by phosphorylation on the Tyr216 residue, and conversely,
phosphorylation on Ser9 inhibits GSK3β activity. In epidermal
cells, ultraviolet B activated autophagy as a protective response
and inhibited GSK3β activation by simultaneously enhancing
phosphorylation at Ser9.28 In acquired cadmium resistance,
lithium augmented phosphorylation at Ser9 and increased
autophagy while Thr216 inhibited autophagy.29 Interestingly,
under serum starvation condition, GSK3β suppression with
chemical inhibitors or siRNAs induced cell death, enhanced
autophagy and resulted in bax interacting factor 1 (Bif-1)
protein levels,30 although Ser9 phosphorylation has not been
described. Bif-1 was found to modulate autophagy by
interacting with beclin-1-VPS34 complex.31 Under serum
deprivation-induced autophagy, GSK3 activates acetyltransfer-
ase TIP60 (HIV-Tat interactive protein, 60 kDa) through
phosphorylation on TIP60-Ser86, which directly acetylates and
stimulates the protein kinase ULK1, which is required for
autophagy in metazoans.32

II. LITHIUM’S EFFECTS ON AUTOPHAGY IN VARIOUS
NEUROPSYCHIATRIC DISEASES
II-1. Huntington’s Disease. Huntington’s disease (HD) is

caused by mutant huntingtin protein resulting from an
expanded polyglutamine cytosine-adenine-guanine (CAG)
repeat sequence in the autosomal dominant gene huntingtin.33

Mutant huntingtin accumulates in intraneuronal aggregates.
Two studies in mice with deficiencies in either Atg7 or Atg5
demonstrated that constitutive autophagy is required for the
clearance of cytosolic aggregate-prone proteins from neu-
rons.34,35 Induction of autophagy by lithium led to enhanced
clearance of autophagy substrates, like mutant huntingtin
fragments.22 As described in subsection I-3, it was shown that
lithium induced autophagy via IMPase inhibition, leading to
decrease inositol levels.2

In mutant huntingtin-transfected HEK 293T and HeLa cells,
lithium treatment down-regulated the histone deacetylase 1
protein level and facilitated autophagic degradation of mutant
huntingtin.36 Since GSK3β inhibitors did not alter the HDAC1
level, the authors conclude that lithium-facilitated down-
regulation of HDAC1 is independent of GSK3β. Thus, it is
likely that lithium’s autophagy enhancing action related to
mutated huntingtin is independent of GSK3β.

II-2. Alzheimer’s Disease. Alzheimer’s disease (AD) is the
most common neurodegenerative disorder of dementia. The
two pathological hallmarks of the disease are neurofibrillary
tangles (NFTs), which are mainly composed of tau protein, and
senile plaques, which consist of amyloid-β (Aβ). There is
significant support for the possibility of defective autophagy in
AD. Electron microscopic analysis of brain tissue from
confirmed AD cases revealed that autophagic vacuoles
accumulated in dystrophic neuritis and correlated with the
presence of filamentous tau.37 Similar findings were described
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in a mouse model of AD. In the hippocampus of 4- to 6-month-
old presenilin 1 (PS1)M146L/APP751SL mice, the protein levels of
the autophagosome marker LC3 were increased.38 By light
microscopy, LC3-positive autophagosomes were localized in
the axonal dystrophy, and election microscopy identified these
vesicles as autophagic vesicles that fill and cause axonal swelling.
II-2-1. Tauopathies. Tau is an abundant microtubule (MT)-

associated protein in the CNS that is implicated in the
pathogenesis of neurodegenerative diseases known as tauopa-
thies including AD. Abnormal aggregation of tau protein into
filamentous structures and extensive neuronal loss are found in
tauopathies.39 It has been hypothesized that hyperphosphory-
lated tau misfolds, disassembles from microtubules, and forms
aberrant filamentous aggregates that give rise to neurofibrillary
tangles40,41 (Figure 4). However, there is now significant
evidence that pathologically modified monomeric and/or
soluble oligomeric forms of tau are considered to be harmful
species rather than insoluble aggregates.42,43 The bulk of
clearance of both physiological and pathological forms of tau is
mediated by the proteasomal and autophagic degradation
system.44,45

In our study, transgenic mice overexpressing human mutated
tau (P301L) were treated with oral lithium chloride (LiC) for 4
months starting at the age of 5 months.46 LiCl-treated mice
showed a better score in sensory motor tasks as well as
decreases in soluble and insoluble phosphorylated tau. Lithium
treatment also showed LC3-positive autophagosome-like
puncta in the spinal cord and a decreased level of P62, a
substrate of autophagy. In the cervical spinal cord of LiCl-
treated P301L mice, some LC3-positive puncta were
immunostained with phosphorylated tau (AT8) (Figure 3).

In the AD brain, pre-NFT was defined as a cell containing
diffuse phosphor-tau-positive staining within the cytoplasm,
sometimes including phosphor-tau-positive punctate regions.47

The appearance of these punctate regions is similar to LC3-
positive autophagosome-like puncta. Neurons bearing LC3-
positive puncta were relatively normal in size rather than
atrophic. In order to examine the relationship between LC3-
positive neurons and NFTs, we performed thioflavin-S staining
after LC3 immunostaining. Interestingly thioflavin-S-positive
neurons were completely LC3 negative. Since NFTs consist of
insoluble tau, we speculate that soluble phosphorylated tau can
be degraded by autophagy. Assuming that all studies were
carried out and analyzed carefully, it remains to be determined
whether tissue/brain region specificity or yet to be revealed
factors led to the opposite outcome.

Lithium is a direct or indirect inhibitor of GSK3β. We
administered another GSK3β inhibitor, AR-A014418, to
tauopathy model mice for 2 weeks. AR-A014418 treatment
decreased the P62 protein level accompanied by the inactive
form of GSK3β (data not shown). Recently, it was shown that
4-month treatment with rapamycin ameliorated tau pathology
with an increased level of the inactivated form of GSK3β
(Phospho-Ser9).48 Taken together, in tauopathies, lithium may
play a dual protective role by inhibiting GSK3β (Figure 4). At
first, lithium inhibited GSK3β activity, reduced the phosphor-
ylation of tau, enhanced the binding of tau to microtubules, and
promoted microtubule assembly. As another mechanism,
lithium may increase degradation of soluble phosphorylated
tau, not insoluble filamentous tau, into autophagosomes via
mTOR signaling. Both mechanisms finally contributed to
enhancing the binding of tau to microtubules.

II-2-2. Amyloid β in Alzheimer’s Disease. Aβ is produced
from sequential endoproteolytic cleavage of the type 1
transmembrane glycoprotein amyloid-β protein precursor
(AβPP) by β- and γ-secretases. Cleavage of AβPP by the β-
site, AβPP cleaving enzyme 1 (BACE1), produces a soluble
AβPP N-terminal fragment and a 99-residue C-terminal
fragment (C99). C99 is then cleaved by γ-secretase to release
Aβ. LiCl (0.18 mmol LiCl/mouse/day) was administered
intraperitoneally to 10-month-old female double transgenic
mice expressing AβPPswe/PS1A246E for 3 months.49 Lithium
treatment decreased γ-cleavage of AβPP, Aβ production and
senile plaque formation accompanied by the improvement of
spatial learning. Lithium also elevated the inactive form of
GSK3β and reduced autophagy, which was represented by
decreased protein levels of LC3-II and Beclin 1. These findings
are not consistent with our result in P301L mice in which
lithium treatment enhanced autophagy as described under
section II-2-1. Under serum starvation, GSK3β suppression
promotes autophagic response via elevation of Bif-1 protein
levels while this phenomenon does not occur under fetal-
bovine-serum-supplied conditions.30 Metabolic stress triggers
the autophagic response in cells seeking survival. In P301L
mice, there are mutated tau protein aggregates in neurons of
the spinal cord, whereas in AβPPswe/PS1A246E mice senile
plaques consisting of insoluble Aβ accumulation are mainly
localized in the extracellular spaces. Thus, the difference in the
intracellular stress condition may explain the discrepancy
between lithium-induced autophagy regulation in P301L mice
and AβPPswe/PS1A246E mice.

II-3. Prion Disease. Prion diseases are infections neuro-
degenerative disorders that can affect humans and animals.
These diseases are designated as progressive spongiform
encephalopathy, which manifests with a highly progressive
loss of intellectual abilities. Prion propagation involves the
endocytic pathway, and endosomal and lysosomal compart-
ments are implicated in trafficking and recycling as well as in
the final degradation of prions. It is conceivable that the basic
process of autophagy has a physiological role in prion infection
and might be used by cells for controlling or counteracting
cellular prion infection.50 The formation of an abnormally
folded, protease-resistant isoform of the host-encoded cellular
prion protein (PrPc) is thought to be the mechanism
responsible for prion diseases.51 Ten mM LiCl reduced the
amount of pathological prion protein (PrPsc) in murine
neuroblastoma cells persistently infected prions by inducing
autophagy.52 Trehalose also reduced PrPsc in the same cell line
while at the same time it induced autophagy.53 Treatment of

Figure 3. Lithium treatment increases autophagosome formation in
tauopathy model mice. (a−c) Double labeling immunohistochemistry
with phosphorylated tau, AT8 (red), and autophagosome marker, LC3
(green). LC3-positive puncta are immunostained by phosphorylated
tau-specific antibodies such as AT8. It is said that granular
phosphorylated tau represents a prestage of NFTs.47 These results
appear to show that only phosphorylated soluble tau could be
degraded by the autophagosome pathway, whereas insoluble fibrillary
tau remained. Bar = 10 μm.
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prion-infected cells with 2-methyladenine, a potent inhibitor of
autophagy, counteracted the antiprion effect of lithium,
demonstrating that induction of autophagy mediates the
degradation of PrPsc.
II-4. Amyotrophic Lateral Sclerosis. Amyotrophic lateral

sclerosis (ALS) is a devastating neurodegenerative disorder
with no effective treatment that usually leads to death within
3−5 years from diagnosis. Daily doses of lithium, leading to
plasma levels ranging from 0.4 to 0.8 mM, delayed disease
progression in human patients affected by ALS.54 In a parallel
study of ALS mutant copper−zinc superoxide dismutase 1
(SOD1) G93A male model mice, lithium treatment delayed
disease onset and augmented the life span. The effect was
accompanied by an increase in the number of the mitochondria
and LC3-positive autophagosomes in the motor neurons in the
spinal cord and activation of autophagy. Lithium had an effect
on the removal of altered mitochondria and protein aggregates
and also the biogenesis of well-structured mitochondria.55

However, in female SOD1G93A mice, lithium neither exerted
neuroprotective effects nor increased the expression of a marker
of autophagy.56

II-5. Parkinson’s Disease. Parkinson’s disease (PD) is a
relatively common disorder of the nervous system that affects
patients with tremors, slowness of movement, gait instability,
and rigidity. Currently, no neuroprotective candidate has been
determined that has a disease-modifying effect on PD. Lewy
bodies, which mainly consist of aggregated α-synuclein, are
hallmark pathological features of PD. Lithium 10 mM
treatment increased the clearance of A53T and A30P α-
synuclein mutants using PC12 cell lines by inhibiting IMPase as
well as mutated huntingtin.2,22,23 The mitochondrial complex I
inhibitors, 1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine
(MPTP), and rotenone were extensively used as neurotoxins
to induce parkinsonian symptoms in vitro and in vivo.57

Lithium treatment ameliorated Rotenon-induced toxicity in
human neuroblastoma SH-SY5Y cells, which showed nuclear
fragmentation and apoptosis.58 A decrease in mitochondrial
membrane potential, reduced reactive oxygen species gener-

ation and an increased number of lysosomes and autophagic
vacuolar organelles was observed with 0.2 μm to 10 mM
lithium treatment. A combination of valproate and lithium
carbonate was injected intraperitoneally into C57BL/6 mice for
7 days following MPTP administration.59 Mice showed the
recovery of motor disturbance, dopaminergic neuron number,
and dopamine metabolite dihydroxyphenyl acetic acid
(DOPAC) with elevation of immunoreactivity for LC3.

II-6. Neuronal Ceroid Lipofuscinosis. Neuronal ceroid
lipofuscinoses (NCL) are a group of severe neurodegenerative
lysosomal storage disorders, and are considered the most
common progressive encephalopathies of childhood.60 Variant
late-infantile NCL is caused by mutations in the CLN6 gene.
CLN6 is a nonglycosylated endoplasmic reticulum (ER)-
resident membrane protein with unknown function. In the
nclf mice, a naturally occurring model of the human CLN6
disease, prominent lysosomal strage was found accompanied by
ubiquitinated proteins, and neuronal p62-positive aggregates in
neurons.61 The pathological marker of juvenile NCL (JNCL) is
the accumulation of autofluorescence rich in subunit c of the
mitochondrial ATP synthase complex within lysosomes and
autophagosomes in central nerve system neurons of a
Cln3Δex7/8Δex7/862 knock-in mouse model. In JNCL patients,
developmental abnormality of the cerebellum and neuronal loss
of the fastigial pathway were seen.63 In Cln3Δex7/8Δex7/8 knock-in
cerebellar cells, 10 mM lithium treatment restored LC3-positive
autophagosomes and an IMPase inhibitor showed the same
effect.64 Lithium and IMP downregulation also protected
against cell death induced by amino acid deprivation.

II-7. Cockayne Syndrome. Cockayne syndrome (CS) is a
devastating autosomal recessive disease characterized by
neurodegeneration, cachexia, and accelerated aging.65 Overall,
80% of CS cases are caused by mutations in the CS
complementation group B gene (CSB), known to be involved
in transcription-coupled nucleotide excision DNA repair
transcription. Recent evidence indicates that CSB is present
in mitochondria, where it associates with mitochondrial DNA
(mtDNA). Scheibye-Knusden et al. reported increased

Figure 4. Hypothesis of the dual protective role of lithium’s action against tauopathies.Normally, tau binds microtubules to promote microtubule
assembly, while hyperphosphorylated tau misfolds, disassembles from microtubules, and forms aberrant filamentous aggregates that give rise to
neurofibrillary tangles. Lithium inhibited GSK3β activity, reduced the phosphorylation of tau, and enhanced the binding of tau to microtubules.
Lithium inhibited GSK3β activity, decreased mTOR signaling, and finally enhanced soluble phosphorylated tau to be degraded into autophagosomes.
Only soluble phosphorylated tau, not insoluble fibrillar tau, was degraded by the autophagic pathway. Both mechanisms finally led to enhanced
binding of tau to microtubules.
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metabolism in CSBm/m mice and CSB-deficient cells.66 In CSB-
deficient cells, damaged mitochondria and free radical
production are increased and autophagy is downregulated.
Lithium chloride or rapamycin 10 mM reverses the
bioenergetics phenotype of CBS-deficient cells.
II-8. Trimethyltin Toxicity. Organotin compounds are

used as heat stabilizers in polyvinyl chloride polymers,
industrial and agricultural biocides, and industrial catalysts in
chemical reactions. Among these compounds, trimethyltin
chloride (TMT), which was previously used as a fungicide and
chemostabilizer, is characterized by the selective destruction of
neurons in specific brain regions, particularly damaging the
limbic system.67 Ultrastructural studies performed on samples
obtained from rodents intoxicated with TMT describe an
increased number of lysosomes and vacuoles, suggestive of
altered autophagy.68 In TMT-induced primary mouse neurons,
autophagy inhibitors (3-methyladenine and L-asparagine)
greatly enhanced TMT toxicity, while 0.5−3 mM lithium and
rapamycin displayed neuroprotection.69 The neuroprotective
effect of lithium against TMT in hippocampal neurons can be
completely reversed by an excess of inositol and is possibly
related to the inactivation of IMPase.
II-9. Cerebral Ischemia. Injection of lithium reduced

infarct volume size and facilitated neurological recovery in a rat
model of middle cerebral artery occlusion.70 Pretreatment with
lithium decreased neurological deficits and decreased ischemia-
induced caspase-3 immunoreactivity and TUNEL staining in
rats exposed to focal ischemia.71 Recently, in a model of
neonatal hypoxic-ischemic brain injury, lithium reduced the
neuroprotective effect.72 Lithium treatment reduced the
ischemic-induced dephosphorylation of phosphor-GSK3β-Ser9
and extracellular signal-regulated kinase, the activation of
calpain and caspase-3, the mitochondrial release of cytochrome
c, and apoptosis-inducing factor as well as autophagy. In this
study, under conditions such as late recovery after hypoxia-
ischemia, lithium prevented autophagy, although most studies
described in our review showed that lithium could induce
autophagy. It remains elusive whether this is secondary to
lithium-mediated tissue protection, resulting in less cellular
damage and less intracellular debris.

III. CONTROVERSIES
III-1. Lithium Attenuates or Enhances Autophagy?

Studies of cell cultures and flies, which are described in this
review, indicated that lithium treatment showed neuro-
protective effects by enhancing autophagy.2,22,23,36,52,58,64,69

However, in vivo studies of rodent models did not show a
consistent result for autophagy regulation by lithium, although
behavioral abnormalit ies of al l studies were im-
proved.46,49,54,66,72 This discrepancy is at least partly because
of the lithium concentration. In tauopathy model mice, 4-
month oral lithium treatment led to a 0.2 mM lithium plasma
level and enhanced autophagy.46 In SOD1G93A model mice,
daily intraperitoneal injection of lithium for a couple of months
reached 0.4−0.8 mM plasma concentration and enhanced
autophagy.54 In AβPPswe/PS1A246E mice, 3-month intraperito-
neal injection of lithium led to 0.65 mM/l, but attenuated
autophagy. In a neonatal model of ischemia, the plasma lithium
concentration was not noted but autophagy was prevented. On
the other hand, in most cell culture studies, lithium
concentration is 10 mM, which is much higher than in
mouse model studies. However, these findings do not necessary
indicate that a higher dose of lithium enhances autophagy while

a low dose attenuates autophagy. Since lithium is used
therapeutically at plasma concentrations between 0.2 and 1.5
mM in humans, a similar concentration should be examined in
the treatment of cultured cells in order to establish a treatment
for human diseases. Another interpretation of lithium’s
downregulation of autophagy is that this is secondary to
lithium-mediated tissue protection, resulting in less cellular
damage and less intracellular debris. Thus far, to the best of our
knowledge, there is no report focusing on lithium’s autophagy
action using an adult mouse model of cerebral stroke. Lithium’s
regulation of autophagy should be examined in acute cerebral
damage using adult mice.

III-2. The Role of IMPase and GSK3β in Lithium Effect
on Autophagy. Lithium is a direct26 and indirect27 inhibitor
of GSK3β. However, several studies support the concept that
lithium’s autophagy-enhancing properties cannot be attributed
to GSK3β inhibition. A specific GSK3β inhibitor, SB21672,
retarded the clearance of aggregate-prone huntingtin and α-
synuclein, and impaired autophagosome synthesis.23 In an AD
model, a substrate competitive GSK3 inhibitor, L803-mts,
restored the activity of mTOR, inhibited autophagy and
ameliorated the Alzheimer’s-like pathology.73 In AβPPswe/
PS1A246E mice, lithium treatment upregulated the inactivated
form of phosphorylated GSK3β(S9) and prevented autoph-
agy.49 These studies indicate that GSK3β is rather an
autophagy-positive regulator by upregulating the mTOR
pathway. On the other hand, an mTOR inhibitor, rapamycin,
induced autophagy accompanying the elevation of the inactive
form of GSK3β (Phospho-Ser9) in mutant P301S tau
transgenic mice.48 Rather than GSK3β, IMPase was shown to
play a role in lithium’s autophagy-enhancing action for the
clearance of huntingtin,2,22,23 α-synuclein,59,62,74 and ceroid
lipofuscinosis64 in in vitro studies. Using a mouse model,
IMPase involvement in lithium’s autophagy-enhancing proper-
ties will be examined in the near future.

IV. CONCLUSION
Overall, most data suggest that lithium always yields neuro-
protective effects against neuropathological conditions, even
though lithium negatively regulated autophagy. Many in vitro
studies which showed lithium’s autophagy-enhancing action
used lithium concentrations that are higher than those that are
used therapeutically. These studies are not easily translated for
application in human studies. A phase 3 multicenter,
randomized, double-blind, placebo-controlled trial of oral
lithium in patients with ALS was conducted.75 The trial
found no evidence of benefit of lithium on survival in patients
with ALS. The trial for polyglutamine disorders including
Huntington disease and spinocerebellar ataxia type 3 have been
described.76,77 Lithium was safe and well tolerated, but it
resulted in no improvement or effect on progression. However,
it is worth noting that a recent placebo-controlled clinical trial
in patients with amnestic mild cognitive impairment (MCI)
showed that long-term lithium treatment may actually slow the
conversion to AD with a reduced phosphorylated tau level in
cerebrospinal fluid.78 Lithium’s autophagy-enhancing property
may contribute to this improvement.

■ AUTHOR INFORMATION
Corresponding Author
*Mailing address: Department of Diagnosis, Prevention and
Treatment of Dementia, Juntendo University School of
Medicine, 2-1-1, Hongo, Bunkyo-ku, Tokyo 113-8421, Japan.

ACS Chemical Neuroscience Review

dx.doi.org/10.1021/cn500056q | ACS Chem. Neurosci. 2014, 5, 434−442439



Tel.: 81-3-3813-3111. Fax: 81-3-5684-0476. E-mail: motoi@
juntendo.ac.jp.

Notes
The authors declare no competing financial interest.

■ REFERENCES
(1) Malhi, G. S., Tanious, M., Das, P., Coulston, C. M., and Berk, M.
(2013) Potential mechanisms of action of lithium in bipolar disorder.
Current understanding. CNS Drugs 27, 135−153.
(2) Sarkar, S., Floto, R. A., Berger, Z., Imarisio, S., Cordenier, A.,
Pasco, M., Cook, L. J., and Rubinsztein, D. C. (2005) Lithium induces
autophagy by inhibiting inositol monophosphatase. J. Cell Biol. 170,
1101−1111.
(3) Ravikumar, B., Sarkar, S., Davies, J. E., Futter, M., Garcia-
Arencibia, M., Green-Thompson, Z. W., Jimenez-Sanchez, M.,
Korolchuk, V. I., Lichtenberg, M., Luo, S., Massey, D. C., Menzies,
F. M., Moreau, K., Narayanan, U., Renna, M., Siddiqi, F. H.,
Underwood, B. R., Winslow, A. R., and Rubinsztein, D. C. (2010)
Regulation of mammalian autophagy in physiology and pathophysi-
ology. Physiol. Rev. 90, 1383−1435.
(4) Metcalf, D. J., Garcia-Arencibia, M., Hochfeld, W. E., and
Rubinsztein, D. C. (2012) Autophagy and misfolded proteins in
neurodegeneration. Exp. Neurol. 238, 22−28.
(5) Mizushima, N., and Komatsu, M. (2011) Autophagy: renovation
of cells and tissues. Cell 147, 728−741.
(6) Verhoef, L. G., Lindsten, K., Masucci, M. G., and Dantuma, N. P.
(2002) Aggregate formation inhibits proteasomal degradation of
polyglutamine proteins. Hum. Mol. Genet. 11, 2689−2700.
(7) Berger, Z., Ravikumar, B., Menzies, F. M., Oroz, L. G.,
Underwood, B. R., Pangalos, M. N., Schmitt, I., Wullner, U., Evert,
B. O., O’Kane, C. J., and Rubinsztein, D. C. (2006) Rapamycin
alleviates toxicity of different aggregate-prone proteins. Hum. Mol.
Genet. 15, 433−442.
(8) Iwata, A., Riley, B. E., Johnston, J. A., and Kopito, R. R. (2005)
HDAC6 and microtubules are required for autophagic degradation of
aggregated huntingtin. J. Biol. Chem. 280, 40282−40292.
(9) Harris, H., and Rubinsztein, D. C. (2012) Control of autophagy
as a therapy for neurodegenerative disease. Nat. Rev. Neurol. 8, 108−
117.
(10) Mizushima, N. (2004) Methods for monitoring autophagy. Int.
J. Biochem. Cell Biol. 36, 2491−2502.
(11) Nixon, R. A. (2006) Autophagy in neurodegenerative disease:
friend, foe or turncoat? Trends Neurosci. 29, 528−535.
(12) Levine, B., and Klionsky, D. J. (2004) Development by self-
digestion: molecular mechanisms and biological functions of
autophagy. Dev. Cell 6, 463−477.
(13) Wei, Y., Pattingre, S., Sinha, S., Bassik, M., and Levine, B. (2008)
JNK1-mediated phosphorylation of Bcl-2 regulates starvation-induced
autophagy. Mol. Cell 30, 678−688.
(14) Criollo, A., Vicencio, J. M., Tasdemir, E., Maiuri, M. C.,
Lavandero, S., and Kroemer, G. (2007) The inositol trisphosphate
receptor in the control of autophagy. Autophagy 3, 350−353.
(15) Maiuri, M. C., Zalckvar, E., Kimchi, A., and Kroemer, G. (2007)
Self-eating and self-killing: crosstalk between autophagy and apoptosis.
Nat. Rev. Mol. Cell Biol. 8, 741−752.
(16) Rubinsztein, D. C., Gestwicki, J. E., Murphy, L. O., and
Klionsky, D. J. (2007) Potential therapeutic applications of autophagy.
Nat. Rev. Drug Discovery 6, 304−312.
(17) Sarkar, S., Davies, J. E., Huang, Z., Tunnacliffe, A., and
Rubinsztein, D. C. (2007) Trehalose, a novel mTOR-independent
autophagy enhancer, accelerates the clearance of mutant huntingtin
and alpha-synuclein. J. Biol. Chem. 282, 5641−5652.
(18) Blommaart, E. F., Krause, U., Schellens, J. P., Vreeling-
Sindelarova, H., and Meijer, A. J. (1997) The phosphatidylinositol 3-
kinase inhibitors wortmannin and LY294002 inhibit autophagy in
isolated rat hepatocytes. Eur. J. Biochem. 243 (1−2), 240−246.

(19) Seglen, P. O., and Gordon, P. B. (1982) 3-Methyladenine:
specific inhibitor of autophagic/lysosomal protein degradation in
isolated rat hepatocytes. Proc. Natl. Acad. Sci. U.S.A. 79, 1889−1892.
(20) Phiel, C. J., and Klein, P. S. (2001) Molecular targets of lithium
action. Annu. Rev. Pharmacol. Toxicol. 41, 789−813.
(21) Carmichael, J., Sugars, K. L., Bao, Y. P., and Rubinsztein, D. C.
(2002) Glycogen synthase kinase-3β inhibitors prevent cellular
polyglutamine toxicity caused by the Huntington’s disease mutation.
J. Biol. Chem. 277, 33791−33798.
(22) Sarkar, S., and Rubinsztein, D. C. (2006) Inositol and IP3 levels
regulate autophagy: biology and therapeutic speculations. Autophagy 2,
132−134.
(23) Sarkar, S., Krishna, G., Imarisio, S., Saiki, S., O’Kane, C. J., and
Rubinsztein, D. C. (2008) A rational mechanism for combination
treatment of Huntington’s disease using lithium and rapamycin. Hum.
Mol. Genet. 17, 170−178.
(24) Maeda, T., and Eisenberg, F., Jr. (1980) Purification, structure,
and catalytic properties of L-myo-inositol-1-phosphate synthase from
rat testis. J. Biol. Chem. 255, 8458−8464.
(25) Williams, R. S., Cheng, L., Mudge, A. W., and Harwood, A. J.
(2002) A common mechanism of action for three mood-stabilizing
drugs. Nature 417, 292−295.
(26) Ryves, W. J., and Harwood, A. J. (2001) Lithium inhibits
glycogen synthase kinase-3 by competition for magnesium. Biochem.
Biophys. Res. Commun. 280, 720−725.
(27) Chalecka-Franaszek, E., and Chuang, D. M. (1999) Lithium
activates the serine/threonine kinase Akt-1 and suppresses glutamate-
induced inhibition of Akt-1 activity in neurons. Proc. Natl. Acad. Sci.
U.S.A. 96, 8745−8750.
(28) Yang, Y., Wang, H., Wang, S., Xu, M., Liu, M., Liao, M., Frank, J.
A., Adhikari, S., Bower, K. A., Shi, X., Ma, C., and Luo, J. (2012)
GSK3beta signaling is involved in ultraviolet B-induced activation of
autophagy in epidermal cells. Int. J. Oncol. 41, 1782−1788.
(29) Park, C. H., Lee, B. H., Ahn, S. G., Yoon, J. H., and Oh, S. H.
(2013) Serine 9 and tyrosine 216 phosphorylation of GSK-3beta
differentially regulates autophagy in acquired cadmium resistance.
Toxicol. Sci. 135, 380−389.
(30) Yang, J., Takahashi, Y., Cheng, E., Liu, J., Terranova, P. F., Zhao,
B., Thrasher, J. B., Wang, H. G., and Li, B. (2010) GSK-3beta
promotes cell survival by modulating Bif-1-dependent autophagy and
cell death. J. Cell Sci. 123, 861−870.
(31) Etxebarria, A., Terrones, O., Yamaguchi, H., Landajuela, A.,
Landeta, O., Antonsson, B., Wang, H. G., and Basanez, G. (2009)
Endophilin B1/Bif-1 stimulates BAX activation independently from its
capacity to produce large scale membrane morphological rearrange-
ments. J. Biol. Chem. 284, 4200−4212.
(32) Lin, S. Y., Li, T. Y., Liu, Q., Zhang, C., Li, X., Chen, Y., Zhang, S.
M., Lian, G., Liu, Q., Ruan, K., Wang, Z., Zhang, C. S., Chien, K. Y.,
Wu, J., Li, Q., Han, J., and Lin, S. C. (2012) GSK3-TIP60-ULK1
signaling pathway links growth factor deprivation to autophagy. Science
336, 477−481.
(33) Walker, F. O. (2007) Huntington’s disease. Lancet 369, 218−
228.
(34) Hara, T., Nakamura, K., Matsui, M., Yamamoto, A., Nakahara,
Y., Suzuki-Migishima, R., Yokoyama, M., Mishima, K., Saito, I., Okano,
H., and Mizushima, N. (2006) Suppression of basal autophagy in
neural cells causes neurodegenerative disease in mice. Nature 441,
885−889.
(35) Komatsu, M., Waguri, S., Chiba, T., Murata, S., Iwata, J., Tanida,
I., Ueno, T., Koike, M., Uchiyama, Y., Kominami, E., and Tanaka, K.
(2006) Loss of autophagy in the central nervous system causes
neurodegeneration in mice. Nature 441, 880−884.
(36) Wu, S., Zheng, S. D., Huang, H. L., Yan, L. C., Yin, X. F., Xu, H.
N., Zhang, K. J., Gui, J. H., Chu, L., and Liu, X. Y. (2013) Lithium
down-regulates histone deacetylase 1 (HDAC1) and induces
degradation of mutant huntingtin. J. Biol. Chem. 288, 35500−35510.
(37) Nixon, R. A., Wegiel, J., Kumar, A., Yu, W. H., Peterhoff, C.,
Cataldo, A., and Cuervo, A. M. (2005) Extensive involvement of

ACS Chemical Neuroscience Review

dx.doi.org/10.1021/cn500056q | ACS Chem. Neurosci. 2014, 5, 434−442440

mailto:motoi@juntendo.ac.jp
mailto:motoi@juntendo.ac.jp


autophagy in Alzheimer disease: an immuno-electron microscopy
study. J. Neuropathol. Exp. Neurol. 64, 113−122.
(38) Sanchez-Varo, R., Trujillo-Estrada, L., Sanchez-Mejias, E.,
Torres, M., Baglietto-Vargas, D., Moreno-Gonzalez, I., De Castro,
V., Jimenez, S., Ruano, D., Vizuete, M., Davila, J. C., Garcia-Verdugo, J.
M., Jimenez, A. J., Vitorica, J., and Gutierrez, A. (2012) Abnormal
accumulation of autophagic vesicles correlates with axonal and
synaptic pathology in young Alzheimer’s mice hippocampus. Acta
Neuropathol. 123, 53−70.
(39) Lee, V. M., Goedert, M., and Trojanowski, J. Q. (2001)
Neurodegenerative tauopathies. Annu. Rev. Neurosci. 24, 1121−1159.
(40) Alonso, A., Zaidi, T., Novak, M., Grundke-Iqbal, I., and Iqbal, K.
(2001) Hyperphosphorylation induces self-assembly of tau into
tangles of paired helical filaments/straight filaments. Proc. Natl. Acad.
Sci. U.S.A. 98, 6923−6928.
(41) Kosik, K. S. (1992) Alzheimer’s disease: a cell biological
perspective. Science 256, 780−783.
(42) Berger, Z., Roder, H., Hanna, A., Carlson, A., Rangachari, V.,
Yue, M., Wszolek, Z., Ashe, K., Knight, J., Dickson, D., Andorfer, C.,
Rosenberry, T. L., Lewis, J., Hutton, M., and Janus, C. (2007)
Accumulation of pathological tau species and memory loss in a
conditional model of tauopathy. J. Neurosci. 27, 3650−3662.
(43) Sahara, N., Maeda, S., Murayama, M., Suzuki, T., Dohmae, N.,
Yen, S. H., and Takashima, A. (2007) Assembly of two distinct dimers
and higher-order oligomers from full-length tau. Eur. J. Neurol. 25,
3020−3029.
(44) Chesser, A. S., Pritchard, S. M., and Johnson, G. V. (2013) Tau
Clearance Mechanisms and Their Possible Role in the Pathogenesis of
Alzheimer Disease. Front. Neurol. 4, 122.
(45) Lee, M. J., Lee, J. H., and Rubinsztein, D. C. (2013) Tau
degradation: the ubiquitin-proteasome system versus the autophagy-
lysosome system. Prog. Neurobiol. 105, 49−59.
(46) Shimada, K., Motoi, Y., Ishiguro, K., Kambe, T., Matsumoto, S.
E., Itaya, M., Kunichika, M., Mori, H., Shinohara, A., Chiba, M.,
Mizuno, Y., Ueno, T., and Hattori, N. (2012) Long-term oral lithium
treatment attenuates motor disturbance in tauopathy model mice:
implications of autophagy promotion. Neurobiol. Dis. 46, 101−108.
(47) Augustinack, J. C., Schneider, A., Mandelkow, E. M., and
Hyman, B. T. (2002) Specific tau phosphorylation sites correlate with
severity of neuronal cytopathology in Alzheimer’s disease. Acta
Neuropathol. 103, 26−35.
(48) Caccamo, A., Magri, A., Medina, D. X., Wisely, E. V., Lopez-
Aranda, M. F., Silva, A. J., and Oddo, S. (2013) mTOR regulates tau
phosphorylation and degradation: implications for Alzheimer’s disease
and other tauopathies. Aging Cell 12, 370−380.
(49) Zhang, X., Heng, X., Li, T., Li, L., Yang, D., Zhang, X., Du, Y.,
Doody, R. S., and Le, W. (2011) Long-term treatment with lithium
alleviates memory deficits and reduces amyloid-beta production in an
aged Alzheimer’s disease transgenic mouse model. J. Alzheimer’s Dis.
24, 739−749.
(50) Heiseke, A., Aguib, Y., and Schatzl, H. M. (2010) Autophagy,
prion infection and their mutual interactions. Curr. Issues Mol. Biol. 12,
87−97.
(51) Prusiner, S. B. (1982) Novel proteinaceous infectious particles
cause scrapie. Science 216 (4542), 136−144.
(52) Heiseke, A., Aguib, Y., Riemer, C., Baier, M., and Schatzl, H. M.
(2009) Lithium induces clearance of protease resistant prion protein in
prion-infected cells by induction of autophagy. J. Neurochem. 109, 25−
34.
(53) Aguib, Y., Heiseke, A., Gilch, S., Riemer, C., Baier, M., Schatzl,
H. M., and Ertmer, A. (2009) Autophagy induction by trehalose
counteracts cellular prion infection. Autophagy 5, 361−369.
(54) Fornai, F., Longone, P., Cafaro, L., Kastsiuchenka, O., Ferrucci,
M., Manca, M. L., Lazzeri, G., Spalloni, A., Bellio, N., Lenzi, P.,
Modugno, N., Siciliano, G., Isidoro, C., Murri, L., Ruggieri, S., and
Paparelli, A. (2008) Lithium delays progression of amyotrophic lateral
sclerosis. Proc. Natl. Acad. Sci. U.S.A. 105 (6), 2052−2057.

(55) Fornai, F., Longone, P., Ferrucci, M., Lenzi, P., Isidoro, C.,
Ruggieri, S., and Paparelli, A. (2008) Autophagy and amyotrophic
lateral sclerosis: The multiple roles of lithium. Autophagy 4, 527−530.
(56) Pizzasegola, C., Caron, I., Daleno, C., Ronchi, A., Minoia, C.,
Carri, M. T., and Bendotti, C. (2009) Treatment with lithium
carbonate does not improve disease progression in two different
strains of SOD1 mutant mice. Amyotrophic Lateral Scler. Other Mot.
Neuron Disord. 10, 221−228.
(57) Cannon, J. R., Tapias, V., Na, H. M., Honick, A. S., Drolet, R. E.,
and Greenamyre, J. T. (2009) A highly reproducible rotenone model
of Parkinson’s disease. Neurobiol. Dis. 34, 279−290.
(58) Xiong, N., Jia, M., Chen, C., Xiong, J., Zhang, Z., Huang, J., Hou,
L., Yang, H., Cao, X., Liang, Z., Sun, S., Lin, Z., and Wang, T. (2011)
Potential autophagy enhancers attenuate rotenone-induced toxicity in
SH-SY5Y. Neuroscience 199, 292−302.
(59) Li, X. Z., Chen, X. P., Zhao, K., Bai, L. M., Zhang, H., and Zhou,
X. P. (2013) Therapeutic effects of valproate combined with lithium
carbonate on MPTP-induced parkinsonism in mice: possible
mediation through enhanced autophagy. Int. J. Neurosci. 123, 73−79.
(60) Jalanko, A., and Braulke, T. (2009) Neuronal ceroid
lipofuscinoses. Biochim. Biophys. Acta 1793, 697−709.
(61) Thelen, M., Damme, M., Schweizer, M., Hagel, C., Wong, A. M.,
Cooper, J. D., Braulke, T., and Galliciotti, G. (2012) Disruption of the
autophagy-lysosome pathway is involved in neuropathology of the nclf
mouse model of neuronal ceroid lipofuscinosis. PLoS One 7, e35493.
(62) Cotman, S. L., Vrbanac, V., Lebel, L. A., Lee, R. L., Johnson, K.
A., Donahue, L. R., Teed, A. M., Antonellis, K., Bronson, R. T., Lerner,
T. J., and MacDonald, M. E. (2002) Cln3(Deltaex7/8) knock-in mice
with the common JNCL mutation exhibit progressive neurologic
disease that begins before birth. Hum. Mol. Genet. 11 (22), 2709−
2721.
(63) Autti, T., Raininko, R., Vanhanen, S. L., and Santavuori, P.
(1996) MRI of neuronal ceroid lipofuscinosis. I. Cranial MRI of 30
patients with juvenile neuronal ceroid lipofuscinosis. Neuroradiology
38, 476−482.
(64) Chang, J. W., Choi, H., Cotman, S. L., and Jung, Y. K. (2011)
Lithium rescues the impaired autophagy process in CbCln3(Deltaex7/
8/Deltaex7/8) cerebellar cells and reduces neuronal vulnerability to
cell death via IMPase inhibition. J. Neurochem. 116, 659−668.
(65) Nance, M. A., and Berry, S. A. (1992) Cockayne syndrome:
review of 140 cases. Am. J. Med. Genet. 42, 68−84.
(66) Scheibye-Knudsen, M., Ramamoorthy, M., Sykora, P., Maynard,
S., Lin, P. C., Minor, R. K., Wilson, D. M., Coper, M., Spencer, R., de
Cabo, R., Croteau, D. L., and Bohr, V. A. (2012) Cockayne syndrome
group B protein prevents the accumulation of damaged mitochondria
by promoting mitochondrial autophagy. J. Exp. Med. 209, 855−869.
(67) Kawada, K., Yoneyama, M., Nagashima, R., and Ogita, K. (2008)
In vivo acute treatment with trimethyltin chloride causes neuronal
degeneration in the murine olfactory bulb and anterior olfactory
nucleus by different cascades in each region. J. Neurosci. Res. 86, 1635−
1646.
(68) Bouldin, T. W., Goines, N. D., Bagnell, R. C., and Krigman, M.
R. (1981) Pathogenesis of trimethyltin neuronal toxicity. Ultra-
structural and cytochemical observations. Am. J. Pathol. 104 (3), 237−
249.
(69) Fabrizi, C., Somma, F., Pompili, E., Biagioni, F., Lenzi, P.,
Fornai, F., and Fumagalli, L. (2012) Role of autophagy inhibitors and
inducers in modulating the toxicity of trimethyltin in neuronal cell
cultures. J. Neural Transm. 119, 1295−1305.
(70) Ren, M., Senatorov, V. V., Chen, R.-W., and Chuang, D.-M.
(2003) Postinsult treatment with lithium reduces brain damage and
facilitates neurological recovery in a rat ischemia/reperfusion model.
Proc. Natl. Acad. Sci. U.S.A. 100, 6210−6215.
(71) Xu, J., Culman, J., Blume, A., Brecht, S., and Gohlke, P. (2003)
Chronic treatment with a low dose of lithium protects the brain
against ischemic injury by reducing apoptotic death. Stroke 34, 1287−
1292.

ACS Chemical Neuroscience Review

dx.doi.org/10.1021/cn500056q | ACS Chem. Neurosci. 2014, 5, 434−442441



(72) Li, Q., Li, H., Roughton, K., Wang, X., Kroemer, G., Blomgren,
K., and Zhu, C. (2010) Lithium reduces apoptosis and autophagy after
neonatal hypoxia-ischemia. Cell Death Dis. 1, e56.
(73) Avrahami, L., Farfara, D., Shaham-Kol, M., Vassar, R., Frenkel,
D., and Eldar-Finkelman, H. (2013) Inhibition of glycogen synthase
kinase-3 ameliorates beta-amyloid pathology and restores lysosomal
acidification and mammalian target of rapamycin activity in the
Alzheimer disease mouse model: in vivo and in vitro studies. J. Biol.
Chem. 288, 1295−1306.
(74) Kohlschutter, A., Gardiner, R. M., and Goebel, H. H. (1993)
Human forms of neuronal ceroid-lipofuscinosis (Batten disease):
consensus on diagnostic criteria, Hamburg 1992. J. Inherited Metab.
Dis. 16, 241−244.
(75) Group, U. K.-L. S., Morrison, K. E., Dhariwal, S., Hornabrook,
R., Savage, L., Burn, D. J., Khoo, T. K., Kelly, J., Murphy, C. L., Al-
Chalabi, A., Dougherty, A., Leigh, P. N., Wijesekera, L., Thornhill, M.,
Ellis, C. M., O’Hanlon, K., Panicker, J., Pate, L., Ray, P., Wyatt, L.,
Young, C. A., Copeland, L., Ealing, J., Hamdalla, H., Leroi, I., Murphy,
C., O’Keeffe, F., Oughton, E., Partington, L., Paterson, P., Rog, D.,
Sathish, A., Sexton, D., Smith, J., Vanek, H., Dodds, S., Williams, T. L.,
Steen, I. N., Clarke, J., Eziefula, C., Howard, R., Orrell, R., Sidle, K.,
Sylvester, R., Barrett, W., Merritt, C., Talbot, K., Turner, M. R.,
Whatley, C., Williams, C., Williams, J., Cosby, C., Hanemann, C. O.,
Iman, I., Philips, C., Timings, L., Crawford, S. E., Hewamadduma, C.,
Hibberd, R., Hollinger, H., McDermott, C., Mils, G., Rafiq, M., Shaw,
P. J., Taylor, A., Waines, E., Walsh, T., Addison-Jones, R., Birt, J., Hare,
M., and Majid, T. (2013) Lithium in patients with amyotrophic lateral
sclerosis (LiCALS): a phase 3 multicentre, randomised, double-blind,
placebo-controlled trial. Lancet Neurol. 12, 339−345.
(76) Aminoff, M. J., and Marshall, J. (1974) Treatment of
Huntington’s chorea with lithium carbonate. A double-blind trial.
Lancet 1 (7848), 107−109.
(77) Saute, J. A., de Castilhos, R. M., Monte, T. L., Schumacher-
Schuh, A. F., Donis, K. C., D’Avila, R., Souza, G. N., Russo, A. D.,
Furtado, G. V., Gheno, T. C., de Souza, D. O., Portela, L. V., Saraiva-
Pereira, M. L., Camey, S. A., Torman, V. B., de Mello Rieder, C. R.,
and Jardim, L. B. (2014) A randomized, phase 2 clinical trial of lithium
carbonate in Machado-Joseph disease. Mov. Disord. 29, 568−573.
(78) Forlenza, O. V., Diniz, B. S., Radanovic, M., Santos, F. S., Talib,
L. L., and Gattaz, W. F. (2011) Disease-modifying properties of long-
term lithium treatment for amnestic mild cognitive impairment:
randomised controlled trial. Br. J. Psychiatry 198, 351−356.
(79) Yuan, H. D., and Piao, G. C. (2011) An active part of Artemisia
sacrorum Ledeb. suppresses gluconeogenesis through AMPK mediated
GSK3beta and CREB phosphorylation in human HepG2 cells. Biosci.,
Biotechnol., Biochem. 75, 1079−1084.

■ NOTE ADDED AFTER ASAP PUBLICATION
This paper was published ASAP on April 30, 2014. Additional
changes were made throughout the paper. The corrected
version was reposted on May 22, 2014.

ACS Chemical Neuroscience Review

dx.doi.org/10.1021/cn500056q | ACS Chem. Neurosci. 2014, 5, 434−442442


