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Abstract
Alzheimer’s disease (AD), a progressive degenerative disorder, is characterized
by the presence of amyloid deposits, neurofibrillary tangles and neuron loss.
Emerging evidence indicates that antioxidants could be useful either for the pre-
vention or treatment of AD. It has been shown that melatonin is a potent antioxi-
dant and free radical scavenger. Additionally, melatonin stimulates several
antioxidative enzymes and improves mitochondrial energy metabolism. These find-
ings led us to study amyloid precursor protein transgenic mice, ovariectomized
rats, and pheochromocytoma and astroglioma cell lines, to observe whether mela-
tonin had any effect on Alzheimer’s symptoms or pathological changes. We found
that melatonin had many beneficial effects in experimental models of AD, includ-
ing improvement of cognitive function, anti-oxidative injury, anti-apoptosis, inhi-
bition of β-amyloid (Aβ) deposition and Aβ fiber formation. Several groups have
shown that melatonin has an inhibitory effect on tau protein hyperphosphorylation.
These actions may potentially slow down or stop the progression of dementia.
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Introduction
N-Acetyl-5-methoxytryptamine (melatonin) is a lipophilic

hormone that is mainly produced and secreted at night by
the pineal gland. Melatonin was first reported to be an effi-
cient endogenous antioxidant in 1993 by Reiter and col-
leagues[1−3]. It is found in all organisms, including bacteria,
plants, insects, and vertebrates[4,5]. Because melatonin is also
ingested in foodstuffs such as vegetables, fruits, and herbal
medicines, from a nutritional point of view, melatonin can
also be classified as a vitamin[3,6,7].

Alzheimer’s disease (AD), a progressive degenerative
disorder of the brain, is the most common cause of dementia
amongst elderly people. AD is characterized by the presence
of β-amyloid (Aβ) deposits and neurofibrillary tangles (NFT)
in the brains of afflicted individuals. The development of
early diagnostic tools and of quantitative markers are crucial
for exploring promising therapeutic strategies[8]. Recent re-
search findings have more systemically defined the molecu-

lar pathogenesis of AD, and are generating new approaches
for treatment. Anti-inflammatory agents, antioxidants,
vaccinations, cholesterol-lowering agents and hormone
therapy are examples of new approaches that are being de-
veloped for treating or delaying the progression of AD.
Additionally, nutritional, genetic, and environmental factors
highlight some effective preventive strategies for AD[8−10].

One approach being pursued is to prevent  the formation
of senile plaques. One of the theories regarding the etiology
of AD is the “Aβ toxicity” hypothesis[11]. Aβ mediates
neurodegeneration by a complex series of interacting
neurodegenerative processes that involve increasing extra-
cellular concentrations of glutamate, increasing intracellular
Ca2+ concentrations, and apoptosis[12]. Aggregated Aβ pro-
duces even more free radicals, whereas Aβ toxicity is elimi-
nated by free radical scavengers.

Although the etiology of AD is not yet fully understood,
Aβ-related oxidative stress and NFT are believed to be con-
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tributing causative factors. In addition to conventional
therapies, antioxidant strategies for protecting against AD
have been increasingly explored, as evidenced by an increas-
ing number of animal studies, clinical reports and patents
related to antioxidant therapies for AD in recent years.
Recent evidence indicates that melatonin reduces the neu-
ronal damage mediated by oxygen-based reactive species in
experimental models of AD by acting as a free radical scav-
enger and antioxidant[13,14]. Several clinical studies have also
indicated that melatonin levels are decreased in AD patients[15].
Recently, Zhou et al  reported that cerebrospinal fluid (CSF)
melatonin levels were significantly decreased in aged indi-
viduals with early neuropathological changes in the tempo-
ral cortex[16]. The implication is that a decrease in CSF mela-
tonin levels may be an early event in the development of AD,
possibly occurring even before clinical symptoms appear.

Pappolla et al recently demonstrated that the neuropro-
tective action of melatonin against Aβ-mediated toxicity did
not require the binding of melatonin to a membrane receptor,
and was likely related to the antioxidant properties of mela-
tonin[17]. Thus, both melatonin’s direct receptor-independent
scavenging effects and its receptor-mediated influences on
enzyme activities may account for its possible beneficial ef-
fects in AD.

Previous research carried out by our group has demon-
strated that melatonin can reduce glutamate release, allevi-
ate its excitotoxicity, prevent abnormal nitric oxide (NO) el-
evation in the cerebral cortex, inhibit intracellular calcium
overload, and enhance the expression of neurotrophin in
several in vivo or in vitro experimental models of aging[18–24].
Importantly, recent findings from our group further indicate
that melatonin has a pronounced neuroprotective effect
against Aβ-induced neurotoxicity in both in vivo and in vitro
experimental models of AD[25−29]. In contrast to classical
antioxidants, melatonin, because of its amphiphilicity, readily
crosses the blood-brain barrier and has a widespread intrac-
ellular distribution. Therefore, validation of its beneficial ef-
fects in the AD is necessary.

The exact mechanism by which melatonin contributes to
neuroprotection is still unclear. Therefore, it is likely that
determining the mechanisms by which Aβ induces neuronal
cell death will lead to identification of potential molecular
targets for the development of therapies for AD. Thus, inter-
est in the protective role of antioxidants such as vitamin E,
melatonin and estrogens in AD is expanding. Several clinical
trials have demonstrated that melatonin is effective in treat-
ing mild-to-moderate dementia in AD patients. A scientific
rationale for using multiple antioxidants in clinical trials for
the prevention of AD in high-risk populations and as an

adjunct to standard therapy in the treatment of this disease
is worth considering. Melatonin, which has the characteris-
tics of an antioxidant, is one of the candidates for the pre-
vention and treatment of Alzheimer’s disease.

Nevertheless, whether exogenous melatonin has any ef-
fect on the neuropathological processes of AD remains
unknown. We hypothesized that any therapeutic effect of
melatonin in a transgenic mouse model of AD might be due
to its protective effect on neurons, as well as on glial cells.
Therefore, we observed the effects of melatonin in experi-
mental models of AD, and we summarized our results in the
present review. Our results demonstrate that, in addition to
the beneficial effects of providing direct antioxidant protec-
tion to neurons, melatonin may enhance neuroprotection
against Aβ-related neurotoxicity by promoting the survival
of neuronal or glial cells. Furthermore, hyperphosphorylation
of microtubule-associated protein tau is the main cause of
NFT, another neuropathological characteristic of AD. We
also summarized the inhibitory effects of melatonin on the
hyperphosphorylation of tau in the present review.

Effects of melatonin on amyloid precursor
protein (APP) transgenic mouse

Melatonin alleviates behavioral deficits associated with
apoptosis and cholinergic system dysfunction in an APP
transgenic mouse model of AD   Animal models are extremely
valuable for the discovery and development of new treat-
ments for AD. A valid animal model for AD should exhibit (i)
progressive AD-like neuropathology, (ii) cognitive deficits,
and (iii) should be verified in several laboratories[30,31].
Importantly, many of these transgenic animal models de-
velop age-dependent deficits in some relevant behavioral
tests and thus provide an animal model not only for amyloi-
dosis but also for the cognitive deficits of AD patients. In-
vestigations using the presently available transgenic mod-
els will help to define the relationships between impaired
behavioral performance and pathological/biochemical abnor-
malities in the brain, to clarify pathogenic mechanisms in
vivo and lead to the identification of new therapeutic
targets[31].

A transgenic mouse model for AD mimicking the accu-
mulation of senile plaques, neuronal apoptosis and memory
impairment was used in our studies. Step-down and step-
through passive avoidance tests showed that 8-month-old
transgenic mice had decreases in step-down latency (SDL)
and step-through latency (STL), and increases in count of
error (CE) throughout the entire learning trial and memory
session, which suggests learning and memory impairment.
However, long-term administration of melatonin (10 mg/kg
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for 4 months) significantly ameliorated learning and memory
deficits[25]. Both Congo red staining and Bielschowsky sil-
ver impregnation showed apparent extracellular Aβ deposi-
tion in the frontal cortex of transgenic mice, but melatonin
supplementation decreased the Aβ deposits[25]. In addition
to memory loss, AD is also characterized by progressive
neuronal degeneration. Recently, Matsubara et al reported
that early (starting at 4 months of age) and long-term (lasting
from 4 months to 11.5 months of age) administration of mela-
tonin partially inhibited the expected time-dependent eleva-
tion of Aβ, reduced the abnormal nitration of proteins and
increased survival in the treated Tg2576 transgenic mice,
which overexpress APP695 containing the “Swedish” muta-
tion[32]. The results of our neuropathological studies are con-
sistent with those of Matsubara et al, and results from both
groups provide supporting evidence for the potential clini-
cal application of melatonin.

Studies in the human brain indicate that the cholinergic
synaptic loss and dystrophy visible in transgenic animal
models appear in more advanced stages of amyloid pathol-
ogy in the human brain[33]. The decrease in cortical choline
acetyltransferase (ChAT) activity may partly explain this. In
line with the histological results, the congophilic plaques
may be accompanied by dysfunction of the cholinergic sys-
tem[25]. ChAT activity has been found to be reduced in the
frontal cortex and hippocampus of transgenic mice compared
with their non-transgenic littermates. Melatonin supplemen-
tation increased ChAT activity in the frontal cortex and hip-
pocampus[25]. DNA fragmentation was present in the frontal
cortex of the transgenic mice, and melatonin reduced the
number of apoptotic neurons[25].

Neurons in the vulnerable brain regions of AD patients
exhibit several alterations that are suggestive of apoptosis,
including caspase upregulation[34,35], increased levels of pros-
tate apoptosis response-4 (Par-4 )[36], and increased expres-
sion of Bax[37]. In particular, caspase-3 has been shown to be
significant in the development of the nervous system, as
well as in AD brains[38]. We found caspase-3 upregulation in
AD model transgenic mice. Par-4 has been shown to interact
with several proteins that are known to modulate apoptosis,
including Bcl-2 and caspase-8. Par-4, which can be induced
at the translational level, acts at an early stage of the apoptotic
cascade prior to caspase upregulation and mitochondrial
dysfunction. Our previous results in these transgenic mice
with AD indicated that cognitive impairment and apoptosis
developed in mice as young as 8 months of age[25]. Apoptosis
and cholinergic system dysfunction most likely contributed
to behavioral impairments in the transgenic mice with AD[25].
The apoptotic markers Bax, caspase-3 and Par-4 were de-

tected in neurons of the transgenic mice but not in the wild
type mice. Long-term melatonin administration prevented the
abnormal upregulation of apoptotic markers to an extent.
Although it is difficult to state whether these are the primary
or secondary effects of melatonin, it is reasonable to infer
that melatonin exerts its neuroprotective effects through mul-
tiple direct and indirect mechanisms.

It is worth emphasizing that long-term application of
melatonin alleviates memory impairments in transgenic mice.
The neuropathological and biochemical findings also sup-
port this conclusion. Experimental data suggest that early,
long-term administration of melatonin can significantly
prevent, or at least slow the development of AD. These data
provide some convincing in vivo evidence to support the
potential clinical applications of melatonin[25].

Early melatonin supplementation alleviates oxidative
stress in a transgenic mouse model of AD  Increased aware-
ness of the part oxidative stress plays in the pathogenesis of
AD has highlighted the issue of whether oxidative damage
is a fundamental step in pathogenesis or instead results from
disease-associated pathology[39–42]. Several studies have
demonstrated the presence of lipid, protein, and DNA oxida-
tion products in postmortem examinations of the brains of
AD patients[43–45]. In AD clinical trials, molecules with anti-
oxidant properties such as vitamin E and Ginkgo biloba
extract produce a modest benefit. Treatment with antioxi-
dants is a promising approach for slowing disease progres-
sion given that oxidative damage may be responsible for the
cognitive and functional decline observed in AD[46–48].
Through observing the specific markers of in vivo oxidative
stress, as well as the expression of apoptotic-related factors,
we demonstrated that melatonin suppresses brain lipid
peroxidation in transgenic mice, and reduces the expression
of apoptosis-related factors in vivo.

Studies in AD transgenic mice (Tg2576), which overexpress
the APP695 containing the “Swedish” mutation, revealed that
elevated peroxidation occurred several months before de-
tectable Aβ accumulation and amyloid plaque formation[32,49].
We found that there were decreases in total superoxide
dismutase (SOD) activity in transgenic mice, coupled with
an increase in TBARS content. Our observations show that
brain lipid peroxidation is present in transgenic mice, sug-
gesting that brain oxidative damage is an early event, and
might contribute to an AD-like phenotype early in the lives
of these animals. Matsubara et al reported that early (beginn-
ing at 4 months of age), long-term (lasting from 4 months to
11.5 months of age) administration of melatonin partially
inhibited the expected time-dependent elevation of Aβ and
reduced the abnormal nitration of proteins in the treated
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Tg2576 transgenic mice[32]. Our results are partly consistent
with theirs. Importantly, we demonstrated that long-term treat-
ment with a physiological dose of melatonin inhibited in-
crease in lipid peroxidation in transgenic mice and increased
SOD activity as well.

Further supporting a causal role for oxidative stress in
amyloid-induced pathology is the fact that administration of
melatonin in these mice led to reduced oxidative stress and,
consequently, to reduced neuronal apoptosis. These results
further suggest that melatonin can provide a combination of
antioxidant and anti-amyloidogenic features that can be ex-
plored either as a means of preventive or therapeutic treat-
ment for AD, or as a model for the development of anti-
amyloidogenic indole analogs.

Effects of melatonin on ovariectomized adult
rats

Long-term effects of melatonin or 17β-estradiol on im-
proving spatial memory performance in cognitively impaired
ovariectomized adult rats[26]   The prevalence of  AD in
women is double that in men[50]. Degeneration of the cholin-
ergic innervations from the basal forebrain to the hippocam-
pal formation in the temporal lobe is thought to be one of the
factors determining the progression of memory decay, both
during normal aging and AD. Estrogen deprivation has been
implicated as a risk factor in AD, and estrogen-mediated
neuroprotection has been described in several in vitro model
systems, which include Aβ induced toxicity and the associ-
ated oxidative stress[51].

Ovariectomized (OVX) female Sprague-Dawley rats are
characterized by progressive memory deficits, central cho-
linergic nerve system degeneration and differentiation/
apoptosis imbalance[52]. OVX rats typically have estrogen-
reversible impairments of learning/memory behavior[53,54]. This
in vivo model has been widely used to mimic postmeno-
pausal pathophysiological changes in women[53]. The Mor-
ris water maze is used to investigate spatial learning and
memory in rats, and lesions in various brain regions are known
to impair performance in this test[55].

We carried out a study in which OVX Sprague-Dawley
rats received daily injections of melatonin (5, 10, or 20
mg/kg) or 17β-estradiol (80 µg/kg) for 16 weeks. Morris
water maze results indicated that ovarian steroid deprivation
resulted in spatial memory impairment, but melatonin and
17β-estradiol significantly ameliorated spatial memory defi-
cits in OVX rats[26], suggesting that long-term melatonin or
17β-estrodiol treatment prevents impaired spatial learning/
memory in OVX rats. Four months after OVX, ChAT activity
in the frontal cortex and hippocampus were greatly decreased

in comparison with the controls. Melatonin and 17β-estra-
diol antagonized the effects induced by OVX. DNA fragmen-
tation was present in the frontal cortex of the OVX rats.
Melatonin and 17β-estradiol reduced the number of apoptotic
neurons[26].

These results show that melatonin exerts beneficial ef-
fects on cholinergic neurotransmission in the brain by in-
creasing ChAT activity in the frontal cortex and hippocampus.
Previous data also suggests that there exists an interaction
between melatonin and the cholinergic system in a transgenic
mouse AD model[25]. On the basis of the results described
here and TUNEL data, it is likely that apoptosis accounts for
behavioral impairments in the OVX rats[26]. Melatonin and
17β-estradiol alleviated the learning and memory deficits in
OVX rats and reduced apoptosis.

These findings demonstrate the important effects of me-
latonin and 17β-estradiol on cholinergic neurons and sup-
port the potential use of melatonin in the treatment of de-
mentia in postmenopausal women. Our results indicate that
neuroprotection by melatonin partly correlates with the modu-
lation of apoptosis and protection of the cholinergic system.
Early long-term application of melatonin is a promising strat-
egy that could potentially be applied in a clinical setting.
Collectively, the in vivo data show that melatonin alleviates
learning and memory impairments in OVX rats, and provide
some supporting evidence for the long-term use of melato-
nin in a clinical setting.

Long-term melatonin or 17β-estradiol supplementation
alleviates oxidative stress in OVX adult rats[27]  Estradiol
deprivation has been implicated as a risk factor in AD, and
estradiol-mediated neuroprotection has been described in
several in vitro model systems, including Aβ-induced toxic-
ity and associated oxidative stress[56–68]. Estradiol can inter-
act with neuroprotective intracellular signaling pathways and
is itself a neuroprotective antioxidant. Estradiol serves as a
free-radical scavenger [ie an estrogen receptor (ER)-inde-
pendent mechanism] in preventing nerve cell death induced
by various oxidative insults[59]. Evidence from epidemiologi-
cal studies supports enhanced cognitive function in women
with AD taking estrogen replacement therapy (ERT) as well
as a reduced risk for developing AD in healthy women re-
ceiving ERT. Additional clinical evidence suggests that es-
trogen may modulate specific cognitive functions such as
working memory and verbal learning and memory. However,
results from more recent controlled trials have not consis-
tently shown a beneficial effect of estrogen on the cognitive
function of women with AD[56–60]. ERT appears to be war-
ranted only for short-term treatment of menopausal symptoms.
Given this, it is important to find an alternative treatment for
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postmenopausal-related dementia and AD. Thus, the ben-
eficial effects of melatonin need to be confirmed in large-
scale clinical trails using AD patients.

There is evidence that pineal melatonin is an anti-aging
hormone and that menopause is associated with a substan-
tial decline in melatonin secretion and an increased rate of
pineal calcification. Melatonin might be involved in meno-
pause-associated processes such as insomnia, breast cancer,
and general aging[61]. Its beneficial effect on sleep has been
demonstrated in controlled clinical trials; however, melato-
nin replacement therapy for all postmenopausal women is
currently unjustified[62]. We explored the role of oxidative
stress in the brains of OVX Sprague-Dawley rats and found
some evidence to justify the use of melatonin in clinical trials
to treat postmenopausal women[27].

The mitochondrial respiratory chain is composed of 5
enzyme complexes: NADH-CoQ reductase (complex I), suc-
cinate CoQ reductase (complex II), ubiquinol-cytochrome c
reductase (complex III), COX (complex IV), and F1F0-ATPase
(complex V). An impairment of the mitochondrial respiratory
chain is a characteristic consequence of oxidative stress[63].
We demonstrated decreased activity of mitochondrial com-
plex I and mitochondrial complex IV in the OVX rat brain,
which suggested mitochondrial dysfunction in the OVX
brain. Our results are consistent with the results of other
groups. Moreover, a recent study has shown that melatonin
enhances the activity of mitochondrial respiratory chain com-
plexes I and IV in rat brain and liver[64]. Oxidative damage to
mitochondria, in particular, may play a key role in aging.

SOD plays a protective role in all aerobic organisms by
detoxifying the superoxide anion in a dismutase reaction,
producing hydrogen peroxide. Glutathione (GSH) is a non-
specific hydroxyl radical scavenger. Being the major source
of reactive oxygen species (ROS), mitochondria are subjected
to direct attack by large numbers of ROS in the cell and
therefore might be particularly susceptible to oxidative
damage. In OVX rats we found increases in brain mitochon-
drial malondialdehyde (MDA) levels, decreases in mitochon-
drial GSH content and mitochondrial SOD activity, and ac-
celerated activation of apoptotic-related factors such as Bax,
caspase-3, and Par-4.

It is well known that estrogen has antioxidant properties
in vitro. However, there are conflicting results regarding the
effect of estradiol in vivo[65, 66]. A short-term experiment in
OVX rats suggested that oxidative stress in brains of female
rats might be modulated by the level of progesterone[65].
Recently, an increase in MDA levels in the brains of OVX
rats for 12 weeks post-ovariectomy has been demonstrated.
Furthermore, estrogen and raloxifene have been found to

exert antioxidative effects in the brain. We found a signifi-
cant increase in brain mitochondrial MDA, which is consis-
tent with the findings of a previous study[65]. In addition, we
noted a decrease in mitochondrial SOD activity and mito-
chondrial GSH content 16 weeks after ovariectomy.
Therefore, it is reasonable to expect that oxidative stress is
present in the OVX rat brain. Furthermore, we found that
long-term administration of melatonin prevented oxidative
stress in OVX rats.

There have been several studies emphasizing the impor-
tance of postmenopausal estradiol replacement therapy for
protection against the neuronal death induced by global is-
chemia associated with cardiac arrest or stroke[67]. A number
of studies have reported that estradiol has neuroprotective
effects in experimental models of stroke, although the effec-
tiveness of long-term estradiol replacement at the levels used
in ERT in humans is less clear[27]. However, the specific pa-
thology in the brains of OVX rats remains largely unknown.
Results from the OVX rats suggest that exogenous estrogen
positively regulates Bcl-2 levels in rat brain, and OVX rats
appeared more vulnerable to ischemia. We found that cogni-
tive impairment and apoptosis in the frontal cortex devel-
oped 16 weeks after ovariectomy in OVX rats[26]. Apoptosis
and cholinergic system dysfunction most likely contribute
to behavioral impairments in OVX rats[26]. We detected the
apoptotic markers Bax, caspase-3 and Par-4 in the neurons
of the OVX rats, and long-term melatonin administration pre-
vented the abnormal activation of the apoptotic markers to
an extent. These results also provide some convincing in
vivo support for the clinical application of melatonin[27]. Our
findings extended those of previous studies in that we
showed for the first time that long-term melatonin or estra-
diol administration afforded robust protection against OVX-
induced neuronal apoptosis and that neuroprotection by
melatonin or estradiol was associated with blocking of
caspase-3 activation and Par-4 upregulation[27].

At this point, it is worth noting the possible relationship
between melatonin and estradiol. However, there have been
no extensive studies of the interaction of estradiol and mela-
tonin in the central nervous system. It was found that in
OVX rats, total overnight melatonin was reduced and could
be restored to intact levels by administration of estradiol.
We therefore concluded that estradiol could modulate mela-
tonin production throughout the estrous cycle. Also, clini-
cal data indicates that in postmenopausal women cortisol
levels are enhanced by melatonin. In young men and women,
melatonin influences vascular reactivity and reduces blood
pressure and norepinephrine levels. The circulatory response
to melatonin is conserved in postmenopausal women with
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but not without hormone replacement therapy[68,69]. Mainte-
nance of the cardiovascular response to melatonin may be
implicated in the reduced cardiovascular risk of postmeno-
pausal women who undergo hormone replacement therapy.
Furthermore, based on our studies, it appears that oxidative
stress involves OVX-related neurological abnormality, and
that the neuroprotective effects of melatonin and 17β-estra-
diol in the OVX model mainly depend on their anti-oxidative
functions.

Significantly, we reported that long-term melatonin ad-
ministration preserved mitochondrial function in OVX rats,
which provided further convincing evidence for the pos-
sible clinical applications of melatonin in the treatment of
postmenopausal women. Our findings in general indicate that
melatonin has an important role in the progress of postmeno-
pausal neuropathy. Further supporting a causal role for oxi-
dative stress in postmenopausal neuropathy, administration
of melatonin in OVX rats led to reduced oxidative stress and
consequently reduced neuronal apoptosis. On the basis of
these investigations, it could be expected that melatonin
would exert neuroprotective effects in vivo and therefore
might reduce the risk of AD in postmenopausal women[27]. A
definitive test of this prediction requires a randomized pla-
cebo-controlled double-blind clinical trial[26,27].

Melatonin reduces Aβ-induced apoptosis in pheochro-
mocytoma (PC12) cells and rat astroglioma (C6) cells  In
AD, neuronal loss is prominent in the cerebral cortex and the
limbic lobe, whereas different neuronal populations are vul-
nerable to various insults in other neurodegenerative dis-
eases[28]. The finding that Aβ has neurotoxic properties and
that such effects are partly mediated by free radicals has
provided insights into the mechanisms of cell death in AD
and an avenue to explore new therapeutic approaches.
Therefore, it is likely that knowledge of the mechanisms by
which Aβ induces neuronal cell death will help to identify
potential molecular targets for the development of therapies
for AD[28,70,71].

PC12 sympathetic nerve cells mimic the behavior of
neurons, including differentiation, synapse formation and
growth cone expansion[28]. Therefore, this peripheral cell line
provides a useful approach for studying the cellular patho-
physiology of AD, including calcium alterations and associ-
ated phenomena.

PC12 cells treated with either Aβ25-35 or Aβ1-42 under-
went apoptosis. Melatonin pretreatment (at concentrations
of 1×10-5, 1×10-6 or 1×10-7 mol/L) significantly attenuated
Aβ25-35- or Aβ1-42-induced apoptosis in PC12 cells. The
anti-apoptotic effects of melatonin were highly reproducible
and were corroborated by multiple quantitative methods, in-

cluding 3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyl-2H-tetrazo-
lium bromide (MTT) cell viability assay, Hoechst 33342 nu-
clei staining, DNA fragmentation analysis and flow cytometric
analysis[28,72,73]. In addition, melatonin effectively suppressed
Aβ1-42-induced nitric oxide formation, potently prevented
Aβ1-40-induced intracellular calcium overload and signifi-
cantly alleviated Aβ1-40-induced membrane rigidity[28].

These results suggest a special link between ROS and
apoptosis in the pathogenesis of AD. The protective effect
of melatonin on apoptosis is due, at least in part, to its anti-
oxidant properties and appears to be mediated either by a
bona fide scavenging activity, which substitutes for de-
creased GSH, or by modulating calcium and signal transduc-
tion[28]. We noted a decrease in the percentage of apoptotic
cells as well as DNA fragmentation when PC12 cells were
treated with melatonin, and thus concluded that melatonin
protected PC12 cells from Aβ-induced apoptosis. The use of
melatonin or its analogs could be explored as a therapeutic
approach in AD[28].

Astrocytes, the most abundant glial cell type in the brain,
provide metabolic and trophic support to neurons and modu-
late synaptic activity. Astrocytosis is a common feature of
amyloid plaques, a hallmark of AD, along with activated
microglia, NFT and Aβ deposition. The Aβ-astrocyte inter-
action produces a detrimental effect on neurons, which may
contribute to neurodegeneration in AD. The regulation of
astrocyte apoptosis is essential to physiological and patho-
logical processes in the central nervous system. Recently,
Paradisi et al reported that astrocytes protected neurons
from Aβ neurotoxicity, but that when they interacted with
Aβ, this protection was undermined and neurotoxicity was
enhanced[74]. Thus, the regulation of astrocyte apoptosis
was essential to both physiological and pathological pro-
cesses of in the central nervous system[75–77].

We found that rat astroglioma (C6) cells treated with
Aβ25-35 or Aβ1-42 underwent apoptosis, and that melato-
nin pretreatment at concentrations of 1×10-5, 1×10-6 and 1×10-7

mol/L significantly attenuated Aβ25-35- or Aβ1-42-induced
apoptosis[29]. In addition, melatonin effectively suppressed
Aβ1-42-induced nitric oxide formation, markedly prevented
Aβ1-40-induced intracellular calcium overload, and signifi-
cantly alleviated Aβ1-40-induced membrane rigidity[29].

The precise mechanisms behind the effects of anti-
apoptotic drugs in astrocytes remain unknown. Advances
in our knowledge of the molecular mechanisms of astrocyte
apoptosis may lead to the development of novel therapeutic
strategies for neurodegenerative disorders[29,78–85]. The study
proposes a novel cellular mechanism underlying the benefi-
cial effects of melatonin against degeneration of the central
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nervous system. The significance of our findings is that, in
addition to the beneficial effects of providing direct antioxi-
dant protection to neurons as reported, melatonin may also
provide neuroprotection through the suppression of glial
reactivity and the promotion of the antioxidant defense sys-
tem of glial cells[29,79–85]. Melatonin treatment exerted
neuroprotective effects against injury by promoting the sur-
vival of both glial cells and neurons. These data highlight
the potential for protecting the central nervous system from
AD by preserving glial cells in addition to neurons. These
results suggest a potential strategy directed at enhancing
glial cell survival as an alternative protective approach for
protection against AD damage.

Inhibitory role of melatonin in tau protein hyper-
phosphorylation

The cytoskeleton plays a crucial role in maintaining the
highly asymmetrical shape and structural polarity of neu-
rons that are essential for neuronal physiology. In AD, the
cytoskeleton is abnormally assembled into NFT, and impair-
ment of neurotransmission occurs. Microtubule-associated
protein tau is capable of binding to tubulin to form the micro-
tubules that are essential structures for neuronal viability.
NFT are histopathological lesions that occur in AD, and lead
to cytoskeletal loss and cell death. NFT are made from paired
helical filaments (PHF). The core components of PHF result
from the abnormal hyperphosphorylation of tau. The micro-
tubule-stabilizing function of tau is greatly diminished by its
hyperphosphorylation to PHF-tau, which binds poorly to
tubulin[86], so inhibitory action on tau protein hyperphos-
phorylation could be a target for AD drug therapy.

It is widely accepted that hyperphosphorylation of the
tau protein is due to an imbalance between the activities of
the phosphorylating enzymes and the dephosphorylating
enzymes[87,88].  Glycogen synthase kinase-3 (GSK-3), a down-
stream element of phosphoinositol-3 kinase (PI-3K), is one
of the most active enzymes in phosphorylating tau in vivo.
Wortmannin is a specific inhibitor of PI-3K. In vivo, inhibi-
tion of PI-3K results in overactivation of GSK-3 and tau
hyperphosphorylation. The level of phosphorylated tau at a
paired helical filament-1 (PHF-1) epitope was elevated after
injection of wortmannin into the lateral ventricle.  Increases in
tau phosphorylation at a particular epitope were arrested by
preinjection of melatonin. These results indicate that melato-
nin partially inhibits the pathological processes of AD[89–90].

Protein kinase A (PKA) is another crucial kinase in AD-
like tau hyperphosphorylation. Isoproterenol (ISO), the spe-
cific PKA activator, can induce tau hyperphosphorylation,

and hippocampal injection of ISO induces PKA overactivation
and tau hyperphosphorylation at both PHF-1 and tau-1 sites.
ISO injection also results in the activation of SOD and eleva-
tion of MDA, which suggests elevated oxidative stress.
Preinfusion of melatonin intraperitoneally partially reverses
ISO-induced tau hyperphosphorylation at the PHF-1 epitope
and tau-1 epitope.  Furthermore, melatonin obviously an-
tagonizes ISO-induced PKA overactivation, enhances SOD
activity and decreases the level of MDA. It has been sug-
gested that ISO may induce abnormal hyperphosphorylation
of tau through not only the activation of PKA but also by
increasing oxidative stress. Melatonin may protect against
ISO-induced tau hyperphosphorylation through suppression
of both PKA overactivation and oxidative stress[91].

Decreases in the activities of protein phosphatase-2A
(PP-2A) and protein phosphatase-1 (PP-1) also play impor-
tant roles in the pathogenesis of AD. By using human neu-
roblastoma cells, Li et al found that calyculin A (CA), a selec-
tive inhibitor of PP-2A and PP-1, significantly increased phos-
phorylation and accumulation of neurofilaments (NF) in the
cells[92]. Additionally, CA led to decreased cell viability. Me-
latonin efficiently protects the cells from CA-induced alter-
ations in NF hyperphosphorylation and accumulation, and
suppresses NF gene expression as well as decreasing cell
viability[92]. In the same human neuroblastoma cells, melato-
nin protect against a series of pathological lesions including
abnormal phosphorylation of cytoskeletal proteins, micro-
tubule disassembly and mitochondrion-initiated cell toxicity
induced by okadaic acid, a potent protein phosphatase
PP-2A and PP-1 inhibitor[93].

To further investigate the effect of the in vivo inhibition
of melatonin biosynthesis on spatial memory retention and
tau phosphorylation in rats (and the underlying mechanisms),
Zhu et al injected haloperidol, a specific inhibitor of 5-
hydroxyindole-O-methyltransferase (a key enzyme for mela-
tonin biosynthesis), into the lateral ventricle and into perito-
neal cavity. This treatment compromised the spatial memory
retention of rats and induced hyperphosphorylation of tau
at tau-1 and PHF-1 epitopes. Furthermore, the activities of
PP-2A and SOD decreased with an elevated level of MDA.
Supplementation with melatonin by prior injection and rein-
forcement during haloperidol administration significantly
improved memory retention deficits, arrested tau hyperphos-
phorylation and oxidative stress, and restored PP-2A activity.
These results strongly support the involvement of decreased
melatonin in Alzheimer-like spatial memory impairment and
tau hyperphosphorylation. PP-2A may play a role in mediat-
ing aberrant melatonin-induced lesions [94].
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Conclusion
AD is a heterogeneous disease involving a number of

genetic components, risk factors and other poorly defined
elements that all impact on the accumulation of Aβ.
Importantly, the parallel development of early biological
markers should enable intervention in pre-symptomatic dis-
ease stages. Drug development for AD should focus on the
pathological events associated with neurodegeneration, such
as oxidative stress, inflammation or disturbances in growth
factor signaling.

Melatonin has an effect in reducing oxidative damage in
the central nervous system and it can cross the blood-brain
barrier. This combination of actions makes melatonin a highly
effective pharmacological agent against free radical damage
in brain. This property and the possibility of its interaction
with the mitochondrial genome should be considered in sub-
sequent studies related to the interaction of melatonin with
mitochondria[14,27,39].  Therefore, using combinations of anti-
oxidants with different subcellular distributions and differ-
ent properties for prophylaxis or treatment would probably
improve therapeutic outcomes. The development of novel
antioxidants with anti-apoptotic properties and the ability to
improve metabolism, for example by increasing the formula-
tion of antioxidants with other agents, which have different
functions, will become a requirement in strategies for protec-
tion against AD[40,41,44,46–48].

As in many other studies and our results summarized
here, melatonin was found to have an essentially neuropro-
tective effect against Aβ-induced neurotoxicity. This being
the case, its potential clinical application to forestall AD
should be further considered. Although the clinical value of
these agents for AD prevention and treatment is unknown, it
is worth considering the use of melatonin in clinical trials for
the prevention of AD in high-risk populations and as an
adjunct to standard therapy in the treatment of this disease.
The use of melatonin or its derived analogs could be ex-
plored as a therapeutic approach in AD.

Acknowledgements
The authors express their gratitude to Prof Chuan QIN,

Department of Pathology, Institute of Laboratory Animal
Science, Chinese Academy of Medical Sciences, for kindly
providing the transgenic mice.  We specifically thank Prof
Lan-fang ZHOU, Department of Pharmacology, Institute of
Materia Medica, Chinese Academy of Medical Sciences and
Peking Union Medical College for her instruction in
immunohistology.  We also wish to acknowledge the expert
technical assistance of Ms Ji CHEN, Department of Pharma-

cology, Institute of Materia Medica, Chinese Academy of
Medical Sciences and Peking Union Medical College.

References
1 Tan DX, Chen LD, Poeggeler B, Manchester LC, Reiter RJ.

Melatonin: a  potent endogenous hydroxyl radical scavenger.
Endocrine J 1993; 1: 57–60.

2 Leon J, Acuna-Castroviejo D, Sainz RM, Mayo JC, Tan DX,
Reiter RJ. Melatonin and mitochondrial function. Life Sci 2004;
75: 765–90.

3 Tan DX, Manchester LC, Hardeland R, Lopez-Burillo S, Mayo
JC, Sainz RM, et al. Melatonin: a hormone, a tissue factor, an
autocoid, a paracoid, and an antioxidant vitamin. J Pineal Res
2003; 34: 75–8.

4 Manchester LC, Tan DX, Reiter RJ, Park W, Monis K, Qi W.
High levels of melatonin in the seeds of edible plants: possible
function in germ tissue protection. Life Sci 2000; 67: 3023–9.

5 Reiter RJ, Tan DX. Melatonin: an antioxidant in edible plants.
Ann NY Acad Sci 2002; 957: 341–4.

6 Tan DX, Reiter RJ, Manchester LC, Yan MT, El-Sawi M, Sainz
RM,  et  al .  Chemical and physical properties and potentia l
mechanisms: melatonin as a broad spectrum antioxidant and free
radical scavenger. Curr Top Med Chem 2002; 2: 181–97.

7 Rodriguez C, Mayo JC, Sainz RM, Antolin I, Herrera F, Martin V,
et al. Regulation of antioxidant enzymes: a significant role for
melatonin. J Pineal Res 2004; 36: 1–9.

8 Harrison T, Churcher I, Beher D. Gamma-secretase as a target
for drug intervention in Alzheimer’s disease. Curr Opin Drug
Discov Devel 2004; 7: 709–19.

9 Tariot PN, Federoff HJ. Current treatment for Alzheimer disease
and future prospects. Alzheimer Dis Assoc Disord 2003; 17 Suppl
4: S105–13.

1 0 Gilgun-Sherki Y, Melamed E, Offen D. Antioxidant treatment in
Alzheimer’s disease: current state. J Mol Neurosci 2003; 21: 1–
11.

1 1 Butterfield DA, Castegna A, Lauderback CM, Drake J. Evidence
that amyloid beta-peptide-induced lipid peroxidation and its se-
quelae in Alzheimer’s disease brain contribute to neuronal death.
Neurobiol Aging 2002; 23: 655–64.

1 2 Eckert A, Keil U, Marques CA, Bonert A, Frey C, Schussel K, et
al .  Mitochondria l  dysfu nct ion , a poptot ic cell  death , a nd
Alzheimer’s disease. Biochem Pharmacol 2003; 66: 1627–34.

1 3 Zatta P, Tognon G, Carampin P. Melatonin prevents free radical
formation due to the interaction between beta-amyloid peptides
and metal ions [Al(III), Zn(II), Cu(II), Mn(II), Fe(II)]. J Pineal
Res 2003; 35: 98–103.

1 4 Acuna-Castroviejo D, Martin M, Macias M, Escames G, Leon J,
Khaldy H,  e t a l .  Melatonin,  mitochondr ia , and cel lu la r
bioenergetics. J Pineal Res 2001; 30: 65−74.

1 5 Liu RY, Zhou JN, Van Heerikhuize J, Hofman MA, Swaab DF.
Decreased melatonin levels in postmortem cerebrospinal fluid in
rela tion to aging, Alzheimer’s disease, and apolipoprotein E-
epsilon4/4 genotype. J Clin Endocrinol Metab 1999; 84: 323–7.

1 6 Zhou JN, Liu RY, Kamphorst W, Hofman MA, Swaab DF. Early
neuropathological Alzheimer’s changes in aged individuals are
accompanied by decreased cerebrospinal fluid melatonin levels. J



Http://www.chinaphar.com Cheng Y et al

137

Pineal Res 2003; 35: 125–30.
1 7 Pappolla  MA, Simovich MJ, Bryant-Thomas T , Chyan YJ,

Poeggeler B, Dubocovich M, et al. The neuroprotective activi-
ties of melatonin against the Alzheimer beta-protein are not
mediated by melatonin membrane receptors. J Pineal Res 2002;
32: 135–42.

1 8 Zhang QZ, Zhang JT. Antagonistic effects of melatonin on
glutamate release and neurotoxicity in cerebral cortex. Acta
Pharmacol Sin 1999; 20: 829–34.

1 9 Zhang QZ, Zhang JT. Inhibitory effects of melatonin on free
intracellular calcium in mouse brain cells. Acta Pharmacol Sin
1999; 20: 206–10.

2 0 Zhang QZ, Zhang JT .  The advance on study of melatonin
antioxidative effect.  Chin Pharmacol Bull 1998; 14: 13–5.

2 1 Zhang QZ, Zhao MR, Zhang JT. Effects of melatonin on nitric
oxide content and its neurotoxicity in cerebral cortex. Acta Pharm
Sin 1999; 34: 272–6.

2 2 Zhang QZ, Zhang JT. Effects of melatonin on membrane fluid-
ity and malondialdehyde content in mouse brain cells. Chin
Pharmacol Toxicol 1999; 13: 249–52

2 3 Zhang QZ, Zhang JT. Effects of melatonin on the spatial and
temporal changes of [Ca2+]i in single living cells of cortical neu-
rons by laser scanning confocal microscopy. Chin Med J 2000;
113: 558–62.

2 4 Yao JC, Zhang QZ, Zhang SL. Effect of melatonin on cellular
viability and injury induced by oxygen and glucose deprivation at
different phases of co-cultured neuron and glia. Chin Pharmacol
Bull 2003; 19: 555–8.

2 5 Feng Z, Chang Y, Cheng Y, Zhang BL, Qu ZW, Qin C, et al.
Melatonin alleviates behavioral deficits associated with apoptosis
and cholinergic system dysfunction in the APP 695 transgenic
mouse model of Alzheimer’s disease. J Pineal Res 2004; 37: 129–
36.

2 6 Feng Z, Cheng Y, Zhang JT. Long-term effects of melatonin or
17 beta-estradiol on improving spatial memory performance in
cognitively impaired, ovariectomized adult rats.  J Pineal Res
2004; 37: 198–206.

2 7 Feng Z, Zhang JT. Long-term melatonin or 17beta-estradiol
supplementation alleviates oxidative stress in ovariectomized
adult rats. Free Radic Biol Med 2005; 39: 195–204.

2 8 Feng Z, Zhang JT. Melatonin reduces amyloid beta-induced
apoptosis in pheochromocytoma (PC12) cells.  J  Pineal Res
2004; 37: 257–66.

2 9 Feng Z, Zhang JT. Protective effect of melatonin on beta-amy-
loid-induced apoptosis in ra t astroglioma C6 cells and its
mechanism. Free Radic Biol Med 2004; 37: 1790–801.

3 0 Tremml P, Lipp HP, Muller U, Wolfer DP. Enriched early expe-
riences of mice underexpressing the ß-amyloid precursor protein
restore spatial learning capabilities but not normal openfield be-
havior of adult animals. Genes Brain Behav 2002; 1: 230–41.

3 1 Hsiao K, Chapman P, Nilsen S, Eckman C, Harigaya Y, Younkin
S, et al.  Correlative memory deficits, Abeta elevation, and amy-
loid plaques in transgenic mice. Science 1996; 274: 99–102.

3 2 Matsubara E, Bryant-Thomas T, Pacheco Quinto J, Henry TL,
Poeggeler B, Herbert D, et al. Melatonin increases survival and
inhibits oxidative and amyloid pathology in a transgenic model
of Alzheimer’s disease. J Neurochem 2003; 85: 1101–8.

3 3 Bronfman FC, Moechars D, Van Leuven F. Acetylcholinesterase-

posit ive  fiber dea fferenta tion  and cel l  shr ink age in the
septohippocampal pathway of aged amyloid precursor protein
London mutant transgenic mice. Neurobiol Dis 2000; 7: 152–
68.

3 4 Vila  M, Przedborski S. Targeting programmed cell death in
neurodegenerative diseases. Nat Rev Neurosci 2003; 4: 365–75.

3 5 Chan SL, Griffin WS, Mattson MP. Evidence for caspase-medi-
ated cleavage of AMPA receptor subunits in neuronal apoptosis
and Alzheimer’s disease. J Neurosci Res 1999; 57: 315–23.

3 6 Guo Q, Fu W, Xie J, Luo H, Sells SF, Geddes JW, et al. Par-4 is a
mediator of neuronal degeneration associated with the patho-
genesis of Alzheimer disease. Nat Med 1998; 4: 957–62.

3 7 Su JH, Deng G, Cotman CW. Bax protein expression is increased
in Alzheimer’s brain: correla tions with DNA damage, Bcl-2
expression, and brain pathology. J Neuropathol Exp Neurol 1997;
56: 86–93.

3 8 Maeng O, Kim YC, Shin HS, Lee JO, Hur TL, Kang KI, et al.
Aberrant expressions of pathogenic phenotype in Alzheimer’s
diseased transgenic mice carrying NSE-controlled APPsw. Exp
Neurol 2004; 186: 20–32.

3 9 Beal MF. Mitochondria, free radicals, and neurodegeneration.
Curr Opin Neurobiol 1996; 6: 661–6.

4 0 Pratico D. Alzheimer’s disease and oxygen radicals: new insights.
Biochem Pharmacol 2002; 63: 563–7.

4 1 Pappolla MA, Chyan YJ, Omar RA, Hsiao K, Perry G, Smith
MA, et al. Evidence of oxidative stress and in vivo neurotoxicity
of beta-amyloid in a transgenic mouse model of Alzheimer’s
disease: a chronic oxidative paradigm for testing antioxidant
therapies in vivo. Am J Pathol 1998; 152: 871–7.

4 2 Floyd RA, Hensley K. Oxidative stress in brain aging. Implica-
tions for therapeutics of neurodegenerative diseases. Neurobiol
Aging 2002; 23: 795–807.

4 3 Huang X, Moir RD, Tanzi RE, Bush AI, Rogers JT. Redox-active
metals, oxidative stress, and Alzheimer’s disease pathology. Ann
NY Acad Sci 2004; 1012: 153–63.

4 4 Polidori MC. Oxidative stress and risk factors for Alzheimer’s
disease: clues to prevention and therapy. J Alzheimers Dis 2004;
6: 185–91.

4 5 Zhu X, Raina AK, Perry G, Smith MA. Alzheimer’s disease: the
two-hit hypothesis. Lancet Neurol 2004; 3: 219–26.

4 6 Engelhart MJ, Geerlings MI, Ruitenberg A, van Swieten JC,
Hofman A, Witteman JC, et al. Dietary intake of antioxidants
and risk of Alzheimer disease. JAMA 2002; 287: 3223–9.

4 7 Morris MC, Evans DA, Bienias JL, Tangney CC, Bennett DA,
Aggarwal N, et al. Dietary intake of antioxidant nutrients and
the risk of incident Alzheimer disease in a biracial community
study. JAMA 2002; 287: 3230–7.

4 8 Luchsinger JA, Tang MX, Shea S, Mayeux R. Antioxidant vita-
min intake and risk of Alzheimer disease. Arch Neurol 2003; 60:
203–8.

4 9 Pratico D, Uryu K, Sung S, Tang S, Trojanowski JQ, Lee VM.
Aluminum modulates brain amyloidosis through oxidative stress
in APP transgenic mice. FASEB J 2002; 16: 1138–40.

5 0 Cholerton B, Gleason CE, Baker LD, Asthana S. Estrogen and
Alzheimer’s disease: the story so far. Drugs Aging 2002; 19:
405–27.

5 1 Norbury R, Cutter WJ, Compton J, Robertson DM, Craig M,
Whitehead M, et al. The neuroprotective effects of estrogen on



138

 Acta Pharmacologica Sinica ISSN 1671-4083Cheng Y et al

the aging brain. Exp Gerontol 2003; 38: 109–17.
5 2 Sato T, Teramoto T, Tanaka K, Ohnishi Y, Irifune M, Nishikawa

T. Effects of ovariectomy and calcium deficiency on learning
and memory of eight-arm radial maze in middle-aged female rats.
Behav Brain Res 2003; 142: 207–16.

5 3 Luine VN, Jacome LF, Maclusky NJ. Rapid enhancement of vi-
sual and place memory by estrogens in rats. Endocrinology 2003;
144: 2836–44.

5 4 Wu X, Glinn MA, Ostrowski NL, Su Y, Ni B, Cole HW, et al.
Raloxifene and estradiol benzoate both fully restore hippocam-
pal choline acetyltransferase activity in ovariectomized rats.
Brain Res 1999; 847: 98–104.

5 5 D’Hooge R, De Deyn PP. Applications of the Morris water maze
in the study of learning and memory. Brain Res Brain Res Rev
2001; 36: 60–90.

5 6 Singh M, Meyer EM, Simpkins JW. The effect of ovariectomy
and estradiol replacement on brain-derived neurotrophic factor
messenger hippocampal brain expression in cortical and hippoc-
ampal brain regions of female Sprague-Dawley rats. Endocrinol-
ogy 1996; 136: 2320–4.

5 7 Bhavnani BR. Estrogens and menopause: pharmacology of con-
jugated equine estrogens and their potential role in the preven-
tion of neurodegenerative diseases such as Alzheimer’s. J Steroid
Biochem Mol Biol 2003; 85: 473–82.

5 8 Cholerton B, Gleason CE, Baker LD, Asthana S. Estrogen and
Alzheimer’s disease: the story so far. Drugs Aging 2002; 19:
405–27.

5 9 Garcia-Segura LM, Azcoitia I, DonCarlos LL. Neuroprotection
by estradiol. Prog Neurobiol 2001; 63: 29–60.

6 0 Telci A, Cakatay U, Akhan SE, Bilgin ME, Turfanda A, Sivas A.
Postmenopausal hormone replacement therapy use decreases
oxidative protein damage. Gynecol Obstet Invest 2002; 54: 88–
93.

6 1 Ozgonul M, Oge A, Sezer ED, Bayraktar F, Sozmen EY. The
effects of estrogen and raloxifene treatment on antioxidant en-
zymes in brain and liver of ovariectomized female rats. Endocr
Res 2003; 29: 183–9.

6 2 Cagnacci A, Arangino S, Angiolucci M, Melis GB, Tarquini R,
Renzi A, et al. Different circulatory response to melatonin in
postmenopausal women without and with hormone replacement
therapy. J Pineal Res 2000; 29: 152–8.

6 3 Sastre J, Pallardo FV, Vina J. The role of mitochondrial oxidative
stress in aging. Free Radic Biol Med 2003; 35: 1−8.

6 4 Martin M, Macias M, Escames G, Reiter RJ, Agapito MT, Ortiz
GG, et al. Melatonin-induced increased activity of the respira-
tory chain complexes I and IV can prevent mitochondrial dam-
age induced by ruthenium red in vivo. J Pineal Res 2000; 28: 242–8.

6 5 Pajovic SB, Saicic ZS, Spasic MB, Petrovic VM, Martinovic JV.
Effects of progesterone and estradiol benzoate on gluta thione
dependent antioxidant enzyme activities in the brain of female
rats. Gen Physiol Biophys 1999; 18: 35–44.

6 6 Waldmeier PC. Prospects for antiapoptotic drug therapy of
neurodegenerative diseases. Prog Neuropsychopharmacol Biol
Psychiatry 2003; 27: 303–21.

6 7 Sawada H, Ibi M, Kihara T, Urushitani M, Honda K, Nakanishi
M, et al. Mechanisms of antiapoptotic effects of estrogens in
nigral dopaminergic neurons. FASEB J 2000; 14: 1202–14.

6 8 White RM, Kennaway DJ, Seamark RF. Estrogenic effects on

urinary 6-sulphatoxymelatonin excretion in the female rat.  J
Pineal Res 1997; 22: 124–9.

6 9 Ostrowska Z, Kos-Kudla B, Swietochowska E, Marek B, Kajdaniuk
D, Gorski J. Assessment of the relationship between dynamic
pattern of nighttime levels of melatonin and chosen biochemical
markers of bone metabolism in a rat model of postmenopausal
osteoporosis. Neuro Endocrinol Lett 2001; 22: 129–36.

7 0 Wirths O, Multhaup G, Bayer TA. A modified beta-amyloid
hypothesis: intraneuronal accumulation of the beta-amyloid
peptide: the first step of a fatal cascade. J Neurochem 2004; 91:
513–20.

7 1 LeVine H 3rd. The amyloid hypothesis and the clearance and
degradation of Alzheimer’s beta-peptide. J Alzheimers Dis 2004;
6: 303–14.

7 2 Dickson DW. Apoptotic mechanisms in Alzheimer neurofibril-
lary degeneration: cause or effect? J Clin Invest 2004; 114: 23–
7.

7 3 Rego AC, Oliveira CR. Mitochondrial dysfunction and reactive
oxygen species in excitotoxicity and apoptosis: implications for
the pathogenesis of neurodegenerative diseases. Neurochem Res
2003; 28: 1563–74.

7 4 Paradisi S, Sacchetti B, Balduzzi M, Gaudi S, Malchiodi-Albedi F.
Astrocyte modulation of in vitro  beta-amyloid neurotoxicity.
Glia 2004; 46: 252–60.

7 5 Takuma K, Baba A, Matsuda T. Astrocyte apoptosis: implica-
tions for neuroprotection. Prog Neurobiol 2004; 72: 111–27.

7 6 Wyss-Coray T, Loike JD, Brionne TC, Lu E, Anankov R, Yan F,
et al. Adult mouse astrocytes degrade amyloid-beta in vitro and in
situ. Nat Med 2003; 9: 453–7.

7 7 Guenette SY. Astrocytes: a cellular player in Abeta clearance and
degradation. Trends Mol Med 2003; 9: 279–80.

7 8 Aisen PS. The potential of anti-inflammatory drugs for the treat-
ment of Alzheimer’s disease. Lancet Neurol 2002; 1: 279–84.

7 9 Suh YH, Checler F. Amyloid precursor protein, presenilins, and
alpha-synuclein: molecular pathogenesis and pharmacological
applications in Alzheimer’s disease. Pharmacol Rev 2002; 54:
469–525.

8 0 Kostrzewa RM, Segura-Aguilar J. Novel mechanisms and ap-
proaches in the study of neurodegeneration and neuroprotection.
A review. Neurotox Res 2003; 5: 375–83.

8 1 Juknat AA, Mendez Mdel V, Quaglino A, Fameli CI, Mena M,
Kotler ML. Melatonin prevents hydrogen peroxide-induced Bax
expression in cultured rat astrocytes. J Pineal Res 2005; 38: 84–
92.

8 2 Pei Z, Cheung RT. Melatonin protects SHSY5Y neuronal cells
but not cultured astrocytes from ischemia due to oxygen and
glucose deprivation. J Pineal Res 2003; 34: 194–201.

8 3 Kitazawa M, Yamasaki TR, Laferla FM. Microglia as a potential
bridge between the amyloid {beta}-peptide and tau. Ann NY Acad
Sci 2004; 1035: 85–103.

8 4 Summers WK. Alzheimer’s  disease , oxidative injury, and
cytokines. J Alzheimers Dis 2004; 6: 651–7.

8 5 Ramirez G, Toro R, Dobeli H, von Bernhardi R. Protection of rat
primary hippocampal cultures from A beta cytotoxicity by pro-
inflammatory molecules is mediated by astrocytes. Neurobiol
Dis 2005; 19: 243–54.

8 6 Blennow K, Cowburn RF. The neurochemistry of Alzheimer’s
disease. Acta Neurol Scand 1996; 168 Suppl: 77–86.



Http://www.chinaphar.com Cheng Y et al

139

8 7 Pei JJ, Braak E, Braak H, Geundke-Iqbal I, Iqbal K, Winblad B, et
al. Distribution of active glycogen synthase kinase 3ß (GSK-3ß)
in brains staged for Alzheimer disease neurofibrillary changes. J
Neuropathol Exp Neurol 1999; 58: 1010–9.

8 8 Bennecib M, Gong CX, Grundke-Iqbal I, Iqbal K. Role of protein
phosphatase-2A and -1 in the regulation of GSK-3, cdk5 and cdc
2 and the phosphorylation of tau in rat forebrain. FEBS Lett
2000; 485: 87–93.

8 9 Liu SJ, Zhang AH, Li HL, Wang Q, Deng HM, Netzer WJ, et al.
Overactivation of glycogen synthase kinase-3 by inhibition of
phosphoinosi to l-3  k inase  a nd protein k inase C l ea ds to
hyperphosphorylation of tau and impairment of spatial memory.
J Neurochem 2003; 87: 1333–44.

9 0 Liu SJ, Wang JZ. Alzheimer-like tau phosphorylation induced by
wortmannin  in  v ivo  and its a ttenuation by melatonin. Acta

Pharmacol Sin 2002; 23: 183–7.
9 1 Wang DL, Ling ZQ, Cao FY, Zhu LQ, Wang JZ. Melatonin at-

tenuates isoproterenol-induced protein kinase A overactivation
and tau hyperphosphorylation in rat brain. J Pineal Res 2004;
37: 11–6.

9 2 Li SP, Deng YQ, Wang XC, Wang YP, Wang JZ. Melatonin
protects SH-SY5Y neuroblastoma cells from calyculin A-induced
neurofilament impairment and neurotoxicity. J Pineal Res 2004;
36: 186–91.

9 3 Wang YP, Li XT, Liu SJ, Zhou XW, Wang XC, Wang JZ. Mela-
tonin ameliorated okadaic-acid induced Alzheimer-like lesions.
Acta Pharmacol Sin 2004; 25: 276–80.

9 4 Zhu LQ, Wang SH, Ling ZQ, Wang DL, Wang JZ. Effect of
inhibiting melatonin biosynthesis on spatial memory retention
and tau phosphorylation in rat. J Pineal Res 2004; 37: 71–7.


	Beneficial effects of melatonin in experimental models of Alzheimer disease
	Note
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /SyntheticBoldness 1.00
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /ENU (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /KOR <FEFFd5a5c0c1b41c0020c778c1c40020d488c9c8c7440020c5bbae300020c704d5740020ace0d574c0c1b3c4c7580020c774bbf8c9c0b97c0020c0acc6a9d558c5ec00200050004400460020bb38c11cb97c0020b9ccb4e4b824ba740020c7740020c124c815c7440020c0acc6a9d558c2edc2dcc624002e0020c7740020c124c815c7440020c0acc6a9d558c5ec0020b9ccb4e000200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /CHS <FEFF4f7f75288fd94e9b8bbe7f6e521b5efa76840020005000440046002065876863ff0c5c065305542b66f49ad8768456fe50cf52068fa87387ff0c4ee563d09ad8625353708d2891cf30028be5002000500044004600206587686353ef4ee54f7f752800200020004100630072006f00620061007400204e0e002000520065006100640065007200200035002e00300020548c66f49ad87248672c62535f003002>
    /CHT <FEFF4f7f752890194e9b8a2d5b9a5efa7acb76840020005000440046002065874ef65305542b8f039ad876845f7150cf89e367905ea6ff0c4fbf65bc63d066075217537054c18cea3002005000440046002065874ef653ef4ee54f7f75280020004100630072006f0062006100740020548c002000520065006100640065007200200035002e0030002053ca66f465b07248672c4f86958b555f3002>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


