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Gangliosides, sialic acid-containing glycosphingolipids, are abundant in cell membranes and primarily involved in controlling cell
signaling and cell communication. The altered ganglioside pattern has been demonstrated in several neurodegenerative diseases,
characterized during early-onset or infancy, emphasizing the significance of gangliosides in the brain. Enzymes required for the
biosynthesis of gangliosides are linked to several devastating neurological disorders, including Alzheimer’s disease (AD),
Parkinson’s disease (PD), Huntington’s disease (HD), amyotrophic lateral sclerosis (ALS), hereditary spastic paraplegia (HSP).
In this review, we summarized not only the critical roles of biosynthetic enzymes and their inhibitors in ganglioside
metabolism but also the efficacy of treatment strategies of ganglioside to address their significance in those diseases.

1. Introduction

Gangliosides, sialic acid-containing glycosphingolipids (GSL),
are primarily found in the outer leaflet of the plasma mem-
brane, particularly in the nervous tissues of vertebrate cells.
They are involved in differentiation, cell growth, cell signaling,
and cell-cell communication [1]. Gangliosides also play essen-
tial roles in neuronal regeneration, memory formation, synap-
tic transmission, and neurogenesis [2–4]. Gangliosides are
synthesized by stepwise addition of monosaccharide units to
lactosylceramide precursor, which is produced in the cytoplas-
mic leaflet of the endoplasmic reticulum and then transported
to the Golgi apparatus [5] (Figure 1). Gangliosides are abun-
dant, especially in the nervous tissue. The brain’s gangliosides
are composed of four complex gangliosides (GM1, GD1a,
GD1b, and GT1b) to a greater extent than 90% [6]. Several
neurodevelopmental and neurodegenerative problems in both
human and mouse models are caused by mutations that result
in the loss of function of the enzymes required in ganglioside
biosynthesis [7, 8]. Alteration of the specific ganglioside levels
(Table 1) and treatment strategies using specific gangliosides

(Table 2) were reported in severe neurodegenerative disorders
such as Alzheimer’s disease, Parkinson’s disease, Huntington’s
disease, amyotrophic lateral sclerosis (ALS), and hereditary
spastic paraplegia (HSP) [9–13]. This review summarized the
current knowledge of altered ganglioside metabolism related
to abnormal neuropathologies in common neurodegenerative
disorders.

1.1. Alzheimer’s Disease. Alzheimer’s disease (AD) is the
most common neurodegenerative disorder of the central
nervous system (CNS) that causes dementia. AD is neuro-
pathologically characterized by neuronal death, senile pla-
ques of aggregated amyloid-β (Aβ), and neurofibrillary
tangles (NFT) made of hyperphosphorylated tau protein
[46]. There is still no effective cure for AD [47]. AD is due
to gene mutations in several genes, including APP, preseni-
lin 1 (PSEN1), and presenilin 2 (PSEN2) [48–50]. A bunch
of studies demonstrated that alterations in ganglioside
metabolism are related to AD pathophysiology in patients
and transgenic mouse models [51, 52]. Patients with familial
or early-onset AD have considerably lower total ganglioside
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levels in the brain’s frontal white matter and gray matter. On
the other hand, only the temporal cortex, hippocampus, and
frontal white matter of patients with late-onset or sporadic
AD showed reduced total ganglioside levels [14]. Besides,
the levels of ganglioside GM1 are lower, while ganglioside
GM3 levels are more abundant in the brains of AD patients
[53]. Moreover, in some AD patients, the frontal and parietal
cortex had a higher level of minor gangliosides like GM2,
GM3, GD3, and GM4 [51]. Fukami et al. reported that b-
series gangliosides, GT1a, and GQ1b, unique markers for
cholinergic neurons, were also present in higher amounts
in the brains of AD patients [54]. Lower GD1b and GT1b
levels were also noted in the hippocampus gray matter of
AD patients [15].

In contrast to AD patients, the alteration of ganglioside
metabolism in transgenic AD mouse models remains
unclear. Sawamura et al. reported that mutant presenilin-2
mice have no discernible changes in the major brain gangli-
osides; however, they had a strikingly raised level of Aβ1-42
[55]. APP/PSEN1-double transgenic mice model did not
display alteration of a- and b-series of ganglioside levels
compared to control mice [16]. APPSL transgenic mice cor-
tex showed higher amounts of GM2 and GM3 ganglioside
levels apart from reduced levels of GQ1b, GD1b, GT1a, and
GD3 gangliosides in the cortex [52]. The 14-month-old
5xFAD transgenic mice model has significantly increased the
GM2, GM3, GT1b, and GD1a levels in the hippocampus
and cortex regions [18]. To clarify ganglioside metabolism in
AD, Oikawa et al. demonstrated that deletion of the N-
acetylgalactosaminyltransferase (B4galnt1) gene in the 1xFAD
transgenic mice model displayed accumulation of the GM3

and GD3 ganglioside but lacking GM1, GD1a, GD1b, GT1b,
and GQ1b gangliosides. Accumulation of the GM3 and GD3
or the absence of GM1 and GD1a exacerbated the disease’s
neuropathology [9]. Another study showed that 2xFAD
(hAPP/PS-1) mice with GD3-Synthase (St8sia1) deficiency
accumulate plenty of GM1, GD1a, and GM3 gangliosides
despite lacking GD1b, GD3, GT1b, and GQ1b. St8sia1-
deficient 2xFAD mice demonstrated an improvement in AD
pathology in comparison to B4galnt1-deficient 1xFAD ani-
mals [16]. Dukhinova et al. generated 5xFAD mice with
GM3-synthase (St3gal5) deficiency, which did not have major
gangliosides (GM1, GD1a, GD3, GT1b, and GQ1b). Like the
2xFAD/St8sia1 double knock-out micemodel, 5xFAD/St3gal5
double knock-out mice exhibited lower Aβ deposition and
neuroinflammation and no sign of neuronal death [17]. Her-
zer et al. used 5xFAD//Ugcgf/f//Thy1-CreERT2//EYFP mice,
which has the deletion of glucosylceramide synthase (GCS)
in forebrain neurons, which improved dendritic spines in the
dentate gyrus and elevated memory tasks [18]. In addition,
much evidence has been found that the activities of glucosyl-
transferases affect AD neuropathology. Overexpression of
the B4galnt1 causes the elevation of ganglioside levels and
induces APP processing by blocking BACE1 degradation in
lysosomes [56]. In addition to the modeling that targets gan-
glioside metabolism, research has also been conducted using
various molecules to treat AD in vitro and in vivo. The reduc-
tion of Aβ deposition is targeted by inhibiting GM1 ganglio-
side indirectly using leptin, which ameliorated AD pathology
in detergent-resistant membrane microdomains (DRMs) of
neurons through the phosphatidylinositol 3-kinase/Akt/mam-
malian target of rapamycin pathway [57]. Few studies have
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Figure 1: Illustration of the summary of ganglioside biosynthetic pathways in the cellular mechanism. Svennerholm’s nomenclature is used for
the identification of gangliosides. Gangliosides, containing 0, 1, 2, and 3 sialic acid residues connected to the innermost galactose, are found in the
0, a-, b-, and c-series, respectively. Colored boxes indicate the areas where sphingolipids and gangliosides are produced. GM3S:
CMPNeuAc:lactosylceramide alpha-2,3-sialyltransferase; GD3S: ST8alpha-N-acetylneuraminide alpha-2,8-sialyltransferase 1; B4GALNT1:
UDP-Gal:betaGlcNAc beta-1,4 N-acetylgalactosaminyltransferase 1; B3GALT4: UDP-Gal:betaGlcNAc beta 1,3-galactosyltransferase 4.
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been conducted in vitro and in vivo to determine the utility of
GSL synthesis inhibitors targeting gangliosides as antiamyloi-
dogenic agents. First, the synthetic ceramide analog D-1-
phenyl 2-decanoylamino-3-morpholino-1-propanol (D-
PDMP) inhibitor significantly reduced Aβ secretion from
SHSY5Y neuroblastoma cells [58]. Another study showed that
other related ceramide analog GSL inhibitors based on the
PDMP structure reduced the secretion of human APP695
(CHO-APP) expressed from CHO cells and Aβ from primary
human neurons [59, 60]. In contrast, Takasugi et al. showed
that D-PDMP upregulated Aβ production fromHEK293 cells
stably expressing the Swedish mutant of APP and Neuro2a
cells, respectively, whereas N-butyldeoxynojirimycin (NB-
DNJ) did not [61]. In an in vivo study, Wang et al. confirmed
that elevated GM1 ganglioside levels cause amyloid plaque
accumulation and cognitive dysfunctions. Based on this result,
different strategies were tested to reduce GM1 ganglioside
levels, especially in APP/PS1 mice. It has been shown that
using the glycosphingolipid inhibitors D-PDMP and CTB to
prevent ganglioside accumulation in APP/PS1 mice signifi-
cantly reduced Aβ levels in APP/PS1 mice [35]. In addition,
GENZ 667161, which is a GCS (glucosylceramide synthase)

inhibitor, was administered with a diet that reduced soluble
Aβ-42 and amyloid plaque burden [37]. Apart from these,
the effects of sialic acids on Aβ accumulation have been exam-
ined. For this purpose, intracranial injection of Neu1 sialidase
into the 5XFAD mouse model of AD was found to reduce the
number of Aβ plaques and Aβ peptide levels. Therefore, Neu1
sialidase was identified as a risk factor for developing AD-like
amyloidosis [62]. In addition, Neu3 sialidase overexpression
was also found to aggravate cognitive impairment in APP/
PS1 mice due to increased GM1 ganglioside levels [35]. More-
over, sialic acid-specific lectin of Limax flavus agglutinin injec-
tion to the 5XFADmice improved cognitive test performance,
amyloid depositions, and neuroinflammation [17]. The thera-
peutic potential of direct injection of gangliosides has been
applied in many studies in AD. Intramuscular injection of
GM1 ganglioside for 24 weeks and 6 weeks did not improve
disease symptoms and cognitive functions in AD patients,
respectively [28, 29]. Svennerholm displayed that intrathecal
injection of GM1 ganglioside for 12 months halted disease
pathology for AD patients [30]. Moreover, intracerebroven-
tricular injection of GM1 for the patients mitigated physical
activities and cognitive functions [31, 32]. Intraperitoneal

Table 1: Alteration of the ganglioside levels which affect the neuropathology of the neurodegenerative disorders.

Disorder Species Model Ganglioside alterations Clinical signs References

AD Human Early-onset AD Total ganglioside
Lower ganglioside level in frontal white and gray

matter.
[14]

AD Human Late-onset AD Total ganglioside
Lower ganglioside level in temporal cortex,

hippocampus, and frontal white matter of patients.
[14]

AD Human AD GD1b, GT1b Reduction ganglioside in hippocampal gray matter. [15]

AD Mouse 1XFAD/GM2S-/- GM3, GD3 Exacerbation of Alzheimer’s pathology [9]

AD Mouse 2XFAD/GD3S-/- GM1, GD1a, GM3 Amelioration of disease pathology [16]

AD Mouse 5XFAD/GM3S-/- Lack of major gangliosides Lower Aβ deposition and neuroinflammation [17]

AD Mouse
5xFAD//Ugcgf/f//
Thy1-CreERT2//

EYFP
GM3, GM2, GT1b Improve memory and loss of dendritic spines [18]

PD Human PD GM1 Reduction of GM1 in occipital cortex [19]

PD Human PD GM1, GD1a
Reduction of gangliosides in heart, colon, and skin

tissues.
[20]

PD Mouse B4GALNT1-/- GM3, GD3 Accumulation of αSyn deposition in SN. [21]

PD Mouse B4GALNT1+/- GM1, GD1a, GD1b PD-like motor functions and αSyn accumulation [11]

HD Human HD GM1 Reduction of GM1 in fibroblast. [10]

HD Human HD GM1 Increased GM1 in the cerebellum. [22]

HD Human HD ST8Sia3 and B4Galnt1
Decreased expression of ganglioside synthesis

enzymes in the brain.
[23]

HD Mouse R6/1 GM1 Molecular, behavioral, and motor disturbances [22]

HD Mouse YAC128 GM1, GD1a, GT1b
Neurodegeneration and motor function

abnormalities
[10]

ALS Human ALS GM2 Increased GM2 in the motor cortex [24]

ALS Human ALS GM3 and GM1 Increased GM3 and GM1 in spinal cord. [13]

ALS Mouse SOD1G93A GM3 Gait impairment and reduced motor function [13]

ALS Mouse SOD1G86R GM1a, GM2, GM3
Spinal motor neuron degeneration, progressive

skeletal muscle weakness
[25]

HSP Mouse B4GALNT1-/- GM3, GD3
Deficiency of hippocampal plasticity, axonal

degeneration
[26, 27]
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administration of GM1 ganglioside to the APP/PS1 mouse
model exhibited a reduction of the Aβ-40 and Aβ-42 [33];
however, a recent study showed that intraperitoneal GM1
administration caused pathological abnormalities in APP/
PS1 mice and failed to rescue cognitive decline [36]. In the
Tg2576 mouse model, a monoclonal antibody that specific
ganglioside-bounded Aβ was injected through intraperitoneal
reduced Aβ-40 and Aβ-42 deposits [34]. In another study,
GQ1b administration to the hippocampus of 3xTg-AD mice
was shown to reduce APP accumulation and tau phosphoryla-
tion, which were associated with decreased APP protein and
increased phosphoGSK3β levels, respectively [38].

1.2. Parkinson’s Disease. Parkinson’s disease (PD) is a com-
mon devastating neurodegenerative disease in which Lewy
body formations occur due to α-synuclein (αSyn) deposi-
tion, resulting in the death of dopaminergic neurons, partic-

ularly in substantia nigra (SN) [63–65]. PD is caused by
genetic and environmental factors and is characterized by
disturbed motor functions, including slow movements,
impaired gait and balance, bradykinesia, and resting tremors
[66]. The SNCA gene encodes presynaptic αSyn protein and
regulates synaptic functions, neurotransmitter release, and
neuroplasticity [67]. Decreased dopamine levels in the brains
of patients are a pathological hallmark of PD [68]. αSyn-lack-
ing mouse model has reduced dopamine release in the stria-
tum. On the contrary, overexpressed αSyn in transgenic
mice caused a decrease in the release of dopamine [69, 70].

Various studies have revealed that the binding of
α-synuclein to the negatively charged lipids through its N-
terminal acetyl groups regulates its alpha-helical folding
[71]. Studies on inhibiting fibrillar αSyn formation due to
lipid binding have found a strong relationship between
GM1 ganglioside and αSyn [72]. Homozygous B4galnt1-

Table 2: In vivo ganglioside-based treatment of neurodegenerative disorders which affect the neuropathology of these disorders.

Disorder Species Ganglioside Route Clinical signs References

AD Human GM1 ➔ 24 weeks Intramuscular No overall symptomatic benefit [28]

AD Human GM1 ➔ 6 weeks Intramuscular No improvement in cognitive function. [29]

AD Human GM1 ➔ 12 months Intrathecal
Disease pathology is halted by

continuous treatment.
[30]

AD Human GM1 Intracerebroventricular Improvement of physical activities [31, 32]

AD Mouse (APP/PS1) GM1 Intraperitoneal Reduction of Aβ-40 and Aβ-42. [33]

AD Mouse (Tg2576) 4396C Intraperitoneal
Reduction of Aβ-40 and Aβ-42

deposits.
[34]

AD Mouse (APP/PS1) GM1 Intraperitoneal Exacerbating cognitive dysfunction [35, 36]

AD Mouse (APP/PS1)
AAV-NEU3

(overexpression)
Intracerebroventricular Accumulation of the Aβ deposits. [35]

AD Mouse (APP/PS1) D-PDMP Intraperitoneal
Reduction of Aβ deposits and rescue

memory.
[35]

AD Mouse (Tg2576) GCSi (GENZ 667161) Diet
Mitigation of the soluble Aβ-42 and

amyloid plaque burden.
[37]

AD Mouse (3xTg-AD) GQ1b Intrahippocampal
Reduction of Aβ plaque deposition and

tau phosphorylation.
[38]

PD Mouse (B4galnt1+/-) LIGA-20 Intraperitoneal
Reduced TH+ neuron cell death and

αSyn accumulation
[11]

PD Mouse (B4galnt1-/-) LIGA-20 Intraperitoneal Reduced αSyn accumulation [21]

PD
Rat (overexpressing
human mutant A53T

αSyn)
GM1 Intraperitoneal

Protection against striatal dopamine
depletion and dopaminergic neuron

death
[39]

PD Mouse (B4galnt1+/-) OligoGM1 (GM1-OS) Intraperitoneal
Reduced αSyn accumulation in SN,
increased tyrosine hydroxylase

[40]

PD Human
GM1 (combined with

pramipexole)
Intravenous

Decreased inflammatory CRP and
TNF-α levels, elevated motor functions

[41]

PD
Mouse (overexpressing
human mutant A53T

αSyn)
GM1 and GD3 Intranasal

Induced neurogenesis and promoted
self-renewal ability of neural stem cells

[42]

HD
Mouse (R6/2, Q140,

YAC128)
GM1 Intraventricular

Reduced motor defects,
neurodegeneration, and huntingtin

levels
[43] [44]

ALS
Mouse SOD1G86R and

SOD1G93A
IgM (rHIgM12)

targeting GD1a and
GT1b

Intraperitoneal
Prolonged survival and slowed

neurological impairments
[45]
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deficient mice, whose gene is required for the biosynthesis of
complex gangliosides such as GM1, showed an abolished
level of αSyn deposition in the neurons of the SNs [26, 73].
In addition, mice with monoallelic mutations in the B4galnt1
gene (B4galnt1+/-) also showed PD-like motor dysfunctions,
neurological lesions, and αSyn accumulation in the gastroin-
testinal and cardiovascular systems, similar to PD patients.
Studies conducted in PD patient brains determined a signif-
icant decrease in the GM1 level of dopaminergic neurons in
the SN [11, 21]. Along with measuring the amount of GM1
in the occipital cortex of PD patients by HPTLC, it was deter-
mined that there was a significantly less GM1 amount in this
region as well [19]. In a study using the colon and heart tis-
sues of PD patients and age-matched controls, significantly
reduced levels of GM1 and GD1a were reported. Depleted
levels of GM1 and GD1a gangliosides were also detected in
skin fibroblast cells of PD patients [20]. In addition to the
altered GM1 ganglioside levels in PD patients, the lower
expression levels of the ganglioside biosynthetic enzymes,
including GM1 synthase (B3GALT4) and GD1a/GT1b syn-
thase (ST3GAL2), were demonstrated in substantia nigra of
PD patients [11, 21].

In a recent study, Akkhawattanangkul et al. demon-
strated the effect of reduced proapoptotic GD3 ganglioside
in PD mice model induced by 1-methyl-4-phenyl-1,2,3,6-
tetrahydropyridine (MPTP). In St8sia1-/- mice with the
complete absence of GD3 ganglioside, the administration
of MPTP did not cause PD pathophysiology [74].

In PD patients, 5-25% of the patients had mutations in the
GBA gene that encodes lysosomal acid β-glucosidase enzyme,
and a total of 251 lipids have been analyzed using liquid chro-
matography/electrospray ionization-tandem mass spectrome-
try in four brain regions (cingulate gyrus, caudate nucleus,
inferior and middle temporal gyrus, globus pallidus). Surpris-
ingly, only significantly altered amounts of gangliosides have
been reported [75].

In addition to their implicated roles in the pathology of
Parkinson’s disease, gangliosides are also used in the poten-
tial treatment of PD. In homozygous B4galnt1-deficient
mice (B4galnt1-/-) which show αSyn accumulation in tis-
sues, administration of LIGA-20 is an analog of GM1 that
crosses the blood-brain barrier and permeabilizing mem-
brane and has been shown to reduce the αSyn accumulation
[11]. However, LIGA-20 administration to heterozygous
B4galnt1-deficient mice (B4galnt1+/-) resulted in reversed
cell death of TH+ neurons. It reduced αSyn accumulation
in the SN region, as well as alleviation of PD-like symptoms,
particularly movement impairment, in these mice [11]. In
another study with rats overexpressing human mutant
A53T αSyn, GM1 administered to these mice protected
against striatal dopamine depletion and dopaminergic
neuron death in the SN, reduced αSyn accumulation, and
improved behavioral abnormalities associated with PD
pathophysiology [39]. It was discovered that its hydrophilic
oligosaccharide portion exerts the neurotrophic and neuro-
protective effects of GM1 ganglioside by interacting with
the Trk signaling pathway, named GM1-OS or OligoGM1
[76]. As a result of systemic administration of GM1-OS to
heterozygous B4galnt1-deficient mice (B4galnt-1+/-), it was

determined that PD-induced physical symptoms were
relieved, and decreased αSyn level in the SN and tyrosine
hydroxylase level increased in these mice [40]. In addition,
GM1-OS has been reported to inhibit prion-like and sponta-
neous αSyn accumulation, induce neuronal survival, and
protect against αSyn accumulation-induced impaired neur-
ite networks in dopaminergic neurons by reducing microglia
activation [77]. In a clinical trial with 61 PD patients, 31
patients were given dopasizide as a control group, and 30
patients were administered GM1 ganglioside, which was
named “ganglioside” in the study, combined with pramipex-
ole which is an agonist of dopamine receptor [41]. As a
result of the study, it was observed that the serum levels of
inflammatory markers CRP and TNF-α decreased and ele-
vated neurological and motor functions in the patients in
the treated group compared to the control group [41]. Intra-
nasal infusion of GM1 into A53T α-synuclein-expressing
mouse model of Parkinson’s disease induced neurogenesis
in the adult mice brains, and intranasal infusion of GD3 also
promoted the self-renewal ability of neural stem cells [42].

1.3. Huntington’s Disease. Huntington’s disease (HD) is a
severe neurodegenerative disease caused by autosomal dom-
inantly inherited mutations in the HTT gene. HD is charac-
terized by progressive motor, cognitive, and psychiatric
symptoms [78]. The mutation in the HTT gene leads to
the expansion of polyglutamine stretch (polyQ) in the N-
terminal of the Huntington protein [10]. Due to mutations
in the HTT gene, mutant HTT protein (mHTT) aggregates
and causes transcriptional dysregulation, neuronal death,
deficits in synaptic activity, and axonal transport [78]. The
altered levels of gangliosides were detected in the brains of
HD patients [79]. Previous research also indicated reduced
ganglioside biosynthetic enzyme activity in the brain of
HD mouse models, YAC128 and R6/1 [10, 23]. Further-
more, fibroblast samples from HD patients showed down-
regulation of ganglioside synthesis enzymes [10]. In the
skin fibroblasts of HD patients and the brain of mouse
models, the levels of GM1 have been noticeably decreased.
It was also found that the levels of GD1a and GT1b gangli-
osides were reduced in the YAC128 model [10]. Although
decreased GM1 levels were detected in caudate nucleus
samples of HD patients [23], an increased level of GM1
was demonstrated in the other group of HD patients [22].
The reduced expression levels of ST8SIA3 which demon-
strates homology with GD3-synthase and B4GALNT1 were
detected in the brains of HD patients and the R6/1 mouse
model. Additionally, the expression of ST3GAL5, which
encodes GM3-synthase, and ST3GAL2, which encodes
GM1b/GD1a/GT1b synthase, was reduced in the caudate
of HD patients but not significantly different in the striatum
of the R6/1 mouse model [23]. These studies revealed that
ganglioside metabolism impairments are associated with
HD pathology, and restoration of glycosphingolipid may
be a therapeutic approach for HD. Administration of GM1
restored ganglioside levels in HD cells and induced phos-
phorylation of mutant HTT protein, which resulted in
reduced mutant HTT toxicity and improved survival of
HD cells [10]. In the YAC128 model, the intraventricular
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administration of GM1 ganglioside reduced the toxic effects
of mutant HTT protein and recovered motor function in
mice that were previously symptomatic [43]. Alpaugh et al.
showed that intraventricular infusion of GM1 ganglioside
ameliorated motor defects, brain atrophy, neurodegenera-
tion, and huntingtin levels in three different HD mouse
models: R6/2, Q140, and YAC128 [44]. These studies indi-
cated that chronic intraventricular administration of exoge-
nous GM1 resulted in the recovery of ganglioside levels in
the HD mice model and, hence, improvements in motor
and cognitive symptoms, normalized levels of neurotrans-
mitters, and diminishment of neurodegeneration [43, 44].
The therapeutic efficacy of GM1 administration could also
be explained by its direct effect on mHTT. Exogenous
GM1 significantly reduced the levels of both aggregated
and soluble forms of mHTT in HT mouse brains without
any effect on transcription levels of HTT. Therefore, GM1
ganglioside might be suggested to promote the removal of
mHTT at cellular levels [44]. Furthermore, the impact of
sphingomyelin (SM) and GM1 ganglioside contents on the
interaction between the Huntington protein and lipid mem-
branes has been shown previously. Exon 1 mHTT mem-
brane insertion and the formation of mHTT oligomers on
membranes are significantly reduced by the presence of
GM1 in artificial membranes created with total brain lipid
extract [80].

1.4. Amyotrophic Lateral Sclerosis. Amyotrophic lateral scle-
rosis (ALS) is a lethal neurodegenerative disorder caused by
selective degeneration of motor neurons in the motor cortex,
brain stem, and spinal cord. The disease causes muscle
fatigue, swallowing and speech difficulties, fasciculation,
and alterations in reflexes. Individuals with ALS die 3 to 5
years following the onset of the initial disease signs, primar-
ily because of respiratory paralysis. 90% of reported ALS
cases have no identifiable cause and are referred to as idio-
pathic. The other 10% are inherited ALS types caused mainly
by autosomal dominant mutations in specific genes [81].
Recently, there has been a focus on the role of GSLs in the
progression of ALS since abnormal alterations in GSL
homeostasis may contribute to disease etiology [82]. The
presence of unique gangliosides [82], high titer serum auto-
antibodies against GM2 and GM1 [83, 84], and higher levels
of GM2 ganglioside are reported in the motor cortex of ALS
patients [24]. Dodge et al. also revealed the elevation levels of
globotriaosylceramide, ceramide, lactosylceramide, glucosyl-
ceramide, galactocerebroside, and the gangliosides GM3 and
GM1, as well as the hexosaminidase (HEX) activity in the
spinal cords of ALS patients [13]. SOD1G93A mice, a familial
model of ALS, also displayed elevated levels of ceramide,
glucosylceramide, GM3, and HEX activity [13, 85]. In the
study, they demonstrated that, while increasing HEX activity
using adenoviral vector administration to the CNS had no
impact, the intracerebroventricular injection of GM3 gangli-
oside dramatically slowed the development of paralysis and
prolonged the life of SOD1G93A mice. These results imply
that the buildup of GM1 and GM3 gangliosides could have
protective effects and might be exploited to halt the course
of ALS [13, 85]. Besides, the SOD1G86R mice, a familial

model of ALS, exhibit elevated levels of GM1a, GM2, and
GM3 gangliosides and phosphatidylinositol but reduced
levels of ceramide and glucosylceramide in muscles and spi-
nal cord of the mice model [25, 85]. Inhibition of enzymes of
ganglioside catabolism including glucosylceramide beta 2
(GBA2) [86] and β-glucocerebrosidase (GCase) [87] in
SOD1G86R mice revealed alleviation of disease progression
and extension of mouse lifespan. Remarkably, intraperitoneal
injection of recombinant natural human IgM (rHIgM12)
immunoglobulins targeting GD1a and GT1b prolonged the
survival and slowed neurological impairments in two different
ALS mice models as SOD1G86R and SOD1G93A in a single dose
[45]. Since GD1a andGT1b gangliosides are ligands formyelin-
associated glycoprotein (MAG) which is an inhibitor of nerve
regeneration, administration of rHIgM12 targeting GD1a and
GT1b could prevent MAG-induced suppression of axonal
development and repair, thereby enabling neurons to regener-
ate in mice models of ALS [45]. Therefore, ALS is related to
aberrant lipid metabolism [88], and gangliosides and ceramides
have been suggested to be disease modulators [83, 84].

1.5. Hereditary Spastic Paraplegia. Hereditary spastic para-
plegia (HSP) is a group of neurodegenerative diseases that
leads to progressive spasticity and weakness of the lower
limbs [84]. HSP is classified clinically into pure and compli-
cated forms [89]. The pure form of HSP is characterized by
bilateral limb spasticity, impaired vibratory sensation,
hyperreflexia, and bladder dysfunction [90]. In addition,
cognitive impairments, cerebellar ataxia, neuropathy, and
seizures are the clinical signs of complicated forms of HSP.
Currently, 79 alleles and genetic loci are known that lead
to this disease [91]. The inheritance might be autosomal
dominant, autosomal recessive, X-linked, or mitochondrial
due to locus heterogeneity [92].

The complex form of HSP (HSP26) is caused by loss-of-
function mutations in the B4GALNT1 gene encoding N-
acetylgalactosaminyltransferase [7]. B4GALNT1 is responsible
for synthesizing GM2, GD2, and GA2 by transferring the
GalNac unit to the galactose of GM3, GD3, and LacCer. The
elevated level of GM3 ganglioside is caused by the deficiency
of the B4GALNT1 that cannot compensate for the lack of
complex gangliosides. Previously, 10 families with 29 cases
were reported as a complicated form of HSP resulting from
mutations in the B4GALNT1 gene [93]. Even though every
family has different mutations in the B4GALNT1 gene, all have
a common impairment in complex ganglioside synthesis. The
severity of the disease is correlated with the B4GALNT1 activ-
ity. The mutations that partially retain the functionality of
B4GALNT1 lead to milder symptoms in patients. B4galnt1-
deficient mice have a deficiency in hippocampal plasticity
[27], demyelination, and axonal degeneration, which results
in motor and sensory problems [26]. B4galnt1-deficient mice
also showed neurological symptoms similar to HSP patients.
The increased levels of GM3 and GD3 gangliosides were
detected in the brain of B4galnt1-deficient mice to compensate
for the absence of complex gangliosides [12]. Furthermore, the
low serum testosterone level and infertility observed in some
male patients were also demonstrated in B4galnt1-deficient
mice [94]. These results suggest that B4galnt1-deficient mice
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could be a suitable model to study the pathogenesis of
HSP [95].

2. Conclusion

In summary, findings from both human and mouse research
clearly show that disruption of biosynthetic enzymes of the
gangliosides performs a double-edged effect on the etiology
of Parkinson’s disease, Alzheimer’s disease, Huntington’s
disease, and hereditary spastic paraplegia. In AD mouse
models, the elimination of St8sia1 and St3gal5 genes demon-
strated enthusing results to reduce the neuropathology of the
disease. In the PD mouse model, no MPTP-induced Parkin-
son’s disease neuropathology was observed when St8sia3 was
knocked out. Regarding the other neurological disease,
amyotrophic lateral sclerosis, covered in this review, the
evidence for the biosynthetic enzymes of gangliosides play-
ing a significant role in etiology is less robust. Finally, the
roles of gangliosides concerning neurodegenerative disor-
ders are still unclear, and more research is needed to extend
the current state of knowledge.

Data Availability

All data used to support the findings of this study are avail-
able from the corresponding author upon request.

Conflicts of Interest

The authors declare that the research was conducted without
any commercial or financial relationships that could be con-
strued as a potential conflict of interest.

Acknowledgments

This study was partially funded by the Scientific and Tech-
nological Research Council of Turkey (TUBITAK) (Grants
218S824 and 120N552).

References

[1] S. Hakomori, “Bifunctional role of glycosphingolipids. Modu-
lators for transmembrane signaling and mediators for cellular
interactions,” Journal of Biological Chemistry, vol. 265, no. 31,
pp. 18713–18716, 1990.

[2] A. J. Yates, “Gangliosides in the nervous system during devel-
opment and regeneration,” Neurochemical Pathology, vol. 5,
no. 3, pp. 309–329, 1986.

[3] R. K. Yu, “Chapter 3 Development regulation of ganglioside
metabolism,” Progress in Brain Research, vol. 101, pp. 31–44,
1994.

[4] F. M. P. Zitman, B. Todorov, K. Furukawa, K. Furukawa, H. J.
Willison, and J. J. Plomp, “Total ganglioside ablation at mouse
motor nerve terminals alters neurotransmitter release level,”
Synapse, vol. 64, no. 4, pp. 335–338, 2010.

[5] T. Kolter, “Ganglioside biochemistry,” International Scholarly
Research Notices, vol. 2012, Article ID 506160, 36 pages, 2012.

[6] S. Sipione, J. Monyror, D. Galleguillos, N. Steinberg, and
V. Kadam, “Gangliosides in the brain: physiology, pathophys-

iology, and therapeutic applications,” Frontiers in Neurosci-
ence, vol. 14, 2020.

[7] A. Boukhris, R. Schule, J. L. Loureiro et al., “Alteration of gan-
glioside biosynthesis responsible for complex hereditary spas-
tic paraplegia,” The American Journal of Human Genetics,
vol. 93, no. 1, pp. 118–123, 2013.

[8] M. L. Allende and R. L. Proia, “Simplifying complexity: genet-
ically resculpting glycosphingolipid synthesis pathways in
mice to reveal function,” Glycoconjugate Journal, vol. 31,
no. 9, pp. 613–622, 2014.

[9] N. Oikawa, H. Yamaguchi, K. Ogino et al., “Gangliosides
determine the amyloid pathology of Alzheimer’s disease,”
Neuroreport, vol. 20, no. 12, pp. 1043–1046, 2009.

[10] V. Maglione, P. Marchi, A. Di Pardo et al., “Impaired ganglio-
side metabolism in Huntington’s disease and neuroprotective
role of GM1,” Journal of Neuroscience, vol. 30, no. 11,
pp. 4072–4080, 2010.

[11] G.Wu, Z. H. Lu, N. Kulkarni, and R.W. Ledeen, “Deficiency of
ganglioside GM1 correlates with Parkinson’s disease in mice
and humans,” Journal of Neuroscience Research, vol. 90,
no. 10, pp. 1997–2008, 2012.

[12] D. Yao, R. McGonigal, J. A. Barrie et al., “Neuronal expression
of GalNAc transferase is sufficient to prevent the age-related
neurodegenerative phenotype of complex ganglioside-deficient
mice,” Journal of Neuroscience, vol. 34, no. 3, pp. 880–891,
2014.

[13] J. C. Dodge, C. M. Treleaven, J. Pacheco et al., “Glycosphingo-
lipids are modulators of disease pathogenesis in amyotrophic
lateral sclerosis,” Proceedings of the National Academy of Sci-
ences, vol. 112, no. 26, pp. 8100–8105, 2015.

[14] L. Svennerholm and C.-G. Gottfries, “Membrane lipids, selec-
tively diminished in alzheimer brains, suggest synapse loss as a
primary event in early-onset Form (type I) and demyelination
in late-onset form (type II),” Journal of Neurochemistry,
vol. 62, no. 3, pp. 1039–1047, 1994.

[15] T. Taki, “An approach to glycobiology from glycolipidomics:
ganglioside molecular scanning in the brains of patients
with Alzheimer’s disease by TLC-Blot/matrix-assisted laser
desorption/ionization-time of flight MS,” Biological and
Pharmaceutical Bulletin, vol. 35, no. 10, pp. 1642–1647,
2012.

[16] A. Bernardo, F. E. Harrison, M. McCord et al., “Elimination of
GD3 synthase improves memory and reduces amyloid-β pla-
que load in transgenic mice,” Neurobiology of Aging, vol. 30,
no. 11, pp. 1777–1791, 2009.

[17] M. Dukhinova, T. Veremeyko, A. W. Y. Yung et al., “Fresh evi-
dence for major brain gangliosides as a target for the treatment
of Alzheimer’s disease,” Neurobiology of Aging, vol. 77,
pp. 128–143, 2019.

[18] S. Herzer, C. Hagan, J. von Gerichten et al., “Deletion of spe-
cific sphingolipids in distinct neurons improves spatial mem-
ory in a mouse model of Alzheimer’s disease,” Frontiers in
Molecular Neuroscience, vol. 11, 2018.

[19] P. Hadaczek, G. Wu, N. Sharma et al., “GDNF signaling imple-
mented by GM1 ganglioside; failure in Parkinson’s disease and
GM1-deficient murine model,” Experimental Neurology,
vol. 263, pp. 177–189, 2015.

[20] R. Ledeen, S. Chowdhury, Z. H. Lu, M. Chakraborty, and
G. Wu, “Systemic deficiency of GM1 ganglioside in Parkin-
son’s disease tissues and its relation to the disease etiology,”
Glycoconjugate Journal, vol. 39, no. 1, pp. 75–82, 2022.

7Journal of Lipids



[21] G. Wu, Z. H. Lu, N. Kulkarni, R. Amin, and R. W. Ledeen,
“Mice lacking major brain gangliosides develop Parkinsonism,”
Neurochemical Research, vol. 36, no. 9, pp. 1706–1714, 2011.

[22] C. A. Denny, P. A. Desplats, E. A. Thomas, and T. N. Seyfried,
“Cerebellar lipid differences between R6/1 transgenic mice and
humans with Huntington’s disease,” Journal of Neurochemis-
try, vol. 115, no. 3, pp. 748–758, 2010.

[23] P. A. Desplats, C. A. Denny, K. E. Kass et al., “Glycolipid and
ganglioside metabolism imbalances in Huntington’s disease,”
Neurobiology of Disease, vol. 27, no. 3, pp. 265–277, 2007.

[24] M. M. Rapport, H. Donnenfeld, W. Brunner, B. Hungund, and
H. Bartfeld, “Ganglioside patterns in amyotrophic lateral scle-
rosis brain regions,” Annals of Neurology: Official Journal of
the American Neurological Association and the Child Neurol-
ogy Society, vol. 18, no. 1, pp. 60–67, 1985.

[25] A. Henriques, V. Croixmarie, D. A. Priestman et al., “Amyo-
trophic lateral sclerosis and denervation alter sphingolipids
and up-regulate glucosylceramide synthase,” Human Molecu-
lar Genetics, vol. 24, no. 25, pp. 7390–7405, 2015.

[26] K. Takamiya, A. Yamamoto, K. Furukawa et al., “Mice with
disrupted GM2/GD2 synthase gene lack complex gangliosides
but exhibit only subtle defects in their nervous system,” Pro-
ceedings of the National Academy of Sciences, vol. 93, no. 20,
pp. 10662–10667, 1996.

[27] S. Sha, L. Zhou, J. Yin et al., “Deficits in cognitive function and
hippocampal plasticity in GM2/GD2 synthase knockout
mice,” Hippocampus, vol. 24, no. 4, pp. 369–382, 2014.

[28] T. Ala, S. Romero, F. Knight, K. Feldt, and W. H. Frey, “GM-1
treatment of Alzheimer’s disease: a pilot study of safety and
efficacy,” Archives of Neurology, vol. 47, no. 10, pp. 1126–
1130, 1990.

[29] C. Flicker, S. H. Ferris, D. Kalkstein, and M. Serby, “A double-
blind, placebo-controlled crossover study of ganglioside GM1
treatment for Alzheimer’s disease,” The American Journal of
Psychiatry, vol. 151, no. 1, pp. 126–129, 1994.

[30] L. Svennerholm, “Gangliosides–a new therapeutic agent
against stroke and Alzheimer’s disease,” Life Sciences, vol. 55,
no. 25-26, pp. 2125–2134, 1994.

[31] L. E. Augustinsson, K. Blennow, C. Blomstrand et al., “Intra-
cerebroventricular administration of GM1 ganglioside to pre-
senile Alzheimer patients,” Dementia and Geriatric Cognitive
Disorders, vol. 8, pp. 26–33, 1997.

[32] L. Svennerholm, G. Bråne, I. Karlsson, A. Lekman,
I. Ramström, and C. Wikkelsö, “Alzheimer disease - effect of
continuous intracerebroventricular treatment with GM1 gan-
glioside and a systematic activation programme,” Dementia
and Geriatric Cognitive Disorders, vol. 14, no. 3, pp. 128–136,
2002.

[33] Y. Matsuoka, M. Saito, J. LaFrancois et al., “Novel therapeutic
approach for the treatment of Alzheimer’s disease by periph-
eral administration of agents with an affinity to beta-amyloid,”
The Journal of Neuroscience, vol. 23, no. 1, pp. 29–33, 2003.

[34] N. Yamamoto, T. Yokoseki, M. Shibata, H. Yamaguchi, and
K. Yanagisawa, “Suppression of Aβ deposition in brain by
peripheral administration of Fab fragments of anti-seed anti-
body,” Biochemical and Biophysical Research Communica-
tions, vol. 335, no. 1, pp. 45–47, 2005.

[35] X. Wang, R. Zhou, X. Sun et al., “Preferential regulation of
Γ-secretase-mediated cleavage of APP by ganglioside GM1
reveals a potential therapeutic target for Alzheimer’s dis-
ease,” Advanced Science, vol. 10, no. 32, 2023.

[36] C. C. Yang, Y. Cheng, H. M. Yang et al., “Peripheral delivery of
ganglioside GM1 exacerbates the pathogenesis of Alzheimer’s
disease in a mouse model,” Neuroscience Bulletin, vol. 38,
no. 1, pp. 95–98, 2022.

[37] J. C. Dodge, T. J. Tamsett, C. M. Treleaven et al., “Glucosylcer-
amide synthase inhibition reduces ganglioside GM3 accumu-
lation, alleviates amyloid neuropathology, and stabilizes
remote contextual memory in a mouse model of Alzheimer’s
disease,” Alzheimer's Research & Therapy, vol. 14, no. 1,
p. 19, 2022.

[38] M. K. Shin, M. S. Choi, H. J. Chae, J. W. Kim, H. G. Kim, and
K. L. Kim, “Ganglioside GQ1b ameliorates cognitive impair-
ments in an Alzheimer’s disease mouse model and causes
reduction of the amyloid precursor protein,” Scientific Reports,
vol. 9, no. 1, 2019.

[39] J. S. Schneider, R. Aras, C. K. Williams, J. B. Koprich, J. M.
Brotchie, and V. Singh, “GM1 ganglioside modifies α-synu-
clein toxicity and is neuroprotective in a rat α-synuclein model
of parkinson’s disease,” Scientific Reports, vol. 9, no. 1, p. 8362,
2019.

[40] E. Chiricozzi, L. Mauri, G. Lunghi et al., “Parkinson’s disease
recovery by GM1 oligosaccharide treatment in the B4galnt1+/
− mouse model,” Scientific Reports, vol. 9, no. 1, 2019.

[41] X. Li, P. Han, M. Liu, X. Li, and S. Xue, “Effect of ganglioside
combined with pramipexole in the treatment of Parkinson’s
disease and its effect on motor function,” Journal of Medical
Biochemistry, vol. 42, no. 3, pp. 505–512, 2023.

[42] T. Fuchigami, Y. Itokazu, J. C. Morgan, and R. K. Yu, “Resto-
ration of adult neurogenesis by intranasal administration of
gangliosides GD3 and GM1 in the olfactory bulb of A53T
alpha-synuclein-expressing Parkinson’s-disease model mice,”
Molecular Neurobiology, vol. 60, no. 6, pp. 3329–3344, 2023.

[43] A. Di Pardo, V. Maglione, M. Alpaugh et al., “Ganglioside
GM1 induces phosphorylation of mutant huntingtin and
restores normal motor behavior in Huntington disease mice,”
Proceedings of the National Academy of Sciences, vol. 109,
no. 9, pp. 3528–3533, 2012.

[44] M. Alpaugh, D. Galleguillos, J. Forero et al., “Disease-modify-
ing effects of ganglioside GM1 in Huntington’s disease
models,” EMBO Molecular Medicine, vol. 9, no. 11,
pp. 1537–1557, 2017.

[45] X. Xu, A. Denic, L. R. Jordan et al., “A natural human IgM that
binds to gangliosides is therapeutic in murine models of amyo-
trophic lateral sclerosis,” Disease Models &Mechanisms, vol. 8,
no. 8, pp. 831–842, 2015.

[46] M. Zvěřová, “Clinical aspects of Alzheimer’s disease,” Clinical
Biochemistry, vol. 72, pp. 3–6, 2019.

[47] W. V. Graham, A. Bonito-Oliva, and T. P. Sakmar, “Update on
Alzheimer’s disease therapy and prevention strategies,”
Annual Review of Medicine, vol. 68, no. 1, pp. 413–430, 2017.

[48] S. Itagaki, P. L. McGeer, H. Akiyama, S. Zhu, and D. Selkoe,
“Relationship of microglia and astrocytes to amyloid deposits
of Alzheimer disease,” Journal of Neuroimmunology, vol. 24,
no. 3, pp. 173–182, 1989.

[49] E. Masliah, L. Hansen, T. Albright, M. Mallory, and R. D.
Terry, “Immunoelectron microscopic study of synaptic
pathology in Alzheimer’s disease,” Acta Neuropathologica,
vol. 81, no. 4, pp. 428–433, 1991.

[50] L. Meda, M. A. Cassatella, G. I. Szendrei et al., “Activation of
microglial cells by β-amyloid protein and interferon-γ,”
Nature, vol. 374, no. 6523, pp. 647–650, 1995.

8 Journal of Lipids



[51] I. Kracun, S. Kalanj, J. Talan-Hranilovic, and C. Cosovic, “Cor-
tical distribution of gangliosides in Alzheimer’s disease,” Neu-
rochemistry International, vol. 20, no. 3, pp. 433–438, 1992.

[52] L. Barrier, S. Ingrand, M. Damjanac, A. Rioux Bilan, J. Hugon,
and G. Page, “Genotype-related changes of ganglioside
composition in brain regions of transgenic mouse models of
Alzheimer’s disease,” Neurobiology of Aging, vol. 28, no. 12,
pp. 1863–1872, 2007.

[53] I. Kracun, H. Rosner, V. Drnovsek, M. Heffer-Lauc,
C. Cosovic, and G. Lauc, “Human brain gangliosides in devel-
opment, aging and disease,” International Journal of Develop-
mental Biology, vol. 35, no. 3, pp. 289–295, 1991.

[54] Y. Fukami, T. Ariga, M. Yamada, and N. Yuki, “Brain ganglio-
sides in Alzheimer’s Disease: increased expression of choliner-
gic neuron-specific gangliosides,” Current Alzheimer Research,
vol. 14, no. 6, pp. 586–591, 2017.

[55] N. Sawamura, M. Morishima-Kawashima, H. Waki et al.,
“Mutant presenilin 2 transgenic Mice,” Journal of Biological
Chemistry, vol. 275, no. 36, pp. 27901–27908, 2000.

[56] T. Yamaguchi, Y. Yamauchi, K. Furukawa et al., “Expression of
B4GALNT1, an essential glycosyltransferase for the synthesis
of complex gangliosides, suppresses BACE1 degradation and
modulates APP processing,” Scientific Reports, vol. 6, no. 1,
2016.

[57] N. Yamamoto, M. Tanida, R. Kasahara, K. Sobue, and
K. Suzuki, “Leptin inhibits amyloid β-protein fibrillogenesis
by decreasing GM1 gangliosides on the neuronal cell surface
through PI3K/Akt/mTOR pathway,” Journal of Neurochemis-
try, vol. 131, no. 3, pp. 323–332, 2014.

[58] I. Y. Tamboli, K. Prager, E. Barth, M. Heneka, K. Sandhoff, and
J. Walter, “Inhibition of glycosphingolipid biosynthesis
reduces secretion of the β-amyloid precursor protein and amy-
loid β-Peptide∗[boxs],” Journal of Biological Chemistry,
vol. 280, no. 30, pp. 28110–28117, 2005.

[59] H. Li, W. S. Kim, G. J. Guillemin, A. F. Hill, G. Evin, and
B. Garner, “Modulation of amyloid precursor protein process-
ing by synthetic ceramide analogues,” Biochimica et Biophysica
Acta (BBA)-Molecular and Cell Biology of Lipids, vol. 1801,
no. 8, pp. 887–895, 2010.

[60] H. Li, G. Evin, A. F. Hill, Y. H. Hung, A. I. Bush, and B. Garner,
“Dissociation of ERK signaling inhibition from the anti-
amyloidogenic action of synthetic ceramide analogs,” Clinical
Science, vol. 122, no. 9, pp. 409–419, 2012.

[61] N. Takasugi, T. Sasaki, M. Shinohara, T. Iwatsubo, and
T. Tomita, “Synthetic ceramide analogues increase amyloid-β
42 production by modulating γ-secretase activity,” Biochemi-
cal and Biophysical Research Communications, vol. 457,
no. 2, pp. 194–199, 2015.

[62] I. Annunziata, A. Patterson, D. Helton et al., “Lysosomal
NEU1 deficiency affects amyloid precursor protein levels and
amyloid-β secretion via deregulated lysosomal exocytosis,”
Nature Communications, vol. 4, no. 1, p. 2734, 2013.

[63] D. Y. Geng, Y. X. Li, and C. S. Zee, “Magnetic resonance
imaging-based volumetric analysis of basal ganglia nuclei
and substantia nigra in patients with Parkinson’s disease,”
Neurosurgery, vol. 58, no. 2, pp. 256–262, 2006.

[64] R. W. Ledeen and G. Wu, “Gangliosides, α-synuclein, and
Parkinson’s disease,” Progress in Molecular Biology and Trans-
lational Science, vol. 156, pp. 435–454, 2018.

[65] X. Dong-Chen, C. Yong, X. Yang, S. T. Chen-Yu, and P. Li-
Hua, “Signaling pathways in Parkinson’s disease: molecular

mechanisms and therapeutic interventions,” Signal Transduc-
tion and Targeted Therapy, vol. 8, no. 1, p. 73, 2023.

[66] R. Balestrino and A. H. V. Schapira, “Parkinson disease,” Euro-
pean Journal of Neurology, vol. 27, no. 1, pp. 27–42, 2020.

[67] L. Stefanis, “α-Synuclein in Parkinson’s disease,” Spring Har-
bor Perspectives in Medicine, vol. 2, no. 2, 2012.

[68] F. N. Emamzadeh and A. Surguchov, “Parkinson’s disease:
biomarkers, treatment, and risk factors,” Frontiers in Neurosci-
ence, vol. 12, 2018.

[69] A. Abeliovich, Y. Schmitz, I. Fariñas et al., “Mice lacking α-
synuclein display functional deficits in the nigrostriatal dopa-
mine system,” Neuron, vol. 25, no. 1, pp. 239–252, 2000.

[70] V. M. Nemani, W. Lu, V. Berge et al., “Increased expression of
α-synuclein reduces neurotransmitter release by inhibiting
synaptic vesicle reclustering after endocytosis,” Neuron,
vol. 65, no. 1, pp. 66–79, 2010.

[71] T. Bartels, N. C. Kim, E. S. Luth, and D. J. Selkoe, “N-Alpha-
acetylation of α-synuclein increases its helical folding propen-
sity, GM1 binding specificity and resistance to aggregation,”
PLoS One, vol. 9, no. 7, article e103727, 2014.

[72] Z. Martinez, M. Zhu, S. Han, and A. L. Fink, “GM1 specifically
interacts with α-synuclein and inhibits fibrillation,” Biochemis-
try, vol. 46, no. 7, pp. 1868–1877, 2007.

[73] S. Chiavegatto, J. Sun, R. J. Nelson, and R. L. Schnaar, “A func-
tional role for complex gangliosides: motor deficits in GM2/
GD2 synthase knockout mice,” Experimental Neurology,
vol. 166, no. 2, pp. 227–234, 2000.

[74] Y. Akkhawattanangkul, P. Maiti, Y. Xue et al., “Targeted dele-
tion of GD3 synthase protects against MPTP-induced neuro-
degeneration,” Genes, Brain and Behavior, vol. 16, no. 5,
pp. 522–536, 2017.

[75] S. Blumenreich, T. Nehushtan, O. B. Barav et al., “Elevation of
gangliosides in four brain regions from Parkinson’s disease
patients with a GBA mutation,” npj Parkinson's Disease,
vol. 8, no. 1, p. 99, 2022.

[76] E. Di Biase, G. Lunghi, M. Maggioni et al., “GM1 oligosaccha-
ride crosses the human blood-brain barrier in vitro by a para-
cellular route,” International Journal of Molecular Sciences,
vol. 21, no. 8, 2020.

[77] M. Fazzari, E. Di Biase, L. Zaccagnini et al., “GM1 oligosaccha-
ride efficacy against α-synuclein aggregation and toxicity
in vitro,” Biochimica et Biophysica Acta (BBA)-Molecular and
Cell Biology of Lipids, vol. 1868, no. 9, 2023.

[78] G. P. Bates, R. Dorsey, J. F. Gusella et al., “Huntington disease,”
Nature Reviews: Disease Primers, vol. 1, 2015.

[79] G. J. M. Hooghwinkel, G. W. Bruyn, and R. E. De Rooy, “Bio-
chemical studies in Huntington’s chorea: VII. The lipid com-
position of the cerebral white and gray matter,” Neurology,
vol. 18, no. 4, pp. 408–412, 1968.

[80] M. Chaibva, X. Gao, P. Jain, W. A. Campbell, S. L. Frey, and
J. Legleiter, “Sphingomyelin and GM1 influence huntingtin
binding to, disruption of, and aggregation on lipid mem-
branes,” ACS Omega, vol. 3, no. 1, pp. 273–285, 2018.

[81] L. Van Den Bosch, “Genetic rodent models of amyotrophic lat-
eral sclerosis,” BioMed Research International, vol. 2011, Arti-
cle ID 348765, 11 pages, 2011.

[82] G. Dawson and K. Stefansson, “Gangliosides of human spinal
cord: aberrant composition of cords from patients with amyo-
trophic lateral sclerosis,” Journal of Neuroscience Research,
vol. 12, no. 2-3, pp. 213–220, 1984.

9Journal of Lipids



[83] E. F. Salazar-Grueso, M. J. Routbort, J. Martin, G. Dawson, and
R. P. Roos, “Polyclonal IgM anti-GM1 ganglioside antibody in
patients with motor neuron disease and variants,” Annals of
Neurology: Official Journal of the American Neurological Asso-
ciation and the Child Neurology Society, vol. 27, no. 5, pp. 558–
563, 1990.

[84] A. Stevens, M. Weller, and H. Wietholter, “A characteristic
ganglioside antibody pattern in the CSF of patients with amyo-
trophic lateral sclerosis,” Journal of Neurology, Neurosurgery &
Psychiatry, vol. 56, no. 4, pp. 361–364, 1993.

[85] I. Agrawal, Y. S. Lim, S. Y. Ng, and S. C. Ling, “Deciphering
lipid dysregulation in ALS: from mechanisms to translational
medicine,” Translational Neurodegeneration, vol. 11, no. 1,
p. 48, 2022.

[86] A. Bouscary, C. Quessada, A. Mosbach et al., “Ambroxol
hydrochloride improves motor functions and extends survival
in a mouse model of familial amyotrophic lateral sclerosis,”
Frontiers in Pharmacology, vol. 10, 2019.

[87] A. Henriques, M. Huebecker, H. Blasco et al., “Inhibition of
β-glucocerebrosidase activity preserves motor unit integrity
in a mouse model of amyotrophic lateral sclerosis,” Scien-
tific Reports, vol. 7, no. 1, 2017.

[88] J. C. Desport, F. Torny, M. Lacoste, P. M. Preux, and
P. Couratier, “Hypermetabolism in ALS: correlations with
clinical and paraclinical parameters,” Neurodegenerative Dis-
eases, vol. 2, no. 3-4, pp. 202–207, 2005.

[89] C. Blackstone, C. J. O’Kane, and E. Reid, “Hereditary spastic
paraplegias: membrane traffic and the motor pathway,”Nature
Reviews Neuroscience, vol. 12, no. 1, pp. 31–42, 2011.

[90] S. Gumeni, C. Vantaggiato, M. Montopoli, and G. Orso,
“Hereditary spastic paraplegia and future therapeutic direc-
tions: beneficial effects of small compounds acting on cellular
stress,” Frontiers in Neuroscience, vol. 15, 2021.

[91] L. Parodi, S. Fenu, G. Stevanin, and A. Durr, “Hereditary spas-
tic paraplegia: more than an upper motor neuron disease,”
Revue Neurologique, vol. 173, no. 5, pp. 352–360, 2017.

[92] M. Trinchera, R. Parini, R. Indellicato, R. Domenighini, and
F. dall’Olio, “Diseases of ganglioside biosynthesis: an expand-
ing group of congenital disorders of glycosylation,” Molecular
Genetics and Metabolism, vol. 124, no. 4, pp. 230–237, 2018.

[93] G. V. Harlalka, A. Lehman, B. Chioza et al., “Mutations in
B4GALNT1 (GM2 synthase) underlie a new disorder of gangli-
oside biosynthesis,” Brain, vol. 136, no. 12, pp. 3618–3624,
2013.

[94] K. Takamiya, A. Yamamoto, K. Furukawa et al., “Complex
gangliosides are essential in spermatogenesis of mice: possible
roles in the transport of testosterone,” Proceedings of the
National Academy of Sciences, vol. 95, no. 21, pp. 12147–
12152, 1998.

[95] R. H. Bhuiyan, Y. Ohmi, Y. Ohkawa et al., “Loss of enzyme
activity in mutated B4GALNT1 gene products in patients with
hereditary spastic paraplegia results in relatively mild neuro-
logical disorders: similarity with phenotypes of B4galnt1
knockout mice,” Neuroscience, vol. 397, pp. 94–106, 2019.

10 Journal of Lipids


	Gangliosides as Therapeutic Targets for Neurodegenerative Diseases
	1. Introduction
	1.1. Alzheimer’s Disease
	1.2. Parkinson’s Disease
	1.3. Huntington’s Disease
	1.4. Amyotrophic Lateral Sclerosis
	1.5. Hereditary Spastic Paraplegia

	2. Conclusion
	Data Availability
	Conflicts of Interest
	Acknowledgments



