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Abstract: Amyotrophic lateral sclerosis is a fatal motor neuron degenerative disease. Multiple genetic
and non-genetic risk factors are associated with disease pathogenesis, and several cellular processes,
including protein homeostasis, RNA metabolism, vesicle transport, etc., are severely impaired in ALS
conditions. Despite the heterogeneity of the disease manifestation and progression, ALS patients
show protein aggregates in the motor cortex and spinal cord tissue, which is believed to be at
least partially caused by aberrant phase separation and the formation of persistent stress granules.
Consistent with this notion, many studies have implicated cellular stress, such as ER stress, DNA
damage, oxidative stress, and growth factor depletion, in ALS conditions. The mitogen-activated
protein kinase (MAPK) pathway is a fundamental mitogen/stress-activated signal transduction
pathway that regulates cell proliferation, differentiation, survival, and death. Here we summarize the
fundamental role of MAPK in physiology and ALS pathogenesis. We also discuss pharmacological
inhibitors targeting this pathway tested in pre-clinical models, suggesting their role as potential
drug candidates.

Keywords: amyotrophic lateral sclerosis; mitogen-activated protein kinase; stress response; c-Jun
N-terminal kinase; p38; extracellular signal-regulated kinase; TAR-DNA binding protein

1. Introduction

Amyotrophic lateral sclerosis (ALS) is a fatal neurodegenerative disease affecting
upper and lower motor neurons, which causes muscle weakness, atrophy, paralysis, and
eventually death. According to the ALS Association, ~5000 people get diagnosed with
ALS every year in the United States, and the life expectancy of these people is 2–5 years
after diagnosis. Many environmental and genetic factors affect the onset of the disease,
including geographical location, exposure to chemicals or radiation, extensive exercise,
sports, brain, or spinal cord injury, etc. [1]. Particularly, athletes and veterans are more
prone to this disease. ALS is also known as Lou Gehrig’s disease in the United States,
named after one of the most famous baseball players, Lou Gehrig.

ALS can be associate with frontotemporal dementia (FTD), another fatal neurode-
generative disease characterized by frontotemporal lobe degeneration. ALS and FTD can
be caused by the same mutations, affect the same individuals or patients from the same
family, and share the same pathology. Thus, they are considered in a common disease
spectrum [2,3]. In this review, we also include FTD cases that are related to ALS.

2. ALS Genetics

Around 90% of the total ALS cases have no known associated genetic factors and are
referred to as sporadic ALS (sALS). The other ~10% cases have a genetic predisposition for
the disease and are referred to as familial ALS (fALS). To date, there are more than 20 genes
whose mutations have been shown to cause ALS [4]. Mutation in four genes, namely
chromosome 9 open reading frame 72 (C9ORF72), fused in sarcoma (FUS), TAR-DNA
binding protein (TARDBP), and superoxide dismutase 1 (SOD1), account for 70% of fALS
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cases. In addition to these genes, MATR3, SETX, SQSTM1, OPTN, ATXN2, TBK1, ANG,
VAPB, VCP, DAO, TAF15, UBQLN2, DCTN1, UNC13A, HNRNPA1, CHCHD10, SCFD1,
MOBP, C21ORF2, NEK1, TUBALA, and PFN1 have been linked to ALS [5]. Among these
genetic factors, a GGGGCC hexanucleotide expansion in C9ORF72 is the most common
genetic cause of ALS, accounting for 40% of fALS and 8–10% of sALS, whereas SOD1 is
the first identified ALS gene with its mutations well studied. Notably, the same mutation
in C9ORF72 is also the most common genetic cause of FTD, accounting for 25% of its
familial cases.

3. ALS Pathology

A pathological hallmark of ~98% of ALS and 40% of FTD is the mislocalization and
aggregation of the translational product of TARDBP, TDP-43 [6]. In addition, aggregation
of SOD1, FUS, hnRNP A1, etc., has been observed in some patients [7–9]. It is unclear
how these proteins aggregate in ALS or FTD. Interestingly, many of these proteins are
components of stress granules, RNA/protein condensates assembled in cells upon cellular
stress [10–13]. Importantly, stress granules can trigger the aggregation of their component
proteins under prolonged stress [14], suggesting the intriguing possibility that TDP-43,
FUS, etc., aggregate in ALS via stress granule assembly. Consistent with this hypothesis,
disease-causing mutations in these ALS/FTD proteins have been shown to disrupt the
physical properties of stress granules, and genetically or pharmacologically inhibiting stress
granule assembly can suppress neurodegeneration in several cellular and animal models
of ALS [13,15–18]. However, other studies also provided evidence that ALS proteins can
aggregate via stress-granule-independent ways [19,20].

4. ALS Pathophysiology

As a complex disease, ALS has pathophysiology involving a plethora of cellular de-
fects that are interconnected, such as impairment in RNA metabolism, protein homeostasis,
nucleocytoplasmic transport, and vesicle transport, as well as ER stress, mitochondrial
dysfunction, aberrant phase separation, DNA damage, oxidative stress, axonopathy, hy-
perexcitability, etc. It is believed that in ALS, motor neurons are selectively susceptible to
a combination of these assaults, thereby leading to their degeneration [21]. In addition,
non-neuronal cells, including microglia, astrocytes, and oligodendrocytes, are also believed
to contribute to the disease in a non-cell-autonomous manner [22]. Apart from defects in
these cells, neuromuscular junction is also impaired in ALS. Early events include nerve
sprouting, synaptic remodeling which results in reinnervation. Later stage events include
withdrawal of motor axons from neuromuscular junctions, i.e., denervation which causes
muscle weakness and atrophy. Furthermore, defects in the skeletal muscles can also induce
a retrograde signaling cascade which contributes to motor neuron death [23,24]. However,
it is unclear how different pathophysiological defects relate to each other and how they
drive pathogenesis and promote disease progression.

The fact that most ALS cases exhibit TDP-43 aggregation suggests converged patho-
physiological mechanisms. Indeed, the aforementioned role of stress granules in ALS
pathogenesis suggests the importance of cellular stress response pathways in this disease.
Notably, cellular stress response pathways have been widely implicated in neurodegenera-
tion and aging [4,5,25]. In this review, we focus on an important cellular stress response
pathway, the mitogen-activated protein kinase (MAPK) pathway, and its role in ALS
etiology and progression.

5. MAPKs in Cellular Physiology and ALS

MAPKs are the serine and threonine kinases involved in the cellular signal transduc-
tion process. They integrate extracellular and intracellular stimuli into cellular responses
that regulate differentiation, proliferation, cell death, survival, and transformation. They
are activated by a wide range of stimuli, including mitogens (e.g., growth factors and
cytokines), stress (e.g., toxins, hypoxic, ER stress, drugs, hyperthermia, oxidative stress,



Biomedicines 2021, 9, 969 3 of 12

and irradiations), etc. The extracellular stimuli activate the surface receptors, for exam-
ple, G protein-coupled receptors (GPCR), receptor tyrosine kinase (RTK), integrins, etc.,
which recruit adaptor proteins such as growth factor receptor-bound protein 2 (GRB2),
son of sevenless (SOS), or small G-proteins such as Ras superfamily GTPases, etc. These
activated receptor complexes recruit and activate downstream effectors, e.g., the MAPK
members [26].

MAPK members can be categorized into MAP kinase kinase kinase kinase (MAP4K),
MAP kinase kinase kinase (MAP3K), MAP kinase kinase (MAP2K), and MAPK. These pro-
teins function sequentially: Once activated, MAP4Ks phosphorylate and activate MAP3Ks,
which subsequently phosphorylate and activate MAP2Ks, and then MAPKs. Activation
of MAPK members requires dual phosphorylation of threonine and tyrosine residues.
Activated MAPKs further activate downstream targets, thereby causing transcriptional,
translational, or post-translational changes in cells [27] (Figure 1).

1 

 

 

Figure 1. Overview of mitogen-activated protein kinase (MAPK) pathway showing the interaction of multiple MAPK
members under normal physiological conditions and in ALS pathogenesis.

Multiple MAPK members and four tiers of kinase activity help signal integration, sig-
nal amplification, closed regulation, and spatial-temporal regulation. Notably, the MAPK
pathway is evolutionarily conserved across species (Table 1), suggesting its importance in
cellular physiology and making it easy to study in animal models of diseases.

Three MAPK subgroups have been identified, extracellular signal-regulated kinases
(ERKs), p38, and c-Jun N-terminal kinases (JNKs). ERKs are activated by mitogens and
play roles in cell proliferation and differentiation, whereas JNKs and p38 are activated by
internal or external stress and play roles in cell survival and death [28–30].
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Table 1. List of MAPK members in human and commonly used animal models.

MAPK Members Homo sapiens Mus musculus Drosophila
melanogaster

Caenorhabditis
elegans Danio rerio

MAP4K MAP4K1–7 Mapk4k 1/2/3/5/ Hppy, Msn -

MAP3K

RAF (A, B, C), MOS,
MEKK1–4, MLK

1/2/3/4/7, PTK, DLK,
LZK, TAO, ASK,

TAK1, TPL2

Raf (A, B, C), Mos,
Mekk1–4, Mlk

1/2/3/4/7, Ptk, Dlk, Lzk,
Tao, Ask, Tak1, Tpl2

Draf, Dmekk, Slpr,
Wnd, Tao,

Dask, Dtak1
Lin-45

Raf 1a/1b, c-Mos,
cb135, Zak, zakl,

Ask1, Tak1

MAP2K MEK1/2,
MKK3/4/5/6/7 Mek1/2, Mkk3/4/5/6/7 Lic, Dmkk4, Hep Mek-2 Mek1/2, Mkk3/4/7

MAPK JNK1–3, p38α/β/γ/δ,
ERK1/2/3/4/5/6/7/8

Jnk1–3, p38 α/β/γ/δ,
ERK1/2/3/4/5/6/7/8 Bsk, ERK-A Mpk-1 Jnk1/2/3, Zp38a/b,

Erk1/2/3/4/5/6/7

5.1. ERK

ERKs are activated mainly by growth factors, which bind to and activate cell surface
receptors, such as RTKs, GPCR, etc. Activated receptors recruit scaffold and effector
proteins (e.g., Ras), which further activate the MAP3K Raf. Activated Raf phosphorylates
MAP2K members include, namely, MAP kinase ERK kinase 1 and 2 (MEK1/2), which
activate ERKs (Figure 1). There are several ERKs, namely ERK 1, 2, 3, 4, 5, and 7. Activated
ERK phosphorylates downstream targets, which can be either cytosolic or nuclear. The most
common ERK targets are MAPK interacting kinase (MNK) 1 and 2, ribosomal S6 kinase
1–4 (RSK1–4), cAMP response element-binding protein (CREB), transcriptional regulator
Myc-like (c-Myc), nuclear factor-kappa B (NF-kB), microtubule-associated protein (MAP),
Tau, and mitogen and stress-activated protein kinase (MSK) 1 and 2. The ERK pathway
is involved in the activation of pro-survival factors, which result in cellular proliferation,
migration, and differentiation [26,30].

Abnormal phosphorylation or hyperactivation of ERK is associated with ALS con-
ditions. Motor neurons from transgenic mice and patient tissues show ERK activation.
ER/proteasomal/oxidative stress inducers, such as epoxomicin, prevent ERK 1/2 localiza-
tion to the nucleus, which results in the formation of cytosolic aggregates. These motor
neurons also showed impaired nuclear import, loss of nuclear TDP-43, fragmentation, and
subcellular localization of TDP-43. Inhibition of ERK 1/2 activity was sufficient to cause
TDP-43 defects in motor neurons but not glial cells. Furthermore, the cytosolic TDP-43
aggregates do not include cytotoxic granule-associated RNA binding protein 1 (TIA1),
which is also a stress granule marker, but co-localizes with abnormally phosphorylated
ERK 1/2 [31]. These data suggest the possible role of stress-induced ERK activation in TDP-
43 proteinopathy. Further, postmortem spinal cord specimens of sporadic ALS patients
(n = 10) having TDP-43 and overlapping FUS pathology showed increased p-p90RSK, a
downstream effector protein of ERK [32].

In addition to motor neurons, astrocytes and glial cells also show abnormal ERK
activation. Hyperactivation of ERK in glial cells induces neurotoxicity via the non-cell-
autonomous process. A study showed that loss of nuclear TDP-43 in microglial causes acti-
vation of ERK 1/2, which activates activator protein-1 (AP-1) complex to induce expression
of pro-inflammatory biomolecules, namely cyclooxygenase-2 (COX-2) and prostaglandins
E 2 (PGE2). However, this process was not observed in astrocytes, suggesting a microglia-
initiated neurotoxic mechanism [33]. However, in transgenic mice with a SOD1 mutant,
the astrocytes showed p-ERK as early as eight weeks, and the level of p-ERK increased
as the disease progresses. In addition to astrocytes, hippocampal and cerebellum regions
showed ERK staining that correlates with cognitive and motor function impairment, as
seen in ALS and FTLD patients [34]. Indeed, ERK is known to play a role in memory
formation and synaptic plasticity [35,36]. Similarly, another study in the SOD1 mutant mice
model showed the activation of ERK 1/2 via purinoceptor 7 (P2X7) receptor as a result of
extracellular ATP depletion in astrocytes. ERK activation is dependent on NADPH oxidase
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2 (NOX2) activation, which is responsible for the generation of ROS in glial cells, thereby
forming a vicious cycle in which glial mediates neuronal toxicity [37].

5.2. p38

The p38 pathway is activated by several types of internal and external stress. Inflamma-
tory cytokines such as tumor necrosis factor-α (TNF-α) and interleukin-1 (IL-1) can activate
cell surface receptors, for example, Fas ligand (FasL), which recruit multiple scaffold pro-
teins, such as tumor necrosis factor receptor type 1-associated death domain (TRADD),
death-associated protein 6 (DAXX), receptor-interacting protein (RIP), tumor necrosis factor
receptor-associated factor (TRAF), etc. Once activated, these membrane-localized com-
plexes recruit and activate MAP3K members. In addition to receptor-mediated activation
of MAP3Ks, several MAP3K members can also be directly activated by stress signals,
such as hypoxia, oxidative stress, X-ray, UV-radiations, etc. Growth factors, such as trans-
forming growth factor-β (TGF-β), can activate MAP3K members, namely transforming
growth factor-β-activated kinase 1 (TAK1) and TGF-beta activated kinase 1 binding protein
1 (TAB1), which further activate MAP2Ks. MKK3 and 6 are the most common MAP2K
members activated by growth factors, which further activate p38. Vertebrates have four
p38 isoforms, namely p38α, β, γ, and δ. p38 activated by MAP2K members translocate to
the nucleus to phosphorylate serine and threonine residues of nuclear substrates, which
include growth arrest and DNA damage transcription factor 153 (GADD153), Paired box
protein (Pax6), c-Jun, p53, signal transducer and activator of transcription 1 (Stat1), Myc,
ETS Like-1 protein 1 (Elk1), C/EBP homologous protein (CHOP), myocyte enhancer factor
2 (MEF2), activating transcription factor 2 (ATF2), ETS Proto-Oncogene 2 transcription
factor (ETS2), mitogen and stress-activated protein kinase (MSK) 1 and 2, CREB, ATF1, ETS
domain protein (ER81), etc. These factors are involved in the transcription of several genes,
bringing about cellular responses, such as apoptosis, cytokine production, autophagy, etc.
In addition to these transcription factors, other proteins, e.g., MAPK activated protein
kinase (MAPKAPKs 2/3/5), are also p38 substrates [26].

In ALS, the p38 pathway is activated in motor neurons, microglia, and astrocytes.
Activation of Fas receptor caused programmed cell death (PCD) of the MNs in the sensori-
motor cortex of SOD1 mutant mice. The Fas ligand activates apoptosis signal-regulating
kinase 1 (ASK1), a MAP3K member, which activates p38 MAPK. Activation of p38 by Fas
ligand-ASK1 causes transcriptional activation of neuronal nitric oxide synthase (nNOS)
selectively in motor neurons in SOD1 transgenic mice. Nitric oxide (NO) activation by
p38 forms the positive feedback loop. Exogenous NO activates the Fas receptor, which
further activates DAXX and, in turn, activates nNOS in SOD1 mutant cells but not in con-
trols [38,39]. Consistent with these data, activation of p38 in motor neurons (MNs) makes
them more susceptible to neurodegeneration. Motor neurons and astrocytes in SOD1-ALS
patient postmortem tissues and transgenic mice showed accumulation of p38 [40,41]. Inter-
estingly, these p38 aggregates form skein-like inclusions and stain positive for ubiquitin
and phosphorylated neurofilament at the periphery [42]. In addition, this aberrant phos-
phorylation of neurofilament causes the formation of p38 pathological aggregates [43]. This
suggests that activation of p38 in SOD1-ALS might play a major role in the formation of
pathological aggregates and induction of pro-inflammatory response.

The formation of pathological aggregates linked to p38 activation has been observed
in multiple ALS models. In postmortem tissues of FUS-related ALS patients, p38-positive
pathological aggregates were observed [41]. In addition to the disease pathology, SOD1 and
FUS mutant models showed similar overlap in the pathomechanism. The motor neurons
from SOD1 mutant transgenic mice showed impaired axonal transport [44], and similar
results were observed in FUS mutant conditions. In a squid model, injection of FUS mutant
into squid axoplasm showed p38 activation and impaired fast axonal transport [41], thus
mimicking the gain-of-toxicity of the FUS mutant.

Besides motor neurons, microglia and astrocytes also show p38 activation. In SOD1G93A
mice, cell bodies and proximal neurites show activated p38 and phosphorylated neurofil-
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aments during the presymptomatic stage, whereas astrocytes and microglia showed these
pathologies at the later stages [44].

Inhibition of p38 rescues multiple cellular defects, including axonal transport de-
fects. An unbiased small-molecule screen in embryonic-stem-cell-derived motor neurons
identified inhibitors of p38 to rescue axonal transport defects in these neurons. In addi-
tion, inhibition of p38 MAPKα in these neurons rescued the axonal retrograde transport
defects, and inhibition of p38 in these cells prevents cell death and promotes cell sur-
vival [40]. Moreover, an independent study showed that p38 inhibition prevents apoptosis
and cyclosporin-induced cell death in SOD1 mutant motor neurons [45]. Together, these
studies suggest that p38 can be a target to prevent the formation of pathological aggregates
and improve neuronal physiology, thereby promoting motor neuron survival.

5.3. JNK

JNKs are another group of MAPK members activated in response to stress stimuli.
The JNK pathway is activated similarly to p38 and shows some overlap in terms of kinase
function. First, JNKs are activated by various types of stress signals, such as cytokines, UV
radiations, DNA damage, and growth factor deprivation, via multiple receptors, e.g., RTKs,
GPCRs, TNF receptors, etc. Once activated, these receptors recruit several scaffold proteins
that activate MAP3K members, including MEK kinase 1, 2, 3, and 4 (MEKK1–4), dual
leucine zipper kinase (DLK), thousand-and-one amino acid 1 (TAO1), apoptosis signal-
regulated kinase 1 (ASK1), tumor progression locus 2 (TPL2), etc. Activated MAP3Ks
phosphorylate MAP2K members, mainly MEK 4 and 7, which further activate JNKs by
dual phosphorylation of their tyrosine and threonine residues. Once activated, JNKs can
act on both cytoplasmic and nuclear substrates. Their cytoplasmic substrates include
glucocorticoid receptors, cytoskeletal proteins, tumor suppressor protein p53, MAP kinase
activating death domain (MADD), Tau, STAT, etc., whereas their nuclear substrates include
c-Jun, ATF2, heat shock factor (HSF)1, STAT3, etc., with c-Jun being the best characterized.
Activated c-Jun can homodimerize or heterodimerize with c-Fos, thus forming the AP-1
transcription factor complex [29,30,46].

JNK is hyperactivated in several ALS conditions. In SOD1-ALS, JNK is activated by
ER stress due to protein misfolding [47]. Misfolded proteins in the ER cause the unfolded
protein response, which activates an ER transmembrane protein inositol-requiring enzyme
1 (IRE1). Activated IRE1 binds to Derlin 1 on the surface of ER, recruiting TNF receptor-
associated protein 2 (TRAF2) and ASK1, a MAP3K protein. Activated ASK1 inhibits the ER-
associated degradation (ERAD) pathway, resulting in JNK activation [48,49]. Interestingly,
Lee et al. (2016) identified that homeodomain-interacting protein kinase 2 (HIPK2) is
involved in ER-stress-mediated activation of IRE1 in multiple ALS models, including both
the SOD1 and TDP-43 transgenic mouse models, as well as sALS and C9orf72-related
ALS patient postmortem tissues [50]. Consistent with these findings, an independent
study showed that MAP4K4 activates c-Jun and causes apoptosis. Furthermore, inhibition
of MAP4K4 in mice and iPSC-derived motor neurons promotes survival [51]. Besides
these mechanisms, an additional mechanism has been observed to activate JNKs in a
FUS-ALS Drosophila model: Loss of function of Hippo suppresses FUS-mediated toxicity,
whereas overexpression of Hippo increases toxicity, suggesting that Hippo activates JNKs
in FUS-ALS [52].

Inhibition of JNK activity has shown promising neuroprotective effects. URMC-
099, an inhibitor to hepatocyte progenitor kinase-like/germinal center kinase-like kinase
(HGK), rescues cyclopiazonic acid-induced cell death in human ALS motor neurons and
also prevented microgliosis in mouse microglial cells. HGK is a MAP4K member that is
upstream of JNK activation [53].

Despite supporting evidence from several studies, others showed contradicting pieces
of evidence for p38 and JNK activation in ALS, suggesting a complex role of the MAPK
pathway in ALS. Due to the involvement of multiple MAPK members and the crosstalk
within the MAPK subgroups, understanding the role of MAPKs in disease pathomech-
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anism is ambiguous. Stress response MAPKs, i.e., p38 and JNK, show overlap in their
functions and share some common substrates. For example, c-Jun is activated by ERK,
p38, and JNK. Similarly, several upstream kinases belonging to MAP2Ks and MAP3Ks
(for instance, ASK1) are the common activators for both p38 and JNK. The activation of
particular MAPK is specific to the stimuli and depends on the type of cells exposed to the
stress signal. For example, astrocyte and microglial behave differently and activate different
stress response pathways, as discussed earlier. Hence, it is essential to evaluate their role
in a context-specific manner. Studies by Veglianese et al. (2006), Wengenack et al. (2004)
showed selective activation of p38 but not JNK in the spinal motor neuron of SOD1 mutant
mice [54,55]. However, an unbiased deep RNAseq identified AP1 enriched in motor neu-
rons. In SOD1 mutant-induced pluripotent stem cell (iPSC)-derived motor neurons, c-Jun
levels were upregulated up to five-folds, compared to the control. In addition, these MNs
showed increased ERK and JNK activation. On the other hand, FUS mutant iPSC-derived
motor neurons showed p38 and ERK activation but not JNK [56]. Despite the differences in
the activation of Jun, increased nuclear localization of Jun protein and mRNA specifically
in motor neurons compared to other neurons across multiple models of ALS emphasizes
the selective vulnerability of motor neurons to stress-induced neurodegeneration [56]. In
another neuronal cell model, oxidative stress by paraquat-induced localization of TDP-43
to stress granules (SG). Inhibition of p38 and ERK prevented stress granule formation
and TDP-43 localization, whereas inhibition of JNK did not prevent TDP-43 pathology.
However, under sodium arsenite stress conditions, JNK prevented the formation of SGs
and localization of C-terminal fragments to SGs in these cells [57].

In addition to these, few studies show opposing roles of JNK and p38 activation in
ALS disease pathogenesis. A genetic screen in Drosophila identified that Wallenda (wnd)
rescued TDP-43 induced toxicity. Wnd is a fly homolog of DLK, a MAP2K member, which
is upstream to both p38 and JNK. In this TDP-43 fly model, JNK is cytoprotective, whereas
p38 is cytotoxic. Loss of function of p38 and gain of function of JNK increased lifespan
of flies [33]. These pieces of evidence suggest the balance in p38 and JNK activation is a
critical factor determining the overall cellular response to a stress signal.

6. Therapeutics Targeting MAPKs in ALS

Multiple genetic factors and heterogeneity in the pathophysiology of the disease
complicate the translatability of the drugs into clinical testing. Hyperphosphorylation or
abnormal phosphorylation of MAPK members is linked to several ALS-associated cellular
pathophysiological defects, such as oxidative stress, neuroinflammation, ER stress, protein
aggregation, axonal transport disruption, etc. Hence, targeting the MAPK members will
help in better management of the disease conditions. Several inhibitors to MAPK members
have been tested as a potential candidate for ALS treatment. Table 2 provides the overview
of pharmacological inhibitors that have been tested in multiple ALS models.
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Table 2. List of MAPK inhibitors tested for ALS in various disease models.

Inhibitor Primary Target In Vitro or In Vivo Model Therapeutic Effects References

SB-239272 p38
HB9-GFP embryonic stem

(ES) cells differentiated into
motor neurons

Restores axonal retrograde
transport deficits [40]

MW069 p38 Squid axoplasm injected
with SODG85R protein

Restores anterograde
axonal transport [58]

NQD1 ASK1 Squid axoplasm with
SODG85R protein

Restores anterograde
axonal transport [58]

K811, K812 ASK1 Motor neurons differentiated
from HB9-GFP cells

Rescues
tunicamycin/thapsigargin

induced toxicity
[59]

SODG93A transgenic mice Prolongs survival time of
SOD mutant mice

GNE-8505, GNE
3511 DLK SOD1 G93A transgenic mice Rescue axon degeneration

pathology [60]

HB9-GFP ES cells
differentiated to
motor neurons

Improves MN survival and
innervation of the

neuromuscular junction

SB203580 and
semapimod p38 SODG93A transgenic mouse

Increased survival of the
mice and decreased axon
degeneration pathology

[45]

Primary motor neuron
cultures from SOD1

mutant mice

Reduced cyclosporin
induced toxicity

Microglial cultures from
SOD mutant mice

Reduced LPS
mediated activation

Erlotinib EGFR SOD1G93A
transgenic mouse

Delayed the onset of disease
but did not extend

the survival
[61]

URMC-099,
prostetin/12k MAP4K Motor neurons from human

SOD1 mutant iPSC cells
Improved motor
neuron survival [35]

Motor neurons from mouse
HB9-GFP ES cells

Improved motor
neuron survival

N9 microglial culture Reduced TNF
induced activation

MAP4K inhibitor 29 MAP4K
Motor neurons from human

SOD1 and TDP-43
mutant iPSC

Increased motor neuron
survival and reduced

thapsigargin/tunicamycin
induced toxicity

[51]

Trametinib MEK Clinical trial (phases 1 and 2) Ongoing
Clinical trial

identifier:
NCT04326283

Abbreviation: ASK1-apoptosis signal-regulated kinase 1, DLK-dual leucine zipper kinase, MEK-MAPK ERK kinase, TNF-tumor necrosis
factor, LPS-lipopolysaccharide, SOD-superoxide dismutase.

In addition to the pharmacological inhibitors directly targeting the MAPK members,
other inhibitors that target the confounding factors have shown beneficial effects. Alpha-
lipoic acid, an antioxidant with free radical scavenging activities, is neuroprotective in a
SOD1(G85R) transgenic fly model by targeting the PI3/AKT-ERK pathway [62]. Consis-
tent with these findings, a case report showed that a combination treatment of sodium
2,3-dimercaptopropanesulfate together with α-lipoic acid for 3 years reversed motor neu-
ron defects in an ALS patient [63]. Besides these approaches, intravenous injection of
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hIGF1 in SOD1(G93A) transgenic mice prolonged their lifespan by inhibiting the p38 and
JNK pathways and mitigating the myelin pathology [64]. In addition, KCHO-1, a plant-
derived compound targeting the MAPK pathway, reduced oxidative stress in hSOD1(G93A)
transgenic mice [65].

7. Conclusions and Prospects

Studies in recent years have shown that ALS pathogenesis and disease progression
involve many pathophysiological defects intra- and inter-cellularly connected, depicting
the contribution of both neurons and glia. Indeed, the MAPK pathway seems to play a
critical role in connecting these defects, as it is (i) one of the early activated stress response
pathways in response to a wide range of stress signals, (ii) able to converge diverse stimuli
into unified central cellular responses, e.g., cell survival and death, and (iii) activated
in both motor neurons and glial cells across multiple ALS conditions, including sALS
and fALS. Consistent with this idea, many studies have shown that several MAPKs are
hyperactive in ALS patients and cell or animal models, and inhibiting MAPKs protects
neurons from degeneration. However, other studies argue that MAPK activation can be
neuroprotective in certain conditions, possibly due to different MAPK proteins in different
contexts. Indeed, many of the MAPK members are essential, and their null mutations can
cause lethality in the animal. Thus, further studies are required to dissect the precise roles
of MAPKs in neurodegeneration.

As part of the complexity of eukaryotic cells, MAPK pathways have been shown to
interconnect with each other, as well as with many other physiological pathways and pro-
cesses in cells, some of which have been implicated in ALS and other age-related diseases.
However, our knowledge about these interconnections may just be the tip of the iceberg.
Future studies can further explore how MAPKs regulate cellular physiology under normal
and stressed conditions, a critical question for better understanding of both fundamental
cell biology and pathophysiology, as well as identifying novel therapeutic targets.

Many MAPK inhibitors have been tested in preclinical or clinical trials for ALS and
other neurodegenerative diseases. Despite promising results in some preclinical models,
a major concern is that MAPK pathways are essential for cell survival and proliferation.
Thus, it is not surprising that several tested inhibitors exhibit strong side effects. However,
this does not exclude MAPK members as potential therapeutic targets, as some of these
members show cell-specific expression. If one could identify a MAPK member that is
specifically expressed in a subpopulation of cells affected in the disease, e.g., certain motor
neurons in ALS, inhibiting this MAPK member could still hold therapeutic potential.

Author Contributions: Writing—original draft preparation, T.S.; writing—review and editing, T.S.
and K.Z. Both authors have read and agreed to the published version of the manuscript.

Funding: K.Z. is supported by the Target ALS Consortia, Frick Foundation for ALS research, NINDS
and NIA (R01NS117461), DoD (W81XWH-21-1-0082), and Mayo Clinic Center for Biomedical Discov-
ery.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: Not applicable.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. Oskarsson, B.; Horton, D.K.; Mitsumoto, H. Potential Environmental Factors in Amyotrophic Lateral Sclerosis. Neurol. Clin. 2015,

33, 877–888. [CrossRef]
2. Abramzon, Y.A.; Fratta, P.; Traynor, B.J.; Chia, R. The Overlapping Genetics of Amyotrophic Lateral Sclerosis and Frontotemporal

Dementia. Front. Neurosci. 2020, 14, 42. [CrossRef] [PubMed]
3. Burrell, J.R.; Halliday, G.M.; Kril, J.J.; Ittner, L.M.; Götz, J.; Kiernan, M.C.; Hodges, J.R. The frontotemporal dementia-motor

neuron disease continuum. Lancet 2016, 388, 919–931. [CrossRef]

http://doi.org/10.1016/j.ncl.2015.07.009
http://doi.org/10.3389/fnins.2020.00042
http://www.ncbi.nlm.nih.gov/pubmed/32116499
http://doi.org/10.1016/S0140-6736(16)00737-6


Biomedicines 2021, 9, 969 10 of 12

4. Taylor, J.P.; Brown, R.H., Jr.; Cleveland, D.W. Decoding ALS: From genes to mechanism. Nature 2016, 539, 197–206. [CrossRef]
5. Brown, R.H.; Al-Chalabi, A. Amyotrophic Lateral Sclerosis. N. Engl. J. Med. 2017, 377, 162–172. [CrossRef] [PubMed]
6. Neumann, M.; Sampathu, D.M.; Kwong, L.K.; Truax, A.C.; Micsenyi, M.C.; Chou, T.T.; Bruce, J.; Schuck, T.; Grossman, M.; Clark,

C.M.; et al. Ubiquitinated TDP-43 in frontotemporal lobar degeneration and amyotrophic lateral sclerosis. Science 2006, 314,
130–133. [CrossRef] [PubMed]

7. Benkler, C.; O’Neil, A.L.; Slepian, S.; Qian, F.; Weinreb, P.H.; Rubin, L.L. Aggregated SOD1 causes selective death of cultured
human motor neurons. Sci. Rep. 2018, 8, 16393. [CrossRef] [PubMed]

8. Clarke, J.P.; Thibault, P.A.; Salapa, H.E.; Levin, M.C. A Comprehensive Analysis of the Role of hnRNP A1 Function and
Dysfunction in the Pathogenesis of Neurodegenerative Disease. Front. Mol. Biosci. 2021, 8, 659610. [CrossRef] [PubMed]

9. Naumann, M.; Pal, A.; Goswami, A.; Lojewski, X.; Japtok, J.; Vehlow, A.; Naujock, M.; Gunther, R.; Jin, M.; Stanslowsky, N.; et al.
Impaired DNA damage response signaling by FUS-NLS mutations leads to neurodegeneration and FUS aggregate formation.
Nat. Commun. 2018, 9, 335. [CrossRef]

10. Kroschwald, S.; Alberti, S. Gel or Die: Phase Separation as a Survival Strategy. Cell 2017, 168, 947–948. [CrossRef] [PubMed]
11. Wolozin, B.; Ivanov, P. Stress granules and neurodegeneration. Nat. Rev. Neurosci. 2019, 20, 649–666. [CrossRef]
12. Yang, P.G.; Mathieu, C.; Kolaitis, R.M.; Zhang, P.P.; Messing, J.; Yurtsever, U.; Yang, Z.M.; Wu, J.J.; Li, Y.X.; Pan, Q.F.; et al. G3BP1

Is a Tunable Switch that Triggers Phase Separation to Assemble Stress Granules. Cell 2020, 181, 325–345.e28. [CrossRef] [PubMed]
13. Zhang, K.; Daigle, J.G.; Cunningham, K.M.; Coyne, A.N.; Ruan, K.; Grima, J.C.; Bowen, K.E.; Wadhwa, H.; Yang, P.; Rigo, F.; et al.

Stress Granule Assembly Disrupts Nucleocytoplasmic Transport. Cell 2018, 173, 958–971.e17. [CrossRef]
14. Li, Y.R.; King, O.D.; Shorter, J.; Gitler, A.D. Stress granules as crucibles of ALS pathogenesis. J. Cell Biol. 2013, 201, 361–372.

[CrossRef] [PubMed]
15. Becker, L.A.; Huang, B.; Bieri, G.; Ma, R.; Knowles, D.A.; Jafar-Nejad, P.; Messing, J.; Kim, H.J.; Soriano, A.; Auburger, G.; et al.

Therapeutic reduction of ataxin-2 extends lifespan and reduces pathology in TDP-43 mice. Nature 2017, 544, 367–371. [CrossRef]
16. Daigle, J.G.; Lanson, N.A., Jr.; Smith, R.B.; Casci, I.; Maltare, A.; Monaghan, J.; Nichols, C.D.; Kryndushkin, D.; Shewmaker, F.;

Pandey, U.B. RNA-binding ability of FUS regulates neurodegeneration, cytoplasmic mislocalization and incorporation into stress
granules associated with FUS carrying ALS-linked mutations. Hum. Mol. Genet. 2013, 22, 1193–1205. [CrossRef]

17. Mateju, D.; Franzmann, T.M.; Patel, A.; Kopach, A.; Boczek, E.E.; Maharana, S.; Lee, H.O.; Carra, S.; Hyman, A.A.; Alberti, S. An
aberrant phase transition of stress granules triggered by misfolded protein and prevented by chaperone function. EMBO J. 2017,
36, 1669–1687. [CrossRef] [PubMed]

18. Coyne, A.N.; Yamada, S.B.; Siddegowda, B.B.; Estes, P.S.; Zaepfel, B.L.; Johannesmeyer, J.S.; Lockwood, D.B.; Pham, L.T.; Hart,
M.P.; Cassel, J.A.; et al. Fragile X protein mitigates TDP-43 toxicity by remodeling RNA granules and restoring translation. Hum.
Mol. Genet. 2015, 24, 6886–6898. [CrossRef]

19. Mann, J.R.; Gleixner, A.M.; Mauna, J.C.; Gomes, E.; DeChellis-Marks, M.R.; Needham, P.G.; Copley, K.E.; Hurtle, B.; Portz, B.;
Pyles, N.J.; et al. RNA Binding Antagonizes Neurotoxic Phase Transitions of TDP-43. Neuron 2019, 102, 321–338.e8. [CrossRef]

20. Gasset-Rosa, F.; Lu, S.; Yu, H.; Chen, C.; Melamed, Z.; Guo, L.; Shorter, J.; Da Cruz, S.; Cleveland, D.W. Cytoplasmic TDP-43
De-mixing Independent of Stress Granules Drives Inhibition of Nuclear Import, Loss of Nuclear TDP-43, and Cell Death. Neuron
2019, 102, 339–357.e7. [CrossRef]

21. Comley, L.H.; Nijssen, J.; Frost-Nylen, J.; Hedlund, E. Cross-disease comparison of amyotrophic lateral sclerosis and spinal
muscular atrophy reveals conservation of selective vulnerability but differential neuromuscular junction pathology. J. Comp.
Neurol. 2016, 524, 1424–1442. [CrossRef]

22. Chen, H.; Kankel, M.W.; Su, S.C.; Han, S.W.S.; Ofengeim, D. Exploring the genetics and non-cell autonomous mechanisms
underlying ALS/FTLD. Cell Death Differ. 2018, 25, 648–662. [CrossRef]

23. Boillee, S.; Vande Velde, C.; Cleveland, D.W. ALS: A disease of motor neurons and their nonneuronal neighbors. Neuron 2006, 52,
39–59. [CrossRef]

24. Scaricamazza, S.; Salvatori, I.; Ferri, A.; Valle, C. Skeletal Muscle in ALS: An Unappreciated Therapeutic Opportunity? Cells 2021,
10, 525. [CrossRef]

25. Hardiman, O.; Al-Chalabi, A.; Chio, A.; Corr, E.M.; Logroscino, G.; Robberecht, W.; Shaw, P.J.; Simmons, Z.; van den Berg, L.H.
Amyotrophic lateral sclerosis. Nat. Rev. Dis. Prim. 2017, 3, 17085. [CrossRef]

26. Kim, E.K.; Choi, E.J. Pathological roles of MAPK signaling pathways in human diseases. Biochim. Biophys. Acta 2010, 1802,
396–405. [CrossRef]

27. Cuevas, B.D.; Abell, A.N.; Johnson, G.L. Role of mitogen-activated protein kinase kinase kinases in signal integration. Oncogene
2007, 26, 3159–3171. [CrossRef] [PubMed]

28. Zhang, W.; Liu, H.T. MAPK signal pathways in the regulation of cell proliferation in mammalian cells. Cell Res. 2002, 12, 9–18.
[CrossRef] [PubMed]

29. Zhou, Y.Y.; Li, Y.; Jiang, W.Q.; Zhou, L.F. MAPK/JNK signalling: A potential autophagy regulation pathway. Biosci. Rep. 2015, 35,
e00199. [CrossRef] [PubMed]

30. Plotnikov, A.; Zehorai, E.; Procaccia, S.; Seger, R. The MAPK cascades: Signaling components, nuclear roles and mechanisms of
nuclear translocation. Biochim. Biophys. Acta 2011, 1813, 1619–1633. [CrossRef]

http://doi.org/10.1038/nature20413
http://doi.org/10.1056/NEJMra1603471
http://www.ncbi.nlm.nih.gov/pubmed/28700839
http://doi.org/10.1126/science.1134108
http://www.ncbi.nlm.nih.gov/pubmed/17023659
http://doi.org/10.1038/s41598-018-34759-z
http://www.ncbi.nlm.nih.gov/pubmed/30401824
http://doi.org/10.3389/fmolb.2021.659610
http://www.ncbi.nlm.nih.gov/pubmed/33912591
http://doi.org/10.1038/s41467-017-02299-1
http://doi.org/10.1016/j.cell.2017.02.029
http://www.ncbi.nlm.nih.gov/pubmed/28283065
http://doi.org/10.1038/s41583-019-0222-5
http://doi.org/10.1016/j.cell.2020.03.046
http://www.ncbi.nlm.nih.gov/pubmed/32302571
http://doi.org/10.1016/j.cell.2018.03.025
http://doi.org/10.1083/jcb.201302044
http://www.ncbi.nlm.nih.gov/pubmed/23629963
http://doi.org/10.1038/nature22038
http://doi.org/10.1093/hmg/dds526
http://doi.org/10.15252/embj.201695957
http://www.ncbi.nlm.nih.gov/pubmed/28377462
http://doi.org/10.1093/hmg/ddv389
http://doi.org/10.1016/j.neuron.2019.01.048
http://doi.org/10.1016/j.neuron.2019.02.038
http://doi.org/10.1002/cne.23917
http://doi.org/10.1038/s41418-018-0060-4
http://doi.org/10.1016/j.neuron.2006.09.018
http://doi.org/10.3390/cells10030525
http://doi.org/10.1038/nrdp.2017.85
http://doi.org/10.1016/j.bbadis.2009.12.009
http://doi.org/10.1038/sj.onc.1210409
http://www.ncbi.nlm.nih.gov/pubmed/17496913
http://doi.org/10.1038/sj.cr.7290105
http://www.ncbi.nlm.nih.gov/pubmed/11942415
http://doi.org/10.1042/BSR20140141
http://www.ncbi.nlm.nih.gov/pubmed/26182361
http://doi.org/10.1016/j.bbamcr.2010.12.012


Biomedicines 2021, 9, 969 11 of 12

31. Ayala, V.; Granado-Serrano, A.B.; Cacabelos, D.; Naudi, A.; Ilieva, E.V.; Boada, J.; Caraballo-Miralles, V.; Llado, J.; Ferrer, I.;
Pamplona, R.; et al. Cell stress induces TDP-43 pathological changes associated with ERK1/2 dysfunction: Implications in ALS.
Acta Neuropathol. 2011, 122, 259–270. [CrossRef]

32. Mitra, J.; Hegde, M.L. A Commentary on TDP-43 and DNA Damage Response in Amyotrophic Lateral Sclerosis. J. Exp. Neurosci.
2019, 13, 1179069519880166. [CrossRef]

33. Zhan, L.; Xie, Q.; Tibbetts, R.S. Opposing roles of p38 and JNK in a Drosophila model of TDP-43 proteinopathy reveal oxidative
stress and innate immunity as pathogenic components of neurodegeneration. Hum. Mol. Genet. 2015, 24, 757–772. [CrossRef]

34. Chung, Y.H.; Joo, K.M.; Lim, H.C.; Cho, M.H.; Kim, D.; Lee, W.B.; Cha, C.I. Immunohistochemical study on the distribution of
phosphorylated extracellular signal-regulated kinase (ERK) in the central nervous system of SOD1G93A transgenic mice. Brain
Res. 2005, 1050, 203–209. [CrossRef] [PubMed]

35. Ryu, H.H.; Kim, T.; Kim, J.W.; Kang, M.; Park, P.; Kim, Y.G.; Kim, H.; Ha, J.; Choi, J.E.; Lee, J.; et al. Excitatory neuron-specific
SHP2-ERK signaling network regulates synaptic plasticity and memory. Sci. Signal. 2019, 12, eaau5755. [CrossRef]

36. Silingardi, D.; Angelucci, A.; De Pasquale, R.; Borsotti, M.; Squitieri, G.; Brambilla, R.; Putignano, E.; Pizzorusso, T.; Berardi, N.
ERK pathway activation bidirectionally affects visual recognition memory and synaptic plasticity in the perirhinal cortex. Front.
Behav. Neurosci. 2011, 5, 84. [CrossRef]

37. Apolloni, S.; Parisi, C.; Pesaresi, M.G.; Rossi, S.; Carri, M.T.; Cozzolino, M.; Volonte, C.; D’Ambrosi, N. The NADPH oxidase
pathway is dysregulated by the P2X7 receptor in the SOD1-G93A microglia model of amyotrophic lateral sclerosis. J. Immunol.
2013, 190, 5187–5195. [CrossRef] [PubMed]

38. Raoul, C.; Buhler, E.; Sadeghi, C.; Jacquier, A.; Aebischer, P.; Pettmann, B.; Henderson, C.E.; Haase, G. Chronic activation in
presymptomatic amyotrophic lateral sclerosis (ALS) mice of a feedback loop involving Fas, Daxx, and FasL. Proc. Natl. Acad. Sci.
USA 2006, 103, 6007–6012. [CrossRef]

39. Raoul, C.; Estevez, A.G.; Nishimune, H.; Cleveland, D.W.; de Lapeyriere, O.; Henderson, C.E.; Haase, G.; Pettmann, B.
Motoneuron death triggered by a specific pathway downstream of Fas. potentiation by ALS-linked SOD1 mutations. Neuron
2002, 35, 1067–1083. [CrossRef]

40. Gibbs, K.L.; Kalmar, B.; Rhymes, E.R.; Fellows, A.D.; Ahmed, M.; Whiting, P.; Davies, C.H.; Greensmith, L.; Schiavo, G. Inhibiting
p38 MAPK alpha rescues axonal retrograde transport defects in a mouse model of ALS. Cell Death Dis. 2018, 9, 596. [CrossRef]

41. Sama, R.R.; Fallini, C.; Gatto, R.; McKeon, J.E.; Song, Y.; Rotunno, M.S.; Penaranda, S.; Abdurakhmanov, I.; Landers, J.E.; Morfini,
G.; et al. ALS-linked FUS exerts a gain of toxic function involving aberrant p38 MAPK activation. Sci. Rep. 2017, 7, 115. [CrossRef]

42. Bendotti, C.; Atzori, C.; Piva, R.; Tortarolo, M.; Strong, M.J.; DeBiasi, S.; Migheli, A. Activated p38MAPK is a novel component of
the intracellular inclusions found in human amyotrophic lateral sclerosis and mutant SOD1 Transgenic mice. J. Neuropathol. Exp.
Neurol. 2004, 63, 113–119. [CrossRef]

43. Ackerley, S.; Grierson, A.J.; Banner, S.; Perkinton, M.S.; Brownlees, J.; Byers, H.L.; Ward, M.; Thornhill, P.; Hussain, K.;
Waby, J.S.; et al. p38 alpha stress-activated protein kinase phosphorylates neurofilaments and is associated with neurofilament
pathology in amyotrophic lateral sclerosis. Mol. Cell. Neurosci. 2004, 26, 354–364. [CrossRef]

44. Tortarolo, M.; Veglianese, P.; Calvaresi, N.; Botturi, A.; Rossi, C.; Giorgini, A.; Migheli, A.; Bendotti, C. Persistent activation of p38
mitogen-activated protein kinase in a mouse model of familial amyotrophic lateral sclerosis correlates with disease progression.
Mol. Cell. Neurosci. 2003, 23, 180–192. [CrossRef]

45. Dewil, M.; dela Cruz, V.F.; Van Den Bosch, L.; Robberecht, W. Inhibition of p38 mitogen activated protein kinase activation and
mutant SOD1(G93A)-induced motor neuron death. Neurobiol. Dis. 2007, 26, 332–341. [CrossRef]

46. Darling, N.J.; Cook, S.J. The role of MAPK signalling pathways in the response to endoplasmic reticulum stress. Biochim. Biophys.
Acta 2014, 1843, 2150–2163. [CrossRef]

47. Kikuchi, H.; Almer, G.; Yamashita, S.; Guegan, C.; Nagai, M.; Xu, Z.S.; Sosunov, A.A.; McKhann, G.M.; Przedborski, S. Spinal
cord endoplasmic reticulum stress associated with a microsomal accumulation of mutant superoxide dismutase-1 in an ALS
model. Proc. Natl. Acad. Sci. USA 2006, 103, 6025–6030. [CrossRef]

48. Nishitoh, H.; Matsuzawa, A.; Tobiume, K.; Saegusa, K.; Takeda, K.; Inoue, K.; Hori, S.; Kakizuka, A.; Ichijo, H. ASK1 is essential
for endoplasmic reticulum stress-induced neuronal cell death triggered by expanded polyglutamine repeats. Genes Dev. 2002, 16,
1345–1355. [CrossRef]

49. Nishitoh, H.; Kadowaki, H.; Nagai, A.; Maruyama, T.; Yokota, T.; Fukutomi, H.; Noguchi, T.; Matsuzawa, A.; Takeda, K.; Ichijo, H.
ALS-linked mutant SOD1 induces ER stress- and ASK1-dependent motor neuron death by targeting Derlin-1. Genes Dev. 2008, 22,
1451–1464. [CrossRef]

50. Lee, S.; Shang, Y.; Redmond, S.A.; Urisman, A.; Tang, A.A.; Li, K.H.; Burlingame, A.L.; Pak, R.A.; Jovicic, A.; Gitler, A.D.; et al.
Activation of HIPK2 Promotes ER Stress-Mediated Neurodegeneration in Amyotrophic Lateral Sclerosis. Neuron 2016, 91, 41–55.
[CrossRef]

51. Wu, C.; Watts, M.E.; Rubin, L.L. MAP4K4 Activation Mediates Motor Neuron Degeneration in Amyotrophic Lateral Sclerosis.
Cell Rep. 2019, 26, 1143–1156.e5. [CrossRef] [PubMed]

52. Gogia, N.; Sarkar, A.; Mehta, A.S.; Ramesh, N.; Deshpande, P.; Kango-Singh, M.; Pandey, U.B.; Singh, A. Inactivation of Hippo
and cJun-N-terminal Kinase (JNK) signaling mitigate FUS mediated neurodegeneration in vivo. Neurobiol. Dis. 2020, 140, 104837.
[CrossRef] [PubMed]

http://doi.org/10.1007/s00401-011-0850-y
http://doi.org/10.1177/1179069519880166
http://doi.org/10.1093/hmg/ddu493
http://doi.org/10.1016/j.brainres.2005.05.060
http://www.ncbi.nlm.nih.gov/pubmed/15978558
http://doi.org/10.1126/scisignal.aau5755
http://doi.org/10.3389/fnbeh.2011.00084
http://doi.org/10.4049/jimmunol.1203262
http://www.ncbi.nlm.nih.gov/pubmed/23589615
http://doi.org/10.1073/pnas.0508774103
http://doi.org/10.1016/S0896-6273(02)00905-4
http://doi.org/10.1038/s41419-018-0624-8
http://doi.org/10.1038/s41598-017-00091-1
http://doi.org/10.1093/jnen/63.2.113
http://doi.org/10.1016/j.mcn.2004.02.009
http://doi.org/10.1016/S1044-7431(03)00022-8
http://doi.org/10.1016/j.nbd.2006.12.023
http://doi.org/10.1016/j.bbamcr.2014.01.009
http://doi.org/10.1073/pnas.0509227103
http://doi.org/10.1101/gad.992302
http://doi.org/10.1101/gad.1640108
http://doi.org/10.1016/j.neuron.2016.05.021
http://doi.org/10.1016/j.celrep.2019.01.019
http://www.ncbi.nlm.nih.gov/pubmed/30699345
http://doi.org/10.1016/j.nbd.2020.104837
http://www.ncbi.nlm.nih.gov/pubmed/32199908


Biomedicines 2021, 9, 969 12 of 12

53. Bos, P.H.; Lowry, E.R.; Costa, J.; Thams, S.; Garcia-Diaz, A.; Zask, A.; Wichterle, H.; Stockwell, B.R. Development of MAP4 Kinase
Inhibitors as Motor Neuron-Protecting Agents. Cell Chem. Biol. 2019, 26, 1703–1715.e37. [CrossRef] [PubMed]

54. Veglianese, P.; Lo Coco, D.; Cutrona, M.B.; Magnoni, R.; Pennacchini, D.; Pozzi, B.; Gowing, G.; Julien, J.P.; Tortarolo, M.; Bendotti,
C. Activation of the p38MAPK cascade is associated with upregulation of TNF alpha receptors in the spinal motor neurons of
mouse models of familial ALS. Mol. Cell. Neurosci. 2006, 31, 218–231. [CrossRef] [PubMed]

55. Holasek, S.S.; Wengenack, T.M.; Kandimalla, K.K.; Montano, C.; Gregor, D.M.; Curran, G.L.; Poduslo, J.F. Activation of the
stress-activated MAP kinase, p38, but not JNK in cortical motor neurons during early presymptomatic stages of amyotrophic
lateral sclerosis in transgenic mice. Brain Res. 2005, 1045, 185–198. [CrossRef]

56. Bhinge, A.; Namboori, S.C.; Zhang, X.; VanDongen, A.M.J.; Stanton, L.W. Genetic Correction of SOD1 Mutant iPSCs Reveals
ERK and JNK Activated AP1 as a Driver of Neurodegeneration in Amyotrophic Lateral Sclerosis. Stem Cell Rep. 2017, 8, 856–869.
[CrossRef]

57. Meyerowitz, J.; Parker, S.J.; Vella, L.J.; Ng, D.; Price, K.A.; Liddell, J.R.; Caragounis, A.; Li, Q.X.; Masters, C.L.; Nonaka, T.; et al.
C-Jun N-terminal kinase controls TDP-43 accumulation in stress granules induced by oxidative stress. Mol. Neurodegener. 2011, 6,
57. [CrossRef]

58. Morfini, G.A.; Bosco, D.A.; Brown, H.; Gatto, R.; Kaminska, A.; Song, Y.Y.; Molla, L.; Baker, L.; Marangoni, M.N.; Berth, S.; et al.
Inhibition of Fast Axonal Transport by Pathogenic SOD1 Involves Activation of p38 MAP Kinase. PLoS ONE 2013, 8, e65235.
[CrossRef]

59. Takenaka, S.; Fujisawa, T.; Ichijo, H. Apoptosis signal-regulating kinase 1 (ASK1) as a therapeutic target for neurological diseases.
Expert Opin. Ther. Targets 2020, 24, 1061–1064. [CrossRef]

60. Le Pichon, C.E.; Meilandt, W.J.; Dominguez, S.; Solanoy, H.; Lin, H.; Ngu, H.; Gogineni, A.; Ghosh, A.S.; Jiang, Z.Y.; Lee, S.H.; et al.
Loss of dual leucine zipper kinase signaling is protective in animal models of neurodegenerative disease. Sci. Transl. Med. 2017, 9,
eaag0394. [CrossRef]

61. Le Pichon, C.E.; Dominguez, S.L.; Solanoy, H.; Ngu, H.; Lewin-Koh, N.; Chen, M.; Eastham-Anderson, J.; Watts, R.; Scearce-Levie,
K. EGFR inhibitor erlotinib delays disease progression but does not extend survival in the SOD1 mouse model of ALS. PLoS ONE
2013, 8, e62342. [CrossRef]

62. Wang, T.; Cheng, J.; Wang, S.; Wang, X.; Jiang, H.; Yang, Y.; Wang, Y.; Zhang, C.; Liang, W.; Feng, H. alpha-Lipoic acid attenuates
oxidative stress and neurotoxicity via the ERK/Akt-dependent pathway in the mutant hSOD1 related Drosophila model and the
NSC34 cell line of amyotrophic lateral sclerosis. Brain Res. Bull. 2018, 140, 299–310. [CrossRef] [PubMed]

63. Mangelsdorf, I.; Walach, H.; Mutter, J. Healing of Amyotrophic Lateral Sclerosis: A Case Report. Complement. Med. Res. 2017, 24,
175–181. [CrossRef] [PubMed]

64. Wang, W.; Wen, D.; Duan, W.; Yin, J.; Cui, C.; Wang, Y.; Li, Z.; Liu, Y.; Li, C. Systemic administration of scAAV9-IGF1 extends
survival in SOD1(G93A) ALS mice via inhibiting p38 MAPK and the JNK-mediated apoptosis pathway. Brain Res. Bull. 2018, 139,
203–210. [CrossRef] [PubMed]

65. Kook, M.G.; Choi, S.W.; Seo, Y.; Kim, D.W.; Song, B.K.; Son, I.; Kim, S.; Kang, K.S. KCHO-1, a novel herbal anti-inflammatory
compound, attenuates oxidative stress in an animal model of amyotrophic lateral sclerosis. J. Vet. Sci. 2017, 18, 487–497. [CrossRef]
[PubMed]

http://doi.org/10.1016/j.chembiol.2019.10.005
http://www.ncbi.nlm.nih.gov/pubmed/31676236
http://doi.org/10.1016/j.mcn.2005.09.009
http://www.ncbi.nlm.nih.gov/pubmed/16219474
http://doi.org/10.1016/j.brainres.2005.03.037
http://doi.org/10.1016/j.stemcr.2017.02.019
http://doi.org/10.1186/1750-1326-6-57
http://doi.org/10.1371/journal.pone.0065235
http://doi.org/10.1080/14728222.2020.1821648
http://doi.org/10.1126/scitranslmed.aag0394
http://doi.org/10.1371/journal.pone.0062342
http://doi.org/10.1016/j.brainresbull.2018.05.019
http://www.ncbi.nlm.nih.gov/pubmed/29842900
http://doi.org/10.1159/000477397
http://www.ncbi.nlm.nih.gov/pubmed/28641283
http://doi.org/10.1016/j.brainresbull.2018.02.015
http://www.ncbi.nlm.nih.gov/pubmed/29499331
http://doi.org/10.4142/jvs.2017.18.4.487
http://www.ncbi.nlm.nih.gov/pubmed/28385005

	Introduction 
	ALS Genetics 
	ALS Pathology 
	ALS Pathophysiology 
	MAPKs in Cellular Physiology and ALS 
	ERK 
	p38 
	JNK 

	Therapeutics Targeting MAPKs in ALS 
	Conclusions and Prospects 
	References

